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Attachment, Table, Fig. T} Appendix @ BiR

Attachment 1-1 Analysis of bumetrizole (Study No. 402024P)
Attachment 1-2 Analysis of bumetrizole

Attachment 2 Stability and homogeneity of bumetrizole in test preparations
(Study No. 402024P)

Attachment 3-1 Concentrations of bumetrizole in dosing preparations at the
start of administration

Attachment 3-2 Concentrations of bumetrizole in dosing preparations at the

end of administration

Table 1-1 General signs of male rats in combined repeat dose and
~1-5 reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Table 2-1 General signs of female rats in combined repeat dose and
~2-2 reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Table 3-1 General signs of dams during pregnancy in combined repeat dose and
~3-2 reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Table 4 General signs of dams during lactation in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Table 5-1 General signs of female rats (recovery group) in combined repeat
~5-5 dose and reproductive/developmental toxicity screening test of
bumetrizole by oral administration

Table 6 Body weights of male rats in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration :

Table 7 Body weights of female rats in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Table 8 Body weights of dams during pregnancy in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Table 9 Body weights of dams during lactation in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Table 10 Body weights of female rats (recovery group) in combined repeat
dose and reproductive/developmental toxicity screening test of
bumetrizole by oral administration

Table 11 Food consumption of male rats in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Table 12 Food consumption of female rats in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration
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Table 13

Table 14

Table 15

Table 16-1
~16-6

Table 17-1
~17-6

Table 18-1
~18-6

Table 19
Table 20
Table 21

Tabie 22

Table 23

Table 24

Table 25-1
~25-2

Table 26-1
~26-2

Table 27-1
~27-2

Food consumption of dams during pregnancy in combined repeat dose
and reproductive/developmental toxicity screening test of bumetrizole
by oral administration

Food consumption of dams during lactation in combined repeat dose
and reproductive/developmental toxicity screening test of bumetrizole
by oral administration

Food consumption of female rats (recovery group) in combined repeat
dose and reproductive/developmental toxicity screening test of
bumetrizole by oral administration

FOB of male rats in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration

FOB of female rats in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration

FOB of female rats (recovery group) in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Sensory response of male rats on termination of administration period
in combined repeat dose and reproductive/developmental toxicity
screening test of bumetrizole by oral administration

Sensory response of female rats on termination of administration
period in combined repeat dose and reproductive/developmental
toxicity screening test of bumetrizole by oral administration

Grip strength of male rats on termination of administration period in
combined repeat dose and reproductive/developmental toxicity
screening test of bumetrizole by oral administration

Grip strength of female rats on termination of administration period in
combined repeat dose and reproductive/developmental toxicity
screening test of bumetrizole by oral administration

Spontaneous motor activity of male rats on termination of
administration period in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Spontaneous motor activity of female rats on termination of
administration period in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Urinary examination of male rats on termination of administration
period in combined repeat dose and reproductive/developmental
toxicity screening test of bumetrizole by oral administration

Urinary examination of female rats on termination of administration
period in combined repeat dose and reproductive/developmental
toxicity screening test of bumetrizole by oral administration

Urinary examination of male rats on termination of recovery period in
combined repeat dose and reproductive/developmental toxicity
screening test of bumetrizole by oral administration
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Table 28-1
~28-2

Table 29

Table 30

Table 31

Table 32

Table 33

Table 34

Table 35

Table 36

Table 37

Table 38

Table 39

Table 40

Table 41

Urinary examination of female rats on termination of recovery period
in combined repeat dose and reproductive/developmental toxicity
screening test of bumetrizole by oral administration

Hematological examination of male rats on termination of
administration period in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Hematological examination of female rats on termination of
administration period in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Hematological examination of male rats on termination of recovery
period in combined repeat dose and reproductive/developmental
toxicity screening test of bumetrizole by oral administration

Hematological examination of female rats on termination of recovery
period in combined repeat dose and reproductive/developmental
toxicity screening test of bumetrizole by oral administration

Blood chemical examination of male rats on termination of
administration period in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Blood chemical examination of female rats on termination of
administration period in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Blood chemical examination of male rats on termination of recovery
period in combined repeat dose and reproductive/developmental
toxicity screening test of bumetrizole by oral administration

Blood chemical examination of female rats on termination of recovery
period in combined repeat dose and reproductive/developmental
toxicity screening test of bumetrizole by oral administration

Necropsy findings of male rats on termination of administration
period in combined repeat dose and reproductive/developmental
toxicity screening test of bumetrizole by oral administration

Necropsy findings of female rats on termination of administration
period in combined repeat dose and reproductive/developmental
toxicity screening test of bumetrizole by oral administration

Necropsy findings of male rats on termination of recovery period in
combined repeat dose and reproductive/developmental toxicity
screening test of bumetrizole by oral administration

Necropsy findings of female rats on termination of recovery period in
combined repeat dose and reproductive/developmental toxicity
screening test of bumetrizole by oral administration

Organ weights of male rats on termination of administration period in
combined repeat dose and reproductive/developmental toxicity
screening test of bumetrizole by oral administration
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Organ weights of male rats on termination of recovery period in
combined repeat dose and reproductive/developmental toxicity
screening test of bumetrizole by oral administration

Organ weights of female rats on termination of recovery period in
combined repeat dose and reproductive/developmental toxicity
screening test of bumetrizole by oral administration

Histopathological findings of male rats on termination of
administration period in combined repeat dose and
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administration period in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
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Reproductive functions of male rats and female rats in combined
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Necropsy findings of pups (F;) in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration
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Body weights of male rats in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Body weights of female rats in combined repeat dose and
reproductive/developmental toxicity screening test of bumetrizole by
oral administration
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Fig.4

Body weights of female rats (recovery group) in combined repeat

dose and reproductive/developmental toxicity screening test of
bumetrizole by oral administration

Fig.5

Food consumption of male rats in combined repeat dose and

reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Fig.6

Food consumption of female rats in combined repeat dose and

reproductive/developmental toxicity screening test of bumetrizole by
oral administration

Fig.7

Food consumption of female rats (recovery group) in combined repeat
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_13_

Study No. 100624

-------

-------

-------

-------

528~533

534~535

536~537

538~541
542~-549

550~553
554~557

558~561
562~565
566~569



Study No. 100624

L3S

TARNYS—NDFy b AVWAROBEICL IRERSENE - EHBAFHHEGRRET
Wy, HEHEEMIC T 5 —REBE R BAREIT D L L b, tEREEE, RRITE), ZBEDV
Sifre EOAEFEITENCRIETRBIZ OV TR L. BE5RIX, 1000mgkg ZEmARE L, U
T 250 R r62.5mg/kg & L7=. R & U THMAEO0.5 wv% A F Lo — AR EHEZ R T,
EFEHOFEREMEIIARB LS 1261 L, HTRERLLZOI LPEEEIERLE L.
METIE, BRBREE L IR BREE, 250 K TF 1000 mg/kg BEZ& 6 FlOEER %17 7-.

1. K& 5

1. —BRBROCETRE

FECHIRUBEESIL, WThoBRICLR DN o7,
—RIREOREIX, WThOBIZ LALLM oTe.

2. KERCEHE
HRERCEE T, ML bRECERT 2BITH ORI o7,

3. ITEhi#EE (FOB) #1%, BEKCRE, BHOAERUVCHREESERNE
1TEEAE (FOB), RN, BAKRVEREHE TIX, ML LBREICERNT IEIEAD
nighotr.

4. RiIRE, MEFRERCMEAE(LFRE
RBRE, MERFRERVCOEELLFEFREICBWC, Ml LEEICGERTA2E(ITA LR,
Dot

5. FIRPTRR UG EEER
FRREVSEERIZBVT, ML OREICERTIEEIA DR 2T,

6. WEMBFERE
RHABRFEREICBWVT, ML LBECERT B IZA LR T2,

o. AMRAeHE
1. REMOLERBEICRITTEE

REFETO®R 5 M4 BRE)OREEE, KEE, TEMEAR, MR, Zh®, &
SRR, HER, SHKE, WERE, EREAR, BRERCERRILE, BECERTS
EleixAbhehotz.
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2. R&W (F,) CRIETRE

MHHEERY, FEEREK, WE O HOFAERE, WHE O B, 2hR RoEHRERUH
ARILE, BECERTLIERTA LN,

—ROREE, WE 4 BOATREK, WE 4 BOMERUWE 4 HOAFRICE, BRECERT
HEIEA DN Do,

AR, KERUHRICBNT, RECERTLIEIIA DR oT.

UEDE ST, 7AM) Y —NVOEEBET, HHEL D 1000 mgkg BE5 THTHOHEBIZY
BENZBDONENo7Z LS 1000 mgkg/day 282 5L E2 . £, AMRERN
PRI IEREB R, HiHE L b 1000 mgkg B E THOTHOHEBICHLEEXRD RN &
M5 1000 mg/kg/day iz 5L E2 5. REWM~DOEZERIL, 1000 mgkg ¥ 5 CTAEFH
RMEEL FICEERED LN N2 722 25 1000 mgkg/day 2 x 5 L Ex 5.
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#

il

TA MY YA BEORICHEEE L TACERSNC G S ORE~DEBEZHEET 57201,
OECD Guideline for Testing of Chemicals for Combined Repeat Dose Toxicity Study with the
Reproduction/Developmental Toxicity Screening Test (422} ZE-S3WTT A Y V' — L% HET > MZ
1 H1E, 2 AFRERCH#ET » M2 1 B 1E, 44~56 BRIKEROKRE L, EHEFHEBLRE
T5L LB, R, REITE, RRUSHRR EOMEEIMOLRITHICRIZTREESL
BREt L. —Bo8HICiX 14 AROEIEHF 2R, EEECOVWTHRELE.

Tk

1. HBRYE RO

BEME DT A MY Y — A [BAFEA2-2-8 Fa X 3qtent-7 FI-5- 2 F LT = = )L)-5-
saaXyy b T Y —)v, HKFE4FF:bumetrizole, F3ERI4 :2-(2’-Hydroxy-3-tert-butyl-5’-
methylphenyl)-5-chlorobenzotriazole, CAS No. 3896-11-511%, Fig.1 IZR L@ ELZ A L, AR
MR TRV, FE:315.80, ZKRE:7.5X 10E-7Pa(20 C), @hsA:138-141 °C, FAXIHE:1.32
gem’2s Oycs . g, || = -+
oz AW [ o o 0172114,

SE:99.9%]. AFRIT, ABREROBBHEREZOREEGEIRE 23 C, FEAME:20.0~
253 OWEIR - BEAOERMHTCRE L. ATFRICHARER CHRME 20 LI-EE,
BEIT 95%Tho7-. URROBEHMK TRICURBRER CEBRMELFEOWN LI-EE,
EEIX100.6%TH Y, FERAYMPOLEESHER S i-(Attachment 1-1 & T} 1-2).

BER 0.5 W% A F LB L0 —XBFEOFABIZIE, AFLEALT—ZX[RA Fr—X®M-100, &
7, Lot No. 110654, fERI#RR 2007424 A 4 B, {FE{bFTEKRXRM, HRYEREZEOR
THEGEIRE:23C, EHA#E:20.4~24.7 COUIERBREIRCERAKIEY, LotNo.3F86, M
HIBR 2008 £ 6 A, kAR RERE TS, SR ERE EEREIRE 23°C, EAE204~24.7 C)
IZEREEF) AW

2. RERERURERS

0.5 W% A F LA —AEiRIE, AFLtro—20LERZFR(EF X AT250 R}
PM2500, A FT— - FL FERAE)HE, HHHKCERL, AR L. 05w A FLEL
10— AR, $ERMEREZOMENR (WEEB:RC-MS01, FRRASE B L 8UER) TRIEGE
EEEAC, EME34~82 CYOFEHTTHREL, FARKEL 10 ALINIER L.

TARY Y=, FRE D LICHERERFIIE T KFEAT250 KU PM2500, A hT— -
L FERAD%, 2T 4 a =7 IXFY—(AR-250, KAt ¥ )2V TO05
W% A F L n— ARFERICEE S, TIEREE Lz, 228, #HRUICE L TEBRWEOE &
ICKDHERITOY, EH5RIIFERKERTRRLE.
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TA MY =D 0.2, 2 BUN20 whRRERETR I, A% 7 BRSO - EXORFETCREL,
FTOHER - EHT 6 FHARE L THLEEHR U —HICHBEO LW Z LARE I TV
(Attachment 2)". #5R{KIZ, B 1 EL EOHEE THEL, $BRHERERORETEG K
B:RC-M501, ¥RAS4EH CBUEFNICHREREIRE 4 °C, EHE:3.4~82 C) - EXEHTT
RE%, 7TAUNCERLE. 2B, BEREE, REEIOFHH L% 6 RFRIUIMICERL
. BREBSBRIKIIFEEL:E.

MERERBRBE R 5 BRSA B R OER B4 T BICHER L2 B 5 RIEP OSBRI E B B % HPLC(H#R
SHERBEFTHE L. 20/RKE, BYHIRIIRTRED 101.5~102.7%THV, #
EEINTREOCEHBANI00E10%)TH 7. i, £DOCVIHEIXSRUNTH-. - T, &
BE5RESTOEER U —HICBEILR D> 7= (Attachment 3-1 & T 3-2).

3. EHEMRURERE
3.1. BMERUERHK

ARICIE, FHERBRIBHTHAVORTWIEBMET, TORKMEBELHLNTHS
Crl:CD(SD)fHE T »~ MSPR)Z W=, B, 200545 A 11 BICAARF ¥ —/L R « U 3—#k
RE(BFFEE R 7 )00 7 Bl CTHRERFE L U CHERES 73 ICR ONEIERE L UCHf 26 IT%
AFELE. AFH 1 BOEEPHIT, B 230~249 g, RERFEMED 176~202 g, BIEEEHEN 179
~198g Tho7-.

3.2, BRERUENE, BT EE OB EEE

AF L8, 5 BRIOBREHR R OEO®% 16 BR(-7Z L, BIEHMT 17 BE)OBILE

MERT = Zoic, KEMEETRXFEPM2000, PB3002 XX PG2002-S, A h5—+ kL

FHRASH)E 5 B, —RREOBELEH 1 [, TEEEFOBYE R & 5N 1 BTV,
X HICABRBMEIELRE Do A BIEL 14 BRER 1 BT 7. —fREE, KEHRH S
Wi FOB BIERICRENRAONT, E-MASBIE TRENED bhh o B RIEHHHR
Hoh, 4BHLZNES BAMEEZ ONT-BEBEST LT

BodiE, arvva— 220 THRERZRBINCOIT - RICEESIBEIC L RBOEHE
HRUOSEBMZEZ L 2D X ICRERBRICITo 2. BSTROBREHMO S b, B -
BB E S OB VIRICHE 2 5128, FAEHRKRTROMAEDE=%Y v IREICAWVWE.
ZOMOBES T BRATYIL, BESBBIZYF L —T LERRET CHEREBIIR & i BT X
BlRkIZBEELE.

B OEEEINT, AFBHICHES V7 LK BRA~DEAEZAVWTITo . &5IT, B -
BUEHM P 0% 7 — D3RR E S, ATFEA B RUBRE -BLEMEE2RA LTV %,
BRI HOZ T —IIRARE S, BEE, BE - BikEmES, 8mEkS, REKRYAFER
HME DR U5 B RREBHO ) E AL, BT LICEBRT LETSXAVEEY 7. 2B,
ITEISRE(FOBYBLE % Blind TRET 2548101, RBRES, ATEA BRURE - Bl{tEmE
BERALETNUVERY 72, BREBMEFE)DOE Ty —22i3, RBRES, ®’ERE, IHEs
EUCHARZTRAL, BILICBHT LT VEZIRDY T 7=,
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33. REFHRUOREEH

Y, RERE 23 CERE : 22~25 C), REBE 55%(ERE : 40~56%), PIRFHE 12
RERSI(FREA : PR 6 BE~F1% 6 BY), MREIEK 12 Bl /Bi(7 4 V¥ —IZ X Y BREE L 72 FREZER)IC
HRESNEAERERI T=, AL, REIERSTERE)THRE L.

BRE -BUEHBE P ROBES TR E R T L ARERENR 7 — (W :240 XD : 380 X H : 200 mm)
ERHOCTHEMNEAE Lz, &I, #OFr—YNTiTok. B8, R 18 BUEA— 7 L
—TRE LR 7 v—7, BAF Y —ILR - UR—FREMEANLTTRAF v I8
r—(W:310XD: 360 XH : 175 mm) CHEBIFHE L, BRI UHE IY, HHE 4 BLIEX
T L ARBREXNr —CE2HAVWCEMNET L. F—C0%0M, KRR TSTRF 78l
OB 1 EMIC2EUE, ATV ARBRERS — R OEEESR ORI 2 AR 1
BILA EfTo72. 28, BMFEEZEOERIROR EREBDKL T 0.02%KEHEFEET Y U LKER
TORDE y 7TREICLHDHEEFRIERT 2.

FAEHRE TR L= ) VB8O MEREICBVT, BRETRBTHLIRE
BixHonieh otz

KEOMELBR NEEMBEOSHRERIL, IZIE6 1B ZLICMAEABERRLST L 7 —
TEBLIEREZBERF ¥y —NA R - Y S—BASHNOAF L. ZOSHRRIE, AR
TEDEEEMBOHGHEATH- .

3.4. fAEHR OB

fakhY, W% S 1A UNOBRBEECRF-1, 4V = LB TERNSMEZRERICA
L, BHIZEBRIE. SRATBOFZ 4L LRI, FERLEZERLR—2 v bofd
BosfERE, MEEABRELSIT L ¥ —RUOA) 2 U Z NVEBB TERKESENOAF
L7,

REKIL, KEKEZBABREZAOCTEHRICERIE-. SEBKOKERERL R, 1T 6 1
AT LICHALFEEERRESE HAASIT L ¥ — IS BREAE L ¥ —CER L
T EEAF L.

FELR OB KO RIE, WINbLRABRR CED - EEHEOFTANTH - -.

4. B 5K, BEFE, BRER BRSEERUCEREHRE
4.1. BERRREOEEHE

TABMY i, #EEL TROMICAICEBRINDWTEESEZ NS D, BERKL
LTERREEZBR L.

BREZELTIE, €BRBBROE Y U TERSLETFHIBREWIFT72RY) oL
T 4 AR—F T AVERBTVEERESHZAVT, BHEEORE L.

BREREX, ETHEIBREEHLIWVIEIEREHICEOIEWVWAIEROKEZEREL L, S mLkg T
BHLUE. RRBEOREREX, KEATRCKEMBITES A0 ERES B IR bIEWH
EHDOEKEL, IHEHRIEEO, 7, 14 RU21 BOEKEYL, WEHRIIHEO, 4 RU6 HD
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hEAZEREL L, S mLkg THHLE. BEEH#EORERET, BEBHDIVIIRERICED
WWHIERDOEKESZEAEL L, Smlkg TRHL-.
B EEEZNIART 9 B 00 o~ 1 B S5 2O <, BERIEIZ1 B 1EE L.
REBMGHOBEMITHREE L 1088 TH Y, REPAIIHEN 358~405 g, FERBEHED 236~
262 g, [EIBTEHMEAS 247~267 g ThHoT=.

42. R R RS E

BERERRIL, TR LD T EREHE LTI HEREL, TOMIZHBREZ I
7=, {REOBHEY, RBEM MRS 12 F, XHBREE, 250 KT 1000 mg/kg B DORIER %+ 1K 6
FE L. '

" BEER BMBEMES)
(B8) ABRAEHE ABRTEME (] 1 B
FIH XHBOS5 wv% 0 mg/kg 6V+6? MO1101~ 12V (FO1151 62 (FO1171~
A vn-ATSIR) ( 0wh%) MO1112) ~F01162) F01176)
WO TARMNYY—  625mgkg 6"+62 M02201~ 12V (F02251 -
(1.25 wiv%) MO02212) ~F02262)
I TAMYY— 250 mg/kg 6"+6? (M03301~ 12" (FO3351 67 (F03371~
(5 Wiv%) M03312) ~F03362) F03376)
BAWE TABPYY—1 1000 mg/kg 69+6? (M04401~ 12V (F04451 67 (F04471~
(20 wiv%) M04412) ~F04462) F04476)

1) BEHRETERIAIR
2) [EIFEHARIR T RIS TIRR

BERIY, 7AMNYY—ADTFy bEAVLIRORSICE DRERSHNE - AMBEFNEG
SERBOTHAR Y REEPE - 0, 250, 500 KT 1000 mgkg, &EEHES FOERICLYRE
L7z, T7bb, WO L ETHIEERD 9%, 1000 mgkg BETH—RRIREE, 4KE, 8
BRUHRTARCEERALNRP o, 22T, YRBROBSEIL, 1000 mgkg ZEmAEE
L, UFAK 412X 250 KU 625mgkg & L7z, £/, B E L THEEQO.5 wv% X F &L
0 —RBER)DH & FFERGTIHERIT .

43. 58I

5 #MX, OECD Guideline for Testing of Chemicals for Combined Repeat Dose Toxicity Study
with the Reproduction/Developmental Toxicity Screening Test (4220 #-3 T, BETIXZALRT 14 B
WM& ZD% 28 BRIOGEH42 AR & L, BB CI322RLAT 14 B, RECHIRS, EIREIE
BUWHE 6 HETOGE 44~56 AR & Lic. BEZOWTIE, 42 BRORERICEHL IR
DEMIZOWT 14 BRIOEEHMZ8RT 7. 7o, BEEHEICOVWTIE, 42 BEOR5#IC
14 HRIOEEMMZ&RT -, 2k, R5HKBZHREG1BLL, BREEOERZEHE 1AL
L.
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5. BERUKREEH

5.1. —RREE

5.1.1. HE
—RREROCRCOFE L, R5HMPICRSA - %01 A 20, FEEHSEPICER 1ER
UCHRAIC 1 EBEL-.

5.1.2. ABREEME
—BREE VTR COFE DL, BEHMRPICKRER -0 1 B2EECHKRBIC 1 RBE L.

5.1.3. [EIfEREIHE
—RERVCECOF B L, H5HEPIcESaT - %o 1 8 26, EEHBPICER 1ER
CHRBIC 1 8L,

52. KEAME
52.1. #

RET, 1 AR 2ERE LZ[BER 51, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36, 39,
K43 B(EIE 1 B), [HE 4, 8, 11, 14 R 15 B(EFREEPM2000, A h5— -+ FL FEE
A&

5.2.2. RBRAEME

REIE, REBAZAHET 14 HRIROREMM G 1 B2 BIEER 51, 4, 8, 11, 15,
18, 22 R Ur25 A), HRMIBIRIIENRO, 7, 14 RU'21 BiZ, WHEHRTIIHHFO0, 4, 6 RV
7 BICHIZE L7 (BFRXFEPM2000 X TXPB3002, A hF— - b L FHERSH).

5.2.3. [B1fE BEME
REI, 1AM 2ERELZ[BIER &5 1, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36, 39
K42 A, EE 1, 4, 8, 11, 14 R 15 H(ETXFEPM2000, A FF— - kL FEE£Hh).

53. BEEEAE

53.1. H

BRI, ZACBASAET 14 FRROREHIME TH S 1B 2 BEIEE U7 FRENE B &
£2,5,9, 12, 30, 33, 37 Rt 40 A, [BI# 2, 5, 9 R 12 B(EFXKFE:PM2000 & O} PG2002-S,
A FT— - b FERKEH).

5.3.2. FABREEHE

BEEENY, RECBHLAAT 14 BREIE CiX 1 @RIC 2 BI@EERIER 52, 5, 9 R’ 12 H), &
SREARTHIIAESR 2, 9, 16 KU 20 RiZ, WEHM T IIME 2 BICHIE L7 (BFEFE:PM2000,
A FF— - FL FEEREH)).
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5.3.3. [BIEREME

BRI, 1 @8R 2 ERE LEEENER &S 2, 5, 9, 12, 16, 19, 23, 26, 30, 33,
37 XUf40 B, EIHE 2, 5, 9 RT* 12 B(EFXFEPM2000 XU PG2002-S, A FT—+« b L FER
b))

5.4. {TEHERE (FOB) 8Bl%2
54.1. ¥

2HICoOWT, HREBEHT, 57, 14, 21, 28, 35RU4IBICTFRON~)OHEB #BEL
fo. BRI, BSHRIERME L. ok, BRFZEEEL, BlindTER L.

1) &%, »Ho%x17E), REASREBR ORI — N TBE L.

2) F—UoDOHLEE, WEE, HioRKR, EORE, R, WERCERIIFICES
THEL-.

3) b ENYER, £I3AVEE, HITIRE, IRREASHKE, RERE, THREYEKRCER
RE3A—7r 74—V KNTEELL.

5.4.2. ABRELME
2HIZHONT, BE5 PG, RS SKEWISH, FiE1, 8 RS HEIZHE 3 BICHE LR
—EHBZBE L. B, TZBRMOZREDT —ZIXEHMLBA LT

5.4.3. [EIEREHE
2HzHOWT, LA, B5S8, 15 22, 29, 36 KU AiCHELR—ER2EE L.

5.5. BRERISRE
55.1. B

BEHERE TRESHRGUZOWT, 541 B OfTEIEE (FOB) Bl %ICEILES, BN,
ff R, BERNROBERRZFERO L TRELE.

5.5.2. ABREEHE
B LEYEBOFVIEICEZ6HIZOWT, WE3B OITEREEE (FOB) BE%ICHLF—
HHEZREL:.

5.6. #HBE
5.6.1. HE

BREHMETERREAIC OV T, #5411 HORRERIGRER TRICCPUS —I/(T A 2 —x
V=TV U TBRASH)EAWT, RIRRUEBEORAZSERIE L, RKEEd REEE2R =
R OIMEEDOFHEL A L.
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5.6.2. ABREEME
B LIMESOEVIEICKHIZ VT, WE3IE ORERIGBRER THRIZCPUS —I(T
Lfa—xJ=7 ) o FTHRREDHEZHNT, HERRICRIE L.

57. BREHEAE
5.7.1. H

B E M TERRAREIZ DWW T, #5 40 AT Activity Monitor (MED Associates Inc.)Z i L,
BITERUNL S EX ) EEIZOWTHEEGH% 1 Rl E T 10 2B TRIE L.

5.7.2. REREEME
HH L LEME S OB VIEIZS6HIIZ-OVT, HiE4 B (ZActivity Monitor (MED Associates Inc.)
ERL, HEFE—HBEZREAELL.

5.8. IRIRE
58.1. HE

BEHEETRIGRS 37 B) OB SREZ SRR SHMKETROIRAEY, BIEMRET
HI(EIE 9 IICEIEHRK TEREOFHRASMIZOVWT, BRI/ —V2AVTHRE - BT TH
BERZBR L=, £0%, Fl&EEHVTHRER - /87K T C 24 BEIR Z M L7-. ERL7ZKIZOW
T, UTOREBEAER L. REZORIIEFEL-.

FRER - B, ABHEE L. pH, BRE, 7RI, Y6, YUYy, BOLK
Cyutbl /-5 i3, RRERBECRHHEFBRASH)ICR Z# TR IR RDEEIC X
D RBESPTEEUS-2100, KIHELFHRRSZ AW TRE L. RILERX, hE2IRICEY
R (FT Sternheimer 1%, EEFERFEEASH) CREZICHEMET CHE L.

24 FERR - REQUV)IL, RIEE &S BEEB(EFXFEPM2000, A F5— - b L FERRX2H)0H
B U, REEES.GHE, BIWRICXVEHFYRLEN (= VXY b-1ID, HRXE&tt=a)%
B\ CHIE L.

5.8.2. RABATEME

FHLELVEMESOEVIRIZE 6 FlIZOWT, WE S BORERER SRR —C %2 H
WTHER - K T THEHREZER L. £0%, SI&HWVTREE - F7K T T 24 RERIR 2B L
. BRLERIZOWT, BEORRELR—HEEGS 1) ORELZR R4 H O TERE L.
L, REEOHEICIXEFRE: PM2000(X T —+ b FERESHZERA L. BRER
DRITBEFE LT,

5.8.3. EIfEREMHE

BB TRI(EE 9 IRy — P2 AV THE - BT CHRRAER L. 20,
FlEBNTHREL - HAT T2 BRRZER L. ERLERICOVWT, BEORKRE L R—ER
G 1L)OBREZXR—HBREHNTERBLE. 7L, REEOREITITEFRFEPM2000(A k
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F— -+ PV FRRSHEERA L. RERORITRIEL .

59. MERFHRE
59.1. #

ERBEOEARCEELHME TR b2V EZ —LF b Y T ADOEFENE 540
mgkiZ L BB T CERXBRN OV =2 L—a VX Y MREFERL, UTOMKFERE
EEM L. QIERORAMKIIFEREL-.

FRMFKIERBC), ~F7 ot BBMHGB), ~< b7V v MEMHCT), f/MMIEECLT)EAIML
ERB(WBC)iX, EDTA-2K 4L L /= Mgz >\ C, £IHH BB BREH Bk & (Sysmex K-4500, >
AR 7 ABRASHEFROCTEE L. X612, FHRMERABMCV), FEHRmekm &R E
(MCH) & UNEX) R i ER i 2. 3R IR EE(MCHC) 2 B H L 7=

IR FRMER . FE(RET)iX, EDTA-2K fAE L 7= #k % Brecher IIC X W BARKRE L TRAT A
KA 288k, Giemsa ReiEA % /ER U CHEMEE T CaRiEK 1000 #H 0@ M EkE %
L, B

HMmERE 73 #IX, EDTA2K B L7-MKE AT A N T RIZ8EL, May-Giemsa JeBiZA
ZER L CHEMSET THMEK 100 @ % HEHERL-.

7o bl EUEREPT), BHEES b e RT S5 XF URBBAPTDROETZ 4 7Y ) —4 v
BEE(Fbe)iX, Mm% 32%7 = B b U ATRERE, &O5BEF 4 °C, 3000 rpm(F) 1972
Xg), 15 4rf, =OH:CFSDL, B3 THHS]L TH -z oW, FEdERE AN
X v & AEmKEEREERE(CA-S30, YR Ay 7 ZAKRASMHEZAVTHRIEL-.

5.9.2. FBREFME

FRELEBMESOFVIEICE 6 HliOVWT, BREEEOFRME 7 BIIXV FAALE S
—/F U U AOEENEE@A0 mgke)iZ X AMEB T CHAKBRN O I=2b—aizdy
MREZFEWML, HEOMKFRELFA—HEBEGIL)DOREZEK L. AEEOERMIKRIIFEE
L.

5.9.3. [EIfEREMHE

BRI T RIS v e 22— T b U LADERENE 540 mgke)iz X 2T T
KBRPO I =2l —ya XV MEEZRIL, EOMBERELR—HEHBGI.1)DKRES
Ehe Lz, BEZROBRAMIRIIFEIELT.

5.10. MRAE(LFRE
5.10.1. HE

MmRERE RO MK & RRFHICEREIIR? O8I L - W& D H&LoBER 4 °C, 3000
pm(¥) 1972 Xg), 15 /3, = OH:CF8DL, B THSH)L TH - MFic>\W T, UTFD
MEAECFREL E L. REFEALEL, BRBREEERRFE CHEE0 CHE, BIER
7 Y —¥%—:ULT1786-9JD, Kendro Laboratory Products)N{Z{R% L 7=.
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AST iX MDH-UV #, ALT X LDH-UV ¥, ALP i p-=burvz=nY U BEEELE, v-GTP
X L-y-Z A IN3-INRFTA4-=buT7 =Y FREEHE, SREB(TP)IX Biuret i&, UL
EA(T-BINIT T Vik, REFEZERERUNIYLT7—E-GIDH &, 7 V7 F=(CRE}IZ VT F
=J—+ -F-DAOS #, 7 FU¥E(Glu)it~% Y ¥+ —+¥ +G-6-PDH ik, # 2 L X7 1 —/1(T-Cho)
X COD-HDAOS #, btV 7Y &F 4 R(TG)ix GPO-HDAOS ¥, Ca i o-CPC ik, Y L (IP)
{X PNP - XDH %, Na, K RN ClLIEA AV BREBEIC LD, Wb E({LFEBSTREAU
400, F Y U RZAKASH)ERAWTHRIE L.

TNAT I (ALTREBROCEASEHE[ERKENE, BEEKBIEEAES 310, Y 3
ZBARESN D, AIGTAT I/ 7ud ) NIEASEE I LEHB L.

5.10.2. FREAREME

MK FREM O K & FIRFHICEXEIRD O EE L 7= ik H &3 05T BERI 4 °C, 3000
pm(¥) 1972 Xg), 15 53M), =.LH:CFSDL, B TS L THAEMFIZoWT, Bom
WAEFRELR—EHG10.1)OREL2ERK L. REFLFEL, KRS ESERKFE THE
[E(-80 CixE, &{KIR~7 Y —H¥—:ULT1786-9JD, Kendro Laboratory Products)PNIZfRE L 7=.

5.10.3. [EIfEREME

M #E R E O Mk & R KBk S B L 72 ik hs & LA BEF 4 °C, 3000
pm(¥ 1972 Xg), 15 4[], =OH:CFSDL, B THRXL)L THAZMFEIC>W\T, Bof
WEFRELF—EEG10.1.)OBREZERK L. REHLEL, REEREEERFE THE
[HE(-80 Ca& &, #IKE 7 Y —¥—:ULT1786-9JD, Kendro Laboratory Products)PNIZ{R8 L 7=.

5.11. HIRRCEETHEERE
5.11.1. H

EED 591K G510 1.OETHRM L 78 % S O I BFE S ¥ 7= % ICHIR L=, B,
AN, GERE), TEMEK, FRIR, KR, DR TR ME B BIE, BRERUHEELETE
BARELI(BEFRT:AB24, A bT— - b FEREH). EHRETEEZBEKEKETRLT
HAERELEH L. TEARORREIX 20 vol%PHEEt L~ T 1 BEEE, JEL
7=, ZTHhOoDIJEL, M, ]E, HE, EERETR - |1 TR, &8, 8§, +2%, =5
B, B, &85, B, U ojE(TH - IBEE, B, BE, alR, LRUME, B,
HEmER, BRI, ~—F—R], BHERUCKRBEE & HIT 20 volnPHEEE S~ Y S CTEREL
To. 7272 L, BREURE K77 Vi C 2~3 BERIEE., 90 vol% T % / — /L IZEHEEL,
REKIX N Z—NAT AT R-FA<l Tl BREER, 20 vol%PHEREERL <) VICHEE
L.

5.11.2. ERELHE
LD 592 % TV5.102.0B TR U -8 % X LM B S8, HREARE RERE Y
HE®R, AIRLEZ. £z, EHOKRRE, MRFRERVCIERECEREZER LR -8

_24_



Study No. 100624

ME L bV EZ— T R Y U LAOKEBERE 540 mgkg)il X 5 FREET T XEINRD> b i
B SY, MREGBRRUCEREEZEER, IR UL, RO, /B, E8), TEE FR
BR, BERR, O, TR, B TR, BIE, SRR OCTFEIIERELZIE L(EFXFE:AB204,
AFT—- FU FEREH). EHREEELZREEFECRL THEMAEELRH L. TEARD
FARBRIL 20 vol%e P EEE AL~ Y T 1 BEE®R, BIELE. ZhoOHRER, M, IE,
g, MEHRIRGE TR - TR, &, B, +2EB, =8, BB, 5% &% 85B Vv
SRENTHE - BBEEY, R, B, LRUME, B, SLE#&, R ~—F—R, BE, K
BRUOIMRE & HIZ 20 vol% P HEE#E AL~ VCTEELE. 2L, BEKX, 7Ard—n7T
ATE R d=l Tl BREEE, 20 vol%eP it~ MZHEEELE.

LR 25 B DR 10 BFE T2t L2 Do o 8MIE, R b ¥ —AF M) U ADRE
PENEE 5.(40 mg/kg)iZ & 2 BB T CHEABIRD b BULBIE S HICHKR L, EROFEI L VT
IROME 2R L. EROFIE - ARRIX, 20 vol%eFE#EiR L~ Y U CEES, 10 vol%H
HEEH RV~ ) AR FELE. 2720, BREZ, ZAF—ATATE R F <) Tl KE
E1%, 20 vol%PHEEE AL~ Y VICHEE L.

5.11.3. B EEME

LD 593 KT 5103. 0B THRM L -8 % S HICHIILESE S 7-%, FI8R L7, BCKIN,
AN, FERE), TEAE, FIRER, AR, OB L, M, B, AR, IMRERCFEREREY
BE LI-(BEFRXF:AB204, A FT— - b MERSH). EHREEELEKEE TR L TR
HELEM LA, FTEERUCHERRIT 20 vol% P& AL~V T 1 BEEER, BIELE.
INROOH/EX, M, JE, B ERRGETR - -\1TR), /8, 8, +285 =5 =1
B, B, &5 BB, Y oSHEi(TH - B, Bt B, LRUME, B, LEHE, R
B, "—¥—R, BFE, KRBRERCLRE L BHIT 20 vol% P EEEiIR L~ Y VCERELE. -
L, RERIX, FAF—LTLFE F-FrelrTI1BEER, 20 vol%e s L<Y
IZFEE L.

5.12. FREMRERE
5.12.1. HE

B TRRRIREICOWT, D, B, JF, T R, ERRE TR - 1 TR,
B, H, +2E5, 5 BB 85 &5 BB KBIR EE, ) O E(TE - BRI,
B, BB, R, BRE LA, BE, iR, TEE, BIE, R ERUME, B - 0
i - ERE), FEE, BLEMHEE, R, ~—F—R, BT - KBERCE@EE - KBE)D
NI 74 ABUEREZERIL7-. 10 H LEORE - H8KIL, 10 voleTHEEE R L~ Y o TR
L. 20%, SBEEEK 1000 mgkg BEZOWT, HE ReaE8EALER L, WEAGY
BREZER L. 2B, BRIZOWTIE, PAS~< b U RGHGEALERL-.

5.12.2. PABREEME
EHELEHBSOEHEVIEIZE 6 FlicHWT, LW, M, [F, TR, B, EERGE TR -
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TR, fl, §, +21EB =% B 5% &5 BB R, R Vo ~#E(TH -
MERINE), B, BERE, SREL, FE, B, TEA, BIF, FRR ERUME, BEORRN - N -
JERE), B, LEME, B ~—F—R FH@EE - KBE), BEF - KBEBRUILIR
DT T 4 ABREA R LT, Sl HLEORE - ML, 10 vol%hHEEE S~ T
BFEL. 2%, TBEERO1000 mgkg BDOFK 6 FlicoWT, HE REMABIERLZERL,
WEMBSFREL ER L.

5.13. #EE#
KRR, BERBAIOCRERRAIIBETEA 1 REZELE. B, REFWS
HEg2 HEiChb o TBEINE-EBEIX 1 B EFHELE.

5.14. AL

14 BREEE U7-f L SRR F— AT 1L 3 1 ICHASDO R CRBRE L 7=, REHRI
14 BERBREL LT, RREZHERT D ETOELGRIBERE S L.

REHEFIIEFIZIE —ERANIITV, BRIIBHENICET 2R L2 TR 8 &
LT, TORZEKROBE LTRE L.

5.15. ik AEDBlE
REMIIBERAD GRS, DHREOREOFE, S TOMBEER 21 B HEE25 B
DFFI 0B ECERIT . FAT 10 BRCHBBAKT L TCWEES, ZORLZHEORE LY.

5.16. HiBEREOEE
BEWmIY, WEREZHBFORNS4 X THEA 1 [EHBIZELT-.

5.17. \R&W (F,)
5.17.1. tHEERFOEIEZ

HIBERHIRHE R L, EERK, FARBRUARRFORELBZE L. EERIT,
BUIRRTE, 20 vol% i &EE A A~ Y  CEEL, 10 vol%HHEE R~ ) IZBEFELE.

5.17.2. [REHh 0B
REait, —RRERVCECOFELZEH 1 HER L. ETIRIE, SIRE, 20 vol%ed i
ERA< Y U TEEL, 10 vol%ePHEEE L~ Y B FELT.

5.17.3. KEHIE

HEIZ, WE 0 BHAERERT 4 BIZBE LI(EFRFEPM2000, A rT— - bl FERS
).
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5.17.4. Tk
AFERIL,HE 4 BRI F L —F VR T THEAENRY b MBI X - %Iic3R L.

6. WETRENT

FEEREITRIORLEL S, MBELERGHOBTITY, AREL S%L L, 5%K
#i(p<0.05) & 1%EKE(P<0.0D)E I3 TRR L. RRBMORRED—IKEE, (K&, 8
BRUITEHERE (FOBNIEF MO L. REMHOKERR, —BoEH%E 18 L, —K
DEHfE L GEHEZEH L.

(REFE)

hEBEY, RE), BER, TEBEFOB)DE S AWK L EANYEIKK, 8BhH, B
REBE, RE, RUEE, MEKFRERSE MEECERERE SEOKRGERROHEGE
B, RiFE% REFERE, SRS A WS 0 B)—REBHE A, HiREER, FKE,
ERF[(ERBURERE) X 100], RHERKGEREEERE), F4ERK EEREK
STEE R EE R B/AE R L) X 100], ROEHE[(HE 0 B OF A REBUERE) X 100], AR
B0 BOFARBMRHERE)X100], WE 4 BOEFRYE, WE 4 HOAGFER(ME 4 B0LE
R H 0 BOFAERK)X100], SHREEOHBARNREE RB/FAERE) X 100 O
(HEME)X, BRECEYERVEERELZEN L. 0%, Bartlett ki & A ESHIEORE
TV, 0B OBEIZE Dumnett IRIC XV 1To 72, —F, S0 EBD DN o224,
MEAL % FIH U7z Dunnett RIOBREHEIC LV iTo 7.

ITEERE(FOBYE L, B3 AVRTUNM S LR Y EIEZ R OHERVBERERIGIT, &8 CEYME
ROz REH L. 20%, WEALZFIA L7 Dunnet IOREEIC I VITH 7.

RRE(RBRIBYE/FEEME) X 100], ZAER[CZIEHER/R RARSIEHED) X 100]% T/
PER[(HTE R HEEMERUZ RMER) X 10011, X’ REICX VT 7.
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R

I. RE#EE#EE

1. —RRER

1.1. HE (Table 1-1~1-5, Appendix 1-1~1-4)
RCHROEEFIL, WTNOBICLRDONRoTe.
BESHRPRUCEERNRT L b, —BRRBORFEIWTHhOBICLA LR 2o T,

1.2. RBAAEME (Table 2-1, 2-2, 3-1, 3-2 K4, Appendix 2-1~2-4, 3-1~3-4 K TR 4-1~4-4)
RCFIRCEEHIT, WTHOBILED LR,
RECEART, RECHIM T, ERGBEPROHEHRP L b, —BREBORFIWThoRIc
bR T,

1.3. [EIEEME (Table 5-1~5-5, Appendix 5-1~5-3)
B R CEESNL, WTFNOBICHED LR, oT.
BREHH PR UEEHRFET L b, —BRREBORFEIVWThOBIC L LR, T,

2. k&

2.1. HE (Table 6, Fig.2, Appendix 6-1~6-4)
BEHMPICIE, SREBHEOBHLELESTEUMEROEKEICABREERADN N T,
BIEHE P, SRGHE OHRHELEXTCERERBOREBEICAERZIA N R N1,

2.2. REABHHE (Table 7~9, Fig3, Appendix 7-1~7-4, 8-1~8-4 KK 9-1~9-4)
BRI R VBRI P IZIE, FBEH L BB L HA_TEHAE B OREICAEEIRS
bhviesoT-.
HIRMIEIPICIL, SREGHE OABBE LA TEREROREBEICAEERA LN o7z,
HEHMPICIE, FRSGHEOIBHELASTEAEIOKREICAEZIAOR R0,

2.3. [EIfEEEE (Table 10, Fig.4, Appendix 10-1~10-3)
REHRIPIZIL, BREFHL DB LESTRAUERDEECARERZXA NN o7,
BIEHMEPICE, FRSGHE OARBELESTCEREROREICAEZRA LN RN o7,

3. B E
3.1. HE (Table 11, Fig.5, Appendix 11-1~11-4)
BEHMPIOL, SBREGHE OBRE R TEHER OEERICHEEZIIA DAL 5T,
EIEHFPIZIX, 1000 mg/kg B TIIxHBE & S THRBAE B OBHABICHEEZIIA LNRD
272, 250 mgkg BETIX, *HBEEL LA THE S RICBEROFEREMIALNR, #E
BICHE LT RNZ E0b, BE5ILZEELIEZ LR
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3.2. FABRELME (Table 12~14, Fig.6, Appendix 12-1~12-4, 13-1~13-4 KX 14-1~14-4)
RECBIERTIC Y, EREHE LA BE L R TCEBER OBHERICEEEIA DN 1.
RIS, SR EH L bABELEANTEHAE I OBERICEABRZRA DN 2o T2,
WEHMPICE, FEEHELIBELIECAEROBHARICAERZERALN o,

3.3. [EIfEREME (Table 15, Fig.7, Appendix 15-1~15-3)
BEHMPICE, SBSHE DHBELHANTEHEROBERICAEZRIALN R o T,
BIEHE P, FRERE OB L R CEHER OBHRICAESEIIA N T2,

4. {TEHERE (FOB)
4.1. HE (Table 16-1~16-6, Appendix 16-1~16-4)
BEHL D, BREBOVWTHNOEAICHREERZALN 25T,

4.2, ABREEME (Table 17-1~17-6, Appendix 17-1~17-4)
SREHLDL, FREDOVTHOBEBICLRERZAOR R,

4.3. [BIEHME (Table 18-1~18-6, Appendix 18-1~18-3)

1000 mg/kg #E T, IIBHELERTEREAOWTHOBERICHLREERXA LN 25T, 250
mgkg B TIX, BB LHNTERE 36 BRI DL EX YV EROFELRBBERAONER, REE
WEE LB TERNZ G, REICLZEBLEIEZZ N2V, 2, 250 mgkg BT
i, BEANIES LBV EIBROREREESA LR,

5. BREUG
5.1. H (Table 19, Appendix 19-1~19-4)
BEREHLD, WTHLOEBICLREERZA LN o).

5.2. PABREHE (Table 20, Appendix 20-1~20-4)
FREHLD, WTHLOHBIZHEF A LN ot

6. £
6.1. HE (Table 21, Appendix 21-1~21-4)

FEREHL D, SR LENTHRECEROBNCEREZIA NPT

6.2. FBREfME (Table 22, Appendix 22-1~22-4)
HREHE D, MBHELESRTHRERCEROBHICERZRZA DR 2o 7.
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7. BREHR
7.1. HE (Table 23, Appendix 23-1~23-4)

1000 B * 62.5 mgkg BETiX, MHRELH_TERAEHEBICFEEXA LN o7, 250
mg/kg BETIX, BB L HARTERE% 60 B TERUNLS LAY BIROFEREMES 2O
B, BMERICEELEBTIRRNI END, BEIZLZEBLEIEZORRV.

7.2. ABRBEME (Table 24, Appendix 24-1~24-4)
FREHLD, MBELERTEAEHEBICAEREER Do T,

8. RERE
8.1. &5 WM THEl
8.1.1. B (Table 25-1 &R T*25-2, Appendix 25-1~25-4)
BEREHLD, SRBLENTRERVCREBICAEEERA DN 5T,
Sk5HEY, 48, pH, BAHE, Y FUH, 7 bk vUAEY, M, vavy) ) —
U REEINRBE L IZEREE ChH - 7.

8.1.2. ABRELME (Table 26-1 & (] 26-2, Appendix 26-1~26-4)

BEREHLD, IBRELESTRERVREEICEEEZETA NS,

FREHL S, A, pH, EBHE, 7 FUM, S ho& vIAYY, Eh, yavr) /) —
T RUEERMBE L IITRBE Th o .

8.2. [EIEHIRIM THI
8.2.1. HE (Table 27-1 2T} 27-2, Appendix 27-1~27-4)

FEHLE L, FRELEXTRERVCRREEIZAEERIA DN 2o 7.

HFHREHE Y, &#H, pH, BERE, Y FNUlE, Sk, EVaAvy, #Eil, veryy ) —
U ROCERIBEL ITRBETH -,

8.2.2. [EIfEREME (Table 28-1 & (X 28-2, Appendix 28-1~28-3)

FHREBL S, ABHELERTRERCREEBCAEEIA DN L.

FikERHL S, AF, pH, BAHE, Y RUls, F bk vIAEYy, M, vovy /) —
7 ROGEIXBE L ZIEIFRBRE Th - 1.

9. MEFHE
9.1. BB TE
9.1.1. HE (Table 29, Appendix 29-1~29-4)
FREHL S, ARELE_TEHUEEACAEEZRXA DN 2o T
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9.1.2. FRERELME (Table 30, Appendix 30-1~30-4)

1000 mgkg HTiE, SHRELH_THKAETEHBICEEEZITIAON R -T2, 250 BT 62.5
mgkg BETIE, SHRE L E_TI/MREROFERZEERA N, REEICEEL-ELT
TRV ED, BECLBZEELIEIBI LR

9.2. BEIEHARE T iy
9.2.1. HE (Table 31, Appendix 31-1~31-4)
FRERLD, MBRELESTEAEEBICAREEZERA DN T,

92.2. EIEEEME (Table 32, Appendix 32-1~32-3)

1000 mg/kg BECi, BB L TY U ERBOFERESBER CHPEREOF E 72 KMHEH A
b, BERELMTHDZ L, BREHEKRTRICENOOHEMIIBD oMo lcZ &
b, BEIZESS DO TIIRWEAB SN 5. 250 mgkg BETi, XtHBEEL L ~TMCHC &
BERBEBAONEN, BRERICEHELEBLTII NI 2D, BREICIZEBLIIZELD
nizv.,

10. mEAEFRE
10.1. &5 WK TH
10.1.1. HE (Table 33, Appendix 33-1~33-4)

1000 mg/kg BT, HBBELHRTREY ALV OFEREESAONER, BELELT
b b, BHEFHERIILRVEBSZIONS. 250 mgkg BETIE, MRELHETHAE
HHIZEEZERA DN 2o, 625 mgkg BHETIY, BB LERTCIOFELRAE, BEH
RUCRBEY LV E L OFERIERERALNTY, BERICE#E LEZELTIIRVWI &b, &E
WCEXBEEBELIIEZ LR,

10.1.2. SRBREEME (Table 34, Appendix 34-1~34-4)
BREHL Y, ARELE~NTHAEHEBICAEEZETA DN o7,

10.2. [EEHARIE T I
10.2.1. HE (Table 35, Appendix 35-1~35-4)

FREML Y, SR LE~NTEAERBICAEEIAON R,

10.2.2. [EI{EHEHE (Table 36, Appendix 36-1~36-3)
BREHLD, BB LENTEAEERBICAEZERA ORI,
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11. gk
11.1. B5-HIER T
11.1.1. HE (Table 37, Appendix 37-1~37-4)
1000, 250 B Ur62.5 mgkg HETiE, BE XA LN/, MBREETIL, AR LEEETIC
HAAEES 1 6licAabhTE.

11.1.2. SABREME (Table 38, Appendix 38-1~38-4)
WTNOREE L, REIZ ORI 0T,

11.2. [EIEHIRIE TE
11.2.1. HE (Table 39, Appendix 39-1~39-4)
WThOREE L, EFXALONR)I-T.

11.2.2. [EIfEEEHE (Table 40, Appendix 40-1~40-3)
WThOEE b, RFEEIHLNRNoT.

12. BEHEE
12.1. &5 MR TR
12.1.1. HE (Table 41, Appendix 41-1~41-4)
HREOKEIL, FEREHE ODARELETHEEREIALNR ST,
BEEEICRBWVWT, FREBL OIBH I MR TEBEOEMNEERCHMERICARZERX
FINZY (WAL LY ol

12.1.2. REREEME (Table 42, Appendix 42-1~42-4)

TR B OKEIY, SBREHLE LABELETHEERADN 5T,

BEEREICBWT, 1000 R 250 mg/kg B TIixtBE & X TEBBE ORI ER R UMY E
BIZABRZEIALGN o7, 62,5 mghkg BETIX, MBELETRBROHEMNEROFTE LS
ERBRLNTN, BERICHEE LB TRV 1D, BEICL DB LIIEZEX DRV,

12.2. EIEHARET
12.2.1. B (Table 43, Appendix 43-1~43-4)

TR B OKEIY, SBREHLELABFLERTHEZIAON 2ok,

BEHEREBIIBWT, FRGBL OB IR TEREORMNERRCHMERICAEER
Hohihot.

12.2.2. [EIEEEME (Table 44, Appendix 44-1~44-3)
HREOREIL, FREHE DIRHELEXTHFEEZADNL R o1,
FBEEEIZBWT, 1000 mgkg B TII B L AN TEBRBE ORI ERERUCHAIERIZIGE
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EiXHA bR o7, 250 mgkg BETIY, MREL LR TIRROKISERRCHEMNEREOEE
RIEERALNTD, REBICEE LA TRARWZ 06, BREICIZEELIIZAON
v,

13. RIS RE
13.1. &5 WM TRE
13.1.1. B (Table 45, Appendix 45-1~45-2)

fifi : JaTKHBRE R A 1000 mg/kg BET 1 Bl & HREEC 2 FlicA DTz,

Zef5 - A VAR OEE TEE A 1000 mgkg BET 1 FlicAx bR,

BREE ) VSRR R O R RIS T RSB T 1 Flic bz,

HINZAR - U V7 IR A 1000 mgkg BT 1 HlicA b7,

7B, INHLOEITHBECLEEBREINIELTHD L, ENLORBETNTRY
TKBETHDHZ L, 1000 mgkg BEOZN O DOHBBEEIIANBEE L LN TENRRNI LMD,
BROELLHEEINS.

ZOMIZIL, 1000 mg/kg BER BB TIY, O, [E, T, B, STR HTR &
E, B, +Z1B, B, BB, &5 BB, MR, M, THY N, BRRY N,
B, R, HER, BE, TERE, BT, TR, LR/ME K, DR, R, FEE 2F
PR, IREK, N—F—R, BH@EEE - KBERCBM@EE - KBE)ICERF XA LN 7.

13.1.2. SABRI¥ME (Table 46, Appendix 46-1~46-2)

228 A VKR OFETERE S 1000 mgkg BET 1 FlicA b7,

fouf - BEAMEEMLAS 1000 mg/kg BET 1 il & PBRBET 3 HlicA bz,

AREK : ARBEF A 1000 mgkg BET 1 FlICA LT,

2B, ThoOBbiIBHCHLEFBEINIELTHDI L, ZNLORERNTRY
TKBETHDHZ L, 1000 mgkg BOZN O DHBMEEIIRBE L HSTERRWI &b,
BROELLHBEINS.

ZOMIZIX, 1000 mgkg BHR UK REETIX, LB, M, ]&, g KR S TR ETR
£, H, +2885, BB, 85, &5 BB, BR, THY 86, BREY O 8, B,
BERE, SREL, FE, B, TE:E, BIE, FIWRR ER/ME KB, /N, 86 FH, L8
£, ~"—F—], BH@EE - KBE), FEF - KBEERCLBRCEE XA ON2hoT.

O. AMEBEARFE
1. B OERREL
1.1. F15EI% (Table 47, Appendix 47-1~47-4)
REBMSBATOR 5 HE04 BMORBBERIY, FEGHEOHBBLESTHFEEIAOR
2ot
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12. ZRFERYK, REBE, SRRHRKRUZAEE (Table 47, Appendix 47-1~47-4)
WTFhOBEL b 2FBRZR L. ZRERIX, WTFROBEL L 100.0%TH-7-. KRFAIEAK
i, SBRESHLELABELEORICAREERA LN RN

Rz, SRR 1000 mgkg HTE 1 FlicH bz, ZHREIL, FREHL bR
EOMIZFBEEZERIA LN )T,

1.3. fEUR#AR (Table 48, Appendix 48-1~48-4)
EIRMIMIE, SBREGHLEDHBELHETHERERA DR,

1.4. IERIRIREL, FHIREZR UEIRE (Table 48, Appendix 48-1~48-4)

1000 2 U8 250 mg/kg £ TiE, *HRBEE AN THIRRAY, SRERCERRICEEETAS
niehotz. 62.5 mgkg BTiX, MBHLERXTERROFELRGSELALNEN, BEEIZ
BELZbD TN b, BEICIDZEEBLIIEZEBL LNV,

1.5. HHER, SRR OWEEIREE (Table 48 £ TX49, Appendix 48-1~48-4 K (R} 49-1~49-4)
HERZ, WThoBE b 1000%ThH-o 7.
SIRERVHBEREBICBNT, WTFNOBLELRERLA NN T:.

2. R& (F,)
2.1. MHERE, EERK, WEOHOHARE, WHEO BoMR, Sk, ROEHERG
4 (Table 48, Appendix 48-1~48-4)

1000 R TF 62.5 mg/kg BETik, XMME L LCRHERS, ERE, WE 0 BoBHERE,
WE 0 Ao, R, ROEHERVCHARICEEZERIAOR o7, 250 mgkg BT
X, BEEESTHRRRCROEHEORBEREMME L ONN, BRERIZE#ELZLD
TRV ED D, BEICLBZREBLIZEZ LRV,

22. REMO—BRE, WE 4 BOEFRK, WHE4 HOMH, WE 4 BOAFEERUARE
H# (Table 48 &2 (R 50, Appendix 48-1~48-4 & (R} 50-1~50-4)

FHREFL S, WABHELLTHE 4 BOAFRE, WE 4 HOMERUWE 4 BOLERE
KREBEZERA NPT,

FEROARRE L LT, 1000 mgkg BETERN 1 FlicH b0, BELOMICER
EZIRHONT, BRARERLEZONS.

REHO—RBRREICIBNT, WTHOHLLREIIALN 1T

2.3. REMDOIKE (Table 51, Appendix 51-1~51-4)

REREHLD, ARBELERTHEORC S AOMBENFEHEE, HEORTR4 BO—EE
BitkE, B ORU4 BO—EHEHEICAREZERXALN o 1.

_34_



Study No. 100624

2.4. ETIROFIRR (Table 52, Appendix 52-1~52-4)

1000 B TX 62.5 mg/kg BEW NI RHHRBETI, REITIAONRD o7, 250 mg/kg BETIE, BEEE
NBBEOXEN 1 flIcH LN, REECEELZLOTIIRZNI L2b, BRECLIEE
LIXEZ LN

2.5. EFEROEIRR (Table 53, Appendix 53-1~53-4)
WThoRf L b, RERAOGARN-T.

B8

TARMNIS—=ADTy bEAVERORSICLIRERSEN - ARREEEHERARETT
W, HEREEIC T A —REH TR B AR S L L bio, MREEE, ZRTE, TREV
Srifede ¥ OAEFITICRIZTEEBIZOW TR L. #5813, 1000 mgkg EmAEE L, LKL
T 250 R TR 62.5mg/kg & L7-.

REHREIC X HFEHICOWTE, ECHRUEEFITHRE L bW THhORBICLRD LN h
ofc. —BREBOREX, HELLWThOBRIZLAONR»oT. RERCEHERETIY,
L LBRECERTAEIIALNR o7, TEREEFOB), BERIS, BHRUHRES
BT, Mgl bEREICERTAIEIIA LN o7, RRE, MERFRE, MKRE(LER
&, R, BEERRUREREFEREICBVT, ML LREICERT A EIIA LN
~7=.

BEMmOERBEFEEIC OV TIE, RERKBMOREHE(4 BRORFEERE, RKEBE, R
BATERE, MR, SHE, MIRNA, HESE, ke, mEReE, mREEK, &FK
BRUCERRICERECERT 5 EiZH oo T. 7

REEF IOV TIE, RHERE, HERK WE 0 BOHERK, WE 0 B, 4
ek, WoOEHE, HAR, —RRE WE4B0LEFEEYK, WE44 oK, WE4BOE
FE, K, FERCHRIZBNT, BECEBRTIEIZAZON o7,

UEDX 52, 7A N Y —LVOEEEET, HHEL D 1000 mgkg 5 THTHROEBIZYH
EENFEDONR)-72Z L D26 1000 mgkg/day 28z 5 ¢ E 2 bhbd. T, AMBEEFEM
FHRERERIL, MRS D 1000 mgkg BETOWTHOHEBIZLEERZD b hol &
D5 1000 mgkg/day 8z 5 E 2 Hhb. BEYM~OEFERIY, 1000 mgkg &5 TEGFH
BRUOKER EICEERRD N2 no72Z 525 1000 mg/kg/day X 5 L EX b 5.
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Attachment 1-1 Study No. 100624

Analysis of bumetrizole (Study No. 402024P)

Test articles: bumetrizole (Lot No. 017211W4)
Method: HPLC
Date of analysis: February 16, 2005
Study period Initial
Testing facility: Hashima Laboratory, Nihon Bioresearch Inc.
Analytical items Results
Content 99.5%

Deviation from the protocol:
This analysis was conducted according to the protocol and there were no deviations
from the protocol during the analysis.

GLP:
This study was conducted in compliance with the OECD Guidelines for Safety Studies
on Chemicals l\éOECD GLP Standards) and the Law Concerning the Examination and
Regulation of Manufacture etc. of Chemical Substances.
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Attachment 1-2 Study No. 100624

Analysis of bumetrizole

Test articles: bumetrizole (Lot No. 017211W4)
Method: HPLC
Date of analysis: July 28, 2005
Study period Final
Testing facility: Hashima Laboratory, Nihon Bioresearch Inc.
Analytical items Results
Content 100.6%

Deviation from the protocol:
This analysis was conducted according to the protocol and there were no deviations from the
protocol during the analysis.

GLP:
This study was conducted in compliance with the OECD Guidelines for Safety Studies on
Chemicals (OECD GLP Standards) and the Law Concerning the Examination and Regulation of
Manufacture etc. of Chemical Substances.
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Attachment 2 Study No. 100624
Stability and homogeneity of bumetrizole in test preparations (Study No. 402024P)

Test article: bumetrizole (Lot No. 017211W4)

Vehicle: 0.5% Methylcellulose solution

Date of preparation: February 21, 2005

Method: HPLC

Date of analysis: February 21, 2005, February 22, 2005, February 28, 2005

Storage condition: 1)Stored at refrigeration (set at 4°C) and light-shielded conditions for 1 day

2)Stored at room temperature (set at 23°C) and light-shielded conditions for 6 hours after being stored under refrigeration (set at 4°C)
and light-shielded conditions for 7 days

Testing facility: Hashima Laboratory, Nihon Bioresearch Inc.
Results
Concentration of Measured concentration (mg/mL) Recovery Residu.al rate t o the

bumetrizole Storage period rate value 1mmed1a'tely (3V
(mg/mL) 1st 2nd 3rd Mean (%) after pz;f)aratlon (%)
Itg Immediately after preparation 1.974 2.000 1.981 1.985 99.3 - 0.7
' 2 At 1 day after preparation” 2.057 2.046 2.063 2.055 102.8 103.5 0.4
At 7 days after preparation” 2.021 2.011 2.026 2.019 101.0 101.7 0.4
Immediately after preparation 19.98 20.22 20.10 20.10 100.5 - 0.6
20 At 1 day after preparation” 20.65 20.50 20.88 20.68 103.4 102.9 0.9
At 7 days after preparation® 20.74 20.67 20.68 20.70 103.5 103.0 0.2
Immediately after preparation 197.1 198.3 198.3 197.9 99.0 - 0.3
200 At 1 day after preparation” 200.4 207.8 197.0 201.7 100.9 101.9 2.7
At 7 days after preparation? 192.6 195.6 196.5 194.9 97.5 98.5 1.0

The congentration of each preparation was within the acceptable range (100+10%).

The stability of each preparation was in conformity with the regulation [Residual rate (%) to the value immediately after preparation was 90% or higher].
The homogeneity of each preparation was within the acceptable range (CV<5%).

Deviation from the protocol:

This analysis was conducted according to the protocol and there were no deviations from the protocol during the analysis.
GLP:

This study was conducted in compliance with the OECD Guidelines for Safety Studies on Chemicals (OECD GLP Standards) and the Law Concerning
the Examination and Regulation of Manufacture etc. of Chemical Substances.



Attachment 3-1

Study No. 100624

Concentrations of bumetrizole in dosing preparations
at the start of administration

Test article:
Vehicle:

bumetrizole (Lot No. 01721I1W4)
0.5 w/v% Methylcellulose solution

Date of preparation: May 31, 2005
Method: HPLC
Date of analysis: May 31, 2005
Testing facility: Hashima Laboratory, Nihon Bioresearch Inc.
Results
Concentration of Measured concentrations (w/v%) Recovery cvV
bumetrizole rate (%)
(WIV%) Ist 2nd 3rd Mean (%) °
1.25 1.275 1.258 1.275 1.269 101.5 0.8
5 5.194 5.097 5.121 5.137 102.7 1.0
20 20.56 20.72 20.08 20.45 102.3 1.6

The concentration of each preparation was within the acceptable range (100+10%).
The homogeneity of each preparation was within the acceptable range (CV<5%).

Deviation from the protocol:

This analysis was conducted according to the protocol and there were no deviations from the

protocol during the analysis.

GLP:

This study was conducted in compliance with the OECD Guidelines for Safety Studies on
Chemicals (OECD GLP Standards) and Law Concerning the Examination and Regulation of

Manufacture etc. of Chemical Substances.
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Attachment 3-2

Study No. 100624

Concentrations of bumetrizole in dosing preparations
at the end of administration

Test article: bumetrizole (Lot No. 01721IW4)
Vehicle: 0.5 w/v% Methylcellulose solution
Date of preparation: July 5, 2005
Method: HPLC
Date of analysis: July 6, 2005
Testing facility: Hashima Laboratory, Nihon Bioresearch Inc.
Results
Concentration of Measured concentrations (w/v%) Recovery cv
bumetrizole rate (%)
(WVY%) Ist 2nd 3rd Mean (%)
1.25 1.284 1.275 1.277 1.279 1023 0.4
5 5.130 5.100 5.071 5.100 102.0 0.6
20 2038 2031 20.32 20.34 101.7 0.2

The concentration of each preparation was within the acceptable range (100+10%).
The homogeneity of each preparation was within the acceptable range (CV<5%).

Deviation from the protocol:
This analysis was conducted according to the protocol and there were no deviations from the
protocol during the analysis.

GLP:
This study was conducted in compliance with the OECD Guidelines for Safety Studies on
Chemicals (OECD GLP Standards) and Law Concerning the Examination and Regulation of
Manufacture etc. of Chemical Substances.
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Study No. 100624

Table 1-1 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group mg/kg |Number of males Days of administration
and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0  [Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
bumetrizole 62.5 |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 [Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration.
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Study No. 100624

Table 1-2 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group mg/kg |Number of males Days of administration
and general signs 14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0  [Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 ¥ 12 12 12 12
bumetrizole 62.5 |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 [Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 {Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration.



Study No. 100624

Table 1-3 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group mg/kg |Number of males Days of administration
and general signs 27 28 29 30 31 32 33 34 35 36 37 38 39
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |[Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
bumetrizole 62.5 |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 {Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration.
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Table 1-4 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Study No. 100624

Group mg/kg |[Number of males Days of administration

and general signs 40 41 42 43
Pre Post Pre Post Pre Post

Control 0  |Number of males 12 12 12 12 12 12 6
Normal 12 12 12 12 12 12 6
bumetrizole 62.5 {Number of males 12 12 12 12 12 12 6
Normal 12 12 12 12 12 12 6
250 |Number of males 12 12 12 12 12 12 6
Normal 12 12 12 12 12 12 6
1000 |Number of males 12 12 12 12 12 12 6
6

Normal

12 12 12 12 12 12

Pre: Before administration, Post: after administration.
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Table 1-5 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Study No. 100624

Group mg/kg [Number of males Days of recovery
and general signs 1 2 3 4 S 6 7 8 9 10 11 12 13 14 15
Control 0  |Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
bumetrizole 62.5 [Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
250 [Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
1000 [Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
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Study No. 100624

Table 2-1 General signs of female rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group mg/kg [Number of females Days of administration
and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 Numberof females |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
bumetrizole 62.5 |Numberoffemales (12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 [Numberoffemales |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 [Numberoffemales (12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration.
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Study No. 100624

Table 2-2 General signs of female rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group mg/kg |Number of females Days of administration
and general signs 15* 16 17 18 19 20 21 22 23 24 25 26 27
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 Numberoffemales (12 12 10 10 7 7 6 6 O O O O O O O O O O O O O O O O O O
Normal 12 12 10 10 7 7 6 6 - - -« « = - < - e - - - - - - - -
bumetrizole 62.5 |Numberoffemales (12 12 7 7 3 3 1 1 o 0 o o 0 0 0 O O O O O O O o0 o0 o0 o
Normal 12 12 7 7 3 3 1 1 « = e e e e - - - - - - - - - - -
250 |[Numberoffemales {12 12 9 9 8 8 4 4 0 O O O O O O O O O O O O O O 0 O0 O
Normal 12 12 9 9 8 8 4 4 - - - .« - - . - - - - - - - - - -
1000 |Numberoffemales |12 12 8 8 4 4 4 4 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Normal 12 12 8 8 4 4 4 4 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

Pre: Before administration, Post: after administration.
*: Start of pairing.
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Table 3-1 General signs of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Study No. 100624

Group mg/kg |Number of dams Days of pregnancy
and general signs 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 [Numberofdams (11 11 11 11 11 11 11 11 11 11 1t 1t 1t 11 11 11 11 1t i1 11 11 11 11 11 11 11 11 11 11 11
Normal 1 11 11 11 11 11 11 11 11 11 1 11 11 11 1 11 11 o111 11 11 11 11 11 it 11 11 11 11
bumetrizole 62.5 [Numberofdams [12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 |Numberofdams (12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 |Numberofdams |11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Normal it 11 1t 1t 11 1y 11 1t oty 11 11 11 11 orr 11 o1 11 11 11 11 11 11 1r o1 11 o1 11 11 11 11

Pre: Before administration, Post: after administration.



-Os-

Table 3-2 General signs of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Study No. 100624

Group

mg/kg

Number of dams
and general signs

Days of pregnancy

15

16

17

18

19

20

21

22

23

24

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

[
W

Control

0

Number of dams
Normal

11
11

11
11

11
11

11
11

11
11

11
11

11
11

11
11

i1
11

11
11

11
11

11
11

11
11

11
11

3

3

0

0

0

bumetrizole

62.5

Number of dams
Normal

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

250

Number of dams
Normal

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

0
0

Sy Of 0

Oy O

1000

Number of dams
Normal

11
11

11
11

11
11

11
11

11
11

11
11

11
11

11
11

11
11

11
11

11
11

11
11

11
11

11
11

W Wle AN VMW

W Wla KON N W

s o]y ol o]y ©

(=]

(=]

(=4

¢« o)y ol ol ©

Pre: Before administration, Post: after administration.
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Study No. 100624

Table 4 General signs of dams during lactation in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group mg/kg |Number of dams Days of lactation
and general signs 0 7
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 Number of dams n 1 11 11 11 11 11 i1 11 11 11 11 11 11 11
Normal 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
bumetrizole 62.5 |Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250  [Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000  {Number of dams 11T 1 11 11 11 11 11 11 11 11 11 11 11 11 11
Normal 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11

Pre: Before administration, Post: after administration.
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Table 5-1 General signs of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group mg/kg [Number of females Days of administration
and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 {Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
bumetrizole 250 [Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
1000 |Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

_ZS_

Pre: Before administration, Post: after administration.
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Study No. 100624

Table 5-2 General signs of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group mg/kg |[Number of females Days of administration
and general signs 14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 [Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
bumetrizole 250 |Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
1000 |Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Pre: Before administration, Post: afier administration.
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Study No. 100624

Table 5-3 General signs of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group mg/kg |Number of females Days of administration
and general signs 27 28 29 30 31 32 33 34 35 36 37 38 39

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 |Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

bumetrizole 250 [Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

1000 |Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Pre: Before administration, Post: after administration.
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Study No. 100624

Table 5-4 General signs of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group mg/kg |Number of females Days of administration
and general signs 40 41 42
Pre Post Pre Post Pre Post

Control 0 |Number of females 6 6 6 6 6 6

Normal 6 6 6 6 6 6

bumetrizole 250 |Number of females 6 6 6 6 6 6

Normal 6 6 6 6 6 6

1000 |Number of females 6 6 6 6 6 6

Normal 6 6 6 6 6 6

Pre: Before administration, Post: after administration.
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Study No. 100624

Table 5-5 General signs of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group
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Number of females
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Table 6 Body weights of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole

m, 0 62.5 250 1000

Number of males 12 12 12 12

Days of administration
1 381 £ 12 380 £ 11 381 = 12 380 + 13
4 395 + 14 392 = 12 389 =+ 13 389 + 12
8 409 + 20 404 = 14 401 =+ 14 404 =+ 13
11 419 + 20 415 + 18 410 =+ 15 415 + 15
15 429 + 22 425 + 17 420 + 18 422 + 16
18 434 + 23 434 + 22 427 + 19 429 + 18
22 446 + 23 446 + 22 442 + 20 442 + 18
25 456 + 25 457 =+ 23 452 + 23 454 + 21
29 469 + 26 468 =+ 24 465 + 23 463 + 24
32 477 + 28 477 + 23 473 + 23 472 + 24
36 488 = 30 488 + 24 484 + 26 481 + 24
39 495 + 31 493 + 25 489 + 26 490 + 24
42 496 + 32 497 + 26 487 + 26 490 = 22

Number of males 6 6 6 6

Days of recovery
1 507 + 30 504 £+ 26 494 + 35 493 + 30
4 514 £ 32 512 + 30 499 + 36 499 = 28
8 523 + 30 522 £ 27 508 + 38 507 + 30
11 526 + 31 529 + 28 513 = 39 509 £+ 32
14 535 + 31 540 £ 29 521 + 38 519 + 32

Each value shows mean (g) + S.D.
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Table 7 Body weights of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Days of administration
1 250 = 7 250 =+ 7 251 £+ 6 249 =+ 8
4 259 = 13 256 = 9 257 + 6 256 + 10
8 269 = 15 266 = 10 266 £ 7 264 £ 9
11 272 = 19 269 + 8 266 + 9 265 £ 10
15 281 + 21 277 + 9 273 =+ 10 272 = 11
18 280 + 10 6) 307 ¢)) 284 = 12 O] 279 = 13 (C))
22 - - - 323 4]
25 - - - 335 1))

Each value shows mean (g) + S.D.
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Table 8 Body weights of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole

mg/kg 0 62.5 250 1000

Number of dams 11 12 12 11

Days of pregnancy
0 285 = 18 278 =+ 13 278 £+ 13 278 + 20
7 324 + 18 319 = 16 316 £+ 20 316 £ 20
14 359 = 21 354 £ 19 351 £ 29 351 = 24
21 444 = 27 444 + 27 443 + 37 443 + 33

Each value shows mean (g) + S.D.
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Table 9 Body weights of dams during lactation in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole

m, 0 62.5 250 1000

Number of dams 11 12 12 11

Days of lactation
0 334 + 25 325 £+ 24 330 =+ 35 322 + 29
4 351 + 27 347 £ 19 343 + 26 349 + 30
6 335 + 19 332 22 334 =+ 31 327 + 31

Each value shows mean (g) + S.D.
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Study No. 100624

Table 10 Body weights of female rats (recovery group) in combined repeat dose and reproductive/developmental
toxicity screening test of bumetrizole by oral administration

Group Control bumetrizole

mg/kg 0 250 1000

Number of females 6 6 6

Days of administration
1 257 + 7 258 + 6 257 + 7
4 259 + 13 267 = 11 263 £+ 11
8 268 + 11 277 = 15 273 £ 17
11 270 £+ 10 279 = 17 276 £+ 15
15 278 + 12 288 + 17 279 £+ 16
18 286 + 13 298 + 17 285 + 13
22 293 + 15 305 = 22 293 £+ 12
25 299 + 16 311 = 20 296 + 11
29 307 £ 19 316 = 22 303 £+ 12
32 304 + 17 317 £ 25 301 + 9
36 310 £ 20 324 + 24 304 = 9
39 319 + 19 32§ + 25 310 + 14
42 322 + 20 328 + 27 315 £+ 15

Number of females 6 6 6

Days of recovery
1 319 £ 22 327 = 25 309 £+ 13
4 326 £+ 24 333 + 26 319 + 13
8 333 £ 25 338 + 25 321 = 12
11 334 £+ 23 344 = 21 322 + 9
14 337 £ 27 348 + 22 325 + 8

Each value shows mean (g) + S.D.
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Table 11 Food consumption of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole

m, 0 62.5 250 1000

Number of males 12 12 12 12

Days of administration
2 25 3 26 = 3 24 3 26 = 3
5 25 + 3 25 = 2 25 + 2 25 + 3
9 24 + 2 25 £ 2 24 =+ 2 25 + 3
12 25 = 2 26 + 2 25 = 3 26 + 4
30 26 = 2 26 + 2 25 = 3 26 + 3
33 25 + 2 26 * 3 26 = 3 25 = 2
37 26 + 2 26 = 2 26 = 2 27 + 2
40 25 + 2 26 3 24 =+ 2 26 + 2

Number of males 6 6 6 6

Days of recovery
2 24 + 2 24 + 2 23 + 2 23 + 2
5 24 = 2 23 * 1 22 = 1 22 + 1
9 26 + 3 26 % 2 26 + 3 25 + 2
12 27 3 27 + 1 27 + 2 27 + 3

Each value shows mean (g/day) + S.D.

Significantly different from control group (*: P<0.05).
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Table 12 Food consumption of female rats in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole
m 0 62.5 250 1000
Number of females 12 12 12 12
Days of administration
2 19 £ 2 19 £+ 3 18 + 4 19 £ 2
5 20 £ 2 20 £ 3 20 £ 3 19 = 4
9 19 £ 3 19 £+ 3 18 £+ 3 18 =+ 4
12 20 £ 3 19 £+ 3 19 £ 3 18 = 3

Each value shows mean (g/day) + S.D.



Table 13  Food consumption of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole
m 0 62.5 250 1000
Number of dams 11 12 12 11
Days of pregnancy
2 22 + 3 2+ 2 21 = 3 22 £ 2
9 23 0+ 3 25 + 4 30 £ 22 24 £ 3
16 24 £+ 3 25 + 4 25 + 4 24 =+ 3
20 22 £ 3 23 + 3 22 + 3 23 = 4

Each value shows mean (g/day) + S.D.



Table 14  Food consumption of dams during lactation in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of dams 11 12 12 11
Days of lactation

2 30 6 30 + 27 £ 5 33 +

Each value shows mean (g/day) + S.D.
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Table 15 Food consumption of female rats (recovery group) in combined repeat dose and reproductive/developmental

toxicity screening test of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole

m 0 250 1000

Number of females 6 6 6

Days of administration
2 18 £ 3 19 = 3 17 £+ 3
5 19 =+ 1 18 =+ 3 20 £ 4
9 18 =+ 2 17 = 4 19 = 3
12 17 + 3 20 £ 3 16 £+ 3
16 17 £+ 3 19 £ 3 14 £ 3
19 20 £ 3 20 + 4 17 £ 3
23 18 £+ 2 18 + 4 17 = 2
26 20 = 3 21 + 4 19 =+ 3
30 18 = 4 18 =+ 4 18 £ 2
33 21 = 1 22 + 2 23 + 3
37 18 + 2 17 £ 1 18 £ 2
40 18 + 3 20 £ 3 18 + 3

Number of females 6 6 6

Days of recovery
2 20 £ 3 21 £ 3 18 = 2
5 22 + 4 19 = 4 20 £ 2
9 21 + 4 20 + 4 19 £ 3
12 23 + 6 19 =+ 4 20 £ 4

Each value shows mean (g/day) + S.D.
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Study No. 100624

Table 16-1  FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Observation of animals in cages
Posture Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 28 20 (2) 20 (2) 20 (2) 20 (2)
Day 35 20 (2) 20 (2) 20 (2) 20 (2)
Day 41 20 (2) 20 (2) 20 (2) 20 (2)
Palpebral closure Pre 10 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 10 (1 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 10 (1) 1.0 (1) 1.0 (1) 1.0
Day 28 1.0 (1) 1.0 (1) 1.0 (1) ) 1.0
Day 35 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 41 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Biting behavior Pre 1.0 (1) 1.0 ( 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 ( 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 ( 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1 1.0
Day 28 1.0 (1) 1.0 ( 1.0 (1) 1.0
Day 35 10 (1) 10 ( 10 (1) 1.0
Day 41 10 (1) 1.0 ( 1.0 (1) 1.0
Clonic convulsions Pre 1.0 1 1.0 (1) 1.0 (1) 10 (1)
Mean (range) Day 7 1.0 (1) 1.0 ( 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 ( 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1 1.0
Day 28 1.0 (1) 1.0 ( 1.0 (1) 1.0
Day 35 1.0 (1) 1.0 ( 1.0 (1) 1.0
Day 41 1.0 (1) 1.0 ( 1.0 (1) 1.0
Findings were graded as follows
Posture 1: Prone or recumbent position, 2; resting normally, 3: moving or running about, 4: jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Biting behavior 1: Not observed, 2: observed.

Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.
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Table 16-2  FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Observation of animals in cages
Tonic convulsions Pre 1.0 (1) 1.0 (1 1.0 10 (1)
Mean (range) Day 7 1.0 (1 1.0 (1 1.0 1.0 (1)
Day 14 10 (1 1.0 1.0 10 (1)
Day 21 10 (1) 1.0 1.0 1.0 (1)
Day 28 10 (1) 1.0 1.0 1.0 (1)
Day 35 1.0 (1 1.0 1.0 1.0 (1)
Day 41 1.0 (1 1.0 1.0 1.0 (1)

Findings were graded as follows
Tonic convulsions

1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.
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Study No. 100624

Table 16-3  FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Observation of animals on observer's palm .
Ease of removal from cage Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 28 20 (2) 20 (2) 20 (2) 20 (2)
Day 35 20 (2) 20 (2) 20 (2) 20 (2)
Day 41 20 (2) 20 (2) 20 (2) 20 (2)
Ease of handling Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 28 20 (2) 20 (2) 20 (2) 20 (2)
Day 35 20 (2) 20 (2) 20 (2) 20 (2)
Day 41 20 (2) 20 (2) 20 (2) 20 (2)
Muscle tone Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 28 20 (2) 20 (2) 20 (2) 20 (2)
Day 35 20 (2) 20 (2) 20 (2) 20 (2)
Day 41 20 (2) 20 (2) 20 (2) 20 (2)
Fur conditions Pre 1.0 (1) 1.0 (1 1.0 (1) 1.0 (
Mean (range) Day 7 10 (1) 1.0 (1 1.0 ( 1.0 (
Day 14 1.0 (1) 1.0 (1) 1.0 ( 1.0 (
Day 21 10 (1) 1.0 (1) 10 (1) 1.0 (1)
Day 28 10 (1) 1.0 (1) 1.0 ( 10 (
Day 35 10 (1) 1.0 (1) 1.0 ( 1.0 (
Day 41 10 (1) 1.0 (1) 1.0 ( 1.0 (
Findings were graded as follows
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.
Muscle tone 1: Decreased, 2: normal, 3: increased.

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 16-4  FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Observation of animals on observer's palm
Lacrimation Pre 1.0 (1) 1.0 (1 1.0 (1) 10 (1)
Mean (range) Day 7 10 (1 1.0 (1 1.0 (1) 1.0 (1)
Day 14 1.0 1.0 10 (1) 1.0 (1)
Day 21 1.0 1.0 1.0 (1) 1.0 (1)
Day 28 1.0 1.0 10 (1) 10 (1)
Day 35 1.0 1.0 1.0 (1) 1.0 (1)
Day 41 1.0 1.0 10 (1) 1.0 (1)
Salivation Pre 1.0 (1) 1.0 (1 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 1.0 10 (1) 1.0 (1)
Day 21 1.0 1.0 1.0 (1) 1.0 (1)
Day 28 1.0 1.0 1.0 (1) 1.0 (1)
Day 35 1.0 1.0 1.0 (1) 10 (1)
Day 41 1.0 1.0 1.0 (1 1.0 (1
Respiration Pre 1.0 (1) 1.0 (1 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 1.0 1.0 (1) 10 (1)
Day 21 1.0 1.0 1.0 (1) 1.0 (1)
Day 28 1.0 1.0 1.0 (1) 1.0 (1)
Day 35 1.0 1.0 10 (1) 10 (1)
Day 41 1.0 1.0 1.0 (1) 1.0 (1)

Findings were graded as follows
Lacrimation
Salivation
Respiration

1: None, 2: mild, 3. marked.
1: None, 2: mild, 3: marked.
1: Normal, 2: bradypnea, 3: dyspnea.
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Study No. 100624

Table 16-5 FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Open-field test
Frequency of rearing Pre 88 + 45 70 = 40 73 £ 5.1 49 = 4.1
Mean + S.D. Day 7 33 £ 30 18 £ 2.1 27 = 3.1 37 = 49
Day 14 20 % 23 29 % 33 1.0 % 1.7 38 3.7
Day 21 23 + 25 25 % 25 21 % 32 24 25
Day 28 33 = 29 33 £ 49 41 = 43 33 26
Day 35 34 35 28 = 3.1 32 + 2.7 25 % 25
Day 41 51 % 43 27 % 37 40 = 35 50 = 37
Frequency of grooming Pre 00 £ 0.0 00 % 0.0 00 £ 0.0 00 + 0.0
Mean £ S.D. Day 7 00 = 0.0 00 = 0.0 00 = 0.0 00 0.0
Day 14 0.1 = 03 00 % 0.0 00 + 0.0 00 £ 0.0
Day 21 0.0 =+ 0.0 00 * 0.0 00 = 0.0 00 % 0.0
Day 28 00 = 0.0 00 = 0.0 00 + 0.0 00 = 0.0
Day 35 00 = 0.0 00 % 0.0 00 = 0.0 00 = 0.0
Day 41 00 = 0.0 00 = 0.0 00 + 0.0 00 = 0.0
Gait Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 1 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (@D 1.0
Day 28 1.0 (1) 1.0 (N 1.0 (1) 1.0
Day 35 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 41 1.0 (1) 1.0 ) 1.0 (1) 1.0
Palpebral closure Pre 1.0 (1) 1.0 1 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 1 1.0 1 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 1 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 1) 1.0
Day 28 1.0 (1) 1.0 (1) 1.0 1 1.0
Day 35 1.0 (1) 1.0 1 1.0 1 1.0
Day 41 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

Frequency of rearing (during a 2-minute period).
Frequency of grooming (during a 2-minute period).
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4 hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Study No. 100624

Table 16-6  FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Open-field test
Consciousness Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 28 20 (2) 20 (2) 20 (2) 20 (2)
Day 35 20 (2) 20 (2) 20 (2) 20 (2)
Day 41 20 (2) 20 (2) 20 (2) 20 (2)
Behavioral abnormalities Pre 1.0 (1 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1 1.0
Day 14 1.0 (1) 1.0 (1) 10 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 28 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 35 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 41 1.0 (1) 1.0 (1) 10 (1) 1.0
Righting reflex Pre 10 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 10 (1) 1.0 (1) 1.0 1 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 10 (1) 1.0 (1) 1.0
Day 28 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 35 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 41 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing.

Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Study No. 100624

Table 17-1  FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals in cages
Posture Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2) 20 (2)
Day 1 of pregnancy 20 (2) [11] 20 (2) 20 (2) 20 (2) [11]
Day 8 of pregnancy 20 (2) [11] 20 (2) 20 (2) 20 (2) [11]
Day 15 of pregnancy 20 (2) [1] 20 (2) 20 (2) 20 (2) [11]
Day 3 of lactation 20 (2) [11] 20 (2) 20 (2) 20 (2) (1]
Palpebral closure Pre 1.0 (1 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 ( 1.0 (1) 1.0
Day 15 1.0 (1) 1.0 ( 10 (1) 1.0
Day 1 of pregnancy 1.0 (1) [11] 1.0 (1) 10 (1) 1.0 (1) [1]
Day 8 of pregnancy 1.0 (1) [11] 1.0 ( 1.0 (1) 1.0 (1) [11]
Day 15 of pregnancy 1.0 (1) [ 1.0 ( 1.0 (1) 1.0 (1) [11]
Day 3 of lactation 1.0 (1) f11] 1.0 ( 1.0 (1) 1.0 (1) [11]
Biting behavior Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 ( 1.0 (1) 1.0
Day 15 1.0 (1) 1.0 ( 1.0 (1) 1.0
Day 1 of pregnancy 10 (1) [ 1.0 (1) 1.0 (1) 1.0 (1) [11}]
Day 8 of pregnancy 1.0 (1) [11] 1.0 ( 10 (1) 1.0 (1) [t
Day 15 of pregnancy 1.0 (1) [ 1.0 ( 1.0 (1) 1.0 (1) [
Day 3 of lactation 1.0 (1) [11] 1.0 ( 1.0 (1) 1.0 (1) [11]
Clonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 8 1.0 ( 10 ( 1.0 (1) 1.0
Day 15 10 ( 1.0 ( 1.0 (1) 1.0
Day 1 of pregnancy 1.0 (1) 1 1.0 (1) 1.0 (1) 1.0 (1) [11]
Day 8 of pregnancy 10 ( [11] 1.0 ( 1.0 (1) 1.0 (1) [11]
Day 15 of pregnancy 1.0 (1) [11] 1.0 ( 10 (1) 10 (1) [11}
Day 3 of lactation 1.0 (1) [11] 1.0 ( 1.0 (1) 1.0 (1) [11]

Figures in parentheses [ ] indicate number of females.
Findings were graded as follows

Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Biting behavior 1: Not observed, 2: observed.

Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor,
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Table 17-2  FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals in cages
Tonic convulsions  Pre 1.0 (1) 1.0 (1 1.0 (1) 1.0 (
Mean (range) Day 8 1.0 (1) 1.0 (1 1.0 (1 1.0 (
Day 15 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (
Day 1 of pregnancy 1.0 (1) 1 1.0 (1) 1.0 (1) 10 (1) [11})
Day 8 of pregnancy 1.0 (1) 1 1.0 (1) 1.0 (1) 1.0 ( [11]
Day 15 of pregnancy 1.0 (1) [11] 1.0 (1) 10 (1) 1.0 ( [1y
Day 3 of lactation 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0 ( [11]

Figures in parentheses [ ] indicate number of females.
Findings were graded as follows
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.
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Table 17-3  FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals on observer's palm
Ease of removal from cage Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2) 20 (2)
Day 1 of pregnancy 20 (2) [11 20 (2) 20 (2) 20 (2) {11]
Day 8 of pregnancy 20 (2) {11 20 (2) 20 (2) 20 (2) {11}
Day 15 of pregnancy 20 (2) [11] 20 (2) 20 (2) 20 (2) [1j
Day 3 of lactation 20 (2) [11] 20 (2) 20 (2) 20 (2) [11}
Ease of handling Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2) 20 (2)
Day 1 of pregnancy 20 (2) [11] 20 (2) 20 (2) 20 (2) [t}
Day 8 of pregnancy 20 (2) [11] 20 (2) 20 (2) 20 (2) [11]
Day 15 of pregnancy 20 (2) [n 20 (2) 20 (2) 20 (2) [t
Day 3 of lactation 20 (2) [11) 20 (2) 20 (2) 20 (2) [11]
Muscle tone Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2) 20 (2)
Day 1 of pregnancy 20 (2) [11] 20 (2) 20 (2) 20 (2) [11]
Day 8 of pregnancy 20 (2) [ 20 (2) 20 (2) 20 (2) [11]
Day 15 of pregnancy 20 (2) [11] 20 (2) 20 (2) 20 (2) [11]
Day 3 of lactation 20 (2) [11] 20 (2) 20 (2) 20 (2) [11]
Fur conditions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 (1 1.0
Day 15 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 1 of pregnancy 10 (1) [11] 10 (1) 10 (1) 10 (1) [11]
Day 8 of pregnancy 1.0 (1) [1] 1.0 (1) 1.0 (1) 10 (1) [11]
Day 15 of pregnancy 1.0 (1) [ 1.0 (1) 10 (1) 1.0 (1) [11]
Day 3 of lactation 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0 (1) [11]

Figures in parentheses [ ] indicate number of females.
Findings were graded as follows
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.
Muscle tone 1: Decreased, 2: normal, 3: increased.
Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 17-4  FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals on observer's palm
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 15 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (
Day 1 of pregnancy 1.0 (1) [11] 1.0 (1) 10 (1) 1.0 (1) [11]
Day 8 of pregnancy 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0 ( [11]
Day 15 of pregnancy 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0 ( [i1]
Day 3 of lactation 1.0 (1) (1) 1.0 (1) 1.0 (1) 1.0 ( [11]
Salivation Pre 1.0 (1) 10 (1) 1.0 (1) 1.0 (
Mean (range) Day 8 1.0 (1) 10 (1) 1.0 (1) 1.0 (
Day 15 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (
Day 1 of pregnancy 1.0 (1) [ 1.0 (1) 1.0 (1) 1.0 (1) [1]
Day 8 of pregnancy 1.0 (1) [ 1.0 (1) 1.0 (1) 1.0 ( [11]
Day 15 of pregnancy 1.0 (1) [1] 1.0 (1) 1.0 (1) 1.0 ( [11]
Day 3 of lactation 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0 ( (1]
Respiration Pre 1.0 (1) 1.0 (1 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1 1.0 (1) 1.0 (1)
Day 15 1.0 (1) 10 (1) 1.0 (1) 1.0 (
Day 1 of pregnancy 1.0 (1) (1 1.0 (1) 1.0 (1) 1.0 (1) [
Day 8 of pregnancy 10 (1) [11) 1.0 (1) 1.0 (1) 1.0 [ty
Day 15 of pregnancy 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0 ( [11]
Day 3 of lactation 10 (1) [11] 1.0 (1) 10 (1) 1.0 ( [11]

Figures in parentheses [ ] indicate number of females.

Findings were graded as follows
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.



Table 17-5  FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Open-field test
Frequency of rearing Pre 93 48 88 = 43 84 = 52 9.8 * 54
Mean £ S.D. Day 8 75 + 38 85 + 29 6.2 4.7 89 + 5.7
Day 15 57 + 49 74 £ 4.6 6.0 + 32 9.0 = 74
Day 1 of pregnancy 37 £ 2.6 [11] 63 £ 38 44 = 3.9 52 % 38 [11]
Day 8 of pregnancy 78 + 48 [1] 6.1 + 36 71 32 6.7 + 47 [11]
Day 15 of pregnancy 63 + 5.8 [11} 64 = 3.8 64 * 49 85 + 54 [11]
Day 3 of lactation 59 46 [ 57 * 2.7 52 + 37 52 + 39 [11]
Frequency of grooming Pre 00 % 0.0 00 0.0 02 = 0.6 0.1 % 03
Mean £ 8.D. Day 8 00 = 0.0 00 + 0.0 0.0 =+ 0.0 00 = 0.0
Day 15 00 = 0.0 00 + 0.0 00 * 0.0 0.0 = 0.0
Day 1 of pregnancy 00 + 0.0 [11] 00 =+ 0.0 00 + 0.0 00 = 0.0 11]
Day 8 of pregnancy 00 + 0.0 [11] 00 =+ 0.0 00 = 0.0 03 +£ 0.6 [11]
' Day 15 of pregnancy 00 0.0 [ 00 + 0.0 00 = 0.0 00 = 0.0 [11]
:,‘ Day 3 of lactation 05 0.9 [11] 03 + 0.7 05 + 0.9 0.1 + 0.3 [11]
]
Gait Pre 1.0 (1) 1.0 1) 1.0 1.0 n
Mean (range) Day 8 1.0 1 1.0 1) 1.0 1.0 (@)
Day 15 1.0 1.0 1.0 1.0 1)
Day 1 of pregnancy 1.0 [1n 1.0 1.0 1.0 1) [11]
Day 8 of pregnancy 1.0 [11] 1.0 1.0 1.0 1) [11]
Day 15 of pregnancy 1.0 [11] 1.0 1.0 1.0 1) [11]
Day 3 of lactation 1.0 [11 1.0 1.0 1.0 1) [11]
Palpebral closure Pre 1.0 (1) 1.0 1) 1.0 1) 1.0 (1)
Mean (range) Day 8 1.0 1.0 1) 1.0 1) 1.0 (1)
Day 15 1.0 1.0 1.0 1.0
Day 1 of pregnancy 1.0 [n 1.0 1.0 1.0 [11]
Day 8 of pregnancy 1.0 (1) [11] 1.0 1.0 1.0 [11]
Day 15 of pregnancy 1.0 [11] 1.0 1.0 1.0 [11]
Day 3 of lactation 1.0 [11] 1.0 1.0 1.0 [11]

Figures in parentheses [ ] indicate number of females.
Frequency of rearing (during a 2-minute period).
Frequency of grooming (during a 2-minute period).

Findings were graded as follows
Gait

Palpebral closure

1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Table 17-6  FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Open-field test
Consciousness Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2) 20 (2)
Day 1 of pregnancy 20 (2) [11] 20 (2) 20 (2) 20 (2) [11]
Day 8 of pregnancy 20 (2) [ 20 (2) 20 (2) 20 (2) [11]
Day 15 of pregnancy 20 (2) [11] 20 (2) 20 (2) 20 (2) [
Day 3 of lactation 20 (2) [11] 20 (2) 20 (2) 20 (2) [11]
Behavioral abnormalities  Pre 10 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 15 10 (1) 1.0 (1) 1.0 (1) 1.0
Day 1 of pregnancy 1.0 (1) [ 1.0 (1) 1.0 (1) 1.0 (1) (11]
Day 8 of pregnancy 10 (1) [11] 1.0 (1) 1.0 (1) 1.0 (1) [11]
Day 15 of pregnancy 10 (1) [ 1.0 (1) 1.0 (1) 1.0 (1) [11]
Day 3 of lactation 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0 (1) [11]
Righting reflex Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 1 1.0
Day 15 10 (1) 1.0 (1) 1.0 (1) 1.0
Day | of pregnancy 1.0 (1) [11] 10 (1) 1.0 (1) 1.0 (1) [11]
Day 8 of pregnancy 1.0 (1) [1] 1.0 (1) 1.0 (1) 10 (1) [11]
Day 15 of pregnancy 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0 (1) [
Day 3 of lactation 10 (1) [11] 1.0 (1) 1.0 (1) 1.0 (1) [11]

Figures in parentheses [ ] indicate number of females.
Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing.
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 18-1  FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 250 1000
Number of females 6 6 6
Observation of animals in cages
Posture Pre 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2)
Day 22 20 (2) 20 (2) 20 (2)
Day 29 20 (2) 20 (2) 20 (2)
Day 36 20 (2) 20 (2) 20 (2)
Day 42 20 (2) 20 (2) 20 (2)
Palpebral closure Pre 10 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 10 ( 1.0 (1) 1.0 (1)
Day 15 1.0 ( 1.0 ( 1.0 (
Day 22 1.0 (1) 1.0 (1) 1.0 (1
Day 29 1.0 ( 1.0 (1) 1.0 (
Day 36 1.0 ( 1.0 (1) 1.0 (
Day 42 1.0 (1) 1.0 (1) 1.0 (
Biting behavior Pre 1.0 (1) 1.0 (1) 10 (1)
Mean (range) Day 8 10 ( 1.0 ( 1.0 (1)
Day 15 10 ( 1.0 ( 1.0 (
Day 22 1.0 (1) 1.0 (1) 1.0 (1)
Day 29 10 ( 1.0 ( 1.0 (
Day 36 1.0 ( 10 ( 1.0 (
Day 42 1.0 ( 1.0 ( 1.0 (
Clonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 ( 1.0 (1)
Day 15 10 (1) 1.0 ( 1.0 (
Day 22 1.0 (1) 1.0 (1) 1.0 (1)
Day 29 1.0 (1) 1.0 ( 1.0 (
Day 36 1.0 (1) 1.0 ( 1.0 (
Day 42 1.0 (1) 10 ( 1.0 (
Findings were graded as follows
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Biting behavior 1: Not observed, 2: observed.

Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.
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Table 18-2  FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 250 1000
Number of females 6 6 6
Observation of animals in cages
Tonic convulsions Pre 1.0 (1) 10 (1) 1.0 (1)
Mean (range) Day 8 10 (! 1.0 (1) 1.0
Day 15 1.0 (1 1.0 (1) 1.0
Day 22 1.0 (1) 1.0 (1) 1.0
Day 29 1.0 (1 1.0 (1) 1.0
Day 36 1.0 (1 1.0 (1) 1.0
Day 42 1.0 (! 1.0 (1) 1.0
Findings were graded as follows
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4. saltatory convulsions, 5: asphyxial convulsions.
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Table 18-3  FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 250 1000
Number of females 6 6 6
Observation of animals on observer's palm
Ease of removal from cage Pre 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2)
Day 22 20 (2) 20 (2) 20 (2)
Day 29 20 (2) 20 (2) 20 (2)
Day 36 20 (2) 20 (2) 20 (2)
Day 42 20 (2) 20 (2) 20 (2)
Ease of handling Pre 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2)
Day 22 20 (2) 20 (2) 20 (2)
Day 29 20 (2) 20 (2) 20 (2)
Day 36 20 (2) 20 (2) 20 (2)
Day 42 20 (2) 20 (2) 20 (2)
Muscle tone Pre 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2)
Day 22 20 (2) 20 (2) 20 (2)
Day 29 20 (2) 20 (2) 20 (2)
Day 36 20 (2) 20 (2) 20 (2)
Day 42 20 (2) 20 (2) 20 (2)
Fur conditions Pre 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 ( 1.0 (1) 1.0 (1)
Day 15 1.0 ( 1.0 (1) 1.0 (
Day 22 1.0 (1) 1.0 (1) 10 (1)
Day 29 1.0 ( 1.0 (1) 1.0 (
Day 36 1.0 ( 1.0 (1) 1.0 (
Day 42 1.0 (1) 1.0 (1) 1.0 (
Findings were graded as follows
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.

Muscle tone 1: Decreased, 2: normal, 3: increased.
Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 18-4  FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 250 1000
Number of females 6 6 6
Observation of animals on observer's palm
Lacrimation Pre 1.0 (1) 1.0 (1 1.0 (1)
Mean (range) Day 8 1.0 1.0 (1) 1.0 (1)
Day 15 1.0 1.0 (1) 1.0
Day 22 1.0 1.0 (1) 1.0
Day 29 1.0 1.0 (1) 1.0
Day 36 1.0 1.0 (1) 1.0
Day 42 1.0 1.0 (1) 1.0
Salivation Pre 10 (1) 10 (1 10 (1)
Mean (range) Day 8 1.0 1.0 (1) 1.0 1)
Day 15 1.0 1.0 (1) 1.0
Day 22 1.0 1.0 (1) 1.0
Day 29 1.0 1.0 (1) 1.0
Day 36 1.0 1.0 (1) 1.0
Day 42 1.0 1.0 (1) 1.0
Respiration Pre 10 (1) 10 (1 1.0 (1)
Mean (range) Day 8 1.0 1.0 (1) 1.0 (1)
Day 15 1.0 1.0 (1) 1.0
Day 22 1.0 1.0 (1) 1.0
Day 29 1.0 1.0 (1) 1.0
Day 36 1.0 (1) 1.0 (1) 1.0
Day 42 1.0 1.0 (1 1.0

Findings were graded as follows
1: None, 2: mild, 3: marked.
1: None, 2: mild, 3: marked.
1: Normal, 2: bradypnea, 3: dyspnea.

Lacrimation
Salivation
Respiration
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Table 18-5 FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 250 1000
Number of females 6 6 6
Open-field test
Frequency of rearing Pre 55 £ 29 107 = 29 * 62 33
Mean £ S.D. Day 8 48 = 53 60 % 3.7 33 23
Day 15 6.0 = 4.6 88 % 5.7 60 = 39
Day 22 5.0 + 43 70 = 46 57 % 29
Day 29 45 + 33 88 = 45 75 + 3.8
Day 36 35 £ 1.9 112 44 % 17 £ 3.1
Day 42 90 + 20 115 4.1 85 = 52
Frequency of grooming Pre 00 = 0.0 00 + 0.0 02 + 04
Mean + S.D. Day 8 00 = 0.0 00 * 0.0 00 =+ 0.0
Day 15 00 = 0.0 00 + 0.0 00 0.0
Day 22 00 = 0.0 00 % 0.0 00 = 0.0
Day 29 00 = 0.0 02 & 04 0.0 + 0.0
Day 36 00 + 0.0 03 % 0.8 03 = 0.8
Day 42 00 £ 0.0 00 = 0.0 00 % 0.0
Gait Pre 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 1 1.0
Day 15 1.0 (1) 1.0 (1) 1.0
Day 22 1.0 (1) 1.0 ) 1.0
Day 29 1.0 (1) 1.0 (1) 1.0
Day 36 1.0 (1) 1.0 1 1.0
Day 42 1.0 n 1.0 () 1.0
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0
Day 15 1.0 (1) 1.0 (1) 1.0
Day 22 1.0 1) 1.0 (1) 1.0
Day 29 1.0 (1) 1.0 1 1.0
Day 36 1.0 (1) 1.0 (1) 1.0
Day 42 1.0 (1) 1.0 (1) 1.0

Significantly different from control group (*: P<0.05, **: P<0.01).
Frequency of rearing (during a 2-minute period).
Frequency of grooming (during a 2-minute period).
Findings were graded as follows
Gait 1: Normal, 2; unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Table 18-6  FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 250 1000
Number of females 6 6 6
Open-field test
Consciousness Pre 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2)
Day 22 20 (2) 20 (2) 20 (2)
Day 29 20 (2) 20 (2) 20 (2)
Day 36 20 (2) 20 (2) 20 (2)
Day 42 20 (2) 20 (2) 20 (2)
Behavioral abnormalities Pre 10 (1) 10 (1) 10 (
Mean (range) Day 8 10 (1) 1.0 (1) 10 (
Day 15 1.0 (1) 1.0 (1) 1.0 (
Day 22 1.0 (1) 1.0 (1) 1.0 (1)
Day 29 1.0 (1) 1.0 (1) 1.0 (
Day 36 1.0 (1) 1.0 (1) 1.0 (
Day 42 1.0 (1) 10 (1) 10 (
Righting reflex Pre 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 (1)
Day 15 1.0 (1) 1.0 (1) 1.0 (
Day 22 1.0 (1) 1.0 (1) 1.0 (1
Day 29 1.0 (1) 1.0 (1) 1.0 (
Day 36 1.0 (1) 1.0 (1) 1.0 (
Day 42 1.0 (1) 1.0 (1) 1.0 (
Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing.

Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 19  Sensory response of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole
mg/ke 0 62.5 250 1000
Number of males 6 6 6 6
Pupillary reflex

Mean (range) 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Approaching behavior

Mean (range) 2.0 (2) 20 (2) 2.0 (2) 2.0 (2)
Response to touch

Mean (range) 2.0 (2) 20 (2) 2.0 (2) 2.0 (2)
Auditory reflex

Mean (range) 2.0 (2) 20 (2) 2.0 (2) 2.0 (2)
Pain reflex

Mean (range) 3.0 (3) 3.0 (3) 3.0 (3) 3.0 (3)

Findings were graded as follows.
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.
Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Table 20  Sensory response of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of females 6 6 6 6
Pupillary reflex

Mean (range) 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Approaching behavior

Mean (range) 20 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Response to touch

Mean (range) 20 (2) 2.0 (2) 2.0 (2) 20 (2)
Auditory reflex

Mean (range) 20 (2) 20 (2) 2.0 (2) 2.0 (2)
Pain reflex

Mean (range) 3.0 (3) 3.0 (3) 3.0 (3) 3.0 (3)

Findings were graded as follows.
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.
Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Table 21  Grip strength of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Forelimb

1029 =+ 325 1122 £+ 255 1120 £ 301 954 = 252
Hindlimb

118 + 44 148 £+ 103 137 = 58 117 = 40

Each value shows mean (g) + S.D.
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Table 22 Grip strength of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole
m 0 62.5 250 1000
Number of females 6 6 6 6
Forelimb

959 + 185 791 = 90 799 £ 145 860 = 240
Hindlimb

121 + 48 93 + 41 74 + 18 118 = 58

Each value shows mean (g) + S.D.
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Table 23  Spontaneous motor activity of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole

mg/ke 0 62.5 250 1000

Number of males 6 6 6 6

Ambulatory counts

Minutes after administration
10 1188 + 561 1044 + 517 878 =+ 436 678 + 325
20 395 + 386 1168 =+ 2109 328 = 261 871 = 1568
30 127 + 120 467 + 792 260 + 239 238 =+ 292
40 181 + 240 188 =+ 166 191 =+ 233 156 = 288
50 59 + 95 151 = 182 108 = 108 190 = 327
60 204 + 239 169 + 273 2 4 * 152 =+ 273

Total 2153 + 825 3187 = 3493 1765 =+ 1020 2285 + 3007

Vertical counts

Minutes after administration
10 62 = 20 59 + 28 58 + 12 40 = 18
20 22 14 23 + 17 28 + 18 15 = 10
30 7 % 9 17 + 23 15 = 12 6 £ 8
40 10 % 13 10 + 14 12 = 16 2 £ 2
50 6 = 12 4 + 5 6 = 7 2+ 6
60 11 + 13 5 % 7 0 = 0+ 2 % 3

Total 118 + 64 118 + 77 119 + 37 66 = 33

Each value shows mean + S.D.
Significantly different from control group (*: P<0.05).
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Table 24  Spontaneous motor activity of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole

mg/kg 0 62.5 250 1000

Number of females 6 6 6 6

Ambulatory counts

Minutes after administration
10 1015 = 496 922 + 301 891 = 450 1222 =+ 1334
20 331 =+ 500 262 + 363 329 =+ 472 1600 = 2466
30 73 156 75 180 192 £ 298 850 =+ 1599
40 107 + 179 67 + 161 164 + 224 726 + 1256
50 68 = 125 35 + 80 964 =+ 2065 656 = 1255
60 9 + 22 94 + 227 52 =+ 123 685 = 1259

Total 1604 + 1068 1455 =+ 1246 2592 =+ 2969 5740 =+ 9110

Vertical counts

Minutes after administration
10 30 + 9 42 + 26 27 + 15 38 =+ 36
20 9 x 12 9 % 12 11 + 13 98 = 215
30 5 12 2 5 7 + 11 10 £ 18
40 3z 5 2 4 6 11 2+ 4
50 2 3 1 + 2 4 6 1 = 2
60 0+ 0 2 £ 6 2 + 4 0 + 0

Total 48 =+ 31 58 + 43 57 + 53 149 = 265

Each value shows mean + S.D.
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Table 25-1  Urinary examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Volume (mL): Mean + S.D. 17.0 + 48 233 + 7.5 172 + 44 146 = 3.7
Specific gravity: Mean =S, | 1044 £ 0005 | 1032 £ 0010 | 1047 x 0008 | 1054 & 0014
Color

Light yellow 6 6 6 6
pH

85 6 6 3 6
9.0 0 0 3 0

Protein

10~20 mg/dL 1 1 0 0

30 mg/dL 4 4 4 2

100 mg/dL 1 1 2 4
Glucose

Negative 6 6 6 6
Ketone body

Negative 6 5 5 4

Slight 0 1 1 2
Bilirubin

Negative 6 6 6 6
Occult blood

Negative 4 5 5 3

Trace 2 1 0 3

Slight 0 0 1 0
Urobilinogen

Normal 6 6 6 5

| mg/dL 0 0 0 1
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Table 25-2  Urinary examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Urinary sediments

Epithelial cells

0~20 cells/100 fields 6 6 6 6
Erythrocytes

0~20 cells/100 fields 6 6 6 6
Leukocytes

0~20 cells/100 fields 6 6 6 6
Casts

Not observed 6 6 6 6
Crystals

Not observed 4 3 4 3
Observed 2 3 2 3
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Table 26-1  Urinary examination of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration
Group Control bumetrizole
m| 0 62.5 250 1000
Number of females 6 6 6 6
Volume (mL): Mean + S.D. 299 + 3.8 242 = 3.9 282 = 6.8 359 + 9.9
Specific gravity: MeanS.D. | 1022+ 0005 | 1036 + 0005 | . 1033 x 0005 | 1027 % 0005
Color '
Light yellow 6 6 6 6
pH
5.5 0 2 1 0
6.0 1 0 0 0
6.5 3 2 0 3
7.0 0 0 3 1
7.5 1 2 0 2
8.0 1 0 1 0
8.5 0 0 1 0
Protein
Negative 2 3 5 6
10~20 mg/dL 4 1 0 0
30 mg/dL 0 1 1 0
100 mg/dL 0 1 0 0
Glucose
Negative 6 6 6 6
Ketone body
Negative 6 6 5 6
Slight 0 0 1 0
Bilirubin
Negative 6 6 6 6
Occult blood
Negative 6 6 6 6
Urobilinogen
Normal 6 5 5 6
1 mg/dL 0 1 1 0
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Table 26-2  Urinary examination of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of females 6 6 6 6
Urinary sediments

Epithelial cells

0~20 cells/100 fields 6 6 6 6
Erythrocytes

0~20 cells/100 fields 6 6 6 6
Leukocytes

0~20 cells/100 fields 6 6 6 6
Casts

Not observed 6 6 6 6
Crystals

Not observed 1 3 2 1
Observed 5 3 4 5
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Table 27-1  Urinary examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration
Group Control bumetrizole
m, 0 62.5 250 1000
Number of males 6 6 6 6
Volume (mL): Mean + S.D. 200 + 9.2 198 + 6.5 152 + 5.4 127 + 22
Specific gravity: Mean £ .. - oeeifeennne 1043 5,.0020 1 ... 1042 £ 00I1 )l LOsZE 0015 1036 £ 0008
Color
Light yellow 6 6 6 6
pH
7.5 0 0 1 0
8.0 0 0 1 0
8.5 6 6 3 6
9.0 0 0 1 0
Protein
10~20 mg/dL 0 1 0 0
30 mg/dL 3 2 4 1
100 mg/dL 3 3 2 5
Glucose
Negative 6 6 6 6
Ketone body
Negative 6 6 6 4
Slight 0 0 0 2
Bilirubin
Negative 6 6 6 6
Occult blood
Negative 5 5 6 6
Trace 1 1 0 0
Urobilinogen
Normal 6 6 6 6
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Table 27-2  Urinary examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Urinary sediments

Epithelial cells

0~20 cells/100 fields 6 6 6 6
Erythrocytes

0~20 cells/100 fields 6 6 6 6
Leukocytes

0~20 cells/100 fields 6 6 6 6
Casts

Not observed 6 6 6 6
Crystals

Not observed 4 4 4 3
Observed 2 2 2 3
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Table 28-1  Urinary examination of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration
Group Control bumetrizole
m 0 250 1000
Number of females 6 6 6
Volume (mL): Mean = S.D. 124 = 4.1 133 = 3.1 10.0 + 34
Specific gravity: Mean £ SD. | ] 1oso x 0013 L. 1046 x o005 A 1058 £ 0009
Color
Light yellow 6 6 6
pH
7.0 0 0 1
8.5 5 4 2
9.0 1 2 3
Protein
Negative 3 3 3
10~20 mg/dL 2 2 3
30 mg/dL 1 1 0
Glucose
Negative 6 6 6
Ketone body
Negative 6 6 6
Bilirubin
Negative 6 6 6
Occult blood
Negative 5 5 6
Trace 1 1 0
Urobilinogen
Normal 6 6 6




_86_

Study No. 100624

Table 28-2  Urinary examination of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 250 1000
Number of females 6 6 6
Urinary sediments

Epithelial cells

0~20 cells/100 fields 6 6 6
Erythrocytes

0~20 cells/100 fields 6 6 6
Leukocytes

0~20 cells/100 fields 6 6 6
Casts

Not observed 6 6 6
Crystals

Not observed 2 3 3

Observed 4 3 3
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Table 29 Hematological examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole

mg/kg 0 62.5 250 1000
Number of males 6 6 6 6

RBC (10%/uL) 866 + 45 874 + 30 850 + 19 861 =+ 57
HGB (g/dL) 159 =+ 0.5 16.1 + 0.5 16.2 =+ 0.4 159 + 0.8
HCT (%) 46.8 = 1.9 475 + 1.8 474 + 0.8 46.7 + 24
MCV (fL) 54.1 = 14 543 + 1.4 558 + 1.0 543 + 1.4
MCH (pg) 184 = 0.7 184 + 0.5 19.1 + 0.5 185 + 0.6
MCHC (g/dL) 339 = 0.5 339 + 0.5 343 < 0.5 341 + 0.2
PLT (10*/uL) 978 = 103 973 =+ 111 99.7 = 134 940 + 3.9
RET (%0) 29 + 1 34 + 5 32 + 5 29 + 4
PT (sec.) 19.8 = 2.7 216 + 33 20.1 = 3.0 19.7 + 42
APTT (sec.) 229 =+ 1.3 239 + 2.5 231 = 1.4 235 + 38
Fbg (mg/dL) 208.1 =+ 147 2104 =+ 9.4 209.9 + 6.6 196.3 6.3
WBC (10%/pL) 56 + 12 60 + 10 59 + 19 64 + 11
Differential leukocyte (%)

Lymphocyte 862 = 3.0 873 = 4.6 87.8 = 3.5 875 + 39
Neutrophil 13.0 = 35 11.5 + 3.6 11.7 £ 3.7 113 + 4.0
Eosinophil 07 + 0.8 07 = 1.0 02 + 0.4 0.5 = 0.8
Basophil 00 = 0.0 00 £ 0.0 00 + 0.0 00 + 0.0
Monocyte 02 =+ 0.4 05 + 0.5 03 £ 0.5 0.7 = 0.5

Each value shows mean + S.D.
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Table 30 Hematological examination of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole

mg/kg 0 62.5 250 1000
Number of females 6 6 6 6

RBC (10%uL) 722 % 36 687 = 34 719 = 27 721 + 38
HGB (g/dL) 147 = 0.4 142 = 0.5 141 = 0.7 146 = 0.8
HCT (%) 420 = 1.3 402 = 22 41.1 = 1.7 420 =+ 23
MCV (fL) 583 « 1.7 585 = 2.1 572 = 1.1 583 + 1.5
MCH (pg) 204 = 0.7 206 = 0.6 19.6 + 03 20.2 + 0.4
MCHC (g/dL) 349 + 0.7 353 = 1.0 342 + 0.7 347 £ 0.5
PLT (10%/uL) 109.3 + 7.1 89.7 = 12,1 ** 95.0 + 9.6 * 963 % 7.4
RET (%o) 59 + 11 59 £ 7 68 + 8 68 = 14
PT (sec.) 159 + 0.6 162 + 0.4 16.1 £ 0.4 16.0 = 0.8
APTT (sec.) 16.6 + 0.7 168 = 1.2 17.1 + 0.8 17.1 = 0.9
Fbg (mg/dL) 2243 £ 234 2116 = 337 2148 = 317 2128 + 209
WBC (10*/uL) 46 = 14 39 + 10 43 + 7 39 + 7
Differential leukocyte (%)

Lymphocyte 84.0 = 35 85.0 + 7.2 83.7 = 6.1 86.2 + 29
Neutrophil 143 + 4.6 13.8 + 6.5 152 = 4.9 122 =+ 25
Eosinophil 08 = 1.0 03 + 0.8 03 =+ 0.5 1.0 + 0.9
Basophil 0.0 = 0.0 00 + 0.0 00 = 0.0 00 = 0.0
Monocyte 0.8 = 0.8 08 =+ 0.8 0.8 = 1.0 0.7 % 0.5

Each value shows mean + S.D.
Significantly different from control group (*: P<0.05, **: P<0.01).
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Table 31 Hematological examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole

mg/kg 0 62.5 250 1000
Number of males 6 6 6 6

RBC (10*/uL) 868 + 33 841 =+ 39 859 + 24 846 + 44
HGB (g/dL) 159 + 0.4 155 + 0.8 15.8 + 0.6 154 + 0.7
HCT (%) 46.8 + 1.3 456 + 2.0 469 = 1.8 458 + 24
MCV (fL) 539 + 0.7 543 = 1.9 546 + 1.1 542 + 1.7
MCH (pg) 183 + 0.4 185 = 1.0 184 = 0.4 182 = 0.7
MCHC (g/dL) 339 + 0.5 340 + 0.6 33.7 + 0.3 336 + 0.5
PLT (10*/uL) 99.3 = 88 102.0 + 9.3 1043 = 103 1000 = 132
RET (%0) 28 + 4 27 + 4 33 + 8 29 + 7
PT (sec.) 194 + 22 174 + 1.5 183 = 1.7 200 % 1.2
APTT (sec.) 222 + 2.7 219 + 1.0 219 = 1.1 23.0 1.0
Fbg (mg/dL) 199.1 + 10.1 1959 = 116 190.2 = 13.1 186.8 + 9.9
WBC (10%/uL) 58 + 11 61 =+ 12 63 + 18 61 + 12
Differential leukocyte (%)

Lymphocyte 88.7 + 3.2 86.5 + 4.6 87.0 + 6.4 878 = 44
Neutrophil 102 % 2.6 120 + 5.0 11.8 + 6.0 105 = 3.6
Eosinophil 05 + 0.5 07 £ 0.5 07 + 08 08 + 1.0
Basophil 00 = 0.0 00 =+ 0.0 00 = 0.0 00 = 0.0
Monocyte 0.7 £ 0.5 08 + 0.8 0.5 = 0.5 0.8 = 0.8

Each value shows mean = S.D.
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Table 32 Hematological examination of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole

mg/kg 0 250 1000
Number of females 6 6 6

RBC (10*uL) 761 + 19 743 % 38 760 = 25
HGB (g/dL) 150 + 0.5 146 £ 0.7 148 + 0.5
HCT (%) 433 = 1.2 412 + 1.9 427 + 1.5
MCV (fL) 569 + 1.4 554 + 1.4 56.3 + 0.7
MCH (r2) 197 £ 0.5 19.7 £ 0.7 19.5 + 0.3
MCHC (g/dL) 346 = 0.4 355 + 0.3 »* 347 + 03
PLT (10%uL) M5 + 190 94.8 + 38 929 % 9.7
RET (%0) 27 + 6 27 5 26 4
PT (sec.) 152 + 1.1 15.1 £ 0.4 152 = 03
APTT (sec.) 179 + 1.2 173 £ 1.2 17.0 % 1.0
Fbg (mg/dL) 1593 + 8.6 1628 = 5.7 1639 + 5.8
WBC (10*/uL) 31 + 6 33 = 11 33 % 8
Differential leukocyte (%)

Lymphocyte 838 + 3.9 863 + 43 89.5 = 32+
Neutrophil 152 + 44 122 + 42 92 + 35+
Eosinophil 02 =+ 0.4 08 0.4 08 + 1.0
Basophil 00 =+ 0.0 00 = 0.0 00 = 0.0
Monocyte 08 = 0.8 0.7 = 0.5 05 0.5

Each value shows mean + S.D.
Significantly different from control group (*: P<0.05, **: P<0.01).
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Table 33 Blood chemical examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole

mg/kg 0 62.5 250 1000
Number of males 6 6 6 6

AST (IU/L) 792 = 11.8 825 + 81 832 =+ 112 91.1 =+ 225
ALT (fu/L) 220 £ 5.0 239 =+ 43 23.1 + 68 279 £ 110
ALP (IU/L) 3294 = 692 3704 = 478 3803 + 794 3396 =+ 523
y-GTP (IU/L) 036 = 0.22 030 = 0.12 032 £ 025 046 = 021
TP (g/dL) 572 = 0.16 541 = 026* 552 = 0.16 549 £ 0.19
Alb (g/dL) 284 + 0.13 276 + 0.15 286 = 0.13 282 £ 0.14
A/G 099 =+ 0.06 1.05 + 0.08 1.08 + 0.07 1.05 £+ 0.04
T-Bil (mg/dL) 013 £ 0.01 0.12 £+ 0.01* 012 + 0.01 012 £ 0.01
UN (mg/dL) 184 + 1.6 18.0 + 1.5 177 £ 21 182 + 1.2
CRE (mg/dL) 030 =+ 0.04 030 = 0.03 029 £ 0.01 029 = 0.02
Glu (mg/dL) 1151 + 72 1162 + 6.0 1170 £ 151 1192 £ 13.0
T-Cho (mg/dL) 579 + 133 51.5 =+ 13.0 559 £ 11.5 540 + 132
TG (mg/dL) 39.7 + 147 363 + 117 412 £ 170 546 = 29.1
Na (mEq/L) 1445 = 1.2 1459 + 0.5 1452 + 0.8 145.1 = 1.2
K (mEq/L) 432 = 0.23 442 = 0.16 426 + 0.21 423 £ 0.12
Cl (mEqg/L) 105.6 + 1.1 1070 £ 04 * 1064 = 0.8 1062 = 0.7
Ca (mg/dL) 9.7 + 02 95 + 02 96 + 0.1 96 = 03
1P (mg/dL) 72 = 0.7 73 £+ 07 75 £ 0.5 75 £ 08

Each value shows mean = S.D.
Significantly different from control group (*:

P<0.05).
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Table 34 Blood chemical examination of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole

m 0 62.5 250 1000
Number of females 6 6 6 6

AST (IU/L) 854 = 120 803 = 10.0 78.8 + 6.2 793 £ 106
ALT (IU/L) 17.6 = 2.5 19.8 + 6.6 16.1 + 1.9 193 + 43
ALP (IU/L) 1348 £+ 15.7 182.7 + 414 1504 £ 47.1 165.6 =+ 233
y-GTP (IU/L) 055 + 0.16 0.57 £ 0.15 050 = 0.17 0.55 £+ 0.16
TP (g/dL) 598 £ 0.30 621 + 0.24 6.11 £ 033 6.15 = 0.22
Alb (g/dL) 299 £ 0.28 310 £ 0.23 307 £ 0.19 3.10 £ 0.24
A/G 1.00 £ 0.11 1.01 £ 0.13 1.01 £ 0.05 1.02 £ 0.09
T-Bil (mg/dL) 0.12 = 0.01 0.13 £ 0.01 0.12 = 0.01 0.13 = 0.01
UN (mg/dL) 23.5 = 2.8 232 =+ 1.3 23.5 + 3.7 205 =+ 32
CRE (mg/dL) 040 £ 0.03 038 = 0.02 037 £ 0.03 039 £ 0.02
Glu (mg/dL) 1119 =+ 98 117.8 = 5.5 109.8 =+ 5.0 121.7 =+ 7.9
T-Cho (mg/dL) 71.0 * 4.8 775 + 134 823 + 246 805 £ 15.2
TG (mg/dL) 30.7 + 6.8 319 + 116 348 + 234 343 =+ 146
Na (mEq/L) 1394 = 0.5 1399 + 1.3 140.2 =+ 1.5 1403 + 0.5
K (mEq/L) 427 £+ 023 405 = 0.20 426 + 024 416 £ 0.30
Cl (mEq/L) 103.7 + 1.8 103.6 + 2.6 104.2 + 1.4 104.0 = 1.2
Ca (mg/dL) 10.3 + 0.1 104 = 03 103 + 0.5 104 =+ 0.3
P (mg/dL) 65 + 04 6.8 = 0.6 7.0 + 0.7 6.6 + 0.9

Each value shows mean + S.D.
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Table 35 Blood chemical examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole

m 0 62.5 250 1000
Number of males 6 6 6 6

AST (IU/L) 824 = 123 782 + 84 795 = 4.1 83.5 £+ 93
ALT (TU/L) 322 + 38 314 =+ 39 324 = 34 339 £ 48
ALP (IU/L) 2875 £ 417 2752 + 371 313.2 + 362 3112 £ 409
y-GTP (IU/L) 046 + 0.18 033 = 0.15 039 + 0.08 037 £ 0.11
TP (g/dL) 545 = 0.19 545 = 030 541 £ 0.26 534 £ 020
Alb (g/dL) 272 £ 0.14 267 £ 0.13 271 £ 0.03 268 + 0.17
A/G 1.00 £ 0.08 096 = 0.07 1.01 £ 0.11 1.01 + 0.10
T-Bil (mg/dL) 0.11 £ 0.01 011 £ 0.02 012 £ 0.01 0.11 £ 0.01
UN (mg/dL) 187 £ 29 175 = 1.4 190 £+ 22 186 = 2.0
CRE (mg/dL) 031 = 0.02 030 = 0.02 032 = 0.02 031 = 0.03
Glu (mg/dL) 1244 = 127 1168 £+ 79 1199 + 188 119.4 = 143
T-Cho (mg/dL) §6.1 = 6.1 537 =+ 34 590 £ 105 449 = 133
TG (mg/dL) 479 = 207 431 = 146 484 + 144 384 £ 132
Na (mEg/L) 1444 + 1.3 145.1 = 1.3 1443 = 09 1446 + 1.2
K (mEq/L) 434 £ 030 446 = 0.22 445 =+ 0.18 456 £ 0.18
Cl (mEq/L) 1054 + 1.1 1054 + 1.0 105.5 =+ 1.2 1058 =+ 0.9
Ca (mg/dL) 95 £ 03 95 + 03 94 = 03 94 £ 03
IP (mg/dL) 6.7 + 1.2 68 =+ 06 65 = 0.5 68 = 05

Each value shows mean + S.D.
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Table 36 Blood chemical examination of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole

m, 0 250 1000
Number of females 6 6 6

AST (IuL) 712 £ 11.5 769 + 134 755 + 7.0
ALT (IU/L) 268 + 45 272 + 104 278 + 5.6
ALP (IU/L) 1479 = 31.8 142.1 = 244 1224 = 157
y-GTP (IUL) 058 = 0.31 058 + 0.11 052 =+ 0.18
TP (g/dL) 637 = 0.39 626 = 049 625 £ 0.38
Alb (g/dL) 358 + 0.29 345 + 036 3.56 + 0.29
A/G 129 + 0.11 1.23 = 0.11 133 £ 0.12
T-Bil (mg/dL) 0.14 + 0.02 0.13 = 0.02 0.14 = 0.02
UN (mg/dL) 177 £+ 2.8 201 + 29 192 + 43
CRE (mg/dL) 039 + 0.08 038 £ 0.02 039 + 0.03
Glu (mg/dL) 1250 =+ 140 1239 =+ 6.1 1154 + 8.1
T-Cho (mg/dL) 773 = 185 708 + 8.5 700 £ 99
TG (mg/dL) 354 = 102 292 + 156 239 + 120
Na (mEg/L) 1425 + 0.6 1426 + 1.2 1433 + 1.4
K (mEg/L) 412 = 0.09 420 = 021 420 = 025
Cl (mEq/L) 1065 + 0.6 106.7 + 0.5 107.1 + 1.5
Ca (mg/dL) 98 + 04 96 + 03 99 =+ 03
IP (mg/dL) 5.1 + 1.0 55 £ 1.7 58 + 1.2

Each value shows mean + S.D.
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Table 37 Necropsy findings of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
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of bumetrizole by oral administration
Group Control bumetrizole
m 0 62.5 250 1000
Number of males 6 6 6 6
Normal ) 6 6
Epididymis
Yellowish white nodule, left cauda 1 0 0
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Table 38 Necropsy findings of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration
Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of dams 11 12 12 11
Normal 11 12 12 11
Number of non-pregnant females 1 0 0 1
Normal 1 - - 1
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Table 39 Necropsy findings of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration
Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Normal 6 6 6 6
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Table 40 Necropsy findings of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration
Group Control bumetrizole
m 0 250 1000
Number of females 6 6 6
Normal 6 6 6




-II-

Table 41 Organ weights of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole
mg/ke 0 62.5 250 1000
Number of males 6 6 6 6
Body weight ®) 459 + 29 461 + 25 457 + 13 461 =+ 16
Brain ®) 211 £ 0.10 212 = 0.10 213 + 0.05 206 £ 0.08
(8%) 046 = 0.02 046 = 0.03 047 = 0.02 045 = 0.02
Pituitary (mg) 144 + 1.7 130 = 22 126 + 0.7 124 + 1.9
(mg%) 32 £+ 03 28 £+ 0.5 28 £ 02 27 £+ 04
Thyroids (mg) 214 = 4.7 27 £ 26 207 + 39 190 £+ 24
(mg%) 47 £ 09 49 = 06 46 = 09 41 £ 05
Thymus (mg) 244 + 50 285 + 103 228 + 41 216 = 79
(mg%) 53 + 9 61 = 19 50 + 10 47 + 17
Heart ®) 1.37 =+ 0.11 1.52 = 0.16 139 £ 0.08 147 + 0.09
(g%) 030 = 0.02 033 £ 0.03 030 = 0.02 032 £ 0.02
Liver ®) 11.17 £ 071 11.38 =+ 1.06 1123 =+ 094 1144 £ 0.68
(8%) 244 = 0.13 247 = 0.12 245 + 0.15 248 = 0.14
Spleen ® 072 £ 0.08 071 = 0.13 077 = 0.10 067 £ 0.10
(%) 0.16 = 0.01 0.15 = 0.02 0.17 £ 0.02 0.15 £ 0.02
Kidneys ® 297 =+ 0.26 28 = 0.16 298 £ 0.17 3.00 £ 0.28
(£%) 0.65 = 0.05 062 = 0.04 065 = 0.03 065 £ 0.06
Adrenals (mg) 635 + 7.4 62.1 + 8.9 593 + 13.8 643 = 7.6
(mg%) 139 + 1.2 13.5 % 1.8 130 £ 3.0 140 + 1.7
Testes ® 333 = 025 331 = 037 347 £ 0.08 323 £ 034
(8%) 0.73 = 0.04 072 £ 0.06 076 = 0.03 070 £ 0.06
Epididymides ® 129 = 0.09 126 = 0.12 129 =+ 0.12 1.20 £ 0.07
(%) 028 + 0.02 027 = 0.02 028 + 0.02 026 £ 0.02

Each value shows mean = S.D.
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Table 42 Organ weights of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of females 11 12 12 11
Body weight (8 307 £ 20 304 = 21 303 £ 25 300 + 28
Brain ® 1.97 + 0.08 1.97 + 0.06 2.01 = 0.10 1.97 £ 0.09
(%) 0.64 = 0.04 0.65 + 0.03 0.67 = 0.05 0.66 + 0.07
Pituitary (mg) 182 = 22 179 = 3.0 180 = 1.7 164 + 1.6
(mg%) 6.0 = 0.7 59 + 09 60 = 06 55 + 08
Thyroids (mg) 183 + 2.2 181 + 37 180 = 19 179 £ 25
(mg%) 60 = 08 60 £ 1.2 6.0 = 0.7 60 = 08
Thymus (mg) 270 + 84 327 £+ 63 267 £ 56 266 + 60
(mg%) 87 + 24 107 £+ 19+ 88 + 15 89 + 19
Heart (8) 1.04 = 0.11 1.00 = 0.08 1.00 + 0.08 1.03 + 0.08
(%) 034 = 0.02 033 = 0.02 0.33 £ 0.02 035 = 0.03
Liver ®) 929 = 0.77 9.70 + 1.19 995 + 1.33 9.77 + 0.89
(g%) 3.03 = 0.20 3.18 =+ 0.21 3.28 + 0.37 326 + 0.25
Spleen (® 0.68 = 0.12 074 £ 0.11 0.75 = 0.11 070 + 0.08
(g%) 0.22 + 0.03 0.24 + 0.03 025 + 0.03 024 = 0.03
Kidneys ® 200 + 0.14 205 + 0.15 205 £ 0.19 203 £ 0.16
(g%) 0.65 + 0.04 0.67 = 0.04 0.68 + 0.06 0.68 = 0.07
Adrenals (mg) 766 = 11.5 756 + 58 774 + 11.8 756 = 102
(mg%) 250 = 3.8 249 + 1.8 256 + 35 253 + 3.2
Ovaries (mg) 98.7 + 13.9 942 =+ 11.0 999 = 96 1035 + 9.8
(mg%) 322 = 4.1 310 £ 32 331 =+ 39 347 £ 34
Uterus ® 0.54 + 0.10 059 + 0.14 0.57 = 0.04 0.56 + 0.10
(8%) 0.18 = 0.04 0.19 + 0.05 0.19 + 0.02 0.19 = 0.04

Each value shows mean + S.D.
Significantly different from control group (*: P<0.05).
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Table 43 Organ weights of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Body weight ® 504 + 30 508 + 27 494 + 37 490 + 33
Brain ® 2,12 = 0.05 2.10 = 0.08 2.08 + 0.08 2.13 £ 0.06
(g%) 0.42 * 0.03 0.41 + 0.03 042 = 0.03 0.44 = 0.03
Pituitary (mg) 136 = 1.2 150 + 1.6 135 = 1.7 138 £+ 0.5
(mg%) 27 £ 0.2 30 £+ 04 27 £ 03 29 £ 0.1
Thyroids (mg) 207 + 3.8 255 £+ 42 214 = 46 208 £+ 19
(mg%) 41 £ 09 50 £+ 07 43 = 09 43 + 05
Thymus (mg) 262 =+ 77 257 £+ 55 276 + 59 270 + 54
(mg%) 52 £+ 15 51 £ 12 56 + 10 55 + 11
Heart ® 1.55 + 0.16 147 + 0.17 1.45 £ 0.15 1.44 £ 0.10
(g%) 031 = 0.04 029 + 0.03 0.29 + 0.03 029 = 0.02
Liver ® 12.18 + 091 12.43 + 0.90 11.99 + 1.60 1242 + 1.39
(g%) 242 + 0.09 245 + 0.09 242 + 0.16 253 = 0.16
Spleen (g 0.79 = 0.11 077 £ 0.07 0.77 + 0.13 077 £ 0.10
(g%) 0.16 = 0.02 0.15 + 0.02 0.16 + 0.02 0.16 = 0.02
Kidneys 3] 296 = 0.23 310 £+ 023 285 + 0.26 3.04 £ 0.16
(g%) 0.59 + 0.05 0.61 = 0.06 0.58 + 0.02 0.62 = 0.01
Adrenals (mg) 59.1 =+ 53 571 + 95 531 £+ 80 564 = 42
(mg%) 118 + 14 113 =+ 1.9 107 £ 1.3 116 = 1.3
Testes (g 324 £ 0.11 336 + 046 359 + 0.35 331 = 0.21
(g%) 0.65 = 0.04 0.66 + 0.11 0.73 = 0.09 0.68 + 0.07
Epididymides (®) 1.31 = 0.10 1.30 + 0.05 1.36 = 0.14 1.33 + 0.10
_ (&%) 0.26 £ 0.02 0.26 + 0.01 0.28 + 0.03 0.27 = 0.03

Each value shows mean + S.D.
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Table 44 Organ weights of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration

Group Control bumetrizole
m 0 250 1000
Number of females 6 6 6
Body weight ® 316 + 24 323 =+ 25 303 + 8
Brain (®) 1.98 + 0.07 202 + 0.14 201 + 0.06
(g%) 0.63 + 0.05 0.63 = 0.08 0.67 + 0.01
Pituitary (mg) 170 + 2.6 182 + 1.6 187 + 2.8
(mg%) 54 = 1.1 57 £+ 07 62 + 0.8
Thyroids (mg) 190 = 3.7 192 + 5.7 177 = 3.7
(mg%) 61 = 1.2 59 =+ 15 58 + 1.2
Thymus (mg) 303 = 43 326 £+ 60 282 = 40
(mg%) 9% = 14 101 =+ 18 93 + 12
Heart ® 097 = 0.07 097 £ 0.11 098 = 0.05
(g%) 031 = 0.02 030 = 0.02 033 + 0.02
Liver ® 7.81 = 0.68 7.58 = 0.66 745 + 032
(g%) 247 = 0.10 235 = 0.12 246 = 0.11
Spleen ®) 0.56 = 0.09 0.57 = 0.09 0.59 + 0.09
(g%) 0.18 + 0.02 0.18 = 0.03 020 = 0.03
Kidneys (g) 1.93 = 0.10 1.88 + 0.11 1.93 = 0.11
(g%) 0.61 = 0.05 0.59 + 0.04 0.64 = 0.04
Adrenals (mg) 720 £ 95 660 £ 6.8 712 £+ 29
(mg%) 228 + 1.8 206 = 24 235 + 13
Ovaries (mg) 858 £ 9.7 741 £+ 59* 799 + 7.6
(mg%) 272 = 25 231 £ 23* 264 £ 27
Uterus ® 0.54 + 0.18 0.62 £ 0.16 0.60 + 0.12
(g%) 0.17 £ 0.05 0.20 = 0.05 020 + 0.04

Each value shows mean + S.D.
Significantly different from control group (*: P<0.05).
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Table 45 Histopathological findings of male rats on termination of administration period in combined repeat dose
and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 1000
Grade N AY x4+ 2+ 3+ [N AY o+ 2+ 34+
Findings
Heart f61° [é]
Lung
Accumulation, foam cell 4 2 2 0 0 0 5 1 1 0 0 0
Trachea [6) [6]
Liver [6] [6]
Pancreas [6] [6]
Sublingual gland [6] [6]
Submandibular gland [6] [6]
Esophagus [6] [6]
Stomach [6] [61
Duodenum [6] [6}
Jejunum [6] [6]
Mineralization, Peyer's patch 6 0 0 0 0 0 5 1 1 0 0 0
Ileum [6] [6]
Cecum [6] [6]
Colon [6] [6]
Rectum [6] {6]
Thymus [6] [6]
Spleen [6} [6]
Submandibular lymph node [61 [6]
Mesenteric lymph node [6] [6]
Kidney (6] (6]
Urinary bladder [6] [6]
Testis [6] (61
Epididymis [6] [6]
Cellular infiltration, lymphoid cell 5 1 1 0 0 0 6 0 0 0 0 0
Granuloma, spermatic, lateral 5 1 1 0 0 0 6 0 0 0 0 0
Seminal vesicle [6] [6]
Prostate [6] (6]
Cellular infiltration, lymphoid cell 6 0 0 0 0 0 5 1 1 0 0 0
Pituitary i6] [6]
Adrenal 6] [6]
Thyroid [6} [6]
Parathyroid [6} [6]
Cerebrum [6] [6]
Cerebellum [61 [6]
Medulla oblongata [6] [6}
Spinal code [6] [6]
Sciatic nerve [6] [6]
Eyeball [6] {6]
Harderian gland [6] [6]
Bone marrow (sternum or femur) [6] [6]
Bone (sternum or femur) [6) [6]

a): No abnormality detected.

b): Abnormality detected.

c): Number in brackets is number of males examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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Table 46 Histopathological findings of female rats on termination of administration period in combined repeat dose
and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group Control . bumetrizole
mg/kg 0 1000
Grade N AY o+ + 2+ 3+|N? AV o+ 2+ 3+
Findings
Heart [61°
Lung (6] [6]
Trachea [6] [6]
Liver [6] [6]
Pancreas [6] [6]
Sublingual gland [6] [6]
Submandibular gland [6] [6)
Esophagus [6] [61
Stomach [6] [6]
Duodenum [6] (61
Jejunum [6] [6]
Mineralization, Peyer's patch 6 0 0 0 0 0 5 1 1 0 0 0
Ileum [6] [6]
Cecum [6] [6]
Colon [6} [6]
Rectum [61 [6]
Thymus [6] 6]
Spleen [6] [6]
Hematopoiesis, extramedullary 3 3 3 0 0 0 5 1 1 0 0 0
Submandibular lymph node [6] [6]
Mesenteric lymph node [6] [6]
Kidney [6] [6]
Urinary bladder [6] [6]
Ovary (6] (6]
Uterus [6] [6l
Vagina [6] [6]
Pituitary [6] [6]
Adrenal [6] [6]
Thyroid [6] [6]
Parathyroid [6] [6]
Cerebrum [6] [6]
Cerebellum [6] [6]
Medulla oblongata [6] [6]
Spinal code [6] [6]
Sciatic nerve [6] [6}
Eyeball [6] {61
Dysplasia, retina, right 6 0 0 0 0 0 5 1 1 0 0 0
Harderian gland [6] [6]
Bone marrow (sternum or femur) [6] [6]
Bone (sternum or femur) [6] [6]
Mammary gland [6] [6]

a): No abnormality detected.

b): Abnormality detected.

c): Number in brackets is number of females examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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Table 47 Reproductive functions of male rats and female rats in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration
Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Number of estrous cases before pairing (14 days)
MeantS.D. 31 = 08 35 + 05 34 + 05 33 =+ 05
Number of pairs 12 12 12 12
Number of pairs with successful copulation 12 12 12 12
Copulation index (%) ¥ 100.0 100.0 100.0 100.0
Number of conceiving days
Mean=S.D. 29 + 1.2 19 =+ 10 28 =+ 12 31+ 33
Conceiving days 1-5 12 12 12 11
Conceiving days >6 0 0 0 1
Number of pregnant females 11 12 12 11
Fertility index (%) ” 91.7 100.0 100.0 91.7
a): (Number of pairs with successful copulation / number of pairs)x100.

[
—
—
~
'

b): (Number of pregnant females / number of pairs with successful copulation)x100.



-8I1-

Table 48  Observation of pups (F,) in combined repeat dose and reproductive/development toxicity screening test of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole

m, 0 62.5 250 1000
Number of dams 11 12 12 11
Length of gestation (days) 223 % 0.5 225 + 0.5 223 £ 05 223 = 0.5
Pregnancy days = 21 0 0 0 0
Pregnancy days = 22 8 6 8 8
Pregnancy days = 23 3 6 4 3
Corpora lutea 164 + 1.6 156 + 22 173 + 1.7 165 + 1.4
Implantation scars 144 + 1.3 15.0 + 2.0 157 = 2.1 154 + 1.4
Implantation index (%) ¥ 88.0 = 4.6 96.3 = 5.0 903 = 6.2 937 = 9.3
Gestation index (%) 100.0 100.0 100.0 100.0

Pups born 138 + 1.2 13.8 1.9 140 = 2.6 147 % 1.6
Stillbirths 02 + 0.6 04 + 0.5 06 + 0.7 04 = 0.5
Live pups born 136 = 0.9 134 =+ 1.9 13.4 + 2.6 144 = 1.6
Sex ratio at birth © 1.06 + 029 134 + 1.04 224 +  3.14 1.21 £+ 0.70
(Total male/total female) 76,774 84,17 90,771 82,716
Delivery index (%) 95.2 + 5.1 89.7 = 7.5 855 + 115 935 = 7.0
Birth index (%) * 95.3 = 5.0 89.7 + 7.5 855 =+ 11.7* 935 + 7.0
Live birth index (%) " 989 + 3.6 97.0 + 3.8 958 =+ 4.6 975 + 34
Live pups on Day 4 of lactation 135 « 1.2 13.1 £ 1.9 133 + 25 142 = 1.7
Sex ratio on Day 4 of lactation © 106 + 0.29 143 £ 1.08 225 £ 313 121 = 0.71
(Total male/total female) 75/73 84,73 90,769 81,75
Viability index (%) ¥ 98.6 = 4.6 975 + 37 989 =+ 3.8 98.7 + 2.8
External abnormalities (%) ™ 00 = 0.0 00 + 0.0 00 = 0.0 06 + 2.1
Acaudate 0.0 + 0.0 0.0 % 0.0 00 = 0.0 0.6 = 2.1

Each value shows mean + S.D. per dam.

Significantly different from control group (*: P<0.05).

a): (Number of implantation scars/number of corpora lutea)>100.

¢): Number of male pups/number of female pups.

¢): (Number of live pups born/number of implantation scars)= 100.
g): (Number of live pups on Day 4/number of live pups born)x100.

b): (Number of dams with live pups/number of pregnant dams)x100.

d): (Number of pups born/number of implantation scars)x100.

£): (Number of live pups born/number of pups born)x100.

h): (Number of pups with external abnormalities/number of live pups)x100.
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Table 49 Delivery conditions and nursing conditions of dams in combined repeat dose and reproductive/developmental toxicity screening
test of bumetrizole by oral administration
Group mg/kg |Number of dams and Delivery Nursing conditions
delivery conditions/nursing conditions conditions Days of lactation
0 1 2 3 4
Control 0 Number of dams 11 11 11 11 11 11
Normal 11 11 11 11 11 11
bumetrizole 62.5 |Number of dams 12 12 12 12 12 12
Normal 12 12 12 12 12 12
250 {Number of dams 12 12 12 12 12 12
Normal 12 12 12 12 12 12
1000 |Number of dams 11 11 11 11 11 11
Normal 11 11 11 11 11 11
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Table 50 General signs of pups (F,) in combined repeat dose and reproductive/developmental toxicity screeming test
of bumetrizole by oral administration
Group mg/kg |Number of pups Days of lactation
and general signs 0 ] 2 3 4
Control 0 Number of pups 152 150 150 149 149
Normal 150 150 149 149 148
Death 2 0 1 0 1
bumetrizole 62.5 |Number of pups 166 161 160 159 159
Normal 161 160 159 159 157
Death 5 1 1 0 2
250  |Number of pups 168 161 159 159 159
Normal 161 159 159 159 159
Death 7 2 0 0 0
1000 |Number of pups 162 158 157 157 156
Normal 158 157 157 156 156
Death 4 1 0 1 0
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Table 51 Body weights of pups (F,) in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of dams 11 12 12 11
Male weight
Days of lactation
0 69 x 0.5 72 £+ 07 70 £ 06 68 £+ 04
4 109 + 08 112 =+ 08 114 + 1.4 108 £+ 0.7
Female weight
Days of lactation
0 64 = 0.6 68 £ 06 66 = 07 64 = 0.7
4 104 =+ 0.8 106 £ 0.9 108 + 1.5 103 £+ 0.9
Mean pups weight
Days of lactation
0 67 = 05 70 = 0.7 69 £ 06 66 £ 06
4 106 + 08 109 £+ 09 11.1 £ 1.4 106 £ 0.7
Litter weight
Days of lactation
0 905 £ 93 938 + 164 913 = 140 948 + 109
4 143.8 + 151 1420 + 194 145.5 = 20.6 1496 + 133

Each value shows mean (g) + S.D. per dam.
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Table 52 Necropsy findings of dead pups (F,) in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole
mg/kg 0 2. 250 1000
Number of dams 1 4 5 4
Number of dead pups 1 4 6 4
Normal 1 4 5 4
Abnormal 0 0 1 0
Lack of abdominal organs 0 0 1 0
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Table 53  Necropsy findings of pups (F,) in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration

Group Control bumetrizole

m, 0 62.5 250 1000

Number of dams 11 12 12 11

Number of male pups 75 84 90 81
Normal 75 84 90 81
Abnormal 0 0 0 0

Number of dams 11 12 12 11

Number of female pups 73 73 69 75
Normal 73 73 69 75
Abnormal 0 0 0 0

Study No. 100624
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Fig.2 Body weights of male rats in combined repeat dose and reproductive/developmental toxicity screening test of
bumetrizole by oral administration
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Fig. 3  Body weights of female rats in combined repeat dose and reproductive/developmental toxicity screening test of
bumetrizole by oral administration
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Fig. 4 Body weights of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of

bumetrizole by oral administration
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Fig. 5 Food consumption of male rats in combined repeat dose and reproductive/developmental toxicity screening test of
bumetrizole by oral administration
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Fig. 6 Food consumption of female rats in combined repeat dose and reproductive/developmental toxicity screening test of
bumetrizole by oral administration
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Fig. 7 Food consumption of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of
bumetrizole by oral administration
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Appendix 1-1 Individual general signs of male rats

(Control group)
Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
MO1101 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01102 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01103 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01104 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO1105 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO1106 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01107 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO1108 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01109 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO1110 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO1111 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO1112 N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before administration, Post: after administration. (Continued)

N: Normal. :
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Appendix 1-1 (Continued) Individual general signs of male rats

(Control group)
Male No. Days of administration
14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
MO01101 N N N N N N N N N N N N N N N N N N N N N N N N N N
M01102 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01103 N N N N N N N N N N N N N N N N N N N N N N N N N N
M01104 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01105 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01106 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01107 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01108 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01109 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO1110 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO1111 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO1112 N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before administration, Post: after administration. (Continued)

N: Normal.
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Study No. 100624

Appendix 1-1 (Continued) Individual general signs of male rats

(Control group)
Male No. Days of administration
27 28 29 30 31 32 33 34 35 36 37 38 39
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
MO01101 N N N N N N N N N N N N N N N N N N N N N N N N N N
M01102 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01103 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01104 N N N N N N N N N N N N N N N N N N N N N N N N N N
M01105 N N N N N N N N N N N N N N N N N N N N N N N N N N
M01106 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01107 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01108 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01109 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO1110 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO1111 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO1112 N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before administration, Post: after administration. (Continued)

N: Normal.
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Appendix 1-1 (Continued) Individual general signs of male rats

(Control group)

Study No. 100624

Male No.

Days of administration

40

Pre Post

Pre Post Pre Post

-
w

MO01101
M01102
M01103
MO01104
MO01105
MO01106
MO1107
MO1108
MO1109
MO1110
MO1111
MO1112

Z2Z222Z2Z2ZZZZZZ

ZZ22722ZZ2ZZZZZZZ

Z2Z22ZZ2Z2ZZZZZZZ

ZZZZZZ

Number of males
N

12
12

Solzzzzzzzzzzz=

12
12

12
12

olzzzz2Z2ZZZZZZZ

12

Solzzzzzzzzzzzz=

Pre: Before administration, Post: after administration.

N: Normal.

(Continued)
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Study No. 100624

Appendix 1-1 (Continued) Individual general signs of male rats

(Control group)

Male No. Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
MO1107 N N N N N N N N N N N N N N N
MO01108 N N N N N N N N N N N N N N N
M01109 N N N N N N N N N N N N N N N
MO1110 N N N N N N N N N N N N N N N
MO1111 N N N N N N N N N N N N N N N
MO01112 N N N N N N N N N N N N N N N
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
N 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

N: Normal.
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Study No. 100624

Appendix 1-2 Individual general signs of male rats

(bumetrizole group at 62.5 mg/kg)
Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M02201 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02202 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02203 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02204 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02205 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02206 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02207 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02208 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02209 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02210 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO02211 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02212 N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before administration, Post: after administration. (Continued)

N: Normal.
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Study No. 100624

Appendix 1-2 (Continued) Individual general signs of male rats

(bumetrizole group at 62.5 mg/kg)
Male No. Days of administration
14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M02201 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02202 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02203 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02204 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02205 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02206 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02207 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02208 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02209 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02210 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02211 N N N N N N N N N N N N N N N N N N N N N N N N N N
M02212 N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before administration, Post: after administration. (Continued)

N: Normal.



Study No. 100624

Appendix 1-2 (Continued) Individual general signs of male rats

(bumetrizole group at 62.5 mg/kg)
Male No. Days of administration

27 28 29 30 31 32 33 34 35 36 37 38 39
Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

=2
o

M02201
M02202
M02203
M02204
M02205
MO02206
M02207
M02208
M02209
M02210
MO02211
M02212
Number of males 12 12 12 12 12 12
N 12 12 12 12 12 12 12
Pre: Before administration, Post: after administration. (Continued)
N: Normal.

ZZ22ZZZZZZZZZ
ZZ2Z2Z2ZZZZZZZZ
Z22ZZ2ZZZZZZZZZ
ZZ2Z2ZZZZZZZZ
QZ2ZZZ2Z22Z2ZZZZZZ
ZZZ2Z2ZZ2ZZZZZZZZ
ZZ2ZZ2ZZ2ZZZZZZZZZ

oolzzzzzzzzzzzzZ
solzzzzzzzzzzzz
solzzzzzzzzzzz=
solzzzzzzzzzz2=2
solzzzzzzzzzzz=
Ssolzzzzzzzzzzzz
solzzzzzzzzzz22
Solzzzzzzzzzzzz
solzzzzzzzzzz2=
solzzzzzzzzzzzz
solzzzzzzzzzzzz
solzzzzzzzzz2zz222
Ssolzzzzzzzzzzzz2
solzzzzzzzzzzzz
solzzzzzzzzzzz2z2
solzzzzzzzzzzzz2
solzzzzzzzzzzzz2
solzzzzzzzzzzz2
solzzzzzzzzzz2zz2

1

—

(95 ]

0
[
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Appendix 1-2 (Continued) Individual general signs of male rats

(bumetrizole group at 62.5 mg/ke)

Study No. 100624

Male No.

Days of administration

40

41

42

Pre Post

Pre Post

Pre Post

F-Y
w

M02201
M02202
M02203
M02204
M02205
M02206
M02207
M02208
M02209
M02210
Mo02211
M02212

2222ZZZZZZZZ

Z2Z2222Z2ZZZZZZZ

2222ZZZZZZZZ

olZzz22z22222Z2Z227227Z7Z

Z2ZZ22ZZZ

Number of males
N

12
12

Salzzzzzzzzzzzz

12
12

12
12

12

solzzzzzzzzzzz=2

[+

Pre: Before administration, Post: after administration.

N: Normal.

(Continued)
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Study No. 100624

Appendix 1-2 (Continued) Individual general signs of male rats

(bumetrizole group at 62.5 mg/kg)

Male No. Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
M02207 N N N N N N N N N N N N N N N
M02208 N N N N N N N N N N N N N N N
M02209 N N N N N N N N N N N N N N N
M02210 N N N N N N N N N N N N N N N
M02211 N N N N N N N N N N N N N N N
M02212 N N N N N N N N N N N N N N N
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
N 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

N: Normal.
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Study No. 100624

Appendix 1-3 Individual general signs of male rats

(bumetrizole group at 250 mg/kg)
Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

M03301
M03302
M03303
M03304
M03305
M03306
M03307
M03308
M03309
M03310
M03311
M03312
Number of males 12 12 12 12 12
N 12 12 12 12 12 12
Pre: Before administration, Post: after administration. (Continued)
N: Normal.

ZZ222ZZZZZZZZ
Z2ZZZ2Z22ZZZZZ
2222ZZZZZZZZ
Z2222Z2ZZZZZZZZZ
Z222Z2ZZZZZZZZZ

Solzzzzzzzzzzzz

Slzzzzzzzzzzz=2
solzzzzzzzzzzz2
solzzzzzzzzzzz=
Solzzzzzzzzzz2z=
Ssolzzzzzzzzzzz=
Solzzzzzzzzzzz=
colzzzzzzzz2222
Ssolzzzzzzzzzzzz
Solzzzzzzzzzzzz
sulzzzzzzzzzzzz
solzzzzzzzzzzz=
sulzzzzzzzzzz2z=2
Solzzzzzzzzzz2zz
Solzzzzzzzzzzz=
Solzzzzzzzzzzzz
solzzzzzzzzzzz=2
5;zzizzzzzzzzz
Ssolzzzzzzzzzzzz
solzzzzzzzzzzz=
Solzzzzzzzzzzz=




Study No. 100624

Appendix 1-3 (Continued) Individual general signs of male rats

(bumetrizole group at 250 mg/kg)
Male No. Days of administration
14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

M03301
M03302
M03303
MO03304
MO03305
M03306
MO03307
MO03308
MO03309
MO03310
MO03311
, M03312
—  Number of males 12 12 12 12 12 12
NS N 2 12 12 12 12 12 12
' Pre: Before administration, Post: after administration. (Continued)
N: Normal.

ZZ2ZZZZ2ZZZZZZ
ZZ22Z2ZZZZZZZZ
Z2222Z2ZZ2Z22Z22Z7Z
2222 ZZZZZZZZ
OlZ2Z2Z22ZZ2ZZZ2Z2ZZZZ
ZZ2222ZZ2ZZZZZZ
Z2Z2Z2ZZZZZZZZ

Snlzzzzzzzzzzz=2
snlzzzzzzzzzzz=2
solzzzzzzzzzzz2
Solzzzzzzzzzzz 2
solzzzzzzzzzzz=2
Ssolzzzzzzzzzzz=2
solzzzzzzzzzzz=2
solzzzzzzzzzzz=
solzzzzzzzzzzz2
Ssolzzzzzzzzzzzz
solzzzzzzzzzzz2
Ssolzzzzzzzzzzzz2
solzzzzzzzzzzz =
Ssolzzzzzzzzzzzz2
solzzzzzzzzzzz2 2
splzzzzzzzzzzz=2
solzzzzzzzzzz22
solzzzzzzzzzzzz
Solzzzzzzzzzzzz
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Study No. 100624

Appendix 1-3 (Continued) Individual general signs of male rats

(bumetrizole group at 250 mg/ke)

Male No. Days of administration
27 28 29 30 31 32 33 34 35 36 37 38 39

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M03301 N N N N N N N N N N N N N N N N N N N N N N N N N N
M03302 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO03303 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO03304 N N N N N N N N N N N N N N N N N N N N N N N N N N
M03305 N N N N N N N N N N N N N N N N N N N N N N N N N N
M03306 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO03307 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO03308 N N N N N N N N N N N N N N N N N N N N N N N N N N
M03309 N N N N N N N N N N N N N N N N N N N N N N N N N N
M03310 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO03311 N N N N N N N N N N N N N N N N N N N N N N N N N N
M03312 N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration. (Continued)

N: Normal.
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Appendix 1-3 (Continued) Individual general signs of male rats

(bumetrizole group at 250 mg/kg)

Study No. 100624

Male No.

Days of administration

40

41

42

Pre Post

Pre Post

Pre Post

o+
W

M03301
M03302
M03303
M03304
M03305
M03306
M03307
M03308
M03309
M03310
MO03311
M03312

222222Z2Z2ZZZZZZ

Z2222Z22ZZZZZZ

ZZ2ZZZZZZZZZ

Z2ZZZZZ

Number of males
N

12
12

Solzzzzzzzzzzzz

12
12

12
12

olZ2Z2Zz2Z2Z2Zz2ZZzzZZ

12

OZZZZZ2Z2ZZZZZZZ

=5}

Pre: Before administration, Post: after administration.

N: Normal.

(Continued)
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Study No. 100624

Appendix 1-3 (Continued) Individual general signs of male rats

(bumetrizole group at 250 mg/kg)

Male No. Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
M03307 N N N N N N N N N N N N N N N
M03308 N N N N N N N N N N N N N N N
M03309 N N N N N N N N N N N N N N N
Mo03310 N N N N N N N N N N N N N N N
Mo03311 N N N N N N N N N N N N N N N
M03312 N N N N N N N N N N N N N N N
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
N 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

N: Normal.
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Study No. 100624

Appendix 1-4 Individual general signs of male rats

(bumetrizole group at 1000 mg/kg)
Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

M04401

N N N N N N N N N N N N N N N N N N N N N N N N N N
M04402 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04403 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04404 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04405 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04406 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04407 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04408 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04409 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04410 N N N N N N N N N N N N N N N N N N N N N N N N N N
Mo04411 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04412 N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration. (Continued)

N: Normal.
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Study No. 100624

Appendix 1-4 (Continued) Individual general signs of male rats

(bumetrizole group at 1000 mg/kg)

Male No. Days of administration
14 15 16 17 18 19 20 21 22 23 24 25 26

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M04401 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04402 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04403 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04404 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04405 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04406 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO04407 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04408 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04409 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04410 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO04411 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04412 N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration. (Continued)

N: Normal.
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Study No. 100624

Appendix 1-4 (Continued) Individual general signs of male rats

(bumetrizole group at 1000 mg/kg)

Male No. Days of administration
27 28 29 30 31 32 33 34 35 36 37 38 39

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M04401 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04402 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04403 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04404 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04405 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04406 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04407 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO04408 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO04409 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04410 N N N N N N N N N N N N N N N N N N N N N N N N N N
MO04411 N N N N N N N N N N N N N N N N N N N N N N N N N N
M04412 N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration. (Continued)

N: Normal.
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Appendix 1-4 (Continued) Individual general signs of male rats

(bumetrizole group at 1000 mg/ke)

Study No. 100624

Male No.

Days of administration

40

41

42

Pre Post

Pre Post

Pre

Post

F-Y
(V8

M04401
M04402
M04403
M04404
M04405
M04406
M04407
M04408
M04409
M04410
Mo04411
M04412

ZZZZ2ZZZZZZZZ

222222222 ZZZ

ZZZZZZZZZZZZ

RlZZ2Z22ZZZZZZ2ZZZ

ZZZZzZ2zZZ

Number of males
N

12
12

NZZ222Z2ZZZZZZZ

12
12

12
12

12

Solzzzzzzzzzzzz

Pre: Before administration, Post: after administration.

N: Normal.

(Continued)
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Study No. 100624
Appendix 1-4 (Continued) Individual general signs of male rats

(bumetrizole group at 1000 mg/kg)
Male No. Days of recovery

|
—
—
W

MO04407
M04408
M04409
MO04410
MO04411
M04412
Number of males
N
N: Normal.

ooz Zz2Zz7Z2z2Z-
NNZ ZZZZZ
o ZZZZZZw
ONZZZZZZ|>
ANZ ZZ ZZ Zjwn
NNZ Z ZZ Z Z|o
NNZZZZZZ|
NONZ Z Z Z Z Z|oo
ooz ZZZZZo
oao|lzzz2Zz2Z2Z53
an|ZZzZz2Z22ZZ

aaZZ2ZZ 22|35
aNZZZZZZS
oalzZzZz2Z3
oa|lzzZzZz227Z




Study No. 100624

Appendix 2-1 Individual general signs of female rats

(Control group)

Days of administration

Female No.

11 12 13 14

10
Pre Post

Post Pre Post Pre Post Pre Post

Pre

Pre Post Pre Post

Pre Post Pre Post

Pre Post

Pre Post

Post Pre Post

Pre

Pre Post

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZ2ZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZ2ZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

2 ZZ2ZZ2Z22ZZ2ZZZZZZ

ZZZZZZZZZZZZ

ZZ2ZZZZZZZZZZZ

Z2ZZZZZZZZZZ

ZZZZ2ZZ2ZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

2 ZZZ2ZZ2ZZZZZZZZ

ZZ2ZZZZ2ZZ2Z2Z2ZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

22 ZZ2ZZZZZZZZZ

FO1151
F01152
FO1153
F01154
F01155
FO1156
FO1157
FO1158
FO1159
FO1160
FO1161
F01162
Number of females

12
12

12

12
{Continued)

12
12

12 12
12 12

12
12

12
12

12

12

12

12

12

12

12

12

12

12

12

12

12

12

12

12

12

12

12

12

12

—
W
—

Pre: Before administration, Post: after administration.

N: Normal.



Study No. 100624

Appendix 2-1 (Continued) Individual general signs of female rats

(Control group)
Female No. Days of administration
15* 16 17 18 19 20 21 22 23 24 25 26 27
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
FO1151 N N
F01152 N N N N N N N N
FO01153 N N N N
FO1154 N N N N N N
F01155 N N N N N N N N
F01156 N N N N
F01157 N N N N N N N N
F01158 N N N N N N N N
F01159 N N N N
F01160 N N N N N N N N
FO01161 N N N N N N N N
F01162 N N
o Number of females 12 12 10 10 7 7 6 6 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
% N 12 12 10 10 7 7 6 6 - - - - - - - - - - - - - - - - - -

Pre: Before administration, Post: after administration.
*: Start of pairing.
N: Normal.



Study No. 100624

Appendix 2-2 Individual general signs of female rats

(bumetrizole group at 62.5 mg/kg)
Female No. Days of administration
1 2 3 4 5 6 7 [] 9 10 11 12 13 14
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

3
a
4

F02251

F02252

F02253

F02254

F02255

F02256

F02257

F02258

F02259

F02260

F02261

F02262

Number of females 12 12 12 12 12 12
"_ N 12 12 12 12 12 12 12
] Pre: Before administration, Post: after administration, (Continued)

ZZZZZZZZZZZZ
ZZZZZZZZZZZZ|g
ZZZZZZZZZZZZ
ZZZZZZZZZZZZ
ZZZZ2ZZ2ZZZZZZ
ZZZZ2ZZ22ZZZZZZ

Slzzzzzzzzzzz=z
Ssolzzzzzzzzzzzz
solzzzzzzzzzzzzZ
Ssolzzzzzzzzzzzz
SsolzzzzzzzzzZzz=Z
osolzzzzzzzzzzz =
Solzzzzzzzzzzzz
solzzzzzzzzzzzz
solzzzzzzzzzzz=Z
Solzzzzzzzzzzz=Z
solzzzzzzzzzzzz
Solzzzzzzzzzzzz
Ssolzzzzzzzzzzzz
solzzzzzzzzzzz=z
solzzzzzzzzzzZzzZ
solzzzzzzzzzzz =
solzzzzzzzzzzzz=
solzzzzzzzzzzzz
solzzzzzzzzzzzz
solzzzzzzzzzzzz
Ssolzzzzzzzzzzzz
solzzzzzzzzzzzz

N: Normal.
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Appendix 2-2 (Continued) Individual general signs of female rats

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Female No.

Days of administration

15*

16

17

18

19

20

21

22

23

24

25

26 27

Pre Post

Pre

Post

Pre

Post

Pre Post

Pre Post

Pre Post

Pre Post

Pre Post

Pre Post

Pre

Post

Pre Post

Pre Post Pre Post

F02251
F02252
F02253
F02254
F02255
F02256
F02257
F02258
F02259
F02260
F02261
F02262

2Z2Z2ZZ2ZZZ2ZZZZZZ

Z2ZZ2Z2ZZZZZZZZZ

ZzZZ

Z

Zz Z

ZZZZ

4

Z Z

N

N

N

N

Number of females
N

12
12

12
12

7
7

5
7

3
3

Pre: Before administration, Post: after administration.

*: Start of pairing.
N: Normal.



Study No. 100624

Appendix 2-3 Individual general signs of female rats

Days of administration

(bumetrizole group at 250 mg/kg)
Female No.

14
Pre Post

13

Pre Post

12
Pre Post

10

Post Pre Post Pre Post Pre Post

Pre Post Pre Post Pre Post Pre Post Pre Post Pre

Pre Post

Pre Post

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

2 ZZZZZZ2Z2ZZZ2ZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZ2ZZZZ

222 ZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

F03351
F03352
F03353
F03354
F03355
F03356
F03357
F03358
F03359
F03360
F03361
F03362
Number of females

12
12

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
(Continued)

12

Pre: Before administration, Post: after administration.

N: Normal.

1

—

L

W
1
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Appendix 2-3 (Continued) Individual general signs of female rats

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. Days of administration
15* 16 17 18 19 20 21 22 23 24 25 26 27
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F03351 N N
F03352 N N N N N N
F03353 N N N N N N
F03354 N N N N N N N N
F03355 N N
F03356 N N N N
F03357 N N N N N N N N
F03358 N N N N N N N N
F03359 N N N N N N
F03360 N N
F03361 N N N N N N N N
F03362 N N N N N N
Number of females 12 12 9 9 8 8 4 4 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
N 12 12 9 9 8 8 4 4 - - - - - - - - - - - - - - - -

Pre: Before administration, Post: after administration.

*: Start of pairing.
N: Normal.



Study No. 100624

Appendix 2-4 Individual general signs of female rats

(bumetrizole group at 1000 mg/kg)

Days of administration

Female No.

14
Pre Post

11 12 13
Pre Post Pre Post

Pre Post

10
Pre Post

Pre Post

Pre Post

Post Pre Post Pre Post Pre Post Pre Post Pre Post

Pre

Post

Pre

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

Z.ZZZZZZZZZZZ

ZZZZZ2ZZ2ZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

Z.ZZ2Z2ZZ2ZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZLZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

ZZZZZZZZZZZZ

Z2ZZZZZZZZZZZ

ZZZZZZZZZZZZ

F04451
F04452
F04453
F04454
F04455
F04456
F04457
F04458
F04459
F04460
F04461
F04462

12

12
efore administration, Post: after administration,

Number of females

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
(Continued)

12

W Pre: B
N: Normal.

1

—

~
1
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Appendix 2-4 (Continued) Individual general signs of female rats

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. Days of administration
15* 16 17 18 19 20 21 22 23 24 25 26 27
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F04451 N N N N N N N N N N N N N N N N N N N N N N N N N N
F04452 N N N N N N N N
F04453 N N N N N N N N
F04454 N N
F04455 N N
F04456 N N N N
F04457 N N N N
F04458 N N N N
F04459 N N N N N N N N
F04460 N N
F04461 N N N N
F04462 N N
Number of females 12 12 8 4 4 4 4 1 1 1 1 1 1 1 i 1 1 1 1 1 1 1 1 1 1
N 12 12 8 8 4 4 4 4 1 1 1 1 1 1 1 1 i 1 1 1 1 ] 1 1 1 1

Pre: Before administration, Post: after administration,

*: Start of pairing.
N: Normal.



Study No. 100624
Appendix 3-1 Individual general signs of dams during pregnancy

(Control group)

Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

FO1151 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N

FO1152 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N

F01153 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N

FO1154 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N

FO1155 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N

FO1156 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N

FO1157 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N

FO1158 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N

FO1159 >N>N>N>N>N>N>N>N>N>N>N>N>N>N>N>N>N>N>N>N>N>N>N>N>N>N>N>N>N>N

FO1160 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N

FO1161 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N

FO1162 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N

Number of dams m 11 mn 1 1 o1ro1m o1 o1ro1r 111111111111 1 i1 11 11t

1 N 11 11 S L S S N L R O P I L I L O T T O I O e T I Y e Y et | 11 11 i1 11 11 11 11 1
O Pre: Before administration, Post: after administration. (Continued)

\O > Excluded from analysis of data because of non-pregnancy.
N: Normal.



Appendix 3-1 (Continued) Individual general signs of dams during pregnancy

(Control group)

Study No. 100624

Dam No.

Days of pregnancy

15 16 17 18 19 20 21 22 23 24 25

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

FO1151
FO1152
FO1153
FO1154
FO1155
F01156
F01157
FO1158
F01159
F01160
FoO1161
F01162

N N N

ZzZZz
zZ z

>N>N>N>N>N

Z Z Z

N
N
N

Z2Z2ZZZZZZZZ
22222222 Z7Z2Z
ZZZ2ZZZZZZZZZZ
222222222 2ZZ%Z
Z222Z2ZZZZZZZ
Z2Z2Z22ZZZZZZZZZ
ZZ2ZZ2ZZZZZZZZZZ
Z222Z2ZZZZZZZZ
ZZZZZZZZZZZZ
Z2Z2Z2ZZZZ2ZZZZZZ2Z
Z22Z2Z2ZZ2ZZZZZZ
272 2ZZ2Z2ZZZZZZZ
222 ZZZZZZZZZ
Z2ZZ2ZZZZZZZZZZ

Number of dams
N

111
1L 1 11 11

——
—
—_——
——
——
——
—_—
——
—_—
—
——
——
_——
—_——
—_——
——
w
w
(=]
(=
[=]
o
o

——

—_——
——
—_——
w
w

'

1

v

.

= Pre: Before administration, Post: after administration.
O > Excluded from analysis of data because of non-pregnancy.

N: Normal.



Study No. 100624

Appendix 3-2 Individual general signs of dams during pregnancy

(bumetrizole group at 62.5 mg/kg)
Dam No. Days of pregnancy
0 1 2 3 4 S 6 7 8 9 10 11 12 13 14
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
N N N N

F02251
F02252
F02253
F02254
F02255
F02256
F02257
F02258
F02259
F02260
F02261
F02262
Number of dams

Z
4
2z,
Z
ZzZ Z
Z Z
z Z
Z
Zz Z
Z
Z Z
Z
4

Z22Z2Z2ZZZZZZZZZ
2Z22ZZZZZZZZ
272 22ZZZZZZZZ
Z2Z222ZZZZZZZZZ
Z2222ZZZZZZZZ

22222 ZZZZZZZ

12 12 12 1212
' N 12 12 12 12 12 12
& Pre: Before administration, Post: after administration. (Continued)
)

Solzzzzzzzzzzz
Solzzzzzzzzzzzz
solzzzzzzzzzz
Solzzzzzzzzzzzz
Soolzzzzzzzzzz
Solzzzzzzzzzzzz2
solzzzzzzzzzzzz
Solzzzzzzzzzz
Solzzzzzzzzzzzz
oolzzzzzzzzz=zzZ
colzzzzzzzzzz
SolzzzzzzzzzzzzZ
oolzzzzzzzzzzz
Solzzzzzzzzzz
oolzzzzzzzzzzz
Ssolzzzzzzzzzzzz
solzzzzzzzzzz=z
Scolzzzzzzzzzzz
solzzzzzzzzzzzz
solzzzzzzzzzzz
Solzzzzzzzzzzz
Solzzzzzzzzzzzz2
SelzzzzzzzzzzzzZ
Solzzzzzzzzzzz

N: Normal.



Appendix 3-2 (Continued) Individual general signs of dams during pregnancy

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Dam No.

Days of pregnancy

15

Pre Post

Pre Post

Pre Post

Pre Post

Pre Post

Pre Post

Pre

Post

Pre Post

F02251
F02252
F02253
F02254
F02255
F02256
F02257
F02258
F02259
F02260
F02261
F02262

N

Slzzzzzzzzz=z=

N

Z2Z2Z2ZZZZZZZZZ

N

ZZZZ2ZZZZZZZZ

N

2Z2Z22Z2ZZZZZZZ

Z Z

zZz

z

zZ Z

z

ZZZZZ

4

ZZZZZ

Number of dams
' N

12

12
12

12
12

12
12

solzzzzzzzzz=z

colzzzzzzzzzzzz

Solzzzzzzzzzzzz

selzzzzzzzzzZzz=Z

Solzzzzzzzzzz

SolzzzzzzzzzzzZ

solzzzzzzzzzzzz

oolzzzzzzzzzzz=z

o222 2ZZZZZZZZ

on|lZ2Z2Z2ZzZ2Z2Z2Z2Z

[= 3 )

[o W)

o~ Pre: Before administration, Post: after administration.

N: Normal.



Study No. 100624
Appendix 3-3 Individual general signs of dams during pregnancy

(bumetrizole group at 250 mg/kg)

Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F03351 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03352 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03353 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03354 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03355 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03356 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03357 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03358 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03359 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03360 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03361 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03362 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
' N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
o Pre: Before administration, Post: after administration. (Continued)

‘I" N: Normal.
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Appendix 3-3 (Continued) Individual general signs of dams during pregnancy

(bumetrizole group at 250 mg/kg)

Study No. 100624

Dam No. Days of pregnancy
15 22
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F03351 N N N N N N N N N N N N N N
F03352 N N N N N N N N N N N N N N
F03353 N N N N N N N N N N N N N N N N
F03354 N N N N N N N N N N N N N N
F03355 N N N N N N N N N N N N N N
F03356 N N N N N N N N N N N N N N N N
F03357 N N N N N N N N N N N N N N
F03358 N N N N N N N N N N N N N N
F03359 N N N N N N N N N N N N N N
F03360 N N N N N N N N N N N N N N
F03361 N N N N N N N N N N N N N N N N
F03362 N N N N N N N N N N N N N N N N
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4

Pre: Before administration, Post: after administration.

N: Normal.



Study No. 100624

Appendix 3-4 Individual general signs of dams during pregnancy

(bumetrizole group at 1000 mg/kg) _
Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
N N N N N N

F04451
F04452
F04453
F04454
F04455
F04456
F04457
F04458
F04459
F04460
F04461
F04462 >
Number of dams 11 11 11 11 11
1 N 111 11 11 11 11
—  Pre: Before administration, Post: after administration. (Continued)
W >: Excluded from analysis of data because of non-pregnancy.
' N:Normal.

zz
z z
Z
Zzz
Z
z
Zz z
Z
z Z
Zz z
Z
zZ
Z
zz

2272 222222ZZZZZ
Z2ZZ2ZZ2ZZZZZZZZZ
Z222ZZ2ZZZZZZ
Z2222ZZZZZZZZZ
22222 22ZZZZZZ
Z2222Z2ZZZZZZZ
ZZ2Z22Z2Z2Z2Z27ZZ2Z2Z

Z2222ZZZZZZZZZ
v

Z2Z22Z22Z2Z2Z2ZZ
22Z2ZZZZZ2Z2ZZZ2Z
2Z22Z2ZZ2ZZ2ZZ
ZZ2Z2ZZZZ2ZZZZ2Z
22Z222ZZZZ2ZZZ
ZZ2ZZ2ZZZZZZZZZ
Z2222ZZZZZZZZ
Z222ZZZZ2ZZZZZ
ZZ22Z2ZZZZ22ZZ2Z
222Z2Z2ZZZ2Z222Z2Z
v
Z2Z2Z2ZZZZZZZ
2Z22Z2ZZ2Z2Z22Z2Z2
2Z22Z22Z2ZZ2Z22Z2Z
Z2Z22Z2ZZZZ2ZZ2Z
2Z22Z2Z2Z2Z2ZZZ
Z2ZZ2ZZZZZZZZZ
Z2Z22Z2ZZZZ2ZZZ
Z222ZZZZZZZZ
Z2Z2Z2ZZZZZZZZ
2222Z2Z2ZZzZ2Z2Z2ZZ
ZZZ2ZZZZZZZZZ

ZlzzzzzzzZ2zZzZ2Z
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——
—_—
—_—
h—
——
——
—_——
——
—
—_——
—_—
—_——
——
—_—
——
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—_——
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—_——
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—_——
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Study No. 100624

Appendix 3-4 (Continued) Individual general signs of dams during pregnancy

(bumetrizole group at 1000 mg/kg)
Dam No. Days of pregnancy
15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F04451 N N N N
F04452
F04453
F04454
F04455
F04456
F04457
F04458
F04459
F04460
F04461
F04462 >
Number of dams 11 11 11 11
N 111 11 11
Pre: Before administration, Post: after administration.
>: Excluded from analysis of data because of non-pregnancy.
N: Normal.

ZzZz
zz
Zz z

222ZZZZZZZZ
222ZZZZZZZ
Z222ZZZZZZZZ
222722 2ZZZZZZZ
Z2ZZ2Z7ZZZZZZZZ
Z2Z2ZZ22ZZ2Z2ZZZ2Z22Z2ZZ
222ZZZZZZZ
Z2ZZZZZZZZZZZ
Z2Z222ZZZZZZZ
Z2Z2Z22ZZZZ2Z2ZZZ2Z2
ZZZ2ZZZZZZZZZ
2Z2ZZ2ZZZZZZZZZZ
Z22222ZZZZZZZZ
272272 22ZZ2ZZZZZZ

r4

z

v
olz
v
olz
\'%
¢ OlZ
v
olz
v
olZ

——
——
——
—_——
——
—_——
_——
—_——
——
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Study No. 100624

Appendix 4-1 Individual general signs of dams during lactation

(Control group)
Dam No. Days of lactation
0 1 2 3 4 5 6 7
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
FO1151 N N N N N N N N N N N N N N N
FO1152 N N N N N N N N N N N N N N N
FO1153 N N N N N N N N N N N N N N N
FO1154 N N N N N N N N N N N N N N N
FO1155 N N N N N N N N N N N N N N N
FO1156 N N N N N N N N N N N N N N N
FO1157 N N N N N N N N N N N N N N N
FO1158 N N N N N N N N N N N N N N N
FO1159 Non-pregnancy
F01160 N N N N N N N N N N N N N N N
FO1161 N N N N N N N N N N N N N N N
F01162 N N N N N N N N N N N N N N N
Number of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
N 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11

Pre: Before administration, Post: after administration.
N: Normal.
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Study No. 100624

Appendix 4-2 Individual general signs of dams during lactation

(bumetrizole group at 62.5 mg/kg)

Dam No. Days of lactation

0 1 2 3 4 5 6 7
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F02251 N N N N N N N N N N N N N N N
F02252 N N N N N N N N N N N N N N N
F02253 N N N N N N N N N N N N N N N
F02254 N N N N N N N N N N N N N N N
F02255 N N N N N N N N N N N N N N N
F02256 N N N N N N N N N N N N N N N
F02257 N N N N N N N N N N N N N N N
F02258 N N N N N N N N N N N N N N N
F02259 N N N N N N N N N N N N N N N
F02260 N N N N N N N N N N N N N N N
F02261 N N N N N N N N N N N N N N N
F02262 N N N N N N N N N N N N N N N
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration.
N: Normal.
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Study No. 100624

Appendix 4-3 Individual general signs of dams during lactation

(bumetrizole group at 250 mg/kg)

Dam No. Days of lactation

0 1 2 3 4 5 6 7
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F03351 N N N N N N N N N N N N N N N
F03352 N N N N N N N N N N N N N N N
F03353 N N N N N N N N N N N N N N N
F03354 N N N N N N N N N N N N N N N
F03355 N N N N N N N N N N N N N N N
F03356 N N N N N N N N N N N N N N N
F03357 N N N N N N N N N N N N N N N
F03358 N N N N N N N N N N N N N N N
F03359 N N N N N N N N N N N N N N N
F03360 N N N N N N N N N N N N N N N
F03361 N N N N N N N N N N N N N N N
F03362 N N N N N N N N N N N N N N N
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration.
N: Normal.
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Study No. 100624

Appendix 4-4 Individual general signs of dams during lactation

(bumetrizole group at 1000 mg/kg)

Dam No. Days of lactation

0 1 2 3 4 5 6 7

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F04451 N N N N N N N N N N N N N N N
F04452 N N N N N N N N N N N N N N N
F04453 N N N N N N N N N N N N N N N
F04454 N N N N N N N N N N N N N N N
F04455 N N N N N N N N N N N N N N N
F04456 N N N N N N N N N N N N N N N
F04457 N N N N N N N N N N N N N N N
F04458 N N N N N N N N N N N N N N N
F04459 N N N N N N N N N N N N N N N
F04460 N N N N N N N N N N N N N N N
F04461 N N N N N N N N N N N N N N N
F04462 Non-pregnancy

Number of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
N 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Pre: Before administration, Post: after administration.
N: Normal.
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Study No. 100624

Appendix 5-1 Individual general signs of female rats (recovery group)

(Control group)
Female No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
FO1171 N N N N N N N N N N N N N N N N N N N N N N N N N N
FO1172 N N N N N N N N N N N N N N N N N N N N N N N N N N
FO1173 N N N N N N N N N N N N N N N N N N N N N N N N N N
FO1174 N N N N N N N N N N N N N N N N N N N N N N N N N N
FO1175 N N N N N N N N N N N N N N N N N N N N N N N N N N
F01176 N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
N 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Pre: Before administration, Post: after administration. (Continued),

N: Normal.
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Study No. 100624

Appendix 5-1 (Continued) Individual general signs of female rats (recovery group)

(Control group)
Female No. Days of administration
14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
FO1171 N N N N N N N N N N N N N N N N N N N N N N N N N N
F01172 N N N N N N N N N N N N N N N N N N N N N N N N N N
F01173 N N N N N N N N N N N N N N N N N N N N N N N N N N
F01174 N N N N N N N N N N N N N N N N N N N N N N N N N N
F01175 N N N N N N N N N N N N N N N N N N N N N N N N N N
F01176 N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
N 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
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Study No. 100624

Appendix 5-1 (Continued) Individual general signs of female rats (recovery group)

(Control group)
Female No. Days of administration

27 28 29 30 31 32 33 34 35 36 37 38 39
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F01171
FO1172
F01173
F01174
F01175
F01176
Number of females
N
Pre: Before administration, Post: after administration.
N: Normal.

Z

N
N
N
N
N

CRNZZZZZZ
oa|ZZzzZZ
co|Z2ZZZZZ
SRNNZZZZZZ
a|ZZZZZ2Z
cRZZZZZZ
aZ2ZZ2Z2ZZ
colZzZzZz2Z2Z2Z
SNNZZZZZZ
aZzZZ2ZZ7Z
anZZZZZZ
oo|ZzZZZZZ
oo|ZzZZZZ2Z
aZZZZZZ
oaoZZZ2ZZZ
cao|lzZZz2Z22Z2Z
oxn|lZzZzZZZ~Z
an|ZZ2Z2ZZZ
cORNNZZZZZZ
aRZZZZZZ
on|ZZZZZZ
an|Z2ZZ22Z22ZZ
SRZZZZZZ
cNZZZZZZ
co|lzzZzz2Z22Z2Z

6
6
(Continued)
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Study No. 100624

Appendix 5-1 (Continued) Individual general signs of female rats (recovery group)

(Control group)
Female No. Days of administration
40 41 42
Pre Post Pre Post Pre Post
FO01171 N N N N N N
FO1172 N N N N N N
F01173 N N N N N N
F01174 N N N N N N
FO1175 N N N N N N
F01176 N N N N N N
Number of females 6 6 6 6 6 6
N 6 6 6 6 6 6
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
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Appendix 5-1 (Continued) Individual general signs of female rats (recovery group)

(Control group)

Study No. 100624

Female No.

Days of recovery

—
—

—
W

F01171
FO1172
F01173
FO01174
F01175
F01176

Number of females
N

A RNZ ZZZZZ|~

A QZZZZZZe

ooz 2z ZZZZw

ARNZZZZZZ+~

o RZZZZZ Z|w

oz zZZZ Z|o

o n|ZZZZZZ|
o nZ Z Z Z Z Z|oo
o on|Z Z2Z2ZZZlo

ENE-N A A A A A 4 P

carZ2Z2Z2ZZZ

oaolzzzzz2z|g

caa|lzzzZ22z2 2|5

ao|ZZZ2ZZZE

oan|ZZZZZZ

N: Normal.
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Study No. 100624

Appendix 5-2 Individual general signs of female rats (recovery group)

(bumetrizole group at 250 mg/kg)

Female No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F03371 N N N N N N N N N N N N N N N N N N N N N N N N N N
F03372 N N N N N N N N N N N N N N N N N N N N N N N N N N
F03373 N N N N N N N N N N N N N N N N N N N N N N N N N N
F03374 N N N N N N N N N N N N N N N N N N N N N N N N N N
F03375 N N N N N N N N N N N N N N N N N N N N N N N N N N
F03376 N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
N 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
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Study No. 100624

Appendix 5-2 (Continued) Individual general signs of female rats (recovery group)

(bumetrizole group at 250 mg/kg)

Female No. Days of administration
14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F03371 N N N N N N N N N N N N N N N N N N N N N N N N N N
F03372 N N N N N N N N N N N N N N N N N N N N N N N N N N
F03373 N N N N N N N N N N N N N N N N N N N N N N N N N N
F03374 N N N N N N N N N N N N N N N N N N N N N N N N N N
F03375 N N N N N N N N N N N N N N N N N N N N N N N N N N
F03376 N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
N 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
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Study No. 100624

Appendix 5-2 (Continued) Individual general signs of female rats (recovery group)

(bumetrizole group at 250 mg/kg)

Female No. Days of administration
27 28 29 30 31 32 33 34 35 36 37 38 39
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F03371 N N N N N N N N N N N N N N N N N N N N N N N N N N
F03372 N N N N N N N N N N N N N N N N N N N N N N N N N N
F03373 N N N N N N N N N N N N N N N N N N N N N N N N N N
F03374 N N N N N N N N N N N N N N N N N N N N N N N N N N
F03375 N N N N N N N N N N N N N N N N N N N N N N N N N N
F03376 N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
N 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
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Study No. 100624
Appendix 5-2 (Continued) Individual general signs of female rats (recovery group)

(bumetrizole group at 250 mg/kg)

Female No. Days of administration
40 41 42
Pre Post Pre Post Pre Post
F03371 N N N N N N
F03372 N N N N N N
F03373 N N N N N N
F03374 N N N N N N
F03375 N N N N N N
F03376 N N N N N N
Number of females 6 6 6 6 6 6
N 6 6 6 6 6 6
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
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Appendix 5-2 (Continued) Individual general signs of female rats (recovery group)

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No.

Days of recovery

—
—

—
w

F03371
F03372
F03373
F03374
F03375
F03376

Number of females
N

|z z 2z 2z 2z Zj—

ANNZ Z Z Z Z Z|

ooz 2z 2z 2 2 Zw

AnZZ2Z 2 Z Zis

o NZZZZZZwn

N NNZ Z Z ZZ Z|on

an|Z ZZZZZN
NONZ Z 22 Z Zjxw
aon|Z Z 2 Z Z Zo

ooz 22 ZZ ZlS

NNZZZZZZ

onZZZZZZ|IS

oaNZZZZZZIS

ooz z 2 ZzZ|=

anlZzZzZZZZ

N: Normal.
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Study No. 100624

Appendix 5-3 Individual general signs of female rats (recovery group)

(bumetrizole group at 1000 mg/kg)

Female No.

Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F04471 N N N N N N N N N N N N N N N N N N N N N N N N N N
F04472 N N N N N N N N N N N N N N N N N N N N N N N N N N
F04473 N N N N N N N N N N N N N N N N N N N N N N N N N N
F04474 N N N N N N N N N N N N N N N N N N N N N N N N N N
F04475 N N N N N N N N N N N N N N N N N N N N N N N N N N
F04476 N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
N 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Pre: Before administration, Post: after administration,

(Continued)
N: Normal.
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Study No. 100624

Appendix 5-3 (Continued) Individual general signs of female rats (recovery group)

(bumetrizole group at 1000 mg/kg)

Female No. Days of administration
14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F04471 N N N N N N N N N N N N N N N N N N N N N N N N N N
F04472 N- N N N N N N N N N N N N N N N N N N N N N N N N N
F04473 N N N N N N N N N N N N N N N N N N N N N N N N N N
F04474 N N N N N N N N N N N N N N N N N N N N N N N N N N
F04475 N N N N N N N N N N N N N N N N N N N N N N N N N N
F04476 N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
N 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
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Study No. 100624

Appendix 5-3 (Continued) Individual general signs of female rats (recovery group)

(bumetrizole group at 1000 mg/kg)

Female No. Days of administration
27 28 29 30 31 32 33 34 35 36 37 38 39
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F04471 N N N N N N N N N N N N N N N N N N N N N N N N N N
F04472 N N N N N N N N N N N N N N N N N N N N N N N N N N
F04473 N N N N N N N N N N N N N N N N N N N N N N N N N N
F04474 N N N N N N N N N N N N N N N N N N N N N N N N N N
F04475 N N N N N N N N N N N N N N N N N N N N N N N N N N
F04476 N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
N 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
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Study No. 100624
Appendix 5-3 (Continued) Individual general signs of female rats (recovery group)

(bumetrizole group at 1000 mg/kg)

Female No. Days of administration
40 41 42
Pre Post Pre Post Pre Post
F04471 N N N N N N
F04472 N N N N N N
F04473 N N N N N N
F04474 N N N N N N
F04475 N N N N N N
F04476 N N N N N N
Number of females 6 6 6 6 6 6
N 6 6 6 6 6 6
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
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Appendix 18-1 (Continued) Individual FOB of female rats (recovery group)

(Control group)

Study No. 100624

Female No.

Blind No.

Observation of animals in cages

Biting behavior

Clonic convulsions

Pre

Day 8

Day 15

Day 22

Day 29

Day 36

Day 42

Pre

Day 8

Day 15

Day 22

Day 29

Day 36

Day 42

F01171
FO1172
F01173
F01174
FO1175
F01176

F00087
F00096
F00074
F00092
F00083
F00090

1

Number of females
Mean
Range

—
—_ O O\ = e =

—
— O = o e

—
—_ A= o -

—
—_ N = = -

—
—_ O O\ o -

—
—_0 A - - —— -

—
—_—o A= - —_—_— -

—
—_0 A = - -

—
—C O\ o -

—
—_ 0 O\ - e - -

—

—_0 A= - - — - -

p—

—_— o A= - —_ — - -

1

1
1
1
1
1
i
6
.0
1

F=3K-.Y [N

—

1

Findings were graded as follows

Biting behavior
Clonic convulsions

1: Not observed, 2: observed.
1: Not observed, 2: jaw convulsions, 3: tremor.

(Continued)
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Study No. 100624

Appendix 5-3 (Continued) Individual general signs of female rats (recovery group)

(bumetrizole group at 1000 mg/kg)

Female No. Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
F04471 N N N N N N N N N N N N N N N
F04472 N N N N N N N N N N N N N N N
F04473 N N N N N N N N N N N N N N N
F04474 N N N N N N N N N N N N N N N
F04475 N N N N N N N N N N N N N N N
F04476 N N N N N N N N N N N N N N N
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
N 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

N: Normal.
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Appendix 6-1 Individual body weights (g) of male rats

Study No. 100624

(Control group )
Male No. Days of administration Days of recovery
1 4 8 11 15 18 22 25 29 32 36 39 42 1 4 8 11 14
M01101 387 406 420 437 447 455 469 481 494 500 510 517 521
M01102 367 377 384 392 397 397 407 419 421 426 438 437 438
M01103 365 380 402 407 420 422 436 437 452 458 467 476 471
MO01104 385 399 416 424 429 425 444 449 464 473 476 487 481
MO01105 379 390 392 413 419 427 436 448 464 467 480 492 485
MO1106 405 417 441 443 458 457 477 486 503 515 521 524 527
MO01107 381 394 412 422 436 434 452 461 474 486 496 509 516 514 515 522 533 540
MO1108 375 386 400 405 413 424 442 451 476 477 494 501 503 504 508 514 508 518
M01109 384 404 421 439 451 461 473 491 504 520 537 544 548 551 559 564 566 571
MO1110 393 412 432 443 456 460 466 476 479 493 507 514 518 519 532 540 546 558
MoO1111 364 371 373 380 389 396 407 414 431 436 443 448 455 459 463 475 477 485
MO01112 382 400 409 419 437 444 446 464 470 475 488 494 493 497 507 520 527 540
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 6
Mean 381 395 409 419 429 434 446 456 469 477 488 495 496 507 514 523 526 535
S.D. 12 14 20 20 22 23 23 25 26 28 30 31 32 30 32 30 31 31
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Appendix 6-2 Individual body weights (g) of male rats

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Male No. Days of administration Days of recovery
1 4 8 11 15 18 22 25 29 32 36 39 42 1 4 8 11 14
M02201 367 374 386 397 412 418 431 438 455 467 474 474 477
M02202 374 383 401 411 417 427 433 444 459 460 472 479 479
M02203 394 402 423 431 443 464 476 489 496 497 505 508 497
M02204 390 396 411 422 427 436 447 453 463 469 479 488 495
M02205 387 411 429 445 455 466 477 494 509 516 528 531 540
M02206 371 378 388 397 407 410 419 433 443 453 455 461 467
M02207 366 376 394 399 410 399 416 426 441 451 467 462 470 473 475 489 495 503
M02208 373 392 393 389 401 415 429 439 439 448 459 469 472 480 485 493 501 512
M02209 377 385 391 410 417 432 448 455 464 478 491 497 504 495 507 524 527 535
M02210 375 394 405 416 427 427 443 457 470 483 502 501 503 507 515 525 535 547
Mo02211 384 402 419 436 451 463 475 487 501 506 520 529 530 534 545 549 561 568
M02212 399 405 412 426 429 448 458 473 480 501 506 518 531 534 547 551 557 573
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 6
Mean 380 392 404 415 425 434 446 457 468 477 488 493 497 504 512 522 529 540
S.D. 11 12 14 18 17 22 22 23 24 23 24 25 26 26 30 27 28 29
Significance
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU

DU: Analysis by Dunnett's test.
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Appendix 6-3 Individual body weights (g) of male rats

(bumetrizole group at 250 mg/kg)

Study No. 100624

Male No. Days of administration Days of recovery
1 4 8 11 15 18 22 25 29 32 36 39 42 1 4 8 11 14
M03301 392 400 408 415 430 435 448 460 472 478 487 482 482
M03302 377 379 397 406 418 421 442 452 465 468 490 494 493
M03303 378 385 403 410 427 424 444 45T 474 479 492 499 489
M03304 382 392 401 413 419 427 444 449 461 467 480 489 489
M03305 396 405 410 420 432 442 455 470 482 488 503 505 502
M03306 358 367 377 390 396 402 410 417 436 442 452 456 454
M03307 361 366 373 381 388 392 406 411 419 430 437 441 44 444 447 456 463 468
M03308 373 382 394 401 409 417 426 434 442 454 463 469 466 476 485 490 490 499
M03309 394 397 407 411 417 426 446 459 466 475 482 495 483 487 490 496 503 516
M03310 390 400 415 425 436 450 459 473 487 493 499 512 512 513 518 537 541 554
M03311 390 404 423 438 454 463 480 492 504 516 538 540 542 547 554 564 573 573
M03312 381 390 401 414 413 427 439 454 466 480 481 490 489 494 499 504 507 517
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 6
Mean 381 389 401 410 420 427 442 452 465 473 484 489 487 494 499 508 513 521
S.D. 12 13 14 15 18 19 20 23 23 23 26 26 26 35 36 38 39 38
Significance
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU

DU: Analysis by Dunnett's test.
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Appendix 6-4 Individual body weights (g) of male rats

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No. Days of administration Days of recovery
1 4 8 11 15 18 22 25 29 32 36 39 42 1 4 8 11 14
MO04401 378 381 397 410 408 420 434 445 449 462 471 483 484
MO04402 384 396 408 415 420 423 438 442 444 450 461 468 473
MO04403 393 402 419 427 439 452 463 481 497 501 510 521 516
M04404 388 401 413 426 436 440 462 479 486 499 510 517 505
M04405 374 384 399 408 417 425 434 447 450 453 462 469 473
M04406 360 375 399 413 421 432 441 461 469 482 495 498 497 :
M04407 403 411 433 452 456 470 478 492 513 521 524 530 532 539 537 546 551 559
MO04408 372 384 398 405 416 417 435 441 453 466 473 483 493 496 499 506 518 525
M04409 361 371 384 394 400 404 411 419 430 440 448 453 456 459 468 476 473 478
M04410 374 380 391 401 402 416 423 434 449 450 458 467 462 459 465 469 468 482
MO04411 390 398 405 417 421 422 441 451 458 470 478 493 496 501 512 523 523 535
M04412 381 390 401 416 424 430 441 454 463 472 483 492 492 502 511 523 523 537
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 6
Mean 380 389 404 415 422 429 442 454 463 472 481 490 490 493 499 507 509 519
S.D. 13 12 13 15 16 18 18 21 24 24 24 24 22 30 28 30 32 32
Significance
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU

DU: Analysis by Dunnett's test.
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Appendix 7-1 Individual body weights (g) of female rats

Study No. 100624

(Control group)
Female No. Days of administration
1 4 8 11 15 18 22 25
F01151 240 243 248 263 274
F01152 243 243 255 253 264 277
FO1153 259 278 303 317 335
FO1154 259 273 277 281 291
FO1155 243 248 256 254 257 268
FO1156 254 276 287 291 299
F01157 257 267 271 267 276 295
F01158 252 260 269 273 277 288
F01159 255 262 271 280 287
F01160 241 247 254 254 263 277
Fo1161 245 254 262 257 269 2717
F01162 253 258 269 274 285
Number of females 12 12 12 12 12 6
Mean 250 259 269 272 281 280
S.D. 7 13 15 19 21 10
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Appendix 7-2 Individual body weights (g) of female rats

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Female No. Days of administration
1 4 8 11 15 18 22 25
F02251 240 255 260 261 274
F02252 258 267 276 271 286
F02253 255 272 286 286 295
F02254 247 249 259 264 270
F02255 252 256 260 268 271
F02256 247 255 268 267 277
F02257 259 264 277 280 286 307
F02258 255 256 266 272 279
F02259 236 248 256 259 265
F02260 249 259 265 269 273
F02261 244 245 251 261 265
F02262 253 245 266 273 278
Number of females 12 12 12 12 12 1
Mean 250 256 266 269 277 307
S.D. 7 9 10 8 9
Significance
Statistical method DU DU DU DT DT NA NA NA

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.

NA: Not analyzed.
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Appendix 7-3 Individual body weights (g) of female rats

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. Days of administration
1 4 8 11 15 18 22 25
F03351 261 259 275 281 288
F03352 253 265 276 275 288
F03353 242 251 257 258 264
F03354 249 254 257 252 260 269
F03355 253 257 269 275 284
F03356 247 250 262 265 27
F03357 248 260 261 253 269 279
F03358 254 260 268 267 277 295
F03359 241 248 259 258 262
F03360 246 248 261 264 266
F03361 260 267 273 273 277 291
F03362 252 261 270 268 274
Number of females 12 12 12 12 12 4
Mean 251 257 266 266 273 284
S.D. 6 6 7 9 10 12
Significance
Statistical method DU DU DU DT DT DU NA NA

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.

NA: Not analyzed.
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Appendix 7-4 Individual body weights (g) of female rats

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. Days of administration
1 4 8 11 15 18 22 25
F04451 250 257 265 264 270 298 323 335
F04452 253 256 265 261 268 277
F04453 247 248 259 252 258 269
F04454 262 263 270 278 283
F04455 236 235 244 251 260
F04456 250 258 266 266 273
F04457 255 271 277 278 286
F04458 249 266 274 277 284
F04459 246 245 258 255 258 270
F04460 238 246 254 261 263
F04461 246 257 264 267 274
F04462 259 265 274 275 284
Number of females 12 12 12 12 12 4 1 1
Mean 249 256 264 265 272 279 323 335
S.D. 8 10 9 10 11 13
Significance
Statistical method DU DU DU DT DT DU NA NA

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.

NA: Not analyzed.
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Appendix 8-1 Individual body weights (g) of dams during pregnancy

Study No. 100624

(Control group )

Dam No. Days of pregnancy
0 7 14 21
F01151 274 316 351 444
FO1152 277 322 355 445
FO01153 329 353 391 482
FO1154 286 338 378 479
FO1155 269 297 326 407
F01156 299 344 377 446
F01157 294 340 379 474
F01158 281 313 348 437
F01159 284 321 334 337
F01160 283 327 368 452
Fo1161 272 311 347 417
F01162 269 306 333 402
Number of dams 11 11 11 11
Mean 285 324 359 444
S.D. 18 18 21 27

>: Excluded from analysis of data because of non-pregnancy.
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Appendix 8-2 Individual body weights (g) of dams during pregnancy

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Dam No. Days of pregnancy
0 7 14 21
F02251 270 308 342 431
F02252 295 322 350 430
F02253 289 330 364 446
F02254 272 327 365 469
F02255 269 307 343 432
F02256 279 314 356 440
F02257 308 352 390 489
F02258 272 318 354 440
F02259 265 296 329 412
F02260 276 308 333 421
F02261 267 303 336 420
F02262 276 341 381 495
Number of dams 12 12 12 12
Mean 278 319 354 444
S.D. 13 16 19 27

Significance

Statistical method DU DU DU DU

DU: Analysis by Dunnett's test.
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Appendix 8-3 Individual body weights (g) of dams during pregnancy

(bumetrizole group at 250 mg/kg)

Study No. 100624

Dam No. Days of pregnancy
0 7 14 21
F03351 287 345 387 493
F03352 289 329 364 462
F03353 268 305 329 414
F03354 277 313 340 418
F03355 277 31 343 430
F03356 269 300 335 432
F03357 280 307 342 420
F03358 300 350 402 508
F03359 263 290 321 408
F03360 264 304 332 426
F03361 299 342 397 496
F03362 264 296 325 408
Number of dams 12 12 12 12
Mean 278 316 351 443
S.D. 13 20 29 37

Significance

Statistical method DU DU DU DU

DU: Analysis by Dunnett's test.
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Appendix 8-4 Individual body weights (g) of dams during pregnancy

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Dam No. Days of pregnancy
0 7 14 21
F04451 330 362 404 503
F04452 280 327 368 470
F04453 267 300 329 417
F04454 287 317 347 413
F04455 251 295 333 414
F04456 272 312 350 440
F04457 290 336 378 490
F04458 274 314 346 423
F04459 268 316 351 460
F04460 265 297 329 418
F04461 272 300 327 423
F04462 280 324 326 330
Number of dams I 11 11 11
Mean 278 316 351 443
S.D. 20 20 24 33

Significance

Statistical method DU DU DU DU

>: Excluded from analysis of data because of non-pregnancy.

DU: Analysis by Dunnett's test.
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Appendix 9-1 Individual body weights (g) of dams during lactation

Study No. 100624

(Control group )
Dam No. Days of lactation
0 4 6
FO1151 322 312 322
FO1152 345 353 336
F01153 381 397 373
F01154 357 377 345
FO1155 299 323 31
FO1156 345 359 346
FO1157 350 3N 344
FO1158 326 346 329
FO1159 Non-pregnancy
F01160 341 364 346
FO1161 309 349 330
F01162 303 315 306
Number of dams 11 11 11
Mean 334 351 335
S.D. 25 27 19
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Appendix 9-2 Individual body weights (g) of dams during lactation

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Dam No. Days of lactation
0 4 6
F02251 324 338 322
F02252 343 358 333
F02253 322 344 335
F02254 336 368 345
F02255 328 339 325
F02256 298 328 310
F02257 325 360 346
F02258 321 351 338
F02259 303 336 316
F02260 302 327 326
F02261 313 327 299
F02262 386 388 384
Number of dams 12 12 12
Mean 325 347 332
S.D. 24 19 22

Significance

Statistical method DU DU DU

DU: Analysis by Dunnett's test.



-00C -

Appendix 9-3 Individual body weights (g) of dams during lactation

(bumetrizole group at 250 mg/kg)

Study No. 100624

Dam No. Days of lactation
0 4 6
F03351 352 384 350
F03352 371 340 365
F03353 280 316 322
F03354 349 335 329
F03355 307 322 312
F03356 281 319 283
F03357 306 327 319
F03358 387 393 386
F03359 313 332 313
F03360 330 325 320
F03361 365 374 384
F03362 321 343 329
Number of dams 12 12 12
Mean 330 343 334
S.D. 35 26 31

Significance

Statistical method DU DU DU

DU: Analysis by Dunnett's test.
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Appendix 9-4 Individual body weights (g) of dams during lactation

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Dam No. Days of lactation
0 4 6
F04451 394 423 399
F04452 322 367 342
F04453 287 315 302
F04454 316 343 312
F04455 310 322 300
F04456 303 339 289
F04457 355 374 357
F04458 320 331 316
F04459 310 353 334
F04460 310 335 316
F04461 311 342 325

F04462 Non-pregnancy
Number of dams 11 11 11
Mean 322 349 327
S.D. 29 30 31
Significance

Statistical method DU DU DU

DU: Analysis by Dunnett's test.
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Appendix 10-1 Individual body weights (g) of female rats (recovery group)

Study No. 100624

(Control group)

Female No. Days of administration Days of recovery
1 4 8 11 15 18 22 25 29 32 36 39 42 1 4 8 11 14
FO01171 247 242 259 260 262 268 270 280 286 291 299 301 299 298 300 303 311 316
FO01172 267 281 289 287 294 299 305 319 335 328 336 341 340 346 352 360 358 371
F01173 261 259 267 269 281 292 304 305 315 312 323 338 343 343 354 362 359 363
F01174 261 261 265 267 272 286 293 302 309 303 305 310 317 307 317 321 333 331
FO01175 256 262 268 276 289 298 304 306 310 310 319 328 335 323 335 340 339 342
F01176 252 248 258 260 268 275 280 279 284 281 279 296 300 295 300 310 305 300
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 257 259 268 270 278 286 293 299 307 304 310 319 322 319 326 333 334 337
S.D. 7 13 11 10 12 13 15 16 19 17 20 19 20 22 24 25 23 27
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Appendix 10-2 Individual body weights (g) of female rats (recovery group)

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. Days of administration Days of recovery
1 4 8 11 15 18 22 25 29 32 36 39 42 1 4 8 11 14
F03371 267 282 301 307 316 321 326 330 340 347 353 364 356 360 367 369 366 370
F03372 259 256 260 262 271 284 291 295 299 294 296 301 308 300 312 319 323 320
‘F03373 255 267 280 276 287 309 328 336 342 341 342 341 355 343 354 362 368 368
F03374 250 258 266 267 275 276 273 287 291 290 297 300 291 299 299 305 319 325
F03375 254 262 269 269 280 292 299 299 304 304 319 312 317 318 326 329 339 342
F03376 264 278 288 290 296 306 315 318 318 327 335 333 340 341 342 342 351 360
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 258 267 277 279 288 298 305 311 316 317 324 325 328 327 333 338 344 348
S.D. 6 11 15 17 17 17 22 20 22 25 24 25 27 25 26 25 21 22

Significance

Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU

DU: Analysis by Dunnett's test.
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Appendix 10-3 Individual body weights (g) of female rats (recovery group)

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. Days of administration Days of recovery
1 4 8 11 15 18 22 25 29 32 36 39 42 1 4 8 11 14
F04471 257 256 268 273 278 281 294 291 304 300 305 317 325 313 325 324 323 326
F04472 249 249 257 264 272 277 290 285 293 293 298 303 309 310 313 318 315 318
F04473 251 258 265 265 261 287 294 300 304 300 306 307 319 306 320 321 327 323
F04474 260 278 30t 294 285 289 293 299 302 298 299 30t 311 301 314 318 321 323
F04475 259 259 262 263 270 269 276 287 291 295 297 296 291 294 300 305 311 320
F04476 267 275 284 294 307 307 313 315 326 318 321 335 336 332 339 342 337 340
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 257 263 273 276 279 285 293 296 303 301 304 310 315 309 319 321 322 325
S.D. 7 11 17 15 16 13 12 11 12 9 9 14 15 13 13 12 9 8

Significance

Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU

DU: Analysis by Dunnett's test.
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Appendix 11-1 Individual food consumption (g/day) of male rats

Study No. 100624

(Control group)
Male No. Days of administration Days of recovery
2 5 9 12 30 33 37 40 2 5 9 12
Mo1101 26 25 27 26 25 27 30 29
MO01102 21 20 24 20 20 23 23 23
M01103 26 26 23 25 26 26 28 25
M01104 25 26 24 25 25 27 26 24
MO01105 26 24 26 26 25 24 24 25
MO01106 29 24 22 23 26 20 26 23
MO1107 25 28 26 27 27 29 27 26 24 26 23 26
MO01108 25 23 22 21 25 26 29 25 26 21 21 26
MO01109 25 30 25 27 30 26 28 29 24 26 27 30
MO1110 23 25 26 28 26 25 25 24 23 23 27 30
MO1111 21 21 21 25 25 24 22 25 21 24 25 22
MO1112 33 27 25 24 27 28 25 23 25 25 30 27
Number of males 12 12 12 12 12 12 12 12 6 6 6 6
Mean 25 25 24 25 26 25 26 25 24 24 26 27
S.D. 3 3 2 2 2 2 2 2 2 2 3 3
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Study No. 100624

Appendix 11-2 Individual food consumption (g/day) of male rats

(bumetrizole group at 62.5 mg/kg )

Male No. Days of administration Days of recovery
2 5 9 12 30 33 37 40 2 5 9 12
M02201 24 24 23 24 27 24 25 26
M02202 23 22 27 24 25 25 29 26
M02203 26 27 26 29 25 25 23 21
M02204 32 30 25 25 26 27 27 30
M02205 28 25 28 28 29 34 29 28
M02206 24 22 22 24 24 24 25 24
M02207 24 22 23 24 25 24 26 21 23 23 23 27
M02208 26 26 22 25 23 23 28 26 22 21 24 26
M02209 25 24 26 27 26 26 25 26 26 24 25 25
M02210 24 23 24 26 27 26 26 27 22 24 28 28
Mo02211 28 25 28 28 26 26 26 29 27 24 28 27
M02212 23 24 26 23 28 27 28 28 24 21 27 26
Number of males 12 12 12 12 12 12 12 12 6 6 6 6
Mean 26 25 25 26 26 26 26 26 24 23 26 27
S.D. 3 2 2 2 2 3 2 3 2 1 2 1
Significance

Statistical method bu DU DU DU DU DU DU DU DU DU DU DU
DU: Analysis by Dunnett's test.
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Study No. 100624

Appendix 11-3 Individual food consumption (g/day) of male rats

(bumetrizole group at 250 mg/kg )

Male No. Days of administration Days of recovery
2 5 9 12 30 33 37 40 2 s 9 12
M03301 27 25 25 26 25 23 24 24
M03302 26 24 24 23 26 28 28 24
M03303 22 26 24 24 24 27 24 24
M03304 27 24 25 23 24 28 27 27
M03305 26 26 26 23 25 29 25 23
M03306 20 22 22 21 20 25 22 24
M03307 22 23 19 21 22 22 22 21 24 21 23 24
M03308 25 26 23 24 26 24 26 25 24 22 27 27
M03309 19 24 22 25 24 25 26 19 20 21 23 25
M03310 24 25 25 24 23 28 26 23 22 21 27 25
M03311 22 30 28 32 30 32 29 26 26 22 31 29
M03312 22 28 26 29 28 26 28 24 23 22 25 30
Number of males 12 12 12 12 12 12 12 12 6 6 6 6
Mean 24 25 24 25 25 26 26 24 23 22 26 27
S.D. 3 2 2 3 3 3 2 2 2 1 3 2
Significance *

Statistical method DU DU DU DU DU DU DU DU DU DU DU DU
Significantly different from control group (*: P<0.05).
DU: Analysis by Dunnett's test.
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Study No. 100624
Appendix 11-4 Individual food consumption (g/day) of male rats

(bumetrizole group at 1000 mg/kg )

Male No. Days of administration Days of recovery
2 5 9 12 30 33 37 40 2 5 9 12
M04401 25 20 22 21 29 25 28 26
M04402 29 25 25 25 19 22 28 26
MO04403 27 23 27 31 23 28 27 23
MO04404 27 25 22 24 29 25 28 24
M04405 27 29 26 24 26 23 27 26
M04406 26 25 23 24 25 24 22 24
M04407 29 30 31 34 30 27 28 29 25 23 23 28
M04408 27 24 25 24 27 24 28 26 22 20 27 26
M04409 20 25 24 23 23 21 24 26 23 23 24 24
M04410 21 24 26 26 24 26 26 23 20 23 23 22
M04411 28 24 24 23 26 26 26 26 26 21 25 30
M04412 26 26 28 27 28 26 30 27 24 23 29 30
Number of males 12 12 12 12 12 12 12 12 6 6 6 6
Mean 26 25 25 26 26 25 27 26 23 22 25 27
S.D. 3 3 3 4 3 2 2 2 2 1 2 3
Significance

Statistical method DU DU DU DU DU DU DU DU DU DU DU DU
DU: Analysis by Dunnett's test.




-60C -

Appendix 12-1 Individual food consumption (g/day) of female rats

Study No. 100624

(Control group)

Female No. Days of administration
2 5 9 12
F01151 18 21 23 15
F01152 17 19 17 20
F01153 18 23 25 25
FO1154 15 20 20 21
F01155 18 17 15 16
F01156 20 18 15 23
F01157 23 21 21 22
F01158 20 23 20 21
F01159 20 18 17 22
F01160 17 18 19 18
F01161 20 20 15 17
F01162 23 22 18 19
Number of females 12 12 12 12
Mean 19 20 19 20
S.D. 2 2 3 3
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Study No. 100624
Appendix 12-2 Individual food consumption (g/day) of female rats

(bumetrizole group at 62.5 mg/kg)

Female No. Days of administration
2 5 9 12
F02251 19 15 16 21
F02252 14 23 17 24
F02253 21 19 17 18
F02254 16 20 20 22
F02255 21 21 21 14
F02256 20 20 20 16
F02257 20 23 22 24
F02258 23 25 23 14
F02259 17 15 13 20
F02260 16 16 15 19
F02261 22 20 19 17
F02262 15 20 19 17
Number of females 12 12 12 12
Mean 19 20 19 19
S.D. 3 3 3 3

Significance

Statistical method DU DU DU DU

DU: Analysis by Dunnett's test.
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Study No. 100624
Appendix 12-3 Individual food consumption (g/day) of female rats

(bumetrizole group at 250 mg/kg)

Female No. Days of administration
2 5 9 12
F03351 21 23 22 17
F03352 16 22 20 21
F03353 10 18 16 19
F03354 21 23 22 21
F03355 20 20 18 16
F03356 15 15 14 21
F03357 17 15 20 19
F03358 20 24 23 23
F03359 16 20 14 16
F03360 19 19 16 16
F03361 23 22 20 22
F03362 16 20 15 21
Number of females 12 12 12 12
Mean 18 20 18 19
S.D. 4 3 3 3

Significance

Statistical method DU DU DU DU

DU: Analysis by Dunnett's test.
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Study No. 100624
Appendix 12-4 Individual food consumption (g/day) of female rats

(bumetrizole group at 1000 mg/kg)

Female No. Days of administration
2 5 9 12
F04451 18 22 22 21
F04452 19 20 23 20
F04453 17 20 15 20
F04454 19 24 21 15
F04455 19 20 19 16
F04456 20 14 13 21
F04457 18 16 13 20
F04458 18 14 14 22
F04459 17 20 21 19
F04460 22 21 16 14
F04461 17 14 16 16
F04462 21 23 21 17
Number of females 12 12 12 12
Mean 19 19 18 18
S.D. 2 4 4 3

Significance

Statistical method DU DU DU DU

DU: Analysis by Dunnett's test.
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Appendix 13-1 Individual food consumption (g/day) of dams during pregnancy

Study No. 100624

(Control group)

Dam No. Days of pregnancy
2 9 16 20
F01151 23 23 26 24
F01152 21 22 21 24
F01153 23 23 22 25
F01154 19 27 27 24
F01155 17 17 19 19
F01156 27 27 28 19
F01157 25 26 27 27
F01158 21 23 27 25
F01159 24 26 20 14
F01160 25 24 26 25
FO1161 21 20 22 18
F01162 19 19 20 17
Number of dams 11 11 11 11
Mean 22 23 24 22
S.D. 3 3 3 3

>: Excluded from analysis of data because of non-pregnancy.
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Study No. 100624
Appendix 13-2 Individual food consumption (g/day) of dams during pregnancy

(bumetrizole group at 62.5 mg/kg)

Dam No. Days of pregnancy
2 9 16 20
F02251 20 23 24 24
F02252 26 25 27 20
F02253 23 24 25 24
F02254 25 28 28 24
F02255 22 22 24 23
F02256 21 21 21 23
F02257 23 29 29 23
F02258 23 29 23 22
F02259 21 21 23 22
F02260 18 27 21 23
F02261 20 20 24 18
F02262 25 30 33 31
Number of dams 12 12 12 12
Mean 22 25 25 23
S.D. 2 4 4 3

Significance

Statistical method DU DT DU DU

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.
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Study No. 100624
Appendix 13-3 Individual food consumption (g/day) of dams during pregnancy

(bumetrizole group at 250 mg/kg)

Dam No. Days of pregnancy
2 9 16 20
F03351 27 27 28 19
F03352 21 24 30 22
F03353 18 21 24 21
F03354 22 20 24 24
F03355 19 22 23 25
F03356 20 22 20 20
F03357 21 22 23 23
F03358 26 30 30 28
F03359 19 23 22 17
F03360 19 99 23 21
F03361 26 27 29 27
F03362 19 22 20 21
Number of dams 12 12 12 12
Mean 21 30 25 22
S.D. 3 22 4 3

Significance

Statistical method DU DT DU DU

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.
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Study No. 100624
Appendix 13-4 Individual food consumption (g/day) of dams during pregnancy

(bumetrizole group at 1000 mg/kg)

Dam No. Days of pregnancy
2 9 16 20
F04451 22 30 26 29
F04452 24 22 28 22
F04453 20 23 22 20
F04454 20 23 24 20
F04455 23 22 23 22
F04456 22 19 22 21
F04457 24 28 29 29
F04458 22 23 22 21
F04459 24 27 26 26
F04460 19 19 18 18
F04461 18 23 23 23
F04462 > 21 > 26 > 17 > 16
Number of dams 11 11 11 11
Mean 22 24 24 23
S.D. 2 3 3 4

Significance

Statistical method DU DT DU DU

>: Excluded from analysis of data because of non-pregnancy.
DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.
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Study No. 100624

Appendix 14-1 Individual food consumption (g/day) of dams during lactation

(Control group)
Dam No. Days of lactation
2
F01151 30
F01152 30
F01153 27
F01154 33
F01155 24
F01156 21
FO1157 32
FO1158 30
FO1159 Non-pregnancy
F01160 39
F0l161 36
F01162 23
Number of dams 11
Mean 30

S.D. 6
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Study No. 100624

Appendix 14-2 Individual food consumption (g/day) of dams during lactation

(bumetrizole group at 62.5 mg/kg)

Dam No. Days of lactation
2
F02251 32
F02252 27
F02253 31
F02254 36
F02255 30
F02256 30
F02257 27
F02258 33
F02259 34
F02260 28
F02261 28
F02262 29
Number of dams 12
Mean 30
S.D. 3

Significance

Statistical method DU

DU: Analysis by Dunnett's test.
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Study No. 100624

Appendix 14-3 Individual food consumption (g/day) of dams during lactation

(bumetrizole group at 250 mg/kg)

Dam No. Days of lactation
2
F03351 29
F03352 19
F03353 29
F03354 16
F03355 25
F03356 34
F03357 24
F03358 29
F03359 25
F03360 31
F03361 27
F03362 34
Number of dams 12
Mean 27
S.D. 5

Significance

Statistical method DU

DU: Analysis by Dunnett's test.
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Study No. 100624

Appendix 14-4 Individual food consumption (g/day) of dams during lactation

(bumetrizole group at 1000 mg/kg)

Dam No. Days of lactation
2
F04451 28
F04452 33
F04453 24
F04454 43
F04455 34
F04456 31
F04457 34
F04458 31
F04459 33
F04460 31
F04461 38

F04462 Non-pregnancy
Number of dams 11
Mean 33
S.D. 5

Significance

Statistical method DU

DU: Analysis by Dunnett's test.
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Study No. 100624

Appendix 15-1 Individual food consumption (g/day) of female rats (recovery group)

{Control group)
Female No. Days of administration Days of recovery

2 5 9 12 16 19 23 26 30 33 37 40 2 5 9 12
FO1171 15 19 21 18 21 16 16 16 14 23 18 19 19 17 17 15
F01172 19 21 17 23 19 19 18 16 12 22 19 22 24 22 20 18
F01173 17 18 19 14 16 23 22 21 20 19 22 19 22 28 25 30
FO1174 15 20 18 19 17 19 17 24 21 22 18 18 19 19 18 23
FO1175 20 20 17 16 13 22 16 22 21 21 17 17 18 21 25 27
F01176 21 17 17 14 13 18 17 21 21 20 15 12 16 22 18 22
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 18 19 18 17 17 20 18 20 18 21 18 18 20 22 21 23
S.D. 3 1 2 3 3 3 2 3 4 1 2 3 3 4 4 6
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Study No. 100624

Appendix 15-2 Individual food consumption (g/day) of female rats (recovery group)

(bumetrizole group at 250 mg/kg)

Female No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 30 33 37 40 2 5 9 12
F03371 24 20 17 23 22 25 22 24 20 20 16 23 24 24 25 22
F03372 19 18 21 17 17 14 13 19 18 23 19 16 17 14 13 20
F03373 19 21 20 21 21 22 20 25 22 24 18 22 25 18 21 23
F03374 16 12 10 17 16 17 16 13 12 20 17 17 21 18 22 13
F03375 18 18 20 20 17 20 15 21 15 24 15 21 18 16 18 16
F03376 20 19 16 22 21 23 21 22 21 21 17 23 23 23 21 20
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 19 18 17 20 19 20 18 21 18 22 17 20 21 19 20 19
S.D. 3 3 4 3 3 4 4 4 4 2 1 3 3 4 4 4

Significance

Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU

DU: Analysis by Dunnett's test.
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Study No. 100624

Appendix 15-3 Individual food consumption (g/day) of female rats (recovery group)

(bumetrizole group at 1000 mg/kg)

Female No. Days of administration Days of recovery
2 5 9 12 16 19 23 26 30 33 37 40 2 5 9 12
F04471 17 19 17 13 11 19 20 23 19 21 18 15 15 21 21 21
F04472 16 16 14 14 12 19 16 19 16 18 16 17 16 20 19 19
F04473 15 15 20 19 16 14 14 19 18 25 18 20 18 15 14 17
F04474 22 26 23 19 13 13 15 21 18 24 18 18 19 20 17 23
F04475 13 19 20 18 18 18 17 15 14 22 17 22 21 21 20 15
F04476 20 22 22 14 15 21 18 18 20 25 21 15 18 20 20 25
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 17 20 19 16 14 17 17 19 18 23 18 18 18 20 19 20
S.D. 3 4 3 3 3 3 2 3 2 3 2 3 2 2 3 4

Significance

Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU

DU: Analysis by Dunnett's test.



Study No. 100624

Appendix 16-1 Individual FOB of male rats

(Control group)
Male No.  Blind No. Observation of animals in cages
Posture Palpebral closure
Pre Day 7 Day14 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day2l Day28 Day35 Day4l
MO01101 MO00059 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO01102  MO00055 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO01103  MO00037 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO1104  M00070 2 2 2 2 2 2 2 1 1 1 1 1 1 i
MO01105  MO00010 2 2 2 2 2 2 2 1 1 1 1 1 1 i
MO01106  M00039 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO01107  MO00062 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO01108  MO00026 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO1109  M00040 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO1110  MO00009 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO1111 M00013 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO1112  M00033 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 2.0 2.0 2.0 2.0 20 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Findings were graded as follows (Continued)
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.

Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Study No. 100624
Appendix 16-1 (Continued) Individual FOB of male rats

{Control group)
Male No.  Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day14 Day2l Day28 Day35 Day4l

MO01101 MO00059 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO01102 MO00055 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO01103 MO00037 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO01104 M00070 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO01105 MO00010 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M01106 M00039 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M01107 M00062 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO01108 M00026 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO01109 M00040 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO01110 MO00009 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO1111 MO00013 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO1112 M00033 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Findings were graded as follows (Continued)
Biting behavior 1: Not observed, 2: observed.

Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.
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Appendix 16-1 (Continued) Individual FOB of male rats

Study No. 100624

(Control group)
Male No.  Blind No. Observation of animals in cages
Tonic convulsions

Pre Day 7 Day 14 Day2l Day28 Day35 Day4l
M01101 MO00059 1 1 1 1 1 1 1
MO01102 MO00055 1 1 1 1 1 1 1
MO01103 MO00037 1 1 1 1 1 1 1
MO1104 M00070 1 1 1 1 1 1 1
MO01105 M00010 1 1 1 1 1 1 1
M01106 M00039 1 1 1 1 1 1 1
MO01107 M00062 1 1 1 i 1 1 1
MO01108 M00026 1 1 1 1 1 1 1
MO01109 M00040 1 1 1 1 1 1 1
MO1110 MO00009 1 i i 1 1 1 1
MO1111 M00013 1 1 1 1 1 1 1
MO1112 MO00033 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1

Findings were graded as follows
Tonic convulsions

1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions,
5: asphyxial convulsions.

(Continued)
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Study No. 100624

Appendix 16-1 (Continued) Individual FOB of male rats

(Control group)
Male No.  Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day14 Day2l Day28 Day35 Day4l
MO01101 M00059 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01102  MO00055 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01103  M00037 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01104  M00070 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO1105  M00010 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01106  M00039 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01107  MO00062 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO1108  M00026 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO1109  M00040 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO1110  MO00009 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mol111 M00013 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO1112  M00033 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 20 2.0 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Findings were graded as follows (Continued)

Ease of removal from cage  1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.



Appendix 16-1 (Continued) Individual FOB of male rats

Study No. 100624

(Control group)
Male No.  Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Dayl14 Day2l Day28 Day35 Daydl
M01101 M00059 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO01102  MO00055 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO01103  M00037 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO01104  M00070 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO1105  M00010 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO01106  M00039 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO01107  M00062 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO1108  M00026 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO01109  M00040 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO1110  M00009 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MoO1111 MO00013 2 2 2 2 2 2 2 1 1 1 ) 1 1 1
MO11i2  M00033 2 2 2 2 2 2 2 1 1 1 1 1 i 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Findings were graded as follows (Continued)

Muscle tone

Fur conditions

1: Decreased, 2: normal, 3: increased.
1: Normal, 2: slightly soiled, 3: markedly soiled.
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Study No. 100624

Appendix 16-1 (Continued) Individual FOB of male rats

(Control group)
Male No.  Blind No. Observation of animals on observer's palm
Lacrimation Salivation
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day2l Day28 Day 35 Day 41

M01101 MO00059 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M01102  MO0005S 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M01103 MO00037 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO01104  MO00070 i 1 1 1 1 1 1 1 1 1 1 1 1 1
M01105 M00010 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO01106  MO00039 1 1 1 1 i 1 1 1 1 1 1 1 1 1
M01107  MO00062 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO1108  M00026 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO01109  M00040 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO1110  MO00009 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Mo1111 M00013 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO1112  MO00033 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Findings were graded as follows (Continued)
Lacrimation 1: None, 2: mild, 3: marked.

Salivation 1: None, 2: mild, 3: marked.
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Study No. 100624

Appendix 16-1 (Continued) Individual FOB of male rats

(Control group)
Male No.  Blind No. Observation of animals on observer's palm
Respiration
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l

Mo01101 M00059 1 1 1 1 1 1 1
MO01102  MO0O0055 1 1 1 1 1 1 1
MO1103  MO00037 1 1 1 1 1 1 1
MO01104  M00070 1 1 1 1 1 1 1
MO01105  MO00010 1 1 1 1 1 1 1
MO1106  M00039 1 1 1 1 1 1 1
MO01107  M00062 1 1 1 1 1 1 1
MO1108  M00026 1 1 1 1 1 1 1
MO01109  M00040 1 1 1 1 1 1 1
MO1110  M00009 1 1 1 1 1 1 1
MO1111 M00013 1 1 1 1 1 1 1
MO01112  M00033 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0

Range 1 1 1 1 1 1 1

Findings were graded as follows (Continued)

Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Study No. 100624

Appendix 16-1 (Continued) Individual FOB of male rats

(Control group)
Male No.  Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)

Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day2l Day28 Day35 Day4l
MO1101  MO00059 9 3 2 0 2 2 3 0 0 0 0 0 0 0
MO01102  MO00055 4 7 2 2 9 2 11 0 0 0 0 0 0 0
MO1103  M00037 8 2 0 0 1 0 4 0 0 0 0 0 0 0
Mo1104  MO00070 4 6 0 2 4 1 1 0 0 0 0 0 0 0
MO1105  M00010 6 0 0 0 5 4 4 0 0 0 0 0 0 0
MO01106  MO00039 10 2 1 5 4 6 3 0 0 0 0 0 0 0
MO1107  M00062 6 0 0 0 1 0 2 0 0 0 0 0 0 0
MO01108  M00026 6 1 3 3 0 2 0 0 0 0 0 0 0 0
MO1109  MO00040 12 7 2 2 0 2 3 0 0 0 0 0 0 0
MO1110  MO00009 18 8 7 4 8 9 10 0 0 0 0 0 0 0
MoOI1111  MO00013 6 0 1 1 2 2 6 0 0 1 0 0 0 0
MO1112  M00033 16 3 6 8 3 11 14 0 0 0 0 0 0 0
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 8.8 33 20 23 33 34 5.1 0.0 0.0 0.1 0.0 0.0 0.0 0.0
S.D. 4.5 3.0 2.3 2.5 2.9 3.5 4.3 0.0 0.0 0.3 0.0 0.0 0.0 0.0

(Continued)
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Appendix 16-1 (Continued) Individual FOB of male rats

(Control group)
Male No.  Blind No. Open-field test

Gait Palpebral closure
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day21 Day28 Day35 Day4l

MoO1101  MO00059 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MoO1102  MO0005S 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO01103  MO00037 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO01104  M00070 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO1105  M00010 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO1106  M00039 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO01107  MO00062 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO01108  MO00026 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO1109  MO00040 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO1110  M00009 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Mol11l  MO00013 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO1112  MO00033 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Findings were graded as follows (Continued)
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,

6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Study No. 100624

Appendix 16-1 (Continued) Individual FOB of male rats

(Control group)
Male No.  Blind No. Open-field test
Consciousness Behavioral abnormalities
Pre Day 7 Day14 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day2l Day28 Day35 Day4l
M01101 M00059 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO1102  MO00055 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO01103  M00037 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO01104  M00070 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO01105  MO00010 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M01106  M00039 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO01107  M00062 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M01108  M00026 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO01109  M00040 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO1110  M00009 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO1111 M00013 2 2 2 2 2 2 2 1 1 1 1 1 i 1
MO1112  MO00033 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Findings were graded as follows (Continued)
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.

Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing.
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Appendix 16-1 (Continued) Individual FOB of male rats

Study No. 100624

(Control group)

Male No.  Blind No. Open-field test

Righting reflex
Pre Day 7 Day14 Day2l Day28 Day35 Day4l
MO01101 M00059 1 1 1 1 1 1 1
MO01102  MO00055 1 1 1 1 1 1 1
MO01103  MO00037 1 1 1 1 1 1 1
MO1104  MO00070 1 1 1 1 1 1 1
MO01105  M00010 1 1 1 1 1 1 1
MO01106  MO00039 1 1 1 1 1 1 1
MO01107  M00062 1 1 1 1 1 1 1
MO01108  MO00026 1 1 1 1 1 1 1
MO01109  MO00040 1 1 1 1 1 1 1
MO1110  MO00009 1 1 1 1 1 1 1
MO1111 M00013 1 1 1 1 1 1 1
MO1112  M00033 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 i 1 1

Findings were graded as follows
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Appendix 16-2 Individual FOB of male rats

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Male No.  Blind No. Observation of animals in cages
Posture Palpebral closure
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day14 Day2l Day28 Day35 Day4l
M02201 M00023 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02202  M00029 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02203  MO00020 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02204  M00060 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02205  MO00035 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02206  M00046 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02207  M00003 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02208  MO00065 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02209  M00027 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02210  MO00031 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO02211 M00042 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02212  M00041 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA =~ UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows

Posture

Palpebral closure

1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Appendix 16-2 (Continued) Individual FOB of male rats

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Male No.  Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Dayl14 Day2l Day28 Day35 Day4l
M02201  MO00023 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02202  M00029 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02203  M00020 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02204  MO00060 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02205  MO00035 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02206  MO00046 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02207  MO00003 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02208  MO00065 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02209  M00027 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02210  MO00031 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02211  M00042 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02212  MO00041 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows
Biting behavior
Clonic convulsions

1: Not observed, 2: observed.
1: Not observed, 2: jaw convulsions, 3: tremor.
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Study No. 100624

' Appendix 16-2 (Continued) Individual FOB of male rats

(bumetrizole group at 62.5 mg/kg)
Male No.  Blind No. Observation of animals in cages
Tonic convulsions

Pre Day 7 Day 14 Day2l Day28 Day35 Day4l
M02201 M00023 1 1 1 1 1 1 1
M02202 M00029 1 1 1 1 1 1 1
M02203 M00020 1 1 1 1 1 1 1
M02204 M00060 1 1 1 1 1 1 1
M02205 MO00035 1 1 1 1 1 1 1
M02206  MO00046 1 1 1 1 1 1 1
M02207  M00003 1 1 1 1 1 1 1
M02208 MO00065 1 1 1 1 1 1 1
M02209  M00027 1 1 1 1 1 1 i
MO02210  MO00031 1 1 1 1 1 1 1
M02211 M00042 1 1 1 1 1 1 1
M02212  M00041 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions,

5: asphyxial convulsions.
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Appendix 16-2 (Continued) Individual FOB of male rats

(bumetrizole group at 62.5 mg/kg)

Male No.  Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day14 Day2l Day28 Day35 Day4l
M02201  MO00023 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02202  MO00029 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02203  M00020 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02204  M00060 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02205  MO00035 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02206  MO00046 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02207  MO00003 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02208  MO00065 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02209  M00027 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02210  MO00031 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02211 M00042 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02212  MO00041 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 2.0 2.0 2.0 20 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows
Ease of removal from cage  1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.



Appendix 16-2 (Continued) Individual FOB of male rats

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Male No.  Blind No.

Observation of animals on observer's palm

Muscle tone Fur conditions
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day2l Day28 Day35 Dayd4l
M02201 M00023 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02202  M00029 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02203 M00020 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02204  MO00060 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02205  MO00035 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02206  M00046 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02207  M00003 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02208  M00065 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02209  MO00027 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02210  MO00031 2 2 2 2 2 2 2 1 i 1 1 1 1 1
Mo02211 M00042 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02212  M00041 2 2 2 2 2 2 2 1 1 1 1 1 i 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows

Muscle tone

Fur conditions

1: Decreased, 2: normal, 3: increased.
1: Normal, 2: slightly soiled, 3: markedly soiled.
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Study No. 100624

Appendix 16-2 (Continued) Individual FOB of male rats

(bumetrizole group at 62.5 mg/kg)

Male No.  Blind No. Observation of animals on observer's palm
Lacrimation Salivation
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day2l Day28 Day 35 Day 41
M02201 M00023 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02202  M00029 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02203  M00020 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02204  MO00060 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02205  MO00035 1 1 1 1 1 1 1 1 i 1 1 1 1 1
M02206  MO00046 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02207  MO00003 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02208  MO00065 1 i 1 1 1 1 1 1 1 1 1 1 1 1
M02209  MO00027 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02210 MO00031 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02211 M00042 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02212  MO00041 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Lacrimation 1: None, 2: mild, 3: marked.

Salivation 1: None, 2: mild, 3: marked.
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Appendix 16-2 (Continued) Individual FOB of male rats

(bumetrizole group at 62.5 mg/kg)

Male No.  Blind No. Observation of animals on observer's palm
Respiration
Pre Day Day 14 Day2l Day28 Day35 Day4l

M02201 M00023
M02202  M00029
M02203  M00020
M02204  MO00060
M02205  MO00035
M02206  MO00046
M02207  MO00003
M02208  MO00065
M02209  M00027
M02210  M00031
Mo02211 M00042
M02212  M00041
Number of males
Mean
Range
Significance
Statistical method UA UA UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows ’
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Appendix 16-2 (Continued) Individual FOB of male rats

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Male No.  Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day2l Day28 Day35 Dayd4dl
M02201 M00023 7 1 2 1 2 5 1 0 0 0 0 0 0 0
M02202  MO00029 8 1 7 2 17 11 4 0 0 0 0 0 0 0
M02203  MO00020 5 1 2 3 6 2 4 0 0 0 0 0 0 0
M02204  MO0060 3 1 0 1 0 1 0 0 0 0 0 0 0 0
M02205  MO00035 3 3 2 3 6 1 1 0 0 0 0 0 0 0
M02206  MO00046 12 7 11 7 4 4 4 0 0 0 0 0 0 0
M02207  MO00003 15 3 4 4 0 0 0 0 0 0 0 0 0 0
M02208  MO00065 7 4 1 2 3 4 4 0 0 0 0 0 0 0
M02209  M00027 3 0 1 7 0 3 13 0 0 0 0 0 0 0
M02210  M00031 5 0 5 0 2 1 0 0 0 0 0 0 0 0
M02211 M00042 12 0 0 0 0 1 0 0 0 0 0 0 0 0
M02212  M00041 4 0 0 0 0 0 1 0 0 0 0 0 0 0
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 7.0 1.8 2.9 25 33 2.8 2.7 0.0 0.0 0.0 0.0 0.0 0.0 0.0
S.D. 4.0 2.1 3.3 2.5 4.9 3.1 3.7 0.0 0.0 0.0 0.0 0.0 0.0 0.0
Significance
Statistical method DU DU DU DU DU DU DU UA UA DU UA UA UA UA
DU: Analysis by Dunnett's test. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.



Appendix 16-2 (Continued) Individual FOB of male rats

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Male No.  Blind No. Open-field test
Gait Palpebral closure
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day2l Day28 Day35 Day4l
M02201  M00023 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02202  M00029 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02203  MO00020 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02204  M00060 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02205  MO00035 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02206  MO00046 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02207  MO00003 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02208  MO00065 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02209  M00027 1 1 1 1 1 1 1 1 1 1 1 1 1 i
M02210  MO00031 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02211  MO00042 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M02212  MO00041 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows

1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.

Gait

Palpebral closure

1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Appendix 16-2 (Continued) Individual FOB of male rats

(bumetrizole group at 62.5 mg/kg)

Male No.  Blind No. Open-field test
Consciousness Behavioral abnormalities
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day2l Day28 Day35 Day4l
M02201 M00023 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02202  M00029 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02203  M00020 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02204  MO00060 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02205  MO00035 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02206  M00046 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02207  MO00003 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02208  MO0065 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02209  M00027 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02210  M00031 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02211 M00042 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M02212  MO00041 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.

Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing,
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Study No. 100624

Appendix 16-2 (Continued) Individual FOB of male rats

(bumetrizole group at 62.5 mg/kg)

Male No.  Blind No. Open-field test

Righting reflex
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l
M02201 M00023 1 1 1 1 1 1 1
M02202 M00029 1 1 1 1 1 1 1
M02203 M00020 1 1 1 1 1 1 1
M02204 MO00060 1 1 1 1 1 1 1
M02205 MO00035 1 1 1 1 1 1 1
M02206 M00046 1 1 1 1 1 1 1
M02207 M00003 1 1 1 1 1 1 1
M02208 MO00065 1 1 1 1 1 1 1
M02209 M00027 1 1 1 1 1 1 1
M02210 M00031 1 1 1 1 1 1 1
M02211 MO00042 1 1 1 1 1 1 1
M02212 M00041 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1

Significance

Statistical method UA UA UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows

Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Appendix 16-3 Individual FOB of male rats

(bumetrizole group at 250 mg/kg)

Study No. 100624

Male No.  Blind No. Observation of animals in cages ‘
Posture Palpebral closure
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day14 Day2! Day28 Day35 Day4l
M03301 MO00011 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03302  M00044 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03303  M00047 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03304  MO00012 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03305  MO00017 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO03306  M00073 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO03307  M00057 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03308  MO00015 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03309  M00071 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO03310  M00016 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03311 MO00051 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO03312  M00025 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 2.0 20 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows

Posture

Palpebral closure

1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping,
1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Study No. 100624

Appendix 16-3 (Continued) Individual FOB of male rats

(bumetrizole group at 250 mg/kg)
Male No.  Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day2l Day28 Day35 Day4l

M03301 M00011 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03302  M00044 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03303  M00047 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03304  M00012 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03305  M00017 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03306  MO00073 1 1 1 1 1 1 1 1 1 1 1 1 i 1
M03307  MO00057 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03308  MO00015 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03309  MO00071 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO03310  M00016 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO03311 M00051 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03312  MO00025 1 1 1 1 1 1 1 1 1 1 1 i 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Biting behavior 1: Not observed, 2: observed.

Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.
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Study No. 100624

Appendix 16-3 (Continued) Individual FOB of male rats

(bumetrizole group at 250 mg/kg)
Male No.  Blind No. Observation of animals in cages
Tonic convulsions

Pre Day7 Dayl4 Day2l Day28 Day3S Dayd4l
M03301 M00011 1 1 1 1 1 1 1
MO03302  M00044 1 1 1 1 1 1 1
MO03303  M00047 1 1 1 1 1 1 1
MO03304  MO00012 1 1 1 1 1 1 1
MO03305  MO00017 1 1 1 1 1 1 1
MO03306  MO00073 1 1 1 1 1 1 1
M03307  MO00057 1 1 1 1 1 1 1
MO03308  MO00015 1 1 1 1 1 1 1
MO03309  MO00071 1 1 1 1 1 1 1
MO03310  MO00016 1 1 1 1 1 1 1
Mo03311 MO00051 1 1 1 1 1 1 1
MO03312  M00025 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions,

5: asphyxial convulsions.
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Study No. 100624

Appendix 16-3 (Continued) Individual FOB of male rats

(bumetrizole group at 250 mg/kg)

Male No.  Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Pre Day 7 Dayl14 Day2l Day28 Day35 Day4!l Pre Day 7 Day14 Day2l Day28 Day35 Day4l
M03301 M00011 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03302  M00044 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03303  M00047 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03304  MO00012 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03305  MO00017 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03306  MO00073 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03307  MO00057 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03308  MO00015 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03309  M00071 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03310  MO00016 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03311  M00051 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03312  MO00025 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 20 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows
Ease of removal from cage  1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handied, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.



Appendix 16-3 (Continued) Individual FOB of male rats

(bumetrizole group at 250 mg/kg)

Study No. 100624

Male No.  Blind No.

Observation of animals on observer's palm

Muscle tone Fur conditions

Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day21 Day28 Day35 Day4l

M03301  MO00011 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03302  MO00044 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03303  MO00047 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO03304  MO00012 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03305  MO00017 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03306  MO00073 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03307  M00057 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03308  MO0O001S 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO03309  M00071 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03310  MO00016 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO03311 MO00051 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO03312  M00025 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 20 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0

Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1

Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows

Muscle tone

Fur conditions

1: Decreased, 2: normal, 3: increased.
1: Normal, 2: slightly soiled, 3: markedly soiled.



Study No. 100624

Appendix 16-3 (Continued) Individual FOB of male rats

(bumetrizole group at 250 mg/kg)
Male No.  Blind No. Observation of animals on observer's palm
Lacrimation Salivation
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day21 Day28 Day 35 Day 41

M03301 M00011 1 1 1 1 1 1 1 i 1 1 1 1 1 1
M03302  M00044 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03303  MO00047 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO03304  MO00012 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO03305  MO00017 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO03306  M00073 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO03307  MO00057 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO03308  MO0001S 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO03309  MO00071 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO03310  MO00016 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Mo03311 M00051 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03312  MO00025 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Lacrimation 1: None, 2: mild, 3: marked.

Salivation 1: None, 2: mild, 3: marked.
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Study No. 100624

Appendix 16-3 (Continued) Individual FOB of male rats

(bumetrizole group at 250 mg/kg)
Male No.  Blind No. Observation of animals on observer's palm
Respiration
Pre Day 7 Dayl14 Day2l Day28 Day35 Day4l

M03301 M00011 1 1 1 1 1 1 1
M03302  MO00044 1 1 1 1 1 1 1
M03303  MO00047 1 1 1 1 1 1 1
M03304  MO00012 1 1 1 1 1 1 1
M03305  MO00017 1 1 1 1 1 1 1
M03306  MO00073 1 1 1 1 1 1 1
M03307  MO00057 1 1 1 1 1 1 1
MO03308  MO00015 1 1 1 1 1 1 1
M03309  MO00071 1 1 1 1 1 1 1
M03310  MO00016 1 1 1 1 1 1 1
MO03311 M00051 1 1 1 1 1 1 1
M03312  M00025 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0

Range 1 1 1 1 1 1 1

Significance
Statistical method UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Appendix 16-3 (Continued) Individual FOB of male rats

(bumetrizole group at 250 mg/kg)

Study No. 100624

Male No.  Blind No. Open-field test

Frequency of rearing (during a 2-minute period)

Frequency of grooming (during a 2-minute period)

Pre Day7 Dayl4 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day2l Day28 Day35 Day4l
M03301  MO00011 18 10 4 10 14 7 11 0 0 0 0 0 0 0
M03302  MO00044 8 0 0 0 2 5 6 0 0 0 0 0 0 0
M03303  MO00047 5 0 0 0 0 0 0 0 0 0 0 0 0 0
M03304  MO00012 12 6 4 1 2 1 2 0 0 0 0 0 0 0
M03305  MO00017 6 5 0 0 1 1 1 0 0 0 0 0 0 0
M03306  MO00073 3 2 0 1 4 5 1 0 0 0 0 0 0 0
M03307  MO00057 4 0 0 1 0 0 2 0 0 0 0 0 0 0
M03308  MO0001S 11 1 1 0 5 3 5 0 0 0 0 0 0 0
M03309  MO00071 12 3 3 3 3 8 3 0 0 0 0 0 0 0
M03310  MO00016 1 0 0 0 5 2 3 0 0 0 0 0 0 0
MO03311  MO00051 2 4 0 2 2 2 4 0 0 0 0 0 0 0
M03312  M00025 5 1 0 7 11 4 10 0 0 0 0 0 0 0
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean - 13 2.7 1.0 2.1 4.1 3.2 4.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
S.D. 5.1 3.1 1.7 3.2 4.3 2.7 3.5 0.0 0.0 0.0 0.0 0.0 0.0 0.0
Significance
Statistical method DU DU DU DU DU DU DU UA UA DU UA UA UA UA
DU: Analysis by Dunnett's test. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.



Appendix 16-3 (Continued) Individual FOB of male rats

(bumetrizole group at 250 mg/kg)

Study No. 100624

Male No.  Blind No. Open-field test
Gait Palpebral closure
Pre Day 7 Day 14 Day2l1 Day28 Day35 Day4l Pre Day 7 Day 14 Day2l Day28 Day35 Day4l
M03301 M00011 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03302  MO00044 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03303  MO00047 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03304  MO00012 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03305  MO00017 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03306  MO00073 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03307  MO00057 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03308  MO0001S 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03309  MO00071 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03310  MO00016 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03311 M00051 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M03312  MO00025 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows

1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.

Gait

Palpebral closure

1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.



Study No. 100624

Appendix 16-3 (Continued) Individual FOB of male rats

(bumetrizole group at 250 mg/kg)

Male No.  Blind No. Open-field test
Consciousness Behavioral abnormalities
Pre Day 7 Day14 Day2l Day28 Day35 Day4l Pre Day 7 Day14 Day2l Day28 Day35 Day4l
M03301 M00011 2 2 2 2 2 2 2 i 1 1 1 1 1 1
M03302  MO00044 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03303  MO00047 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03304  MO00012 2 2 2 2 2 2 2 1 1 1 1 1 1 i
M03305  M00017 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03306  M00073 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03307  M00057 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03308  MO00015 2 2 2 2 2 2 2 1 1 1 1 1 1 i
M03309  MO00071 2 2 2 2 2 2 2 1 1 1 1 1 1 1
MO03310  MO00016 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03311 MO00051 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M03312  M00025 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.

Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing,
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Study No. 100624

Appendix 16-3 (Continued) Individual FOB of male rats

(bumetrizole group at 250 mg/kg)
Male No.  Blind No. Open-field test
Righting reflex
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l

M03301 MO00011 1 1 1 1 1 1 1
M03302 M00044 1 1 1 1 1 1 1
M03303 M00047 1 1 1 1 1 1 1
M03304 M00012 1 i 1 1 1 1 1
M03305 MO00017 1 1 1 1 1 1 1
M03306 MO00073 1 1 1 1 1 1 1
M03307 MO00057 1 1 1 1 1 1 1
M03308 MO00015 1 1 1 1 1 1 1
M03309 M00071 1 1 1 1 1 1 1
M03310 MO00016 1 1 1 1 1 1 1
MO03311 MO00051 1 1 1 1 1 1 1
M03312 M00025 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0

Range 1 1 1 1 1 1 1

Significance

Statistical method UA UA UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows

Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.



Appendix 16-4 Individual FOB of male rats

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No.  Blind No. Observation of animals in cages
Posture Palpebral closure
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day2l Day28 Day35 Dayd4l
M04401 M00004 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04402  M00028 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04403 ~ M00032 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04404  MO00019 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04405  MO00045 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04406  M00034 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04407  M00064 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04408  MO00068 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04409  MO00005 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04410  M00002 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Mo04411 M00061 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04412  M00058 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 2.0 2.0 2.0 20 20 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows

Posture

Palpebral closure

1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Appendix 16-4 (Continued) Individual FOB of male rats

{(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No.  Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day2l Day28 Day35 Day4l
M04401 M00004 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04402  M00028 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04403  M00032 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04404  MO00019 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04405  MO00045 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04406  MO00034 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04407  M00064 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04408  MO00068 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04409  MO00005 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04410  M00002 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Mo04411 M00061 1 1 i 1 1 1 1 1 1 1 1 1 1 1
M04412  MO00058 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows
Biting behavior
Clonic convulsions

1: Not observed, 2: observed.
1: Not observed, 2: jaw convulsions, 3: tremor.
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Appendix 16-4 (Continued) Individual FOB of male rats

(bumetrizole group at 1000 mg/kg)
Male No.  Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 7 Day 14 Day2l Day28 Day35 Day4l
1

M04401 M00004
M04402  M00028
M04403 M00032
M04404  MO00019
M04405 M00045
M04406  M00034
M04407  M00064
M04408  M00068
M04409  MO000S
M04410  M00002
Mo04411 M00061
M04412  M00058
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Number of males 1 1 1 1 1 1 1
Mean 1 L. 1 1 1 1. 1.
Range
Significance
Statistical method UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions,

S: asphyxial convulsions.
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Appendix 16-4 (Continued) Individual FOB of male rats

(bumetrizole group at 1000 mg/kg)

Male No.  Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Pre Day 7 Day14 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day2l Day28 Day35 Day4l
M04401 M00004 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04402  M00028 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04403  MO00032 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04404  MO00019 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO04405  MO00045 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04406  M00034 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04407  MO00064 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04408  MO00068 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04409  MO00005 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04410  MO00002 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04411 M00061 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04412  MO00058 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 20 20 20 2.0 2.0 2.0 2.0 20 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows
Ease of removal from cage  1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.



Appendix 16-4 (Continued) Individual FOB of male rats

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No.  Blind No.

Observation of animals on observer's palm

Muscle tone Fur conditions
Pre Day 7 Day14 Day2l Day28 Day35 Day4l Pre Day 7 Day14 Day2l Day28 Day35 Day4l
M04401 M00004 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04402  MO00028 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04403  M00032 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04404  M00019 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04405  MO00045 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04406  M00034 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04407  M00064 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04408  MO00068 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04409  M00005 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04410  M00002 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04411 M00061 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04412  M00058 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 2.0 2.0 20 20 20 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows

Muscle tone

Fur conditions

1: Decreased, 2: normal, 3: increased.
1: Normal, 2: slightly soiled, 3: markedly soiled.
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Study No. 100624

Appendix 16-4 (Continued) Individual FOB of male rats

(bumetrizole group at 1000 mg/kg)
Male No.  Blind No. Observation of animals on observer's palm
Lacrimation Salivation
Pre Day 7 Day14 Day2l Day28 Day35 Day4l Pre Day 7 Day 14 Day2! Day28 Day35 Day 41

M04401  M00004 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04402  MO00028 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04403  MO00032 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04404  MO0019 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04405  MO00045 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04406  MO00034 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04407  MO00064 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04408  MO00068 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04409  MO00005 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04410  MO00002 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MO04411  MO00061 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04412  MO00058 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Lacrimation 1: None, 2: mild, 3: marked.

Salivation 1: None, 2: mild, 3: marked.
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Study No. 100624

Appendix 16-4 (Continued) Individual FOB of male rats

(bumetrizole group at 1000 mg/kg)

Male No.  Blind No. Observation of animals on observer's palm
Respiration
Pre Day Day 14 Day2l Day28 Day35 Day4l

M04401 MO00004
M04402 M00028
M04403 M00032
M04404 M00019
M04405 M00045
MO04406 MO00034
M04407 MO00064
M04408 MO00068
M04409 MO00005
M04410 M00002
M04411 MO00061
M04412 MO00058
Number of males

N
[ N Y R N T
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Mean 1 1 1 1. 1 1 1
Range
Significance
Statistical method UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Appendix 16-4 (Continued) Individual FOB of male rats

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No.  Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)
Pre Day 7 Day14 Day2l Day28 Day35 Day4l Pre Day 7 Day14 Day2l Day28 Day35 Day4l
M04401 M00004 0 1 1 0 3 3 4 0 0 0 0 0 0 0
M04402  M00028 14 14 11 6 7 2 6 0 0 0 0 0 0 0
M04403  M00032 10 2 1 0 3 1 0 0 0 0 0 0 0 0
M04404  M00019 1 2 0 1 0 2 4 0 0 0 0 0 0 0
M04405  MO00045 6 3 8 1 3 0 1 0 0 0 0 0 0 0
M04406  M00034 5 0 0 0 2 1 6 0 0 0 0 0 0 0
M04407  M00064 5 14 6 8 9 9 9 0 0 0 0 0 0 0
M04408  MO00068 6 2 2 3 2 3 12 0 0 0 0 0 0 0
M04409  MO00005 6 2 4 2 2 1 6 0 0 0 0 0 0 0
M04410  M00002 2 1 8 2 5 4 9 0 0 0 0 0 0 0
Mo04411 M00061 0 0 1 2 1 0 1 0 0 0 0 0 0 0
M04412  MO00058 4 3 4 4 2 4 2 0 0 0 0 0 0 0
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 49 37 38 24 33 2.5 5.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
S.D. 4.1 4.9 3.7 2.5 2.6 2.5 3.7 0.0 0.0 0.0 0.0 0.0 0.0 0.0
Significance
Statistical method DU DU DU DU DU DU DU UA UA DU UA UA UA UA
DU: Analysis by Dunnett's test. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.



Appendix 16-4 (Continued) Individual FOB of male rats

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No.  Blind No. Open-field test
Gait Palpebral closure
Pre Day 7 Day14 Day2l Day28 Day35 Day4l Pre Day 7 Day14 Day2l Day28 Day35 Day4l
M04401  M00004 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04402  M00028 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04403  MO00032 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04404  MO00019 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04405  MO00045 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04406  MO00034 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04407  M00064 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04408  MO00068 1 1 1 1 1 1 1 i 1 1 1 1 1 1
M04409  MO00005 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04410  M00002 1 1 1 1 1 1 1 i 1 1 1 1 1 1
Mo04411  MO00061 1 1 1 1 1 1 1 1 1 1 1 1 1 1
M04412  M00058 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows
1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.

Gait

Palpebral closure

1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Study No. 100624

Appendix 16-4 (Continued) Individual FOB of male rats

(bumetrizole group at 1000 mg/kg)

Male No.  Blind No. Open-field test
Consciousness Behavioral abnormalities
Pre Day 7 Dayi4 Day2l Day28 Day35 Day4l Pre Day 7 Day14 Day2l Day28 Day35 Day4l
M04401 M00004 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04402  M00028 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04403  M00032 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04404  MO00019 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04405  MO00045 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04406  MO00034 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04407  M00064 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04408  MO00068 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04409  MO00005 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04410  MO00002 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Mo04411 M00061 2 2 2 2 2 2 2 1 1 1 1 1 1 1
M04412  MO00058 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 20 2.0 2.0 2.0 20 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.

Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing.
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Appendix 16-4 (Continued) Individual FOB of male rats

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No.  Blind No. Open-field test

Righting reflex
Pre Day7 Dayl4 Day2l Day28 Day35 Dayd4l
M04401 M00004 1 1 1 1 1 1 1
M04402  M00028 1 1 1 1 1 1 1
M04403  M00032 1 1 1 1 1 1 1
M04404  MO00019 1 1 1 1 1 1 1
M04405  MO00045 1 1 1 1 1 1 1
M04406  MO00034 1 1 1 1 1 1 1
M04407  MO00064 1 1 1 1 1 1 1
M04408  MO00068 1 1 1 1 1 1 1
M04409  MO00005 1 1 1 1 1 1 1
M04410  MO00002 1 1 1 1 1 1 1
M04411 M00061 1 1 1 1 1 1 1
M04412  MO00058 1 1 1 1 1 1 1
Number of males 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1

Significance

Statistical method UA UA UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Righting reflex

1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Study No. 100624
Appendix 17-1 Individual FOB of female rats

(Control group)

Female No. Blind No. Observation of animals in cages
Posture Palpebral closure
Pre Day8 Day15 Day1(P) Day8(P) Day15(P) Day3(L) Pre Day8 Dayl5 Day1(P) Day8(P) Day15(P) Day 3(L)
FO1151 F00052 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1152 F00006 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1153 F00039 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1154 F00041 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1155 F00034 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1156 F00043 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1157 F00026 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1158 F00065 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F01159 F00025 2 2 2 Non-pregnancy 1 1 1 Non-pregnancy
FO1160 F00033 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1161 F00024 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F01162 F00044 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of females 12 12 12 11 11 11 11 12 12 12 11 11 11 11
Mean 2.0 2.0 2.0 20 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
P: Pregnancy, L: lactation. (Continued)
Findings were graded as follows
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.

Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Study No. 100624

Appendix 17-1 (Continued) Individual FOB of female rats

(Control group)
Female No. Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Pre Day8 Dayl5 Day1(P) Day8(P) Day15(P) Day 3(L) Pre Day8 Day!5 Day1(P) Day8(P) Day15(P) Day3(L)
FO1151 F00052 1 1 i 1 1 1 1 1 1 1 1 1 1 1
F01152 F00006 1 1 1 1 1 1 1 1 1 1 1 1 1 i
FO1153 F00039 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1154 F00041 1 1 | 1 1 1 1 1 1 1 1 1 1 1
FO1155 F00034 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1156 F00043 1 1 1 1 1 1 1 1 1 1 1 | 1 1
FO1157 F00026 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1158 F00065 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1159 F00025 1 1 1 Non-pregnancy 1 ) 1 Non-pregnancy
FO01160 F00033 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Fo1161 F00024 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F01162 F00044 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of females 12 12 12 11 11 11 11 12 12 12 11 11 11 11
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
P: Pregnancy, L: lactation. (Continued)
Findings were graded as follows
Biting behavior 1: Not observed, 2: observed.

Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.
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Study No. 100624

Appendix 17-1 (Continued) Individual FOB of female rats

{Control group)
Female No. Blind No. Observation of animals in cages
Tonic convulsions

Pre Day8 Dayl15 Day1(P) Day8(P) Day15(P) Day 3(L)
FO1151 F00052 1 1 1 1 1 1 1
FO1152 F00006 1 1 1 1 1 1 1
F01153 F00039 1 1 1 1 1 1 1
FO1154 F00041 1 1 1 1 1 1 1
F01155 F00034 1 1 1 1 1 1 1
F01156 F00043 1 1 1 1 1 1 1
F01157 F00026 1 1 1 1 1 1 1
FO1158 F00065 1 1 1 1 1 1 1
F01159 F00025 1 1 1 Non-pregnancy
F01160 F00033 1 1 1 1 1 1 1
FO1161 F00024 1 1 1 1 1 1 1
F01162 F00044 1 1 1 1 1 1 1
Number of females 12 12 12 11 11 11 11
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range i 1 1 1 1 | 1
P: Pregnancy, L: lactation. (Continued)
Findings were graded as follows
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions,

5: asphyxial convulsions.
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Appendix 17-1 (Continued) Individual FOB of female rats

Study No. 100624

(Control group)
Female No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling

Pre Day8 Day15 Day1(P) Day8(P) Day15(P) Day3(L) Pre Day8 Dayl15 Day1(P) Day8(P) Day15(P) Day3(L)
FO1151 F00052 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01152 F00006 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01153 F00039 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO1154 F00041 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO1155 F00034 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO1156 F00043 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO1157 F00026 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01158 F00065 2 2 2 2 2 2 2 2 2 2 2 2 2 2

FO1159 F00025 2 2 2 Non-pregnancy 2 2 2 Non-pregnancy
F01160 F00033 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO1161 F00024 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO1162 F00044 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Number of females 12 12 12 11 1 11 11 12 12 12 11 1 11 11
Mean 2.0 2.0 2.0 2.0 0 2.0 2.0 2.0 2.0 2.0 2.0 .0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2 2 2 2 2

P: Pregnancy, L: lactation. (Continued)

Findings were graded as follows
Ease of removal from cage

Ease of handling

1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.

1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.
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Appendix 17-1 (Continued) Individual FOB of female rats

(Control group)

Study No. 100624

Female No. Blind No.

Observation of animals on observer's palm

Muscle tone

Fur conditions

Pre Day8 Day15 Day1(P) Day8(P) Dayl15() Day3(L) Pre Day8 Dayl5 Dayl(P) Day8(P) Dayl15(P) Day3(L)
FO1151 F00052 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO01152 F00006 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1153 F00039 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1154 F00041 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1155 F00034 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F01156 F00043 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1157 F00026 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F01158 F00065 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F01159 F00025 2 2 2 Non-pregnancy 1 1 1 Non-pregnancy
F01160 F00033 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Fo1161 F00024 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F01162 F00044 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of females 12 12 12 11 11 11 11 12 12 12 11 11 11 11
Mean 2.0 2.0 20 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
P: Pregnancy, L: lactation. (Continued)

Findings were graded as follows

Muscle
Fur con

tone
ditions

1: Decreased, 2: normal, 3: increased.
1: Normal, 2: slightly soiled, 3: markedly soiled.
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Appendix 17-1 (Continued) Individual FOB of female rats

Study No. 100624

(Control group)
Female No. Blind No. Observation of animals on observer's palm
Lacrimation Salivation
Pre Day8 Dayl15 Dayl(P) Day8(P) Day15(P) Day3(L) Pre Day8 Day15 Day1(P) Day8(P) Day15P) Day3(L)
FO1151 F00052 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1152 F00006 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1153 F00039 1 1 1 1 1 1 1 1 1 1 1 1 1 I
FO1154 F00041 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1155 F00034 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1156 F00043 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1157 F00026 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1158 F00065 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO01159 F00025 1 1 1 Non-pregnancy 1 1 1 Non-pregnancy
FO1160 F00033 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F01161 F00024 i 1 1 1 1 1 1 1 1 1 1 1 1 1
F01162 F00044 1 1 1 1 1 i 1 1 1 1 1 1 1 1
Number of females 12 12 12 11 1 il 11 12 12 12 11 11 11 11
Mean 1.0 1.0 1.0 1.0 0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 I 1 1 1 1 1 1 1 1 1 1 1
P: Pregnancy, L: lactation. (Continued)

Findings were graded as follows
Lacrimation

Salivati

on

1: None, 2: mild, 3: marked.
1: None, 2: mild, 3: marked.
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Study No. 100624

Appendix 17-1 (Continued) Individual FOB of female rats

(Control group)
Female No. Blind No. Observation of animals on observer's palm
Respiration

Pre Day8 Day15 Day1(P) Day8(P) Day15(P) Day3(L)
Fo1151 F00052 1 1 1 1 1 1 1
FO1152 F00006 1 1 1 1 1 1 1
FO1153 F00039 1 1 1 1 1 1 1
FO1154 F00041 1 1 1 1 1 1 1
FO1155 F00034 1 1 1 1 1 1 1
FO1156 F00043 1 1 i 1 1 1 1
FO1157 F00026 i 1 1 1 1 1 1
FO1158 F00065 i 1 1 1 1 1 1

FO1159 F00025 1 1 1 Non-pregnancy
FO1160 F00033 1 1 1 1 1 1 1
Fo1161 F00024 i 1 1 1 1 1 1
F01162 F00044 1 1 1 1 1 1 1
Number of females 12 12 12 11 11 11 11
Mean 1.0 1.0 1. 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1

P: Pregnancy, L: lactation. (Continued)

Findings were graded as follows
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Appendix 17-1 (Continued) Individual FOB of female rats

(Control group)

Study No. 100624

Female No. Blind No.

Open-field test

Frequency of rearing (during a 2-minute period)

Frequency of grooming (during a 2-minute period)

Pre Day8 Day15 Day1(P) Day8(P) Day15(P) Day 3(L) Pre Day8 Dayl5 DayI1(P) Day8(P) Day15P) Day3(L)
F01151 F00052 14 13 10 5 8 2 4 0 0 0 0 0 0 1
F01152 F00006 10 11 17 10 12 18 10 0 0 0 0 0 0 0
F01153 F00039 4 11 5 4 9 10 7 0 0 0 0 0 0 1
FO1154 F00041 16 3 8 2 10 1 5 0 0 0 0 0 0 0
F01155 F00034 9 2 0 3 8 4 9 0 0 0 0 0 0 3
FO1156 F00043 17 8 3 2 1 1 2 0 0 0 0 0 0 0
F01157 F00026 9 7 10 2 2 5 7 0 0 0 ] 0 0 0
FO1158 F00065 2 6 1 4 11 8 16 0 0 0 0 0 0 0
FO1159 F00025 10 11 6 Non-pregnancy 0 0 0 Non-pregnancy
F01160 F00033 3 10 3 3 8 6 4 0 0 0 0 0 0 0
F01161 F00024 8 6 2 6 16 14 1 0 0 0 0 0 0 0
F01162 F00044 9 2 3 0 1 0 0 0 0 0 0 0 0 0
Number of females 12 12 12 11 11 11 1l 12 12 12 11 11 11 11
Mean 9.3 7.5 5.7 3.7 7.8 6.3 5.9 0.0 0.0 0.0 0.0 0.0 0.0 0.5
S.D. 4.8 3.8 4.9 2.6 4.8 5.8 4.6 0.0 0.0 0.0 0.0 0.0 0.0 0.9

P: Pregnancy, L: lactation.

(Continued)
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Study No. 100624

Appendix 17-1 (Continued) Individual FOB of female rats

(Control group)
Female No. Blind No. Open-field test
Gait Palpebral closure
Pre Day8 Day15 Day1(P) Day8(P) Day!l5P) Day3(L) Pre Day8 Dayl5 Dayl(P) Day8(P) Day15(P) Day3(L)
FO1151 F00052 1 1 1 i 1 1 1 1 1 1 1 1 1 1
F01152 F00006 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1153 F00039 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1154 F00041 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1155 F00034 1 i 1 1 1 1 1 1 1 1 1 1 1 1
FO1156 F00043 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1157 F00026 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1158 F00065 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1159 F00025 1 1 1 Non-pregnancy 1 1 1 Non-pregnancy
F01160 F00033 1 1 1 1 1 1 1 1 1 1 1 1 1 I
F01161 F00024 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F01162 F00044 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of females 12 12 12 11 11 11 11 12 12 12 11 11 11 11
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1. 1.0 1.0
Range 1 1 1 1 1 1 1 1 i 1 1 1 1 1
P: Pregnancy, L: lactation. (Continued)
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,

6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Appendix 17-1 (Continued) Individual FOB of female rats

Study No. 100624

(Control group)
Female No. Blind No. Open-field test
Consciousness Behavioral abnormalities

Pre Day8 Day15 Day 1(P) Day8(P) Day15(P) Day3(L) Pre Day8 Dayl5 Dayl(P) Day8(P) Day15®P) Day3(L)
F01151 F00052 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1152 F00006 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO01153 F00039 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1154 F00041 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1155 F00034 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F01156 F00043 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1157 F00026 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1158 F00065 2 2 2 2 2 2 2 1 1 1 1 1 1 1

FO01159 F00025 2 2 2 Non-pregnancy 1 1 1 Non-pregnancy
Fo1160 F00033 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Fo1161 F00024 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1162 F00044 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of females 12 12 12 11 1 11 11 12 12 12 11 1 11 11
Mean 20 2.0 2.0 2.0 0 2.0 2.0 1.0 1.0 1.0 1.0 .0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1

P: Pregnancy, L: lactation. (Continued)

Findings were graded as follows

Consciousness

Behavioral abnormalities

1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.

1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing.
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Study No. 100624

Appendix 17-1 (Continued) Individual FOB of female rats

(Control group)
Female No. Blind No. Open-field test
Righting reflex
Pre Day8 Day15 Day 1(P) Day8(P) Day15(P) Day3(L)
FO01151 F00052 1 1 1 1 1 1 1
F01152 F00006 1 1 1 1 1 1 1
FO1153 F00039 1 1 1 1 1 1 1
FO1154 F00041 1 1 1 1 1 1 1
FO01155 F00034 1 1 1 1 1 1 1
FO01156 F00043 1 1 1 1 1 1 1
F01157 F00026 1 1 1 1 1 1 1
F01158 F00065 1 1 1 1 1 1 1
FO1159 F00025 1 1 1 Non-pregnancy
F01160 F00033 1 1 1 1 1 1 1
FO1161 F00024 1 1 1 1 1 1 1
F01162 F00044 1 1 1 1 1 1 1
Number of females 12 12 12 11 11 11 11
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1

P: Pregnancy, L: lactation.
Findings were graded as follows
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Appendix 17-2 Individual FOB of female rats

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Female No. Blind No.

Observation of animals in cages

Posture Palpebral closure
Pre Day8 Day15 Dayl(P) Day8(P) Day15(P) Day 3(L) Pre Day8 Day15 Day 1(P) Day8(P) Day15(P) Day3(L)
F02251 F00060 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02252 F00067 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02253 F00059 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02254 F00047 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02255 F00020 2 2 2 2 2 2 2 1 i 1 1 1 1 1
F02256 F00061 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02257 F00005 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02258 F00048 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02259 F00071 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02260 F00019 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02261 F00050 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02262 F00015 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 2.0 2.0 2.0 2.0 20 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.

Posture

Palpebral closure

1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Appendix 17-2 (Continued) Individual FOB of female rats

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Female No. Blind No.

Observation of animals in cages

Biting behavior Clonic convulsions
Pre Day8 Day15 Day1(P) Day8(P) Dayl15(P) Day3(L) Pre Day8 Dayl5 Dayl(P) Day8(P) Day15(P) Day3(L)
F02251 F00060 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02252 F00067 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02253 F00059 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02254 F00047 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02255 F00020 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02256 F00061 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02257 F00005 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02258 F00048 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02259 F00071 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02260 F00019 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02261 F00050 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02262 F00015 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

Findings were graded as follows
Biting behavior
Clonic convulsions

1: Not observed, 2: observed.
1: Not observed, 2: jaw convulsions, 3: tremor.
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Study No. 100624

Appendix 17-2 (Continued) Individual FOB of female rats

(bumetrizole group at 62.5 mg/kg)
Female No. Blind No. Observation of animals in cages
Tonic convulsions
Pre  Day8 Dayi5 Dayl(P) Day8(P) Day 15(P) Day 3(L)

8
F02251 F00060 1 1 1 1 1 1 1
F02252 F00067 1 1 1 1 1 1 1
F02253 F00059 1 1 1 1 1 1 1
F02254 F00047 1 1 1 1 1 1 1
F02255 F00020 1 1 1 1 1 1 1
F02256 F00061 1 1 i 1 1 1 1
F02257 F00005 1 1 1 1 1 1 1
F02258 F00048 1 1 1 1 1 1 1
F02259 F00071 1 1 1 1 1 1 1
F02260 F00019 1 1 1 1 1 1 1
F02261 F00050 1 1 1 1 1 1 1
F02262 F00015 1 1 1 1 1 1 1
Number of females 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions,
5: asphyxial convulsions.
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Study No. 100624

Appendix 17-2 (Continued) Individual FOB of female rats

(bumetrizole group at 62.5 mg/kg)
Female No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handlin
Pre Day8 Dayl5 Day1(P) Day8(P) Day15(P) Day 3(L) Pre Day8 Day15 Day1(P) Day8(P) Day15P) Day3(L)
F02251 F00060 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02252 F00067 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02253 F00059 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02254 F00047 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02255 F00020 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02256 F00061 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02257 F00005 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02258 F00048 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02259 F00071 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02260 F00019 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02261 F00050 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02262 F00015 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 20 2.0 20 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Ease of removal from cage  1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.
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Study No. 100624

Appendix 17-2 (Continued) Individual FOB of female rats

(bumetrizole group at 62.5 mg/kg)
Female No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Pre Day8 Dayl15 Day1(P) Day8(P) Day15(P) Day3(L) Pre Day8 Day15 Day1(P) Day8(P) Day15(P) Day3(L)
F02251 F00060 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02252 F00067 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02253 F00059 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02254 F00047 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02255 F00020 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02256 F00061 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02257 F00005 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02258 F00048 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02259 F00071 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02260 F00019 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02261 F00050 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02262 F00015 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 20 20 2.0 2.0 20 2.0 20 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation, (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows

Muscle tone 1: Decreased, 2: normal, 3: increased.

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Appendix 17-2 (Continued) Individual FOB of female rats

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Female No. Blind No.

Observation of animals on observer's palm

Lacrimation Salivation
Pre Day8 Dayl5 Day1(P) Day8(P) Day15(P) Day3(L) Pre Day8 Dayl5 Dayl(P) Day8(P) Day15P) Day3(L)
F02251 F00060 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02252 F00067 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02253 F00059 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02254 F00047 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02255 F00020 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02256 F00061 1 1 1 1 1 1 1 1 1 1 1 i i 1
F02257 F00005 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02258 F00048 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02259 F00071 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02260 F00019 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02261 F00050 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02262 F00015 1 1 1 1 i 1 1 1 1 1 1 1 1 1
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 i 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L. lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Lacrimation

Salivati

on

1: None, 2: mild, 3: marked.
1: None, 2: mild, 3: marked.
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Study No. 100624

Appendix 17-2 (Continued) Individual FOB of female rats

(bumetrizole group at 62.5 mg/kg)

Female No. Blind No. Observation of animals on observer's palm
Respiration
Pre Day8 Dayl5 Day!(P) Day8(P) Day15(P) Day3(L)
F02251 F00060 1 1 1 1 1 1 1
F02252 F00067 1 1 1 1 1 1 1
F02253 F00059 1 1 1 1 1 1 1
F02254 F00047 i 1 1 1 1 1 1
F02255 F00020 1 1 1 1 1 1 1
F02256 F00061 1 1 1 1 1 1 1
F02257 F00005 i 1 1 1 1 1 1
F02258 F00048 1 1 1 1 1 1 1
F02259 F00071 1 1 1 1 1 1 1
F02260 F00019 1 1 1 1 1 1 1
F02261 F00050 1 1 1 1 1 1 1
F02262 F00015 1 1 1 1 1 1 1
Number of females 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Study No. 100624

Appendix 17-2 (Continued) Individual FOB of female rats

(bumetrizole group at 62.5 mg/kg)

Female No. Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)
Pre Day8 Dayl5 Day1(P) Day8(P) Dayl15(P) Day3(L) Pre Day8 Day15 Day1(P) Day8(P) Day15(P) Day3(L)
F02251 F00060 6 4 4 5 8 5 5 0 0 0 0 0 0 0
F02252 F00067 7 6 7 4 5 4 6 0 0 0 0 0 0 0
F02253 F00059 11 13 11 11 2 15 4 0 0 0 0 0 0 1
F02254 F00047 14 11 13 8 14 7 6 0 0 0 0 0 0 0
F02255 F00020 15 11 13 15 4 10 7 0 0 0 0 0 0 0
F02256 F00061 7 5 10 8 3 8 3 0 0 0 0 0 0 0
F02257 F00005 11 9 14 4 10 8 13 0 0 0 0 0 0 0
F02258 F00048 15 9 3 4 9 4 7 0 0 0 0 0 0 1
F02259 F00071 6 8 4 7 5 5 6 0 0 0 0 0 0 0
F02260 F00019 6 10 0 1 3 3 4 0 0 0 0 0 0 2
F02261 F00050 7 11 4 4 7 8 3 0 0 0 0 0 0 0
F02262 F00015 1 5 6 4 3 0 4 0 0 0 0 0 0 0
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 8.8 8.5 7.4 6.3 6.1 6.4 5.7 0.0 0.0 0.0 0.0 0.0 0.0 0.3
S.D. 4.3 2.9 4.6 3.8 3.6 3.8 2.7 0.0 0.0 0.0 0.0 0.0 0.0 0.7
Significance
Statistical method DU DU DU DU DU DU DU DU UA UA UA DU UA DT
P: Pregnancy, L: lactation. (Continued)

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Study No. 100624

Appendix 17-2 (Continued) Individual FOB of female rats

(bumetrizole group at 62.5 mg/kg)

Female No. Blind No. Open-field test
Gait Palpebral closure
Pre Day8 Dayl5 Dayl(P) Day8(P) Day!15(P) Day3(L) Pre Day8 Day15 Day1(P) Day8(P) Day15P) Day3(L)
F02251 F00060 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02252 F00067 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02253 F00059 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02254 F00047 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02255 F00020 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02256 F00061 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02257 F00005 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02258 F00048 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02259 F00071 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02260 F00019 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02261 F00050 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F02262 F00015 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation, (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Study No. 100624

Appendix 17-2 (Continued) Individual FOB of female rats

(bumetrizole group at 62.5 mg/kg)

Female No. Blind No. Open-field test
Consciousness Behavioral abnormalities
Pre Day8 Dayl15 Dayl(P) Day8(®P) Dayl15®P) Day3(L) Pre Day8 Dayl15 Day1(P) Day8(P) Day15(P) Day3(L)
F02251 F00060 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02252 F00067 2 2 2 2 2 2 2 1 1 1 1 1 1 i
F02253 F00059 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02254 F00047 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02255 F00020 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02256 F00061 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02257 F00005 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02258 F00048 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02259 F00071 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02260 F00019 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02261 F00050 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F02262 F00015 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 20 20 2.0 20 2.0 20 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing.
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Study No. 100624
Appendix 17-2 (Continued) Individual FOB of female rats

(bumetrizole group at 62.5 mg/kg)

Female No. Blind No. Open-field test

Righting reflex
Pre Day8 Day15 Day1(P) Day8(®P) Day15(P) Day 3(L)
F02251 F00060 1 1 1 1 1 1 1
F02252 F00067 1 1 1 1 1 1 1
F02253 F00059 1 1 1 1 1 1 1
F02254 F00047 1 1 1 1 1 1 1
F02255 F00020 1 1 1 1 1 1 1
F02256 F00061 1 1 1 1 1 1 1
F02257 F00005 1 1 1 1 1 1 1
F02258 F00048 1 1 1 1 1 1 1
F02259 F00071 1 1 1 1 1 1 1
F02260 F00019 1 1 1 1 1 1 1
F02261 F00050 1 1 1 1 1 1 1
F02262 F00015 1 1 1 1 1 1 1
Number of females 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1

Significance

Statistical method UA UA UA UA UA UA UA

P: Pregnancy, L: lactation.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Study No. 100624

Appendix 17-3 Individual FOB of female rats

(bumetrizole group at 250 mg/kg)

Female No.  Blind No. Observation of animals in cages
Posture Palpebral closure
Pre Day8 Day15 Day1(P) Day8(P) Day15(P) Day 3(L) Pre Day8 Dayl5 Day I(P) Day8(P) Day15(P) Day3(L)
F03351 F00049 2 2 2 2 2 2 2 1 1 i 1 1 1 1
F03352 F00053 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03353 F00068 2 2 2 2 2 2 2 i 1 1 1 1 1 1
F03354 F00028 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03355 F00022 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03356 F00003 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03357 F00051 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03358 F00036 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03359 F00063 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03360 F00040 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03361 F00002 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03362 F00029 2 2 2 2 2 2 2 1 1 1 1 1 1 |
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 2.0 2,0 2.0 2.0 20 20 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping,.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Appendix 17-3 (Continued) Individual FOB of female rats

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Pre Day8 Dayl5 Day1(P) Day8(P) Day15(P) Day 3(L) Pre Day8 Dayl5 Day1(P) Day8(P) Day15(P) Day3(L)
F03351 F00049 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03352 F00053 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03353 F00068 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03354 F00028 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03355 F00022 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03356 F00003 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03357 F00051 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03358 F00036 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03359 F00063 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03360 F00040 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03361 F00002 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03362 F00029 1 1 1 1 1 1 1 i 1 1 1 1 1 1
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

Findings were graded as follows
Biting behavior
Clonic convulsions

1: Not observed, 2: observed.

1: Not observed, 2: jaw convulsions, 3: tremor.
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Study No. 100624

Appendix 17-3 (Continued) Individual FOB of female rats

(bumetrizole group at 250 mg/kg)
Female No. Blind No. Observation of animals in cages
Tonic convulsions
Pre Day8 Day15 Day1(P) Day8(P) Day15(P) Day3(L)

F03351 F00049 1 1 1 1 1 1 1
F03352 F00053 1 1 1 1 1 1 1
F03353 F00068 1 1 1 1 1 1 1
F03354 F00028 1 1 1 1 1 1 1
F03355 F00022 1 1 1 1 1 1 1
F03356 F00003 1 1 1 1 1 1 1
F03357 F00051 1 1 1 1 1 1 1
F03358 F00036 1 1 1 1 1 1 1
F03359 F00063 1 1 1 1 1 1 1
F03360 F00040 1 1 1 1 1 1 1
F03361 F00002 1 1 1 1 1 1 1
F03362 F00029 1 1 1 1 1 1 1
Number of females 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions,
S: asphyxial convulsions.
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Appendix 17-3 (Continued) Individual FOB of female rats

(bumetrizole group at 250 mg/kg)

Female No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Pre Day8 Day15 Dayl(P) Day8(P) Day15(P) Day3(L) Pre Day8 Dayl5 Day1(P) Day8(P) Dayl15(P) Day3(L)
F03351 F00049 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03352 F00053 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03353 F00068 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03354 F00028 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03355 F00022 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03356 F00003 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03357 F00051 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03358 F00036 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03359 F00063 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03360 F00040 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03361 F00002 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03362 F00029 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 20 20 20 20 2.0 20 20 20 2.0 20 2.0 20 20 20
Range 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Ease of removal from cage  1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.
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Appendix 17-3 (Continued) Individual FOB of female rats

(bumetrizole group at 250 mg/kg)

Female No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Pre Day8 Dayl5 Dayl1(P) Day8(P) Dayl15(P) Day3(L) Pre Day8 Dayl5 Day!l(P) Day8(P) Day15(P) Day3(L)
F03351 F00049 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03352 F00053 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03353 F00068 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03354 F00028 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03355 F00022 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03356 F00003 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03357 F00051 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03358 F00036 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03359 F00063 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03360 F00040 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03361 F00002 2 2 2 2 2 2 2 1 | 1 1 1 1 1
F03362 F00029 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 2.0 20 2.0 2.0 20 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows

Muscle tone 1: Decreased, 2: normal, 3: increased.

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Appendix 17-3 (Continued) Individual FOB of female rats

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. Blind No.

Observation of animals on observer's palm

Lacrimation Salivation

Pre Day8 Dayl5 Day!1(P) Day8(P) Day15(P) Day3(L) Pre Day8 Dayl15 Day1(P) Day8(P) Day15(P) Day 3(L)
F03351 F00049 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03352 F00053 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03353 F00068 1 1 i 1 1 1 1 1 1 1 1 1 1 1
F03354 F00028 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03355 F00022 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03356 F00003 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03357 F00051 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03358 F00036 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03359 F00063 1 i 1 1 1 1 1 1 1 1 1 1 1 1
F03360 F00040 1 1 1 1 1 1 1 1 1 1 1 1 1 i
F03361 F00002 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03362 F00029 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Lacrimation

Salivati

on

1: None, 2: mild, 3: marked.
1: None, 2: mild, 3: marked.
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Appendix 17-3 (Continued) Individual FOB of female rats

(bumetrizole group at 250 mg/kg)
Female No. Blind No. Observation of animals on observer's palm
Respiration
Pre Day8 Day15 Day!1(P) Day8(P) Day15(P) Day3(L)
F03351 F00049 1 1 1 1 1 1 1
F03352 F00053 1 1 1 1 1 1 1
F03353 F00068 1 1 1 1 1 1 1
F03354 F00028 1 1 1 1 1 1 1
F03355 F00022 1 1 1 1 1 1 1
F03356 F00003 1 1 1 1 1 1 1
F03357 F00051 1 1 1 1 1 1 1
F03358 F00036 1 1 1 1 1 1 1
F03359 F00063 i 1 1 1 1 1 1
F03360 F00040 1 1 1 i 1 1 1
F03361 F00002 1 1 1 1 1 1 1
F03362 F00029 1 1 1 1 1 1 1
Number of females 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Study No. 100624

(bumetrizole group at 250 mg/kg)
Female No. Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)
Pre Day8 Dayl5 Dayl1(P) Day8(P) Dayl15(P) Day3(L) Pre Day8 Dayl5 Day1(P) Day8(P) Day15(P) Day3(L)
F03351 F00049 2 4 4 1 8 2 5 0 0 0 0 0 0 1
F03352 F00053 18 15 8 9 13 11 2 0 0 0 0 0 0 ]
F03353 F00068 9 9 8 5 8 9 4 0 0 0 0 0 0 0
F03354 F00028 9 11 7 5 6 10 13 0 0 0 0 0 0 1
F03355 F00022 5 12 7 7 10 11 7 0 0 0 0 0 0 0
F03356 F00003 14 8 13 13 9 11 10 0 0 0 ] 0 0 0
F03357 F00051 6 3 6 6 7 8 7 2 0 0 0 0 0 0
F03358 F00036 15 5 8 2 7 12 1 0 0 0 0 0 0 1
F03359 F00063 10 4 4 1 2 0 3 0 0 0 0 0 0 0
F03360 F00040 4 1 3 3 7 1 5 0 0 0 0 0 0 0
F03361 F00002 8 1 2 1 1 2 5 0 0 0 0 0 0 3
F03362 F00029 1 1 2 0 7 0 0 0 0 0 0 0 0 0
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 8.4 6.2 6.0 4.4 7.1 6.4 5.2 0.2 0.0 0.0 0.0 0.0 0.0 0.5
S.D. 5.2 4.7 3.2 3.9 3.2 4.9 3.7 0.6 0.0 0.0 0.0 0.0 0.0 0.9
Significance
Statistical method DU DU DU DU DU DU DU DU UA UA UA DU UA DT
P: Pregnancy, L: lactation. (Continued)

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Appendix 17-3 (Continued) Individual FOB of female rats

(bumetrizole group at 250 mg/kg)
Female No. Blind No. Open-field test
Gait Palpebral closure
Pre Day8 Dayl5 Day1(P) Day8(P) Day15(P) Day3(L) Pre Day8 Day15 Day 1(P) Day8(P) Day15(P) Day3(L)
F03351 F00049 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03352 F00053 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03353 F00068 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03354 F00028 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03355 F00022 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03356 F00003 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03357 F00051 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03358 F00036 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03359 F00063 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03360 F00040 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03361 F00002 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03362 F00029 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Appendix 17-3 (Continued) Individual FOB of female rats

(bumetrizole group at 250 mg/kg)

Female No. Blind No. Open-field test
Consciousness Behavioral abnormalities
Pre Day8 Dayl5 Day1(P) Day8(®P) Dayl15(P) Day3(L) Pre Day8 Dayl15 Day1(P) Day8(P) Dayl15(P) Day3(L)
F03351 F00049 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03352 F00053 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03353 F00068 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03354 F00028 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03355 F00022 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03356 F00003 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03357 F00051 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03358 F00036 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03359 F00063 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03360 F00040 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03361 F00002 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03362 F00029 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 Co 1 i
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing.
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Appendix 17-3 (Continued) Individual FOB of female rats

(bumetrizole group at 250 mg/kg)
Female No. Blind No. Open-field test

Righting reflex
Pre Day8 Day15 Day1(P) Day8(P) Day15(P) Day3(L)

F03351 F00049 1 1 1 1 1 1 1
F03352 F00053 1 1 1 1 1 1 1
F03353 F00068 1 1 1 1 1 1 1
F03354 F00028 1 1 1 1 1 1 1
F03355 F00022 1 1 1 1 1 1 1
F03356 F00003 1 1 1 1 1 1 1
F03357 F00051 1 1 1 1 1 1 1
F03358 F00036 1 1 1 1 1 1 1
F03359 F00063 1 1 1 1 1 1 1
F03360 F00040 1 1 1 1 1 1 1
F03361 F00002 1 1 1 1 1 1 1
F03362 F00029 1 1 1 i 1 1 1
Number of females 12 12 12 12 12 12 12
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0

Range 1 1 1 1 1 1 1

Significance

Statistical method UA UA UA UA UA UA UA

P: Pregnancy, L: lactation.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.



- 10€-

Study No. 100624

Appendix 17-4 Individual FOB of female rats

(bumetrizole group at 1000 mg/kg)
Female No. Blind No. Observation of animals in cages
Posture Palpebral closure

Pre Day8 Day15 Dayl(P) Day8(P) Day15(P) Day 3(L) Pre Day8 Day15 Day1(P) Day8(P) Day15(P) Day3(L)
F04451 F00001 2 2 2 2 2 2 2 1 1 1 1 1 1 i
F04452 F00013 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04453 F00030 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04454 F00054 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04455 F00014 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04456 F00070 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04457 F00021 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04458 F00031 2 2 2 2 2 2 2 1 1 1 1 i 1 1
F04459 F00056 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04460 F00016 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04461 F00058 2 2 2 2 2 2 2 1 1 1 1 1 1 1

F04462 F00073 2 2 2 Non-pregnancy 1 1 1 Non-pregnancy
Number of females 12 12 12 11 11 11 11 12 12 12 11 11 11 11
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 i 1 1 1 1

Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Appendix 17-4 (Continued) Individual FOB of female rats

{bumetrizole group at 1000 mg/kg)

Female No. Blind No. Observation of animals in cages
Biting behavior Clonic convulsions

Pre Day8 Day15 Day1(P) Day8(P) Day15(P) Day3(L) Pre Day8 Dayl5 Dayl(P) Day8(P) Day15(P) Day3(L)
F04451 F00001 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04452 F00013 1 1 1 i 1 1 1 1 1 1 1 1 1 1
F04453 F00030 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04454 F00054 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04455 F00014 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04456 F00070 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04457 F00021 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04458 F00031 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04459 F00056 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04460 F00016 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04461 F00058 1 1 1 1 1 1 1 1 1 1 1 1 1 1

F04462 F00073 1 1 1 Non-pregnancy 1 1 1 Non-pregnancy
Number of females 12 12 12 11 11 11 11 12 12 12 11 11 11 11
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1

Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows

Biting behavior 1: Not observed, 2: observed.

Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.
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Appendix 17-4 (Continued) Individual FOB of female rats

(bumetrizole group at 1000 mg/kg)
Female No. Blind No. Observation of animals in cages
Tonic convulsions

Pre Day8 Day15 Day(P) Day8(P) Day15(P) Day3(L)
F04451 F00001 1 1 1 1 1 1 1
F04452 F00013 1 1 1 1 1 1 1
F04453 F00030 1 1 1 1 1 1 1
F04454 F00054 1 1 1 1 1 1 1
F04455 F00014 1 1 1 1 1 1 1
F04456 F00070 1 1 1 1 1 1 1
F04457 F00021 1 1 1 1 1 1 1
F04458 F00031 1 1 1 1 1 1 1
F04459 F00056 1 1 1 1 1 1 1
F04460 F00016 1 1 1 1 1 1 1
F04461 F00058 1 1 1 1 1 1 1
F04462 F00073 1 1 1 Non-pregnancy
Number of females 12 12 12 11 11 11 11
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions,
5: asphyxial convulsions.
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Appendix 17-4 (Continued) Individual FOB of female rats

(bumetrizole group at 1000 mg/kg)

Female No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handlin,

Pre Day8 Dayl15 Day1(P) Day8(P) Dayl15(P) Day3(L) Pre Day8 Dayl5 Dayl(P) Day8(P) Day15(P) Day3(L)
F04451 F00001 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04452 F00013 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04453 F00030 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04454 F00054 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04455 F00014 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04456 F00070 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04457 F00021 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04458 F00031 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04459 F00056 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04460 F00016 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04461 F00058 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F04462 F00073 2 2 2 Non-pregnancy 2 2 2 Non-pregnancy
Number of females 12 12 12 11 11 11 11 12 12 12 11 11 11 11
Mean 2.0 2.0 20 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows

Ease of removal from cage  1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.
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Appendix 17-4 (Continued) Individual FOB of female rats

(bumetrizole group at 1000 mg/kg)

Female No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions

Pre Day8 Day15 Day1(P) Day8(P) Day15(P) Day3(L) Pre Day8 Day15 Day1(P) Day8(P) Day15(P) Day3(L)
F04451 F00001 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04452 F00013 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04453 F00030 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04454 F00054 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04455 F00014 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04456 F00070 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04457 F00021 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04458 F00031 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04459 F00056 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04460 F00016 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04461 F00058 2 2 2 2 2 2 2 1 1 1 1 1 1 1

F04462 F00073 2 2 2 Non-pregnancy 1 1 1 Non-pregnancy
Number of females 12 12 12 11 11 11 11 12 12 12 11 11 11 11
Mean 2.0 2.0 2.0 2.0 2.0 20 20 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1

Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows

Muscle tone 1: Decreased, 2: normal, 3: increased.

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Appendix 17-4 (Continued) Individual FOB of female rats

(bumetrizole group at 1000 mg/kg)

Female No. Blind No. Observation of animals on observer's palm
Lacrimation Salivation

Pre Day8 Day15 Day(P) Day8(P) Day15(P) Day3(L) Pre Day8 Dayl5 Day1(P) Day8(P) Day15P) Day3(L)
F04451 F00001 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04452 F00013 1 1 i 1 1 1 1 1 1 1 1 1 1 1
F04453 F00030 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04454 F00054 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04455 F00014 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04456 F00070 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04457 F00021 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04458 F00031 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04459 F00056 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04460 F00016 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04461 F00058 1 1 1 1 1 1 1 1 1 1 1 1 1 1

F04462 F00073 1 1 1 Non-pregnancy 1 1 1 Non-pregnancy
Number of females 12 12 12 11 11 11 11 12 12 12 11 11 11 11
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1

Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L. lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows

Lacrimation 1: None, 2: mild, 3: marked.

Salivation 1: None, 2: mild, 3: marked.



- L0t -

Study No. 100624

Appendix 17-4 (Continued) Individual FOB of female rats

(bumetrizole group at 1000 mg/kg)

Female No. Blind No. Observation of animals on observer's palm
Respiration

Pre Day8 Dayl5 Dayl(P) Day8(P) Day15(P) Day3(L)
F04451 F00001 1 1 1 1 1 1 1
F04452 F00013 1 1 1 1 1 1 1
F04453 F00030 1 i 1 1 1 1 1
F04454 F00054 1 1 1 1 1 1 1
F04455 F00014 1 1 1 1 1 1 1
F04456 F00070 1 1 i 1 1 1 1
F04457 F00021 1 1 1 1 1 1 1
F04458 F00031 1 1 1 1 1 1 1
F04459 F00056 1 1 1 1 1 1 1
F04460 F00016 1 1 1 1 1 1 1
F04461 F00058 1 1 1 1 1 1 1

F04462 F00073 1 1 1 Non-pregnancy
Number of females 12 12 12 11 11 11 11
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1

Significance
Statistical method UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Study No. 100624

Appendix 17-4 (Continued) Individual FOB of female rats

(bumetrizole group at 1000 mg/kg)

Female No. Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)

Pre Day8 Dayl15 Day1(P) Day8(P) Dayl15(P) Day3(L) Pre Day8 Dayl5 Dayl(P) Day8(P) Day15(P) Day3(L)
F04451 F00001 19 23 30 9 3 8 3 1 0 0 0 0 0 0
F04452 F00013 11 9 12 10 18 23 14 0 0 0 0 1 0 0
F04453 F00030 7 4 2 1 3 3 2 0 0 0 0 2 0 0
F04454 F00054 12 15 10 10 13 5 10 0 0 0 0 0 0 ]
F04455 F00014 15 10 7 7 7 7 4 0 0 0 0 0 0 0
F04456 F00070 3 4 5 2 3 8 5 0 0 0 0 0 0 1
F04457 F00021 17 11 8 8 5 7 5 0 0 0 0 0 0 0
F04458 F00031 9 8 2 1 6 4 4 0 ] 0 0 0 0 ]
F04459 F00056 12 7 6 5 4 7 7 0 0 0 0 0 0 0
F04460 F00016 3 7 5 0 5 10 1 0 0 0 0 0 0 ]
F04461 F00058 6 8 10 4 7 11 2 0 0 0 0 0 0 0

F04462 F00073 4 1 11 Non-pregnancy 0 0 0 Non-pregnancy
Number of females 12 12 12 11 11 11 11 12 12 12 11 11 11 11
Mean 9.8 8.9 9.0 52 6.7 8.5 52 0.1 0.0 0.0 0.0 0.3 0.0 0.1
S.D. 5.4 5.7 7.4 3.8 4.7 5.4 3.9 0.3 0.0 0.0 0.0 0.6 0.0 0.3

Significance
Statistical method DU DU DU DU DU DU DU DU UA UA UA DU UA DT
P: Pregnancy, L: lactation. (Continued)

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Study No. 100624

Appendix 17-4 (Continued) Individual FOB of female rats

(bumetrizole group at 1000 mg/kg)

Female No. Blind No. Open-field test
Gait Palpebral closure

Pre Day8 Dayl5 Dayl(P) Day8(P) Dayl15(P) Day3(L) Pre Day8 Dayl5 Day1(P) Day8(®P) Day15(P) Day3(L)
F04451 F00001 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04452 F00013 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04453 F00030 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04454 F00054 1 1 1 1 1 1 1 1 1 1 i 1 1 1
F04455 F00014 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04456 F00070 1 1 1 1 1 1 1 1 1 1 i 1 1 1
F04457 F00021 1 1 1 1 1 1 1 i 1 1 1 1 1 1
F04458 F00031 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04459 F00056 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04460 F00016 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04461 F00058 1 1 1 1 1 1 1 1 1 1 1 1 1 1

F04462 F00073 1 1 1 Non-pregnancy 1 1 1 Non-pregnancy
Number of females 12 12 12 11 11 11 11 12 12 12 11 11 11 11
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1

Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Study No. 100624

Appendix 17-4 (Continued) Individual FOB of female rats

(bumetrizole group at 1000 mg/kg)

Female No. Blind No. Open-field test
Consciousness Behavioral abnormalities

Pre Day8 Day15 Day1(P) Day8(®P) Day15(P) Day3(L) Pre Day8 Day15 Day1(P) Day8(P) Day15(P) Day 3(L)
F04451 F00001 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04452 F00013 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04453 F00030 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04454 F00054 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04455 F00014 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04456 F00070 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04457 F00021 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04458 F00031 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04459 F00056 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04460 F00016 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04461 F00058 2 2 2 2 2 2 2 1 1 1 1 1 1 1

F04462 F00073 2 2 2 Non-pregnancy 1 1 1 Non-pregnancy
Number of females 12 12 12 11 11 11 11 12 12 12 11 11 11 11
Mean 2.0 2.0 2.0 2.0 2.0 20 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 i 1 1 1 1 1 1

Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
P: Pregnancy, L: lactation. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing.
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Appendix 18-1 Individual FOB of female rats (recovery group)

Study No. 100624

(Control group)
Female No. Blind No. Observation of animals in cages
Posture Palpebral closure
Pre Day 8 Day 15 Day22 Day29 Day36 Day42 Pre Day 8 Day 15 Day22 Day29 Day36 Day42
F01171 F00087 2 2 2 2 2 2 2 1 1 1 1 i 1 1
F01172 F00096 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F01173 F00074 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F01174 F00092 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1175 F00083 2 2 2 2 2 2 2 1 1 1 1 1 1 i
FO1176 F00090 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 20 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Findings were graded as follows (Continued)
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping,
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Study No. 100624
Appendix 18-1 (Continued) Individual FOB of female rats (recovery group)

(Control group)

Female No. Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 8 Day15 Day22 Day29 Day36 Day42

F01171 F00087
F01172 F00096
FO01173 F00074
FO01174 F00092
FO1175 F00083
F01176 F00090

Number of females
Mean
Range
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Findings were graded as follows (Continued)
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions,
§: asphyxial convulsions.
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Study No. 100624

Appendix 18-1 (Continued) Individual FOB of female rats (recovery group)

(Control group)

Female No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Day 15 Day22 Day29 Pre Day 15 Day22 Day29
2
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F01171 F00087
FO01172 F00096
FO01173 F00074
FO1174 F00092
FO01175 F00083
F01176 F00090
Number of females
Mean
Range 2
Findings were graded as follows (Continued)
Ease of removal from cage  1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.
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Appendix 18-1 (Continued) Individual FOB of female rats (recovery group)

Study No. 100624

(Control group)
Female No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Pre Day8 Dayl5 Day22 Day29 Day36 Day42 Pre Day 8 Day 15 Day22 Day29 Day36 Day42
F01171 F00087 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1172 F00096 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1173 F00074 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1174 F00092 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO1175 F00083 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F01176 F00090 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 20 2.0 2.0 2.0 2.0 20 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Findings were graded as follows (Continued)

-91¢-

Muscle tone
Fur conditions

1: Decreased, 2: normal, 3: increased.
1: Normal, 2: slightly soiled, 3: markedly soiled.
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Appendix 18-1 (Continued) Individual FOB of female rats (recovery group)

(Control group)

Study No. 100624

Female No. Blind No.

Observation of animals on observer's palm

Lacrimation

Salivation

Pre Day 8 Day 15

Day 22

Day 29

Day 36

Day 42

Pre

Day 8

Day 15

Day 22

Day 29

Day 36

Day 42

FO1171 F00087
FO1172 F00096
FO01173 F00074
F01174 F00092
F01175 F00083
F01176 F00090
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1

Number of females
Mean
Range
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Findings were graded as follows
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.

(Continued)
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Appendix 18-1 (Continued) Individual FOB of female rats (recovery group)

Study No. 100624

(Control group)
Female No. Blind No. Observation of animals on observer's palm
Respiration

Pre Day 8 Day15 Day22 Day29 Day36 Day42
FO1171 F00087 1 1 1 1 1 1 1
F01172 F00096 1 1 1 1 1 1 1
F01173 F00074 1 1 1 1 1 1 1
F01174 F00092 1 1 1 1 1 1 1
F01175 F00083 1 1 1 1 1 1 1
F01176 F00090 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1

Findings were graded as follows

Respiration

1: Normal, 2: bradypnea, 3: dyspnea.

(Continued)
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Study No. 100624

Appendix 18-1 (Continued) Individual FOB of female rats (recovery group)

{Control group)
Female No. Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)
Pre Day 8 Day15 Day22 Day29 Day36 Day42 Pre Day 8 Day15 Day22 Day29 Day36 Day42
F01171 F00087 5 10 5 9 9 5 10 0 0 0 0 0 0 0
F01172 F00096 5 9 2 5 1 1 10 0 0 0 0 0 0 0
F01173 F00074 10 0 3 4 6 4 7 0 0 0 0 0 0 0
F01174 F00092 5 10 15 11 7 6 11 0 0 0 0 0 0 0
FO01175 F00083 1 0 5 1 1 2 6 0 0 0 0 0 0 0
F01176 F00090 7 0 6 0 3 3 10 0 0 0 0 0 0 0
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 )
Mean 5.5 4.8 6.0 5.0 4.5 35 9.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
S.D. 2.9 5.3 4.6 4.3 33 1.9 2.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
' (Continued)



Study No. 100624
Appendix 18-1 (Continued) Individual FOB of female rats (recovery group)

(Control group)
Female No. Blind No. Open-field test
Gait Palpebral closure
Pre Day 8 Day15 Day22 Day29 Day36 Day42 Pre Day Day15 Day22 Day29 Day36 Day42

8
F01171 F00087 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO01172 F00096 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO01173 F00074 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1174 F00092 1 1 1 1 1 1 1 1 1 1 1 1 1 1
FO1175 F00083 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F01176 F00090 1 1 1 1 1 1 1 1 1 1 1 1 i i
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Findings were graded as follows (Continued)
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,

6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Study No. 100624

Appendix 18-1 (Continued) Individual FOB of female rats (recovery group)

(Control group)
Female No. Blind No. Open-field test
Consciousness Behavioral abnormalities
Pre Day 8 Day15 Day22 Day29 Day36 Day42 Pre Day 8 Day 15 Day22 Day29 Day36 Day42
F01171 F00087 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F01172 F00096 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F01173 F00074 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F01174 F00092 2 2 2 2 2 2 2 1 1 1 1 1 1 1
FO01175 F00083 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F01176 F00090 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Findings were graded as follows (Continued)
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing,
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Appendix 18-1 (Continued) Individual FOB of female rats (recovery group)

(Control group)

Study No. 100624

Female No. Blind No. Open-field test
Righting reflex
Day 15 Day22 Day29 Day36 Day42

Pre Day

F01171 F00087
F01172 F000%96
F01173 F00074
F01174 F00092
F01175 F00083
F01176 F00090

Number of females
Mean
Range
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Findings were graded as follows
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Appendix 18-2 Individual FOB of female rats (recovery group)

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. Blind No. Observation of animals in cages
Posture Palpebral closure
Pre Day 8 Day15 Day22 Day29 Day36 Day42 Pre Day 8 Day 15 Day22 Day29 Day36 Day42
F03371 F00082 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03372 F00097 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03373 F00088 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03374 F00095 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03375 F00086 2 2 2 2 2 2 2 1 i 1 1 1 1 1
F03376 F00093 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 20 20 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows
1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.

Posture

Palpebral closure

1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Study No. 100624
Appendix 18-2 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 250 mg/kg)

Female No. Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Pre Day 8 Day 15 Day22 Day29 Day36 Day42 Pre Day 8 Day15 Day22 Day29 Day36 Day42
F03371 F00082 1 1 1 1 1 1 1 1 1 1 1 1 1
F03372 F00097 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03373 F00088 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03374 F00095 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03375 F00086 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03376 F00093 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Biting behavior 1: Not observed, 2: observed.

Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.
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Study No. 100624

Appendix 18-2 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 250 mg/kg)
Female No. Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 8 Day 15 Day22 Day29 Day36 Day42
1 1 1

F03371 F00082
F03372 F00097

1 1 1 1
1 1 1 1 1 1 1
F03373 F00088 1 1 1 1 1 1 1
F03374 F00095 1 1 1 1 1 1 1
F03375 F00086 1 1 1 1 1 1 1
F03376 F00093 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions,

5: asphyxial convulsions.
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Appendix 18-2 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 250 mg/kg)

Female No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling

Pre Day 8 Day15 Day22 Day29 Day36 Day42 Pre Day 8 Day 15 Day22 Day29 Day36 Day42

F03371 F00082 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F03372 F00097 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F03373 F00088 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F03374 F00095 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F03375 F00086 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F03376 F00093 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 20 20 2.0 2.0 2.0 20 20

Range 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Significance

Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows
Ease of removal from cage  1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.
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Appendix 18-2 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Pre Day 8 Day15 Day22 Day29 Day36 Day42 Pre Day 8 Day 15 Day22 Day29 Day36 Day42
F03371 F00082 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03372 F00097 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03373 F00088 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03374 F00095 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03375 F00086 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03376 F00093 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 2.0 20 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 i 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows
Muscle tone 1: Decreased, 2: normal, 3: increased.
Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Study No. 100624
Appendix 18-2 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 250 mg/kg)

Female No. Blind No. Observation of animals on observer's palm
Lacrimation Salivation
Pre Day 8§ Day15 Day22 Day29 Day36 Day42 Pre Day 8 Day15 Day22 Day29 Day36 Day 42
F03371 F00082 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03372 F00097 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03373 F00088 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03374 F00095 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03375 F00086 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03376 F00093 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Lacrimation 1: None, 2: mild, 3: marked.

Salivation 1: None, 2: mild, 3: marked.
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Study No. 100624

Appendix 18-2 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 250 mg/kg)

Female No. Blind No. Observation of animals on observer's palm
Respiration
Pre Day Day 15 Day22 Day29 Day36 Day42

F03371 F00082
F03372 F00097
F03373 F00088
F03374 F00095
F03375 F00086
F03376 F00093
Number of females

1 1 1 1

8
1
1
1
1
1
1
6
.0
1
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Mean 1 1 1 1 1 1 1
Range
Significance
Statistical method UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Appendix 18-2 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)

Pre Day 8 Day 15 Day22 Day29 Day36 Day42 Pre Day 8 Day 15 Day22 Day29 Day36 Day42

F03371 F00082 15 7 4 0 9 12 6 0 0 0 0 0 0 0

F03372 F00097 8 11 14 11 14 16 18 0 0 0 0 0 0 0

F03373 F00088 11 5 14 10 3 10 11 0 0 0 0 0 2 0

F03374 F00095 12 9 14 11 14 16 10 0 0 0 0 0 0 0

F03375 F00086 11 3 5 7 5 5 14 0 0 0 0 1 0 0

F03376 F00093 7 1 2 3 8 8 10 0 0 0 0 0 0 0

Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Mean 10.7 6.0 8.8 7.0 8.8 11.2 11.5 0.0 0.0 0.0 0.0 0.2 0.3 0.0

2.9 3.7 5.7 4.6 4.5 4.4 4.1 0.0 0.0 0.0 0.0 0.4 0.8 0.0

Significance * wh

Statistical method DU DU DU DU DU DU DU DU UA UA UA DU DU UA

Significantly different from control group (*: P<0.05, **: P<0.01). (Continued)

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.



Study No. 100624
Appendix 18-2 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 250 mg/kg)

Female No. Blind No. Open-field test
Gait Palpebral closure
Pre Day 8 Day 15 Day22 Day29 Day36 Day42 Pre Day 8 Day15 Day22 Day29 Day36 Day42
F03371 F00082 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03372 F00097 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03373 F00088 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03374 F00095 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F0337S F00086 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F03376 F00093 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
' Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
o3 UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows

Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, §: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Appendix 18-2 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. Blind No. Open-field test
Consciousness Behavioral abnormalities
Pre Day 8 Day 15 Day22 Day29 Day36 Day42 Pre Day 8 Day 15 Day22 Day29 Day36 Day42
F03371 F00082 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03372 F00097 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03373 F00088 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03374 F00095 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03375 F00086 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F03376 F00093 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows

Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing.
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Study No. 100624

Appendix 18-2 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 250 mg/kg)

Female No. Blind No. Open-field test
Righting reflex
Pre Day 8 Day15 Day22 Day29 Day36 Day42
F03371 F00082 1 1 1 1 1 1 1
F03372 F00097 1 1 1 1 1 1 1
F03373 F00088 1 1 1 1 1 1 1
F03374 F00095 1 1 1 1 1 1 1
F03375 F00086 1 1 1 1 1 1 1
F03376 F00093 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows

Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Study No. 100624

Appendix 18-3 Individual FOB of female rats (recovery group)

(bumetrizole group at 1000 mg/kg)

Female No. Blind No. Observation of animals in cages
Posture Palpebral closure
Pre Day 8 Day15 Day22 Day29 Day36 Day42 Pre Day 8 Day 15 Day22 Day29 Day36 Day42
F04471 F00084 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04472 F00077 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04473 F00080 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04474 F00079 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04475 F00099 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04476 F00081 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 20 2.0 2.0 20 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.

Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Appendix 18-3 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. Blind No.

Observation of animals in cages

Biting behavior Clonic convulsions
Pre Day 8 Day15 Day22 Day29 Day36 Day42 Pre Day 8 Day 15 Day22 Day29 Day36 Day42
F04471 F00084 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04472 F00077 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04473 F00080 1 1 1 1 1 1 1 1 1 1 1 i 1 1
F04474 F00079 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04475 F00099 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04476 F00081 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows
Biting behavior 1: Not observed, 2: observed.
Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.
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Study No. 100624

Appendix 17-4 (Continued) Individual FOB of female rats

(bumetrizole group at 1000 mg/kg)

Female No. Blind No. Open-field test
Righting reflex

Pre Day8 Day15 Day I(P) Day8(P) Day15(P) Day3(L)
F04451 F00001 1 1 1 1 1 1 1
F04452 F00013 1 1 1 1 1 1 1
F04453 F00030 1 1 1 1 1 1 1
F04454 F00054 1 1 1 1 1 1 1
F04455 F00014 1 1 1 1 1 1 1
F04456 F00070 1 1 1 1 1 1 1
F04457 F00021 1 1 1 1 1 1 1
F04458 F00031 1 1 1 1 1 1 1
F04459 F00056 1 1 1 1 1 1 1
F04460 F00016 1 1 1 1 1 1 1
F04461 F00058 1 1 1 1 1 1 1

F04462 F00073 1 1 1 Non-pregnancy
Number of females 12 12 12 11 11 11 11
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1

Significance

Statistical method UA UA UA UA UA UA UA

P: Pregnancy, L: lactation.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows

Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Study No. 100624

Appendix 18-3 (Continued) Individual FOB of female rats (recovery group)

_(bumetrizole group at 1000 mg/kg)
Female No. Blind No. Observation of animals in cages
Tonic convulsions
Pre Day 8 Day 15 Day22 Day29 Day36 Day42
1 1 1

F04471 F00084
F04472 F00077
F04473 F00080
F04474 F00079
F04475 F00099
F04476 F00081
Number of females
Mean
Range
Significance
Statistical method UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions,
5: asphyxial convulsions.
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Appendix 18-3 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling

Pre Day 8 Day 15 Day22 Day29 Day36 Day42 Pre Day 8 Day 15 Day22 Day29 Day36 Day 42

F04471 F00084 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F04472 F00077 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F04473 F00080 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F04474 F00079 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F04475 F00099 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F04476 F00081 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0

Range 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Significance

Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows
Ease of removal from cage  1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.
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Study No. 100624

Appendix 18-3 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 1000 mg/kg)

Female No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Pre Day 8 Day 15 Day22 Day29 Day36 Day42 Pre Day 8 Day15 Day22 Day29 Day36 Day42
F04471 F00084 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04472 F00077 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04473 F00080 2 2 2 2 2 2 2 1 1 i 1 1 1 1
F04474 F00079 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04475 F00099 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04476 F00081 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 - 6
Mean 2.0 2.0 20 2.0 20 2.0 20 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Muscle tone 1: Decreased, 2: normal, 3: increased.

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Appendix 18-3 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. Blind No.

Observation of animals on observer's palm

Lacrimation Salivation
Pre Day 8 Day15 Day22 Day29 Day36 Day42 Pre Day 8 Day15 Day22 Day29 Day36 Day 42
F04471 F00084 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04472 F00077 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04473 F00080 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04474 F00079 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04475 F00099 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04476 F00081 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.
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Study No. 100624

Appendix 18-3 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 1000 mg/kg)

Female No. Blind No. Observation of animals on observer's palm
Respiration
Pre Day Day 15 Day22 Day29 Day36 Day42

F04471 F00084
F04472 F00077
F04473 F00080
F04474 F00079
F04475 F00099
F04476 F00081
Number of females
Mean
Range
Significance
Statistical method UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Appendix 18-3 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 1000 mg/ke)

Study No. 100624

Female No. Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)

Day 8 Day 15 Day22 Day29 Day36 Day42 Pre Day 8 Dayl15 Day22 Day29 Day36 Day42

F04471 F00084 1 1 1 0 7 8 1 1 0 0 0 0 2 0

F04472 F00077 8 6 9 7 6 9 6 0 0 0 0 0 0 0

F04473 F00080 3 3 4 5 5 10 12 0 0 0 0 0 0 0

F04474 F00079 9 1 4 7 3 3 7 0 0 .0 0 0 0 0

F04475 F00099 8 6 12 8 13 11 16 0 0 0 0 0 0 0

F04476 F00081 8 3 6 7 11 5 9 0 0 0 0 0 0 0

Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Mean 6.2 33 6.0 5.7 7.5 7.7 8.5 0.2 0.0 0.0 0.0 0.0 0.3 0.0

3.3 2.3 3.9 2.9 3.8 3.1 5.2 0.4 0.0 0.0 0.0 0.0 0.8 0.0

Significance

Statistical method DU DU DU DU DU DU DU DU UA UA UA DU DU UA

DU: Analysis by Dunnett's test. (Continued)

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Study No. 100624

Appendix 18-3 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 1000 mg/kg)

Female No. Blind No. Open-ficld test
Gait Palpebral closure
Pre Day8 Dayl5 Day22 Day29 Day36 Day42 Pre Day 8 Day 15 Day22 Day29 Day36 Day 42
F04471 F00084 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04472 F00077 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04473 F00080 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04474 F00079 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04475 F00099 1 1 1 1 1 1 1 1 1 1 1 1 1 1
F04476 F00081 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,

6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Appendix 18-3 (Continued) Individual FOB of female rats (recovery group)

__(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. Blind No. Open-field test
Consciousness Behavioral abnormalities
Pre Day 8 Day15 Day22 Day29 Day36 Day42 Pre Day 8 Day 15 Day22 Day29 Day36 Day42
F04471 F00084 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04472 F00077 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04473 F00080 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04474 F00079 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04475 F00099 2 2 2 2 2 2 2 1 1 1 1 1 1 1
F04476 F00081 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 2.0 2.0 20 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 2 2 1 1 1 1 1 1 1
Significance
Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued)

Findings were graded as follows

Consciousness

Behavioral abnormalities

1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing.
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Study No. 100624

Appendix 18-3 (Continued) Individual FOB of female rats (recovery group)

(bumetrizole group at 1000 mg/kg)
Female No. Blind No. Open-field test

Righting reflex
Day15 Day22 Day29 Day36 Day42
1 1

Pre Day

F04471 F00084
F04472 F00077
F04473 F00080
F04474 F00079
F04475 F00099
F04476 F00081
Number of females
Mean
Range
Significance

Statistical method UA UA UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows

Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Study No. 100624
Appendix 19-1 Individual sensory response of male rats on termination of administration period

(Control group)
Male No.  Blind No.

Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex

M01101 M00059
MO1102  MO0055
MoO1103 M00037
MO01104  MO00070
MO01105  MO00010
MO01106 ~ MO00039
Number of males
Mean
Range
Findings were graded as follows
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.
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Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or siowly moving forward to escape from stimulus,

3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Appendix 19-2 Individual sensory response of male rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)
Male No.  Blind No.

Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
M02201 MO00023 1 2 2 2 3
M02202  M00029 1 2 2 2 3
M02203  M00020 1 2 2 2 3
M02204  MO00060 1 2 2 2 3
M02205  MO00035 1 2 2 2 3
M02206  M00046 1 2 2 2 3
Number of males 6 6 6 6 6
Mean 1.0 2.0 2.0 2.0 3.0
Range 1 2 2 2 3
Significance
Statistical method UA UA UA UA UA

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.

Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Appendix 19-3 Individual sensory response of male rats on termination of administration period

(bumetrizole group at 250 mg/kg)
Male No.  Blind No.

Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex

M03301 MO00011
MO03302  M00044
M03303 M00047
M03304  M00012
M03305 M00017
M03306  M00073

Number of males
Mean
RangL

Significance »

Statistical method UA UA UA
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UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.

Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Appendix 19-4 Individual sensory response of male rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Male No.  Blind No.
Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex

M04401 M00004
M04402  M00028
M04403 M00032
M04404  MO00019
M04405  M00045
M04406  M00034

Number of males
Mean
Range
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Significance
Statistical method UA UA UA
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UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.

Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Study No. 100624
Appendix 20-1 Individual sensory response of female rats on termination of administration period

(Control group)

Female No. Blind No.
Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex

FO1151 F00052
FO1152 F00006
F01153 F00039
FO1154 F00041
FO1155 F00034
F01156 F00043

Number of females
Mean
Range
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Findings were graded as follows
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus,

Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Study No. 100624
Appendix 20-2 Individual sensory response of female rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)
Female No. Blind No.

Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex

F02251 F00060
F02252 F00067
F02253 F00059
F02254 F00047
F02255 F00020
F02256 F00061
Number of females
Mean
Range
Significance
Statistical method UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.
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Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Study No. 100624
Appendix 20-3 Individual sensory response of female rats on termination of administration period

(bumetrizole group at 250 mg/kg)
Female No. Blind No.

Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex

F03351 F00049
F03352 F00053
F03353 F00068
F03354 F00028
F03355 F00022
F03356 F00003
Number of females
Mean
Range
Significance
Statistical method UA UA UA
UA: Unable to be analyzed because the value in the treated group was the same as the value in the contro! group.
Findings were graded as follows
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.
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Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus,
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.



4%

Study No. 100624
Appendix 20-4 Individual sensory response of female rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Female No. Blind No.
Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex

F04451 F00001
F04452 F00013
F04453 F00030
F04454 F00054
F04455 F00014
F04456 F00070

Number of females
Mean
Range
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Significance
Statistical method UA UA UA
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UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Findings were graded as follows
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.

Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Study No. 100624

Appendix 21-1 Individual grip strength (g) of male rats on termination of administration period

{Control group)

Male No. Forelimb Hindlimb
MO01101 1034 122
MO01102 1076 127
MO01103 1216 68
MO01104 488 78
MO01105 903 193
MO01106 1456 117
Number of males 6 6
Mean 1029 118

S.D. 325 44
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Study No. 100624
Appendix 21-2 Individual grip strength (g) of male rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Male No. Forelimb Hindlimb
M02201 1017 75
M02202 840 45
M02203 1097 101
M02204 1336 146
M02205 1511 192
M02206 929 330
Number of males 6 6
Mean 1122 148

S.D. 255 103

Significance

Statistical method DU DU

DU: Analysis by Dunnett's test.
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Study No. 100624
Appendix 21-3 Individual grip strength (g) of male rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Male No. Forelimb Hindlimb
M03301 954 130
M03302 848 58
M03303 1487 214
M03304 1512 114
M03305 1037 194
M03306 880 112
Number of males 6 6
Mean 1120 137

S.D. 301 58

Significance

Statistical method DU DU

DU: Analysis by Dunnett's test.
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Study No. 100624
Appendix 21-4 Individual grip strength (g) of male rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Male No. Forelimb Hindlimb
M04401 706 158
M04402 1051 63
M04403 1323 140
M04404 640 156
M04405 942 95
M04406 1059 88
Number of males 6 6
Mean 954 117
S.D. 252 40
Significance
Statistical method DU DU

DU: Analysis by Dunnett's test.



-LSE-

Study No. 100624

Appendix 22-1 Individual grip strength (g) of female rats on termination of administration period

(Control group)

Female No. Forelimb Hindlimb
FO1151 956 123
FO1152 1301 81
FO1153 746 206
FO1154 910 140
FO1155 958 78
F01156 882 97

Number of females 6 6
Mean 959 121
S.D. 185 48
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Appendix 22-2 Individual grip strength (g) of female rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Female No. Forelimb Hindlimb
F02251 923 100
F02252 746 60
F02253 703 91
F02254 815 171
F02255 699 62
F02256 857 76

Number of females 6 6

Mean 791 93

S.D. 90 41
Significance

Statistical method DU DU

DU: Analysis by Dunnett's test.
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Study No. 100624
Appendix 22-3 Individual grip strength (g) of female rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Female No. Forelimb Hindlimb
F03351 550 63
F03352 870 73
F03353 897 73
F03354 788 108
F03355 733 74
F03356 954 55

Number of females 6 6

Mean 799 74

S.D. 145 18
Significance

Statistical method DU DU

DU: Analysis by Dunnett's test.
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Appendix 22-4 Individual grip strength (g) of female rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Female No. Forelimb Hindlimb
F04451 927 219
F04452 1062 89
F04453 864 103
F04454 1126 99
F04455 473 50
F04456 708 145

Number of females 6 6

Mean 860 118

S.D. 240 58
Significance

Statistical method DU DU

DU: Analysis by Dunnett's test.
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Study No. 100624

Appendix 23-1 Individual spontaneous motor activity of male rats on termination of administration period

(Control group)
Male No. Ambulatory counts Vertical counts
Minutes after administration Minutes after administration

10 20 30 40 50 60 Total 10 20 30 40 50 60 Total
M01101 1167 527 343 634 243 322 3236 89 41 25 33 30 20 238
MO01102 1485 304 135 0 0 75 1999 45 9 6 0 0 5 65
MO01103 590 181 65 3 0 642 1481 71 32 3 0 0 32 138
MO01104 1980 51 0 54 11 33 2129 74 6 0 2 0 1 83
M01105 1395 1111 154 214 18 72 2964 58 26 3 10 0 0 97
M01106 513 193 63 180 79 78 1106 36 16 7 16 5 6 86
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 1188 395 127 181 59 204 2153 62 22 7 10 6 11 118
S.D. 561 386 120 240 95 239 825 20 14 9 13 12 13 64
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Study No. 100624
Appendix 23-2 Individual spontaneous motor activity of male rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Male No. Ambulatory counts Vertical counts
Minutes after administration Minutes after administration
10 20 30 40 50 60 Total 10 20 30 40 50 60 Total
M02201 959 266 197 6 21 0 1449 60 22 9 0 0 0 91
M02202 1896 5449 2079 408 132 159 10123 88 37 62 31 10 5 233
M02203 452 0 33 91 127 0 703 30 0 2 4 2 0 38
M02204 1173 481 110 40 63 711 2578 27 19 1 0 2 19 68
M02205 1197 631 174 330 512 38 2882 92 49 14 24 11 4 194
M02206 585 178 211 252 51 107 1384 59 13 12 0 0 0 84
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 1044 1168 467 188 151 169 3187 59 23 17 10 4 5 118
S.D. 517 2109 792 166 182 273 3493 28 17 23 14 5 7 77
Significance

Statistical method DU DT DT DU DT DT DT DU DU DU DT DU DT DU

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.
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Study No. 100624
Appendix 23-3 Individual spontaneous motor activity of male rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Male No. Ambulatory counts Vertical counts
Minutes after administration Minutes after administration
10 20 30 40 50 60 Total 10 20 30 40 50 60 Total
M03301 572 196 269 245 28 0 1310 74 45 29 26 1 0 175
M03302 1506 326 700 182 289 0 3003 48 19 29 6 12 0 114
M03303 394 20 0 0 176 1 591 67 2 0 0 15 0 84
M03304 585 196 185 94 16 0 1076 67 50 17 1 0 0 135
MO03305 1246 770 279 622 106 0 3023 49 30 11 36 5 0 131
M03306 965 457 126 0 30 10 1588 45 23 6 0 0 0 74
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 878 328 260 191 108 2 1765 58 28 15 12 6 0 119
S.D. 436 261 239 233 108 4 1020 12 18 12 16 7 0 37
Significance * *

Statistical method DU DT DT DU DT DT DT DU DU DU DT DU DT DU

Significantly different from control group (*: P<0.05).
DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.
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Study No. 100624

Appendix 23-4 Individual spontaneous motor activity of male rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Male No. Ambulatory counts Vertical counts
Minutes after administration Minutes after administration
10 20 30 40 50 60 Total 10 20 30 40 50 60 Total
M04401 562 108 29 40 0 0 739 42 10 1 4 0 0 57
MO04402 450 45 208 0 92 80 875 32 4 4 0 0 0 40
M04403 1309 4048 705 740 846 700 8348 71 33 10 0 0 3 117
MO04404 593 595 474 55 160 122 1999 38 15 19 1 14 6 93
M04405 441 216 6 96 39 9 807 15 8 0 5 0 0 28
M04406 710 213 8 3 2 3 939 43 18 0 1 0 0 62
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 678 871 238 156 190 152 2285 40 15 6 2 2 2 66
S.D. 325 1568 292 288 327 273 3007 18 10 8 2 6 3 33
Significance

Statistical method DU DT DT DU DT DT DT DU DU DU DT DU DT DU

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.
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Study No. 100624

Appendix 24-1 Individual spontaneous motor activity of female rats on termination of administration period

(Control group)
Female No. Ambulatory counts Vertical counts
Minutes after administration Minutes afier administration
10 20 30 40 50 60 Total 10 20 30 40 50 60 Total
FO1151 1608 301 11 0 42 55 2017 37 7 0 0 0 0 44
F01152 1420 1318 390 158 320 0 3606 35 32 29 6 7 0 109
FO1153 1153 4 0 24 0 0 1181 25 0 0 0 0 0 25
FO1154 1040 0 0 0 13 1 1054 33 0 0 0 2 0 35
FO1155 332 103 1 450 33 0 919 14 0 11 0 0 30
FO1156 537 262 37 10 0 0 846 33 11 0 0 0 0 44
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 1015 331 73 107 68 9 1604 30 9 5 3 2 0 48
S.D. 496 500 156 179 125 22 1068 9 12 12 5 3 0 31
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Study No. 100624
Appendix 24-2 Individual spontaneous motor activity of female rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Female No. Ambulatory counts Vertical counts
Minutes after administration Minutes after administration
10 20 30 40 50 60 Total 10 20 30 40 50 60 Total
F02251 1367 950 442 395 199 556 3909 44 26 12 11 5 14 112
F02252 489 0 0 1 11 0 501 25 0 0 0 0 0 25
F02253 965 298 1 0 1 2 1267 91 22 0 0 0 0 113
F02254 856 0 0 0 0 3 859 30 0 0 0 0 0 30
F02255 1100 282 7 4 0 0 1393 38 6 0 0 0 0 44
F02256 754 43 2 0 0 0 799 21 0 0 0 0 0 21
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 922 262 75 67 35 94 1455 42 9 2 2 1 2 58
S.D. 301 363 180 161 80 227 1246 26 12 5 4 2 6 43
Significance

Statistical method DT DT DT DT DT DT DT DT DT DU DU DU DT DT

DT: Analysis by Dunnett type mean rank test.
DU: Analysis by Dunnett's test.
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Study No. 100624
Appendix 24-3 Individual spontaneous motor activity of female rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Female No. Ambulatory counts Vertical counts
Minutes after administration Minutes after administration
10 20 30 40 50 60 Total 10 20 30 40 50 60 Total
F03351 459 88 0 0 0 0 547 7 8 0 0 0 0 15
F03352 535 26 4 23 0 0 588 25 0 0 0 0 0 25
F03353 1505 708 756 570 479 302 4320 45 29 26 27 13 11 151
F03354 874 33 290 270 141 2 1610 41 2 15 11 8 0 77
F03355 595 1 0 0 0 7 603 13 0 0 0 0 0 13
F03356 1376 1120 101 123 5162 0 7882 30 24 3 0 1 0 58
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 891 329 192 164 964 52 2592 27 11 7 6 4 2 57
S.D. 450 472 298 224 2065 123 2969 15 13 11 11 6 4 53
Significance

Statistical method DT DT DT DT DT DT DT DT DT DU DU DU DT DT

DT: Analysis by Dunnett type mean rank test.
DU: Analysis by Dunnett's test.
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Study No. 100624

Appendix 24-4 Individual spontaneous motor activity of female rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Female No. Ambulatory counts Vertical counts
Minutes after administration Minutes after administration
10 20 30 40 50 60 Total 10 20 30 40 50 60 Total
F04451 340 1129 27 0 0 37 1533 7 15 1 0 0 1 24
F04452 679 167 12 177 60 9 1104 95 537 46 10 0 0 688
F04453 1736 1340 1064 809 726 920 6595 42 0 13 1 6 0 62
F04454 3724 6517 3999 3216 3151 3145 23752 63 14 0 0 0 0 77
F04455 565 447 0 151 0 0 1163 16 22 0 3 0 0 41
F04456 288 1 0 0 1 1 291 4 0 0 0 0 0 4
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 1222 1600 850 726 656 685 5740 38 98 10 2 1 0 149
S.D. 1334 2466 1599 1256 1255 1259 9110 36 215 18 4 2 0 265
Significance

Statistical method DT DT DT DT DT DT DT DT DT DU DU DU DT DT

DT: Analysis by Dunnett type mean rank test.
DU: Analysis by Dunnett's test.
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Appendix 25-1 Individual urinary examination of male rats on termination of administration period

Study No. 100624

(Control group)

Male No. uv S.G.

mL
MO01101 20.8 1.041
M01102 9.1 1.048
M01103 20.9 1.042
MO01104 16.1 1.046
MO01105 20.8 1.037
MO01106 14.2 1.052
Number of males 6 6
Mean 17.0 1.044
S.D. 4.8 0.005

(Continued)
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Appendix 25-1 (Continued) Individual urinary examination of male rats on termination of administration period

Study No. 100624

(Control group)
Male No. Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
body blood nogen Epithelial Erythrocytes Leukocytes Casts Crystals
cells
MO01101 Light yellow 8.5 + - - — - + + + + - -
MO1102 Light yellow 8.5 + - - - - + + + + - -
M01103 Light yellow 8.5 + - - - - + + + + - +
MO01104 Light yellow 8.5 + - - - + + + + + - -
MO01105 Light yellow 8.5 + - - - - + + + + - +
MO01106 Light yellow 8.5 + — — — + % = + + — —
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6

Protein: —; negative, +; 10~20 mg/dL, +; 30 mg/dL, ++; 100 mg/dL, +; 300 mg/dL, +++; 1000 mg/dL.
Glucose: —; negative, £; 40~60 mg/dL, +; 100 mg/dL, ++; 250 mg/dL, +++;, 500 mg/dL, ++++; 2000 mg/dL.
Ketone body: —; negative, +; slight, ++; moderate, +++, marked.

Bilirubin: —; negative, +; 0.5 mg/dL, ++; 1.0 mg/dL, +++; 2.0 mg/dL.

Occult blood: —; negative, *; trace, +; slight, ++; moderate, +++; marked.

Urobilinogen: +; normal, +; 1 mg/dL, ++; 4 mg/dL, +++; 8 mg/dL, ++++; 12 mg/dL.

Epithelial cells: £; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; =201 cells/100 fields.
Erythrocytes: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Leukocytes: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++;, 201~500 cells/100 fields ++++; =501 cells/100 fields.
Casts: —; not observed, +; observed.

Crystals: —; not observed, +; observed.
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Study No. 100624
Appendix 25-2 Individual urinary examination of male rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Male No. uv S.G.
mL
M02201 24.7 1.027
M02202 21.8 1.025
M02203 13.3 1.048
M02204 20.9 1.032
M02205 229 1.038
M02206 36.3 1.022
Number of males 6 6
Mean 23.3 1.032
S.D. 7.5 0.010
Significance
Statistical method DU DU
DU: Analysis by Dunnett's test. (Continued)
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Appendix 25-2 (Continued) Individual urinary examination of male rats on termination of administration period

__(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Male No. Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
body blood nogen Epithelial Erythrocytes Leukocytes Casts Crystals
cells

M02201 Light yellow 8.5 + - - - - + + = P - -

M02202 Light yellow 8.5 + - + - - + + + % - +

M02203 Light yellow 8.5 + - - - - + + + + — -

M02204 Light yellow 8.5 + - - - - + + + + - +

M02205 Light yellow 8.5 + - - - + + % + + - +

M02206 Light yellow 8.5 + — - - - + * + + - —
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6

Protein: —; negative, +; 10~20 mg/dL, +; 30 mg/dL, ++; 100 mg/dL, ++; 300 mg/dL, ++++; 1000 mg/dL.
Glucose: —; negative, £; 40~60 mg/dL, +; 100 mg/dL, ++; 250 mg/dL, ++; 500 mg/dL, ++++; 2000 mg/dL.
Ketone body: —; negative, +; slight, ++; moderate, +++; marked.

Bilirubin: —; negative, +; 0.5 mg/dL, ++; 1.0 mg/dL, +++; 2.0 mg/dL.

Occult blood: —; negative, +; trace, +; slight, ++; moderate, ++; marked.

Urobilinogen: +; normal, +; 1 mg/dL, ++; 4 mg/dL, +++; 8 mg/dL, ++++; 12 mg/dL.

Epithelial cells: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, ++; =201 cells/100 fields.
Erythrocytes: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Leukocytes: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Casts: —; not observed, +; observed.

Crystals: —; not observed, +; observed.
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Appendix 25-3 Individual urinary examination of male rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Male No. uv S.G.
mL

M03301 249 1.037
M03302 16.1 1.048
M03303 17.8 1.045
MO03304 11.7 1.060
M03305 14.8 1.047
M03306 17.7 1.044
Number of males 6 6
Mean 17.2 1.047

S.D. 44 0.008

Significance

Statistical method DU DU

DU: Analysis by Dunnett's test.

(Continued)
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Study No. 100624

Appendix 25-3 (Continued) Individual urinary examination of male rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Male No. Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
body blood nogen Epithelial  Erythrocytes Leukocytes Casts Crystals
cells

MO03301 Light yellow 9.0 ++ — — - — + + + + - -
M03302 Light yellow 9.0 + - - - - + + + + - -
M03303 Light yellow 8.5 + - - - + + + + + - +
M03304 Light yellow 8.5 + - + - — + + + + - +
M03305 Light yellow 8.5 + - - - - + £ + + - -
M03306 Light yellow 9.0 ++ - - — - + * + + —

Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6

Protein: —; negative, +; 10~20 mg/dL, +; 30 mg/dL, ++; 100 mg/dL, +++; 300 mg/dL, ++++; 1000 mg/dL.

Glucose: —; negative, +, 40~60 mg/dL, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; 2000 mg/dL.

Ketone body: —; negative, +; slight, ++; moderate, +++; marked.

Bilirubin: —; negative, +; 0.5 mg/dL, ++; 1.0 mg/dL, +++; 2.0 mg/dL.

Occult blood: —; negative, %; trace, +; slight, ++; moderate, +++; marked.

Urobilinogen: +; normal, +; 1 mg/dL, ++; 4 mg/dL, +++; 8 mg/dL, ++++; 12 mg/dL.

Epithelial cells: ; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; =201 cells/100 fields.

Erythrocytes: +; 0~20 celis/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201 ~500 cells/100 fields ++++; 501 cells/100 fields.
Leukocytes: £; 0~20 cells/100 fields, +; 21 ~100 cells/100 fields, ++, 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Casts: —; not observed, +; observed.

Crystals: —; not observed, +; observed.
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Study No. 100624
Appendix 25-4 Individual urinary examination of male rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Male No. uv S.G.
mL

M04401 12.9 1.050
M04402 17.6 1.045
M04403 16.1 1.052
M04404 9.3 1.080
M04405 19.1 1.041
M04406 12.4 1.056
Number of males 6 6
Mean 14.6 1.054

S.D. 3.7 0.014

Significance
Statistical method DU DU
DU: Analysis by Dunnett's test. (Continued)
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Appendix 25-4 (Continued) Individual urinary examination of male rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No. Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
body blood nogen Epithelial  Erythrocytes Leukocytes Casts Crystals
cells

M04401 Light yellow 8.5 ++ - - - + + + + + - -

M04402 Light yellow 8.5 ++ - + - £ + + + + - +

M04403 Light yellow 8.5 + - - - - + + + + - -

M04404 Light yellow 8.5 + - + - - + + + + - +

M04405 Light yellow 8.5 + - - - + £ + £ + - -

M04406 Light yellow 8.5 + — - — - + + + + — +
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6

Protein: —; negative, ; 10~20 mg/dL, +; 30 mg/dL, ++; 100 mg/dL, +++; 300 mg/dL, ++++; 1000 mg/dL.
Glucose: —; negative, +; 40~60 mg/dL, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; 2000 mg/dL.
Ketone body: —; negative, +; slight, ++; moderate, +++; marked.

Bilirubin: —; negative, +; 0.5 mg/dL, ++; 1.0 mg/dL, +++; 2.0 mg/dL.

Occult blood: —; negative, +; trace, +; slight, ++; moderate, +++; marked.

Urobilinogen: +; normal, +; 1 mg/dL, ++; 4 mg/dL, +++; 8 mg/dL, ++++; 12 mg/dL.

Epithelial cells: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++, =201 cells/100 fields.
Erythrocytes: £, 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Leukocytes: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++, =501 cells/100 fields.
Casts: —; not observed, +; observed.

Crystals: —; not observed, +; observed.



cLLE -

Study No. 100624

Appendix 26-1 Individual urinary examination of female rats on termination of administration period
(Control group)
Female No. uv S.G.
mL
F01151 314 1.034
FO1152 335 1.030
F01153 243 1.038
FO1154 30.0 1.031
F01155 26.5 1.033
F01156 33.4 1.024
Number of females 6 6
Mean 29.9 1.032
S.D. 3.8 0.005

(Continued)
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Appendix 26-1

(Continued) Individual urinary examination of female rats on termination of administration period

Study No. 100624

(Control group)
Female No. Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
body blood nogen Epithelial Erythrocytes Leukocytes Casts Crystals
cells
FO1151 Light yellow 6.5 + - - - - + + + + - +
FO1152 Light yellow 6.0 + - - - - + + + + - +
FO1153 Light yellow 6.5 + - - - - + + + + - -
FO01154 Light yellow 6.5 - - - - - + + + + - +
FO1155 Light yellow 8.0 + - - — - + + * + - +
FO1156 Light yellow 7.5 - — — - - + + + * — +
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6

Protein: —; negative, +; 10~20 mg/dL, +; 30 mg/dL, ++; 100 mg/dL, +++; 300 mg/dL, ++++;, 1000 mg/dL.

Glucose: —; negative, £; 40~60 mg/dL, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; 2000 mg/dL.
Ketone body: —; negative, +; slight, ++; moderate, +++; marked.
Bilirubin: —; negative, +; 0.5 mg/dL, ++; 1.0 mg/dL, +++; 2.0 mg/dL.

Occult blood: —; negative, +; trace, +; slight, ++; moderate, +++; marked.

Urobilinogen: +; normal, +; 1 mg/dL, ++; 4 mg/dL, +++; 8 mg/dL, ++++; 12 mg/dL.

Epithelial cells: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; =201 cells/100 fields.
Erythrocytes: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.

Leukocytes: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Casts: —; not observed, +; observed.

Crystals: —; not observed, +; observed.
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Study No. 100624
Appendix 26-2 Individual urinary examination of female rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Female No. uv S.G.
mL
F02251 20.2 1.041
F02252 28.5 1.028
F02253 29.1 1.034
F02254 24.7 1.038
F02255 20.2 1.034
F02256 22.6 1.042
Number of females 6 6
Mean 242 1.036
S.D. 3.9 0.005
Significance
Statistical method DU DU
DU: Analysis by Dunnett's test. (Continued)
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Study No. 100624
Appendix 26-2 (Continued) Individual urinary examination of female rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Female No. Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
body blood nogen Epithelial  Erythrocytes Leukocytes Casts Crystals
cells
F02251 Light yellow 5.5 + - - - - + x + + - +
F02252 Light yellow 1.5 + - - - - * + + - +
F02253 Light yellow 715 - - - - — + * + + - +
F02254 Light yellow 6.5 - - - - — + + + % - -
F02255 Light yellow 6.5 - - - - - + + + + - —
F02256 Light yellow 5.5 + — — — — * + + + -
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6

Protein: —; negative, +; 10~20 mg/dL, +; 30 mg/dL, ++; 100 mg/dL, +++; 300 mg/dL, +++, 1000 mg/dL.

Glucose: —; negative, £; 40~60 mg/dL, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, +++; 2000 mg/dL.

Ketone body: —; negative, +; slight, ++; moderate, +++; marked.

Bilirubin: —; negative, +; 0.5 mg/dL, ++; 1.0 mg/dL, +++; 2.0 mg/dL.

Occult blood: —; negative, +; trace, +; slight, ++; moderate, ++; marked.

Urobilinogen: £; normal, +; 1 mg/dL, ++; 4 mg/dL, +++; 8 mg/dL, ++++; 12 mg/dL.

Epithelial cells: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, ++; =201 cells/100 fields.

Erythrocytes: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Leukocytes: =, 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Casts: —; not observed, +; observed.

Crystals: —; not observed, +; observed.
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Appendix 26-3 Individual urinary examination of female rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. uv S.G.
mL
F03351 37.0 1.029
F03352 243 1.038
F03353 36.2 1.027
F03354 20.8 1.039
F03355 24.0 1.032
F03356 26.8 1.032
Number of females 6 6
Mean 28.2 1.033
S.D. 6.8 0.005
Significance
Statistical method DU DU

DU: Analysis by Dunnett's test.

(Continued)
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Appendix 26-3

(Continued) Individual urinary examination of female rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
body blood nogen Epithelial  Erythrocytes Leukocytes Casts Crystals
cells
F03351 Light yellow 8.0 - - - — — + + + + — +
F03352 Light yellow 7.0 + - + - - + + + + - +
F03353 Light yellow 5.5 - - - - — + + + + — -
F03354 Light yellow 8.5 - - - - - + + + + - +
F03355 Light yellow 7.0 - - - - - + + + + - +
F03356 Light yellow 7.0 — — — - — + + + + - —
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6

Protein: —; negative, +; 10~20 mg/dL, +; 30 mg/dL, ++; 100 mg/dL, +++; 300 mg/dL, ++++; 1000 mg/dL.
Glucose: —; negative, +; 40~60 mg/dL, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; 2000 mg/dL.
Ketone body: —; negative, +; slight, ++; moderate, +++;, marked.

Bilirubin: —; negative, +; 0.5 mg/dL, ++; 1.0 mg/dL, +++; 2.0 mg/dL.

Occult blood: —; negative, +; trace, +; slight, ++; moderate, +++; marked.

Urobilinogen: +; normal, +; 1 mg/dL, ++; 4 mg/dL, +++; 8 mg/dL, ++++; 12 mg/dL.

Epithelial cells: £; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; =201 cells/100 fields.
Erythrocytes: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Leukocytes: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Casts: —; not observed, +; observed.

Crystals: —; not observed, +; observed.
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Appendix 26-4 Individual urinary examination of female rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. uv S.G.
mL
F04451 40.5 1.026
F04452 36.9 1.029
F04453 50.4 1.019
F04454 38.1 1.023
F04455 26.5 1.034
F04456 22.9 1.028
Number of females 6 6
Mean 359 1.027
S.D. 9.9 0.005
Significance
Statistical method DU DU

DU: Analysis by Dunnett's test.

(Continued)
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Appendix 26-4

(Continued) Individual urinary examination of female rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
body blood nogen Epithelial  Erythrocytes Leukocytes Casts Crystals
cells
F04451 Light yellow 6.5 - — - - - + + + + — +
F04452 Light yellow 7.0 - - - - - + + * + - +
F04453 Light yellow 6.5 - - - -~ - + + + + — +
F04454 Light yellow 7.5 - — - - - + + + + - +
F04455 Light yellow 7.5 - - - - - + + + * - +
F04456 Light yellow 6.5 — — — — - + + + + — -
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6

Protein: —; negative, +; 10~20 mg/dL, +; 30 mg/dL, ++; 100 mg/dL, +++; 300 mg/dL, ++++; 1000 mg/dL.
Glucose: —; negative, +; 40~60 mg/dL, +; 100 mg/dL, ++; 250 mg/dL, +++, 500 mg/dL, +++; 2000 mg/dL.
Ketone body: —; negative, +; slight, ++; moderate, +++; marked.

Bilirubin: —; negative, +; 0.5 mg/dL, ++; 1.0 mg/dL, +++; 2.0 mg/dL.

Occult blood: —; negative, *; trace, +; slight, ++; moderate, +++; marked.

Urobilinogen: £; normal, +; 1 mg/dL, ++; 4 mg/dL, +++; 8 mg/dL, ++++, 12 mg/dL.

Epithelial cells: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101 ~200 cells/100 fields, +++; =201 cells/100 fields.
Erythrocytes: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Leukocytes: ; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++;, =501 cells/100 fields.
Casts: —; not observed, +; observed.

Crystals: —; not observed, +; observed.
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Study No. 100624

Appendix 27-1 Individual urinary examination of male rats on termination of recovery period
(Control group)
Male No. uv S.G.
mL
MO01107 16.6 1.046
M01108 35.5 1.014
MO01109 10.9 1.068
Mol110 12.7 1.062
MO1111 18.1 1.038
MO1112 25.9 1.030
Number of males 6 6
Mean 20.0 1.043
S.D. 9.2 0.020

(Continued)
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Appendix 27-1

(Continued) Individual urinary examination of male rats on termination of recovery period

Study No. 100624

{Control group)
Male No. Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
body blood nogen Epithelial  Erythrocytes Leukocytes Casts Crystals
cells
M01107 Light yellow 8.5 + - - - - + + * + - —
MO01108 Light yellow 8.5 + - - - + * + + £ - -
MO01109 Light yellow 85 ++ - - - - * + * S - +
MO1110 Light yellow 8.5 + - - - - + + + + - -
MO1111 Light yellow 85 + - - - - + + + + - +
MO1112 Light yellow 8.5 + - — - — + + + + — -
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6

Protein: —; negative, +; 10~20 mg/dL, +; 30 mg/dL, ++; 100 mg/dL, +++; 300 mg/dL, ++++; 1000 mg/dL.
Glucose: —; negative, £; 40~60 mg/dL, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; 2000 mg/dL.
Ketone body: —; negative, +; slight, ++; moderate, +++; marked.

Bilirubin: —; negative, +; 0.5 mg/dL, ++; 1.0 mg/dL, +++; 2.0 mg/dL.

Occult blood: —; negative, *; trace, +; slight, ++; moderate, +++; marked.

Urobilinogen: +; normal, +; 1 mg/dL, ++; 4 mg/dL, +++; 8 mg/dL, +++; 12 mg/dL.

Epithelial cells: £; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 celis/100 fields, +++; =201 cells/100 fields.
Erythrocytes: £; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Leukocytes: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Casts: —; not observed, +; observed.

Crystals: —; not observed, -+ ; observed.
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Appendix 27-2 Individual urinary examination of male rats on termination of recovery period

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Male No. uv S.G.
mL

M02207 314 1.025
M02208 19.5 1.040
M02209 13.1 1.050
M02210 16.0 1.054
M02211 222 1.036
M02212 16.7 1.048
Number of males 6 6
Mean 19.8 1.042

S.D. 6.5 0.011

Significance

Statistical method DU DU

DU: Analysis by Dunnett's test.

(Continued)
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Study No. 100624

Appendix 27-2 (Continued) Individual urinary examination of male rats on termination of recovery period

(bumetrizole group at 62.5 mg/kg)

Male No. Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
body blood nogen Epithelial  Erythrocytes Leukocytes Casts Crystals
cells

M02207 Light yellow 8.5 + - - - - + + + + - -
M02208 Light yellow 85 + - - - - + + + + - +
M02209 Light yellow 8.5 + - - - - + + + + - -
M02210 Light yellow 8.5 + - - — — + * + + - -
MO02211 Light yellow 8.5 + - - - - + + £ + - +
M02212 Light yellow 8.5 + — — - + + + + + — —

Number of males 6 6" 6 6 6 6 6 6 6 6 6 6 6

Protein: —; negative, ; 10~20 mg/dL, +; 30 mg/dL, ++; 100 mg/dL, +++; 300 mg/dL, ++++; 1000 mg/dL.
Glucose: —; negative, +; 40~60 mg/dL, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; 2000 mg/dL.
Ketone body: —; negative, +; slight, ++; moderate, +++; marked.

Bilirubin: —; negative, +; 0.5 mg/dL, ++; 1.0 mg/dL, +++; 2.0 mg/dL.

Occult blood: —; negative, ; trace, +; slight, ++; moderate, +++; marked.

Urobilinogen: +; normal, +; 1 mg/dL, ++; 4 mg/dL, +++; 8 mg/dL, ++++; 12 mg/dL.

Epithelial cells: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; =201 cells/100 fields.
Erythrocytes: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Leukocytes: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Casts: —; not observed, +; observed.

Crystals: —; not observed, +; observed.



- 68¢ -

Study No. 100624
Appendix 27-3 Individual urinary examination of male rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Male No. uv S.G.
mL

M03307 15.3 1.040
M03308 21.0 1.042
M03309 14.1 1.048
Mo03310 13.6 1.058
Mo03311 20.8 1.042
M03312 6.5 1.080
Number of males 6 6
Mean 15.2 1.052

S.D. 5.4 0.015

Significance
Statistical method DU DU
DU: Analysis by Dunnett's test. (Continued)
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Study No. 100624

Appendix 27-3 (Continued) Individual urinary examination of male rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Male No. Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
body blood nogen Epithelial  Erythrocytes Leukocytes Casts Crystals
cells

M03307 Light yellow 8.5 + - - - - + + + + - -
M03308 Light yellow 8.5 ++ - - - - + + + + - +
MO03309 Light yellow 7.5 + - - - - + + + e - -
MO03310 Light yellow 9.0 ++ - - - - + + + + - -
MO03311 Light yellow 85 + - - - - + + + + - -
M03312 Light yellow 8.0 + — — — - + + + + — +

Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6

Protein: —; negative, ; 10~20 mg/dL, +; 30 mg/dL, ++; 100 mg/dL, +++; 300 mg/dL, ++++; 1000 mg/dL.

Glucose: —; negative, +; 40~60 mg/dL, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++; 2000 mg/dL.
Ketone body: —; negative, +; slight, ++; moderate, +++, marked.
Bilirubin: —; negative, +; 0.5 mg/dL, ++; 1.0 mg/dL, +++; 2.0 mg/dL.

Occult blood: —; negative, ; trace, +; slight, ++; moderate, +++; marked.

Urobilinogen: +; normal, +; 1 mg/dL, ++; 4 mg/dL, +++; 8 mg/dL, ++++; 12 mg/dL.

Epithelial cells: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 2201 cells/100 fields.
Erythrocytes: ; 0~20 cells/100 fields, +; 21~ 100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields +++; =501 cells/100 fields.
Leukocytes: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201 ~500 cells/100 fields ++++; =501 cells/100 fields.
Casts: —; not observed, +; observed.

Crystals: —; not observed, +; observed.
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Appendix 27-4 Individual urinary examination of male rats on termination of recovery period

(bumetrizole group at 1000 mg/ke)

- 16t -

Male No. uv S.G.
mL

M04407 14.1 1.056
M04408 12.8 1.058
M04409 84 1.064
M04410 12.9 1.054
Mo04411 14.2 1.041
M04412 14.0 1.062
Number of males 6 6
Mean 12.7 1.056

S.D. 2.2 0.008

Significance
Statistical method DU DU
DU: Analysis by Dunnett's test. (Continued)
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Study No. 100624
Appendix 27-4 (Continued) Individual urinary examination of male rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Male No. Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
body blood nogen Epithelial  Erythrocytes Leukocytes Casts Crystals
cells

M04407 Light yellow 85 + - - - - + + + + - +

M04408 Light yellow 85 + - - - — + % + + - -

M04409 Light yellow 85 + - + - - + + * + - -

M04410 Light yellow 8.5 ++ - - - - + + + + - +

M04411 Light yellow 8.5 + - - - - + + + * - -

M04412 Light yellow 8.5 ++ — + — + + + + - +
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6

Protein: —; negative, ; 10~20 mg/dL, +; 30 mg/dL, ++; 100 mg/dL, +++; 300 mg/dL, ++++; 1000 mg/dL.

Glucose: —; negative, +; 40~60 mg/dL, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; 2000 mg/dL.

Ketone body: —; negative, +; slight, ++; moderate, +++; marked.

Bilirubin: —; negative, +; 0.5 mg/dL, ++; 1.0 mg/dL, +++; 2.0 mg/dL.

Occult blood: —; negative, ; trace, +; slight, ++; moderate, +++; marked.

Urobilinogen: +; normal, +; 1 mg/dL, ++; 4 mg/dL, +++; 8 mg/dL, ++++; 12 mg/dL.

Epithelial cells: ; 0~20 cells/100 fields, +; 21~ 100 cells/100 fields, ++; 101~200 cells/100 fields, +++; =201 cells/100 fields.

Erythrocytes: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~ 500 cells/100 fields ++++; =501 cells/100 fields.
Leukocytes: ; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Casts: —; not observed, +; observed.

Crystals: —; not observed, +; observed.
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Study No. 100624

Appendix 28-1 Individual urinary examination of female rats on termination of recovery period

(Control group)

Female No. uv S.G.

mL
F01171 10.6 1.054
F01172 15.3 1.044
F01173 11.3 1.054
F01174 14.8 1.033
FO1175 16.6 1.042
F01176 5.6 1.072
Number of females 6 6
Mean 124 1.050
S.D. 4.1 0.013

(Continued)
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Appendix 28-1 (Continued) Individual urinary examination of female rats on termination of recovery period

Study No. 100624

(Control group)
Female No. Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
body blood nogen Epithelial  Erythrocytes Leukocytes Casts Crystals
cells
FO1171 Light yellow 8.5 - - - - - + * + + - -
FO1172 Light yellow 9.0 + - - - - + * + + - +
FO1173 Light yellow 8.5 - - - - - + % + + - +
FO01174 Light yellow 85 + - - - + + + + + - -
F01175 Light yellow 85 - - - - - + + + + - +
FO1176 Light yellow 8.5 + - - - — + + + + — +
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6

Protein: —; negative, ; 10~20 mg/dL, +; 30 mg/dL, ++; 100 mg/dL, +++; 300 mg/dL, +++; 1000 mg/dL.
Glucose: —; negative, +; 40~60 mg/dL, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++; 2000 mg/dL.
Ketone body: —; negative, +; slight, ++; moderate, +++; marked.

Bilirubin: —; negative, +; 0.5 mg/dL, ++; 1.0 mg/dL, +++; 2.0 mg/dL.

Occult blood: —; negative, +; trace, +; slight, ++; moderate, +++; marked.

Urobilinogen: +; normal, +; 1 mg/dL, ++, 4 mg/dL, +++; 8 mg/dL, ++++, 12 mg/dL.

Epithelial cells: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; =201 cells/100 fields.
Erythrocytes: £; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Leukocytes: £; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Casts: —; not observed, +; observed.

Crystals: —; not observed, +; observed.
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Appendix 28-2 Individual urinary examination of female rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. uv S.G.
mL
F03371 11.1 1.056
F03372 9.7 1.043
F03373 14.7 1.043
F03374 11.3 1.045
F03375 17.9 1.043
F03376 15.3 1.043
Number of females 6 6
Mean 13.3 1.046
S.D. 3.1 0.005
Significance
Statistical method DU DU

DU: Analysis by Dunnett's test.

(Continued)
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Appendix 28-2 (Continued) Individual urinary examination of female rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
body blood nogen Epithelial  Erythrocytes Leukocytes Casts Crystals
cells
F03371 Light yellow 8.5 - - - - - + + + + — +
F03372 Light yellow 8.5 + - - - - + + + + - -
F03373 Light yellow 9.0 - - - - - % + + + - -
F03374 Light yellow 9.0 + - - - - * + + + - -
F0337S Light yellow 8.5 - - - - - + + + + - +
F03376 Light yellow 8.5 + — - — % + + % % — +
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6

Protein: —; negative, +; 10~20 mg/dL, +; 30 mg/dL, ++; 100 mg/dL, +++; 300 mg/dL, +++; 1000 mg/dL.
Glucose: —; negative, +; 40~60 mg/dL, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; 2000 mg/dL.
Ketone body: —; negative, +; slight, ++; moderate, +++; marked.

Bilirubin: —; negative, +; 0.5 mg/dL, ++; 1.0 mg/dL, +++; 2.0 mg/dL.

Occult blood: —; negative, +; trace, +; slight, ++, moderate, +++; marked.

Urobilinogen: +; normal, +; 1 mg/dL, ++; 4 mg/dL, +++; 8 mg/dL, ++++; 12 mg/dL.

Epithelial cells: £; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; =201 cells/100 fields.
Erythrocytes: £; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 celis/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Leukocytes: £; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++; =501 cells/100 fields.
Casts: —; not observed, +, observed.

Crystals; —; not observed, +; observed.
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Study No. 100624
Appendix 28-3 Individual urinary examination of female rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Female No. uv S.G.
mL
F04471 5.7 1.070
F04472 10.9 1.056
F04473 9.6 1.060
F04474 13.5 1.048
F04475 13.6 1.048
F04476 6.4 1.064
Number of females 6 6
Mean 10.0 1.058
S.D. 34 0.009
Significance
Statistical method DU DU
DU: Analysis by Dunnett's test. (Continued)
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Appendix 28-3 (Continued) Individual urinary examination of female rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. Color pH Protein Glucose Ketone Bilirubin Occult Urobili- Urinary sediments
body blood nogen Epithelial  Erythrocytes Leukocytes Casts Crystals
cells
F04471 Light yellow 8.5 - - - - — + + * + - -
F04472 Light yellow 9.0 + - - - - + + + + - +
F04473 Light yellow 7.0 + — - - — + + + + - -
F04474 Light yellow 9.0 + — - - - + + + + - -
F04475 Light yellow 9.0 - - - - - + + + + - +
F04476 Light yellow 8.5 — — — - - + * + + — +
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6

Protein: —; negative, ; 10~20 mg/dL, +; 30 mg/dL, ++; 100 mg/dL, +++; 300 mg/dL, ++++; 1000 mg/dL.
Glucose: —; negative, £; 40~60 mg/dL, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; 2000 mg/dL.
Ketone body: —; negative, +; slight, ++; moderate, +++; marked.

Bilirubin: —; negative, +; 0.5 mg/dL, ++; 1.0 mg/dL, +++; 2.0 mg/dL.

Occult blood: —; negative, +; trace, +; slight, ++; moderate, +++; marked.

Urobilinogen: +; normal, +; 1 mg/dL, ++; 4 mg/dL, +++; 8 mg/dL, ++++; 12 mg/dL.

Epithelial cells: ; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; =201 cells/100 fields.
Erythrocytes: £; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Leukocytes: +; 0~20 cells/100 fields, +; 21~100 cells/100 fields, ++; 101~200 cells/100 fields, +++; 201~500 cells/100 fields ++++; =501 cells/100 fields.
Casts: —; not observed, +; observed.

Crystals: —; not observed, +; observed.
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Appendix 29-1 Individual hematological examination of male rats on termination of administration period

Study No. 100624

(Control group)
Male No. RBC HGB HCT MCV MCH MCHC PLT RET PT APTT Fbg
10%/uL g/dL % fL pg gdl  10%uL %o sec. sec. mg/dL
MO01101 847 15.8 46.3 54.7 18.7 34.1 99.6 28 19.0 23.6 211.2
M01102 853 16.2 47.6 55.8 19.0 34.0 83.1 29 20.9 24.5 189.4
MO01103 849 15.4 44.9 52.9 18.1 343 105.8 31 15.7 21.7 204.8
MO1104 806 15.2 44.4 55.1 18.9 342 111.9 30 18.7 21.1 2329
MO01105 910 16.7 49.0 53.8 18.4 34.1 94.2 28 21.1 238 211.2
M01106 929 15.9 48.3 52.0 17.1 32.9 92.2 27 23.5 22.8 198.8
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 866 15.9 46.8 54.1 18.4 33.9 97.8 29 19.8 229 208.1
S.D. 45 0.5 1.9 1.4 0.7 0.5 10.3 1 2.7 1.3 14.7

(Continued)
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Study No. 100624

Appendix 29-1 (Continued) Individual hematological examination of male rats on termination of administration period

(Control group)
Male No. WBC L N E B M
10%/uL % % % % %
MO01101 40 87 12 1 0 0
MO01102 51 86 13 0 0 1
MO01103 56 83 16 1 0 0
MO01104 57 87 13 0 0 0
M01105 54 83 17 0 0 0
M01106 76 91 7 2 0 0
Number of males 6 6 6 6 6 6
Mean 56 86.2 13.0 0.7 0.0 0.2
S.D. 12 3.0 3.5 0.8 0.0 0.4
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Appendix 29-2 Individual hematological examination of male rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Male No. RBC HGB HCT MCV MCH MCHC PLT RET PT APTT Fbg
10*uL g/dL % fL pg g/dL 10%/uL %o sec. sec. mg/dL
M02201 876 15.8 47.8 54.6 18.0 33.1 85.1 27 211 249 196.8
M02202 895 16.0 47.8 53.4 17.9 335 113.5 37 24.8 25.6 211.2
M02203 903 17.1 50.7 56.1 18.9 33.7 105.4 37 23.6 258 2134
M02204 892 15.9 46.4 52.0 17.8 343 89.0 29 24.0 23.7 211.2
M02205 823 15.5 454 55.2 18.8 34.1 89.7 33 20.2 245 225.2
M02206 854 16.1 46.6 54.6 18.9 34.5 101.2 38 15.9 19.0 204.8
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 874 16.1 47.5 543 18.4 33.9 97.3 34 216 239 210.4
S.D. 30 0.5 1.8 1.4 0.5 0.5 11.1 5 3.3 2.5 9.4
Significance
Statistical method DU DU DU DU DU DU DU DU DU DU DU
DU: Analysis by Dunnett's test. (Continued)
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Study No. 100624
Appendix 29-2 (Continued) Individual hematological examination of male rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Male No. WBC L N E B M
10%/uL, % % % % %
M02201 74 81 17 2 0 0
M02202 45 92 8 0 0 0
M02203 56 83 14 2 0 1
M02204 54 92 8 0 0 0
M02205 67 87 12 0 0 1
M02206 64 89 10 0 0 1
Number of males 6 6 6 6 6 6
Mean 60 87.3 11.5 0.7 0.0 0.5
S.D. 10 4.6 3.6 1.0 0.0 0.5
Significance
Statistical method DU DU DU DU UA DU

DU: Analysis by Dunnett's test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Appendix 29-3 Individual hematological examination of male rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Male No. RBC HGB HCT MCV MCH MCHC PLT RET PT APTT Fbg
10%uL g/dL % fL pg gdl 10l %o sec. sec. mg/dL
MO03301 882 16.2 48.0 54.4 18.4 33.8 106.0 32 19.9 215 211.2
M03302 853 16.8 48.2 56.5 19.7 349 113.6 26 19.7 229 2134
MO03303 857 16.6 47.7 55.7 19.4 34.8 97.5 38 23.8 25.4 202.7
M03304 831 15.9 46.4 55.8 19.1 343 94.8 35 17.6 222 215.7
MO03305 837 16.2 479 57.2 19.4 33.8 76.7 25 16.2 22,6 200.7
M03306 838 15.7 46.3 55.3 18.7 33.9 109.8 36 23.2 24.2 215.7
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 850 16.2 47.4 55.8 19.1 343 99.7 32 20.1 23.1 209.9
S.D. 19 0.4 0.8 1.0 0.5 0.5 13.4 5 3.0 1.4 6.6
Significance
Statistical method DU DU DU DU DU DU DU DU DU DU DU
DU: Analysis by Dunnett's test. (Continued)
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Study No. 100624
Appendix 29-3 (Continued) Individual hematological examination of male rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Male No. WBC L N E B M
10%uL % % % % %
M03301 44 88 11 0 0 1
M03302 53 85 14 0 0 1
M03303 54 93 6 1 0 0
M03304 60 86 14 0 0 0
M03305 46 84 16 0 0 0
M03306 97 91 9 0 0 0
Number of males 6 6 6 6 6 6
Mean 59 87.8 11.7 0.2 0.0 0.3
S.D. 19 3.5 3.7 0.4 0.0 0.5
Significance
Statistical method DU DU DU DU UA DU

DU: Analysis by Dunnett's test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Appendix 29-4 Individual hematological examination of male rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No. RBC HGB HCT MCV MCH MCHC PLT RET PT APTT Fbg
10%/uL _g/dL % fL pg gdlL  10%uL %o sec. sec. mg/dL
M04401 795 15.4 45.1 56.7 19.4 34.1 100.8 33 17.1 229 193.0
M04402 905 16.4 479 529 18.1 34.2 93.2 23 19.3 225 202.7
M04403 919 17.0 49.9 54.3 18.5 34.1 89.9 30 20.8 22.8 191.2
M04404 817 14.8 43.7 53.5 18.1 33.9 95.4 27 17.4 19.4 204.8
M04405 912 16.5 48.7 53.4 18.1 33.9 90.5 34 274 30.8 189.4
M04406 817 15.5 45.1 55.2 19.0 34.4 94.1 29 16.0 22.4 196.8
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 861 15.9 46.7 54.3 18.5 34.1 94.0 29 19.7 23.5 196.3
S.D. 57 0.8 2.4 1.4 0.6 0.2 3.9 4 4.2 3.8 6.3
Significance
Statistical method DU DU DU DU DU DU DU DU DU DU DU
DU: Analysis by Dunnett's test. (Continued)
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Appendix 29-4 (Continued) Individual hematological examination of male rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No. WBC L N E B M
10°/uL % % % % %
M04401 55 82 17 0 0 1
M04402 67 88 9 2 0 1
M04403 84 89 10 1 0 0
M04404 59 93 6 0 0 1
M04405 61 84 15 0 0 1
M04406 57 89 11 0 0 0
Number of males 6 6 6 6 6 6
Mean 64 87.5 11.3 0.5 0.0 0.7
S.D. 11 3.9 4.0 0.8 0.0 0.5
Significance
Statistical method DU DU DU DU UA DU

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Appendix 30-1 Individual hematological examination of female rats on termination of administration period

Study No. 100624

(Control group)
Female No. RBC . HGB HCT MCV MCH MCHC PLT RET PT APTT Fbg
10%/uL g/dL % fL gdL 10l %o sec. sec. mg/dL
F01151 662 14.2 39.7 60.0 215 35.8 119.6 63 16.9 15.8 200.1
F01152 712 14.5 41.9 58.8 20.4 34.6 108.5 65 16.1 16.8 264.4
FO1153 756 15.4 435 57.5 204 354 105.3 51 15.9 16.9 202.1
FO1154 708 14.7 42.2 59.6 20.8 348 107.6 57 15.8 17.5 2312
FO1155 736 14.5 43.0 58.4 19.7 33.7 115.0 74 15.4 15.7 222.8
F01156 758 14.8 41.9 55.3 19.5 35.3 99.6 44 15.4 16.9 224.9
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 722 14.7 42.0 58.3 20.4 349 109.3 59 15.9 16.6 2243
S.D. 36 0.4 1.3 1.7 0.7 0.7 7.1 11 0.6 0.7 234

(Continued)
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Study No. 100624

Appendix 30-1 (Continued) Individual hematological examination of female rats on termination of administration period

(Control group)
Female No. WBC L N E B M
10°/uL % % % % %
FO1151 54 82 18 0 0 0
FO1152 68 86 12 1 0 1
FO1153 46 88 10 2 0 0
FO1154 32 82 17 0 0 1
F01155 29 87 9 2 0 2
FO1156 46 79 20 0 0 1
Number of females 6 6 6 6 6 6
Mean 46 84.0 143 0.8 0.0 0.8
S.D. 14 3.5 4.6 1.0 0.0 0.8
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Appendix 30-2 Individual hematological examination of female rats on termination of administration period

Study No. 100624

(bumetrizole group at 62.5 mg/kg)

Female No. RBC HGB HCT MCV MCH MCHC PLT RET PT APTT Fbg
10*/uL g/dL % fL pg gdL  10%L %o sec. sec. mg/dL
F02251 637 13.5 38.0 59.7 21.2 35.5 97.4 53 16.1 17.7 204.2
F02252 741 14.9 427 57.6 20.1 349 71.1 60 15.7 16.7 180.4
F02253 690 13.6 389 56.4 19.7 35.0 103.3 53 16.5 15.1 226.3
F02254 694 14.2 40.2 57.9 20.5 353 85.4 55 16.6 17.1 208.7
F02255 691 14.6 43.0 62.2 21.1 34.0 98.4 72 15.8 15.7 180.0
F02256 666 14.1 38.1 57.2 21.2 37.0 82.5 62 16.5 18.3 270.2
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 687 14.2 40.2 58.5 20.6 353 89.7 59 16.2 16.8 211.6
S.D. 34 0.5 22 2.1 0.6 1.0 12.1 7 0.4 1.2 33.7

Significance **
Statistical method DU DU DU DU DU DU DU DU DU DU DU

Significantly different from control group (**: P<0.01). (Continued)

DU: Analysis by Dunnett's test.
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Appendix 30-2 (Continued) Individual hematological examination of female rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Female No. WBC L N E B M
10°/uL % % % % %
F02251 55 76 23 0 0 1
F02252 30 86 14 0 0 0
F02253 34 91 8 0 0 1
F02254 29 95 5 0 0 0
F02255 44 79 17 2 0 2
F02256 44 83 16 0 0 1
Number of females 6 6 6 6 6 6
Mean 39 85.0 13.8 0.3 0.0 0.8
S.D. 10 7.2 6.5 0.8 0.0 0.8
Significance
Statistical method DU DU DU DU UA DU

DU: Analysis by Dunnett's test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Study No. 100624
Appendix 30-3 Individual hematological examination of female rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Female No. RBC HGB HCT MCV MCH MCHC PLT RET PT APTT Fbg
10%/uL g/dL % fL pg gdl  10%uL %o sec. sec. mg/dL
F03351 768 15.4 44.4 57.8 20.1 34.7 102.7 57 15.6 179 250.0
F03352 699 13.5 40.1 57.4 19.3 33.7 96.2 71 15.7 16.8 173.1
F03353 723 14.3 41.4 57.3 19.8 34.5 94.9 74 16.3 17.3 253.5
F03354 726 14.2 40.4 55.6 19.6 35.1 94.3 60 15.9 17.7 192.9
F03355 693 13.6 40.8 589 19.6 333 77.4 75 16.4 15.7 206.4
F03356 704 13.5 39.7 56.4 19.2 34.0 104.3 73 16.5 17.4 212.8
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 719 14.1 41.1 57.2 19.6 34.2 95.0 68 16.1 17.1 214.8
S.D. 27 0.7 1.7 1.1 0.3 0.7 9.6 8 0.4 0.8 31.7
Significance *
Statistical method DU DU DU DU DU DU DU DU DU DU DU
Significantly different from control group (*: P<0.05). (Continued)

DU: Analysis by Dunnett's test.



-Clv-

Study No. 100624
Appendix 30-3 (Continued) Individual hematological examination of female rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Female No. WBC L N E B M
10°/uL % % % % %
F03351 49 81 16 1 0 2
F03352 36 80 19 0 0 1
F03353 54 75 22 1 0 2
F03354 42 86 14 0 0 0
F03355 36 91 9 0 0 0
F03356 41 89 11 0 0 0
Number of females 6 6 6 6 6 6
Mean 43 83.7 15.2 0.3 0.0 0.8
S.D. . 7 6.1 4.9 0.5 0.0 1.0
Significance
Statistical method DU DU DU DU UA DU

DU: Analysis by Dunnett's test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Appendix 30-4 Individual hematological examination of female rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. RBC HGB HCT MCV MCH MCHC PLT RET PT APTT Fbg
10*/uL g/dL % fL pg gdL _ 10%uL %o sec. sec. mg/dL
F04451 773 15.6 452 58.5 20.2 34.5 84.0 49 15.2 17.2 184.5
F04452 754 15.3 44.1 585 20.3 347 97.0 70 15.4 16.1 2203
F04453 681 14.2 41.6 61.1 20.9 34.1 104.1 92 16.6 18.1 2412
F04454 716 14.4 40.5 56.6 20.1 35.6 98.5 64 15.9 17.7 2249
F04455 680 13.5 39.1 57.5 19.9 345 91.9 61 15.5 17.6 212.6
F04456 721 14.3 41.5 57.6 19.8 34.5 102.3 70 17.1 15.9 193.5
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 721 14.6 42.0 58.3 20.2 347 96.3 68 16.0 17.1 212.8
S.D. 38 0.8 2.3 1.5 0.4 0.5 7.4 14 0.8 0.9 20.9
Significance
Statistical method DU DU DU DU DU DU DU DU DU DU DU
DU: Analysis by Dunnett's test. (Continued)
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Appendix 30-4 (Continued) Individual hematological examination of female rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. WBC L N E B M
10%/uL % % % % %
F04451 51 82 15 2 0 1
F04452 32 86 11 2 0 1
F04453 39 87 12 0 0 1
F04454 40 86 13 1 0 0
F04455 34 85 14 0 0 1
F04456 35 91 8 1 0 0
Number of females 6 6 6 6 6 6
Mean 39 86.2 12.2 1.0 0.0 0.7
S.D. 7 29 2.5 0.9 0.0 0.5
Significance
Statistical method DU DU DU DU UA DU

DU: Analysis by Dunnett's test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Appendix 31-1 Individual hematological examination of male rats on termination of recovery period

Study No. 100624

(Control group)
Male No. RBC HGB HCT MCV MCH MCHC PLT RET PT APTT Fbg
10*uL g/dL % fL g gdL  10*%uL %o sec. sec. mg/dL
MO1107 915 16.3 48.3 52.8 17.8 33.7 98.8 24 18.5 19.1 191.2
MO01108 900 16.0 48.0 53.3 17.8 333 96.9 27 228 253 198.4
M01109 844 15.9 45.7 54.1 18.8 34.8 102.5 31 17.2 22,6 206.1
MoO1110 834 15.2 45.2 54.2 18.2 33.6 96.9 34 17.0 19.0 184.5
MO1111 866 16.1 47.1 54.4 18.6 342 86.9 25 20.1 248 2124
MO1112 847 15.7 46.2 54.5 18.5 34.0 113.7 25 20.5 223 202.2
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 868 15.9 46.8 539 18.3 339 99.3 28 19.4 222 199.1
S.D. 33 0.4 1.3 0.7 0.4 0.5 8.8 4 2.2 2.7 10.1

(Continued)
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Appendix 31-1 (Continued) Individual hematological examination of male rats on termination of recovery period

Study No. 100624

(Control group)
Male No. WBC L N E B M
10%/uL % % % % %
MO01107 53 86 12 1 0 1
MO01108 68 93 7 0 0 0
MO01109 58 86 13 0 0 1
MO1110 48 89 10 1 0 0
MO1111 47 86 12 1 0 1
MO1112 73 92 7 0 0 1
Number of males 6 6 6 6 6 6
Mean 58 88.7 10.2 0.5 0.0 0.7
S.D. 11 3.2 2.6 0.5 0.0 0.5
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Appendix 31-2 Individual hematological examination of male rats on termination of recovery period

Study No. 100624

(bumetrizole group at 62.5 mg/kg)
Male No. RBC HGB HCT MCV MCH MCHC PLT RET PT APTT Fbg
10*uL g/dL % fL P8 gdL 10*/uL %o sec. sec. mg/dL
M02207 871 16.1 477 54.8 18.5 33.8 92.8 27 16.2 21.5 181.3
M02208 770 15.5 441 57.3 20.1 35.1 92.9 26 19.0 23.4 189.5
M02209 842 15.4 453 53.8 18.3 34.0 96.7 27 15.8 221 196.5
M02210 829 14.1 426 51.4 17.0 33.1 104.7 29 18.4 20.4 189.5
Mo02211 854 15.8 46.2 54.1 18.5 342 110.6 32 18.7 219 206.1
M02212 878 16.2 47.8 54.4 18.5 33.9 114.5 19 16.1 21.8 2124
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 841 15.5 45.6 54.3 18.5 34.0 102.0 27 17.4 219 195.9
S.D. 39 0.8 2.0 1.9 1.0 0.6 9.3 4 1.5 1.0 11.6

Significance
Statistical method DU DU DU DU DU DU DU DU DU DU DU
DU: Analysis by Dunnett's test. (Continued)
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Study No. 100624
Appendix 31-2 (Continued) Individual hematological examination of male rats on termination of recovery period

(bumetrizole group at 62.5 mg/kg)

Male No. WBC L N E B M
10%uL % % % % %
M02207 63 93 5 i 0 1
M02208 54 81 18 1 0 0
M02209 52 91 7 1 0 1
M02210 80 86 13 1 0 0
M02211 49 85 14 0 0 1
M02212 69 83 15 0 0 2
Number of males 6 6 6 6 6 6
Mean 61 86.5 12.0 0.7 0.0 0.8
S.D. 12 4.6 5.0 0.5 0.0 0.8
Significance
Statistical method DU DU DU DU UA DU

DU: Analysis by Dunnett's test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Appendix 31-3 Individual hematological examination of male rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Male No. RBC HGB HCT MCV MCH MCHC PLT RET PT APTT Fbg
10°/uL g/dL % fL pg_ g/dL 10*/uL %o sec. sec. mg/dL
M03307 875 15.6 46.5 53.1 17.8 335 100.7 43 19.5 219 194.7
M03308 880 16.2 48.1 547 18.4 33.7 104.3 34 17.4 23.7 204.1
M03309 827 14.9 44.7 54.1 18.0 333 118.2 34 19.3 20.6 181.3
MO03310 856 15.9 46.9 54.8 18.6 339 113.9 40 16.7 20.8 169.6
Mo03311 835 15.5 453 543 18.6 34.2 90.5 24 16.4 22.1 202.2
MO03312 882 16.6 49.7 56.3 18.8 33.4 98.2 22 20.7 22.2 189.5
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 859 15.8 46.9 54.6 18.4 33.7 104.3 33 18.3 21.9 190.2
S.D. 24 0.6 1.8 1.1 0.4 0.3 10.3 8 1.7 1.1 13.1
Significance
Statistical method DU DU DU DU DU DU DU DU DU DU DU
DU: Analysis by Dunnett's test. (Continued)
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Study No. 100624
Appendix 31-3 (Continued) Individual hematological examination of male rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Male No. WBC L N E B M
10%/uL % % % % %
M03307 91 93 7 0 0 0
M03308 67 85 14 1 0 0
M03309 72 89 10 0 0 1
MO03310 55 89 8 2 0 1
MO03311 47 75 23 1 0 1
M03312 44 91 9 0 0 0
Number of males 6 6 6 6 6 6
Mean 63 87.0 11.8 0.7 0.0 0.5
S.D. 18 6.4 6.0 0.8 0.0 0.5
Significance
Statistical method DU DU DU DU UA DU

DU: Analysis by Dunnett's test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Appendix 31-4 Individual hematological examination of male rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No. RBC HGB HCT MCV MCH MCHC PLT RET PT APTT Fbg
10%uL g/dL % fL pg gdl  10%uL %o sec. sec. mg/dL
M04407 794 15.0 444 55.9 189 33.8 100.1 39 19.6 21.6 176.7
M04408 856 14.5 44.0 51.4 16.9 33.0 109.1 25 18.6 22.6 194.7
M04409 881 16.3 49.1 55.7 18.5 33.2 106.9 29 21.5 22.3 196.5
M04410 787 14.8 43.0 54.6 18.8 344 81.6 19 213 23.2 189.5
Mo04411 875 15.6 46.6 53.3 17.8 33.5 115.4 26 19.0 23.7 191.2
M04412 881 16.1 47.6 54.0 18.3 33.8 87.0 36 20.1 24.5 172.4
Number of males 6 6 6 6 6 6 6 6 6 6 6
Mean 846 15.4 458 54.2 18.2 336 100.0 29 20.0 23.0 186.8
S.D. 44 0.7 2.4 1.7 0.7 0.5 13.2 7 1.2 1.0 9.9
Significance
Statistical method DU DU DU DU DU DU DU DU DU DU DU
DU: Analysis by Dunnett's test. (Continued)



Appendix 31-4 (Continued) Individual hematological examination of male rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No. WBC L N E B M
10%/uL % % % % %
M04407 45 95 5 0 0 0
M04408 83 90 8 0 0 2
M04409 57 84 14 2 0 0
M04410 59 88 10 1 0 1
M04411 59 87 12 0 0 1
M04412 60 83 14 2 0 1
Number of males 6 6 6 6 6 6
Mean 61 87.8 10.5 0.8 0.0 0.8
S.D. 12 44 3.6 1.0 0.0 0.8
Significance
Statistical method DU DU DU DU UA DU

s -

DU: Analysis by Dunnett's test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Appendix 32-1 Individual hematological examination of female rats on termination of recovery period

Study No. 100624

(Control group)
Female No. RBC HGB HCT MCV MCH MCHC PLT RET PT APTT Fbg
10%/uL _gdL % fL _pg _gdL  10%L %o sec. sec. mg/dL
FO1171 777 15.6 44.9 57.8 20.1 34.7 104.5 21 15.9 17.1 165.2
F01172 729 14.5 42.6 58.4 19.9 34.0 94.5 30 16.9 19.7 146.5
FO1173 754 15.2 43.0 57.0 20.2 353 90.8 23 147 19.0 163.9
F01174 773 14.7 422 54.6 19.0 34.8 125.2 35 15.2 17.7 167.9
Fo1175 778 15.4 44.6 57.3 19.8 345 70.4 20 13.8 17.1 161.3
F01176 755 14.6 42.3 56.0 19.3 34.5 81.6 32 14.7 16.9 150.7
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 761 15.0 43.3 56.9 19.7 34.6 94.5 27 15.2 17.9 159.3
S.D. 19 0.5 1.2 1.4 0.5 0.4 19.0 6 1.1 1.2 8.6

(Continued)



Study No. 100624

Appendix 32-1 (Continued) Individual hematological examination of female rats on termination of recovery period

4

(Control group)
Female No. WBC L N E B M
10%/uL % % % % %
FO1171 26 81 18 0 0 1
FO1172 27 90 9 0 0 1
FO1173 39 86 12 0 0 2
F01174 35 83 17 0 0 0
FO1175 33 84 14 1 0 1
F01176 23 79 21 0 0 0
Number of females 6 6 6 6 6 6
Mean 31 83.8 15.2 0.2 0.0 0.8
S.D. 6 3.9 4.4 0.4 0.0 0.8
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Appendix 32-2 Individual hematological examination of female rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. RBC HGB HCT MCV MCH MCHC PLT RET PT APTT Fbg
10*/uL. g/dL % fL pg_ g/dL 10*/uL %o sec. sec. mg/dL
F03371 759 15.5 434 57.2 204 357 88.2 28 14.8 19.5 161.3
F03372 785 15.1 42.8 54.5 19.2 353 97.0 28 15.8 17.5 170.6
F03373 761 15.0 42,0 55.2 19.7 35.7 98.6 20 15.2 16.3 165.2
F03374 762 14.2 40.7 53.4 18.6 349 94.1 26 14.8 16.0 155.3
F03375 705 14.0 39.2 55.6 19.9 35.7 97.5 25 15.0 17.2 166.5
F03376 687 13.8 38.9 56.6 20.1 35.5 93.1 35 15.2 17.2 157.7
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 743 14.6 41.2 55.4 19.7 35.5 94.8 27 15.1 17.3 162.8
S.D. 38 0.7 1.9 1.4 0.7 0.3 3.8 5 0.4 1.2 5.7
Significance b
Statistical method DU DU DU DU DU DU DT DU DT DU DU
Significantly different from control group (**: P<0.01). (Continued)

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.
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Study No. 100624
Appendix 32-2 (Continued) Individual hematological examination of female rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Female No. WBC L N E B M
10%/uL % % % % %
F03371 20 80 19 1 0 0
F03372 31 92 7 1 0 0
F03373 31 87 11 1 0 1
F03374 23 89 10 0 0 1
F03375 50 87 11 1 0 1
F03376 41 83 15 1 0 1
Number of females 6 6 6 6 6 6
Mean 33 86.3 12.2 0.8 0.0 0.7
S.D. 11 4.3 4.2 04 0.0 0.5
Significance
Statistical method DU DU DU DU UA DU

DU: Analysis by Dunnett's test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Appendix 32-3 Individual hematological examination of female rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. RBC HGB HCT MCV MCH MCHC PLT RET PT APTT Fbg
10*/uL g/dL % fL pg _gdL 10*/uL. %o sec. sec. mg/dL
F04471 739 14.2 41.0 55.5 19.2 34.6 104.8 22 15.1 17.3 162.6
F04472 764 15.1 43.7 57.2 19.8 34.6 85.2 30 15.5 18.1 165.2
F04473 800 15.4 45.0 56.3 19.3 342 89.6 22 14.8 17.8 160.1
F04474 765 15.0 42.6 55.7 19.6 352 100.6 22 14.9 16.4 169.3
F04475 764 14.9 42.6 55.8 19.5 35.0 97.5 32 15.6 15.5 170.6
F04476 727 14.4 41.5 57.1 19.8 34.7 79.4 25 15.2 16.7 155.3
Number of females 6 6 6 6 6 6 6 6 6 6 6
Mean 760 14.8 42.7 56.3 19.5 347 92.9 26 15.2 17.0 163.9
S.D. 25 0.5 1.5 0.7 0.3 0.3 9.7 4 0.3 1.0 5.8
Significance
Statistical method DU DU DU DU DU DU DT DU DT DU DU
DU: Analysis by Dunnett's test. (Continued)

DT: Analysis by Dunnett type mean rank test.



Study No. 100624
Appendix 32-3 (Continued) Individual hematological examination of female rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Female No. WBC L N E B M
10%/uL % % % % %
F04471 28 93 5 2 0 0
F04472 27 93 6 0 0 1
F04473 32 87 10 2 0 1
F04474 46 85 15 0 0 0
F04475 26 89 10 0 0 1
F04476 41 90 9 1 0 0
Number of females 6 6 6 6 6 6
Mean 33 89.5 9.2 0.8 0.0 0.5
S.D. 8 32 3.5 1.0 0.0 0.5
Significance * *
Statistical method DU DU DU DU UA DU

+  Significantly different from control group (*: P<0.05).
5 DU: Analysis by Dunnett's test.
% UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Study No. 100624

Appendix 33-1 Individual blood chemical examination of male rats on termination of administration period

(Control group)
Male No. AST ALT ALP v-GTP
1U/L IU/L IU/L IU/L
M01101 87.5 27.5 351.6 0.12
MO01102 72.0 223 371.3 0.15
MO1103 75.2 213 212.8 0.43
MO01104 97.0 26.7 3714 0.63
MO1105 79.9 20.3 390.7 0.58
MO01106 63.8 13.8 278.6 0.23
Number of males 6 6 6 6
Mean 79.2 22.0 329.4 0.36
S.D. 11.8 5.0 69.2 0.22

(Continued)
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Study No. 100624

Appendix 33-1 (Continued) Individual blood chemical examination of male rats on termination of administration period

(Control group)

Male No. TP Alb A/G

g/dL _g/dL
MO01101 5.87 3.02 1.06
M01102 5.41 2.68 0.98
M01103 5.80 2.78 0.92
MO01104 5.68 2.87 1.02
MO01105 5.81 2.92 1.01
MO01106 5.74 2.74 0.92
Number of males 6 6 6
Mean 5.72 2.84 0.99
S.D. 0.16 0.13 0.06

(Continued)
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Appendix 33-1 (Continued) Individual blood chemical examination of male rats on termination of administration period

Study No. 100624

(Control group)
Male No. T-Bil UN CRE Glu T-Cho TG
mﬂL mg/—dL m&iL mE/dL mgdL mg/dL
MO01101 0.14 16.5 0.34 104.8 49.2 66.3
MO01102 0.12 20.0 0.34 122.4 459 29.3
MO01103 0.13 16.4 0.31 107.8 61.9 353
MO01104 0.14 19.0 0.26 121.0 81.0 434
MO01105 0.14 19.6 0.28 116.5 61.7 39.7
MO1106 0.13 19.0 0.26 117.8 47.6 24.4
Number of males 6 6 6 6 6 6
Mean 0.13 18.4 0.30 115.1 57.9 39.7
S.D. 0.01 1.6 0.04 7.2 13.3 14.7

(Continued)



A% A

Study No. 100624

Appendix 33-1 (Continued) Individual blood chemical examination of male rats on termination of administration period

(Control group)
Male No. Na K Cl Ca IP
mEq/L mEq/L mEq/L mg/dL mg/dL
MO01101 143.6 4,13 104.3 9.8 6.4
MO01102 145.7 4.15 106.3 9.5 6.5
MO01103 143.6 4.51 104.7 9.6 7.4
MO01104 143.5 4.68 105.4 9.8 8.3
MO01105 144.2 4.29 107.4 9.9 6.9
MO01106 146.2 4,13 105.7 9.8 7.5
Number of males 6 6 6 6 6
Mean 144.5 4.32 105.6 9.7 7.2
S.D. 1.2 0.23 1.1 0.2 0.7
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Appendix 33-2 Individual blood chemical examination of male rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Male No. AST ALT ALP v-GTP
IU/L IU/L IU/L IU/L
M02201 91.1 29.8 353.0 0.23
M02202 70.2 19.8 439.6 0.26
M02203 82.8 27.6 3441 0.45
M02204 90.1 20.6 396.5 0.22
M02205 76.2 204 302.1 0.20
M02206 84.8 25.4 387.2 0.46
Number of males 6 6 6 6
Mean 82.5 239 370.4 0.30
S.D. 8.1 4.3 47.8 0.12
Significance
Statistical method DU DU DU DU

DU: Analysis by Dunnett's test.

(Continued)



S hEb -

Study No. 100624

Appendix 33-2 (Continued) Individual blood chemical examination of male rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Male No. TP Alb A/G
g/dL _g/dL
M02201 5.60 2.96 1.12
M02202 5.39 2.84 1.11
M02203 5.65 2.67 0.90
M02204 5.07 2.56 1.02
M02205 5.12 2.68 1.10
M02206 5.63 2.84 1.02
Number of males 6 6 6
Mean 5.41 2.76 1.05
S.D. 0.26 0.15 0.08
Significance *
Statistical method DU DU DU
Significantly different from control group (*: P<0.05). (Continued)

DU: Analysis by Dunnett's test.
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Appendix 33-2 (Continued) Individual blood chemical examination of male rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Male No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
M02201 0.11 17.7 0.31 122.4 38.1 334
M02202 0.12 18.9 0.35 107.5 448 50.0
M02203 0.13 19.5 0.29 115.4 55.8 26.6
M02204 0.12 17.3 0.26 121.0 429 46.1
M02205 0.11 15.5 0.30 120.2 52.7 419
M02206 0.12 18.8 0.29 110.9 74.4 19.8
Number of males 6 6 6 6 6 6
Mean 0.12 18.0 0.30 116.2 51.5 36.3
S.D. 0.01 1.5 0.03 6.0 13.0 11.7
Significance *
Statistical method DU DU DU DU DU DU

Significantly different from control group (*: P<0.05).
DU: Analysis by Dunnett's test.

(Continued)
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Study No. 100624

Appendix 33-2 (Continued) Individual blood chemical examination of male rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Male No. Na K cl Ca IP
mEq/L mEq/L mEg/L mg/dL mg/dL
M02201 146.2 4,61 107.2 9.3 6.5
M02202 145.5 4.29 106.8 9.6 7.3
M02203 146.0 4.58 107.8 9.4 6.7
M02204 145.0 421 106.8 9.2 7.8
M02205 146.0 439 106.9 9.6 7.0
M02206 146.5 4.42 106.6 9.7 8.5
Number of males 6 6 6 6 6
Mean 145.9 4,42 107.0 9.5 7.3
S.D. 0.5 0.16 0.4 0.2 0.7
Significance *
Statistical method DU DU DU DU DU

Significantly different from control group (*: P<0.05).
DU: Analysis by Dunnett's test.
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Study No. 100624

Appendix 33-3 Individual blood chemical examination of male rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Male No. AST ALT ALP v-GTP
IU/L IU/L 1U/L IU/L
M03301 78.8 26.6 438.0 0.22
M03302 74.5 343 513.6 0.36
M03303 100.3 17.3 313.0 0.35
M03304 86.7 243 357.4 0.76
M03305 69.5 16.5 317.3 0.00
M03306 89.4 19.6 342.6 0.25
Number of males 6 6 6 6
Mean 83.2 23.1 380.3 0.32
S.D. 11.2 6.8 79.4 0.25
Significance
Statistical method DU DU DU DU
DU: Analysis by Dunnett's test. (Continued)
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Study No. 100624
Appendix 33-3 (Continued) Individual blood chemical examination of male rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Male No. TP Alb A/G
g/dL g/dL

M03301 5.63 2.81 1.00
M03302 5.73 3.01 1.11
M03303 5.46 2.83 1.08
M03304 5.27 2.67 1.03
M03305 5.50 2.80 1.04
M03306 5.54 3.01 1.19
Number of males 6 6 6
Mean 5.52 2.86 1.08

S.D. 0.16 0.13 0.07

Significance
Statistical method DU DU DU
DU: Analysis by Dunnett's test. (Continued)
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Study No. 100624
Appendix 33-3 (Continued) Individual blood chemical examination of male rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Male No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
M03301 0.13 19.0 0.30 116.8 41.3 55.4
M03302 0.11 17.8 0.29 108.9 54.2 50.3
M03303 0.11 19.6 0.29 129.9 46.4 18.3
M03304 0.14 18.2 0.26 133.0 60.1 59.2
MO03305 0.12 17.9 0.28 121.6 73.8 40.2
M03306 0.12 13.7 0.29 91.9 59.5 23.7
Number of males 6 6 6 6 6 6
Mean 0.12 17.7 0.29 117.0 55.9 41.2
S.D. 0.01 2.1 0.01 15.1 11.5 17.0
Significance
Statistical method DU DU DU DU DU DU
DU: Analysis by Dunnett's test. (Continued)
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Study No. 100624
Appendix 33-3 (Continued) Individual blood chemical examination of male rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Male No. Na K Cl Ca IP
mEg/L mEq/L mEq/L mg/dL mg/dL
M03301 1444 4.13 106.8 9.4 7.0
M03302 144.7 4.20 106.9 9.8 7.1
M03303 145.5 4.30 104.8 9.5 84
MO03304 145.3 4.07 106.5 9.7 7.6
M03305 146.5 4.19 106.4 9.6 7.6
M03306 144.5 4.66 106.9 9.6 7.4
Number of males 6 6 6 6 6
Mean 145.2 4.26 106.4 9.6 7.5
S.D. 0.8 0.21 0.8 0.1 0.5
Significance
Statistical method DU DU DU DU DU

DU: Analysis by Dunnett's test.
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Appendix 33-4 Individual blood chemical examination of male rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No. AST ALT ALP y-GTP
TIU/L IU/L TIU/L TIU/L
M04401 87.1 33.0 297.7 0.48
M04402 80.8 21.3 412.7 0.47
M04403 100.1 46.4 3735 0.37
M04404 132.0 28.8 362.2 0.85
M04405 76.8 23.1 3188 0.26
M04406 69.8 14.8 272.8 0.34
Number of males 6 6 6 6
Mean 91.1 27.9 339.6 0.46
S.D. 22.5 11.0 52.3 0.21
Significance
Statistical method DU DU DU DU

DU: Analysis by Dunnett's test.

(Continued)
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Study No. 100624
Appendix 33-4 (Continued) Individual blood chemical examination of male rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Male No. TP Alb A/G
g/dL g/dL
M04401 5.42 2.78 1.05
M04402 5.43 2.79 1.05
M04403 5.77 2.98 1.07
M04404 5.38 2.70 1.00
M04405 528 2.66 1.02
M04406 5.67 3.00 1.12
Number of males 6 6 6
Mean 5.49 2.82 1.05
S.D. 0.19 0.14 0.04
Significance
Statistical method DU DU DU
DU: Analysis by Dunnett's test. (Continued)
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Appendix 33-4 (Continued) Individual blood chemical examination of male rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No. T-Bil UN CRE Glu T-Cho TG
mg/dL m@L midL m@L mgdL m&/dL
M04401 0.11 17.6 0.32 104.8 54.2 25.6
M04402 0.11 18.4 0.30 122.6 67.6 67.4
M04403 0.13 19.4 0.30 136.5 62.6 106.0
M04404 0.13 18.9 0.29 131.5 44.5 336
M04405 0.10 18.8 0.27 112.2 328 51.7
M04406 0.11 16.2 0.27 107.8 62.4 43.0
Number of males 6 6 6 6 6 6
Mean 0.12 18.2 0.29 119.2 54.0 54.6
S.D. 0.01 1.2 0.02 13.0 13.2 29.1
Significance *
Statistical method DU DU DU DU DU DU

Significantly different from control group (*: P<0.05).
DU: Analysis by Dunnett's test.

(Continued)
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Study No. 100624

Appendix 33-4 (Continued) Individual blood chemical examination of male rats on termination of administration period

{bumetrizole group at 1000 mg/kg)

Male No. Na K Cl Ca IP
mEq/L mEq/L mEq/L mg/dL mg/dL
MO04401 145.0 431 105.4 9.3 6.3
M04402 143.9 4.33 107.2 9.5 7.1
M04403 1443 4,08 106.5 9.9 8.0
M04404 144.2 4.34 105.5 9.6 7.8
MO04405 146.1 4,22 106.6 9.3 8.6
M04406 147.0 4,09 105.9 9.8 7.4
Number of males 6 6 6 6 6
Mean 145.1 423 106.2 9.6 7.5
S.D. 1.2 0.12 0.7 0.3 0.8
Significance
Statistical method DU DU DU DU DU

DU: Analysis by Dunnett's test.
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Study No. 100624

Appendix 34-1 Individual blood chemical examination of female rats on termination of administration period

(Control group)
Female No. AST ALT ALP v-GTP
IU/L IU/L IU/L IU/L
FO1151 94.4 20.5 126.7 0.32
FO1152 89.0 20.0 156.2 0.61
FO1153 84.2 14.5 124.0 0.81
FO1154 95.1 16.8 151.4 0.57
FO1155 87.2 18.2 117.2 0.54
F01156 62.4 15.3 133.5 0.46
Number of females 6 6 6 6
Mean 85.4 17.6 134.8 0.55
S.D. 12.0 2.5 15.7 0.16

(Continued)
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Study No. 100624

Appendix 34-1 (Continued) Individual blood chemical examination of female rats on termination of administration period

(Control group)

Female No. TP Alb A/G

g/dL g/dL
FO1151 5.56 2.72 0.96
F01152 6.02 2.87 0.91
F01153 6.00 3.19 1.13
FO1154 6.08 2.89 0.90
FO1155 6.44 3.45 1.15
F01156 5.78 2.81 0.95
Number of females 6 6 6
Mean 5.98 2.99 1.00
S.D. 0.30 0.28 0.11

(Continued)
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Appendix 34-1 (Continued) Individual blood chemical examination of female rats on termination of administration period

Study No. 100624

(Control group)
Female No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL, mg/dL mg/dL mg/dL
F01151 0.13 28.0 0.44 105.4 75.7 24.6
FO1152 0.13 22.5 041 109.3 67.8 304
F01153 0.12 23.2 0.37 122.3 76.3 36.8
FO1154 0.11 19.6 0.37 108.3 67.4 40.9
FO01155 0.13 24.8 0.39 100.8 73.5 24.0
F01156 0.12 22.6 0.40 125.4 65.2 27.4
Number of females 6 6 6 6 6 6
Mean 0.12 23.5 0.40 111.9 71.0 30.7
S.D. 0.01 2.8 0.03 9.8 4.8 6.8

(Continued)
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Study No. 100624

Appendix 34-1 (Continued) Individual blood chemical examination of female rats on termination of administration period

(Control group)
Female No. Na K Cl Ca IP
mEg/L mEq/L mEqg/L mg/dL mg/dL
FO1151 140.1 438 105.7 10.4 7.1
FO1152 139.6 4.34 104.1 10.3 6.6
FO1153 139.6 4.19 104.8 10.1 6.0
FO1154 139.3 4.23 102.5 10.2 6.4
F01155 139.5 4.57 104.2 10.4 6.1
F01156 138.5 3.88 100.8 10.3 6.9
Number of females 6 6 6 6 6
Mean 139.4 427 103.7 10.3 6.5
S.D. 0.5 0.23 1.8 0.1 0.4
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Study No. 100624
Appendix 34-2 Individual blood chemical examination of female rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Female No. AST ALT ALP vy-GTP
TU/L IU/L IU/L IU/L
F02251 77.0 29.8 201.7 0.48
F02252 84.3 15.4 119.2 0.60
F02253 89.5 18.3 2143 0.58
F02254 61.9 16.4 146.7 0.50
F02255 81.9 12.9 2259 0.42
F02256 86.9 26.1 188.5 0.85
Number of females 6 6 6 6
Mean 80.3 19.8 182.7 0.57
S.D. 10.0 6.6 414 0.15
Significance
Statistical method DU DT DU DU
DU: Analysis by Dunnett's test. (Continued)

DT: Analysis by Dunnett type mean rank test.
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Study No. 100624
Appendix 34-2 (Continued) Individual blood chemical examination of female rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Female No. TP Alb A/G
g/dL gdL
F02251 6.21 3.14 1.03
F02252 5.79 3.00 1.07
F02253 6.40 3.30 1.06
F02254 6.45 3.13 0.94
F02255 6.26 3.35 1.15
F02256 6.13 2.70 0.79
Number of females 6 6 6
Mean 6.21 3.10 1.01
S.D. 0.24 0.23 0.13
Significance
Statistical method DU DU DU
DU: Analysis by Dunnett's test. (Continued)
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Appendix 34-2 (Continued) Individual blood chemical examination of female rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Female No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL _mg/dL mg/dL mg/dL
F02251 0.14 225 0.36 122.8 91.0 36.6
F02252 0.12 22.0 0.38 118.3 92.2 50.2
F02253 0.13 234 0.38 114.5 83.1 31.6
F02254 0.11 25.1 0.41 113.4 73.7 17.2
F02255 0.14 22.0 0.38 125.7 62.4 21.9
F02256 0.14 24.4 0.38 112.0 62.6 34.1
Number of females 6 6 6 6 6 6
Mean 0.13 23.2 0.38 117.8 77.5 31.9
S.D. 0.01 1.3 0.02 5.5 13.4 11.6
Significance
Statistical method DU DU DU DU DT DU

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.

(Continued)
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Appendix 34-2 (Continued) Individual blood chemical examination of female rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Female No. Na K Cl Ca IP
mEqg/L mEg/L mEq/L mg/dL mg/dL
F02251 139.5 3.82 102.3 10.8 7.0
F02252 140.9 4,01 105.0 10.2 59
F02253 138.0 441 102.5 10.3 6.8
F02254 140.4 4.00 104.3 10.5 7.2
F02255 141.7 3.98 107.5 10.1 6.5
F02256 139.0 4,08 99.9 10.5 7.5
Number of females 6 6 6 6 6
Mean 139.9 4.05 103.6 10.4 6.8
S.D. 1.3 0.20 2.6 0.3 0.6
Significance
Statistical method DT DU DU DU DU

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.
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Study No. 100624
Appendix 34-3 Individual blood chemical examination of female rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Female No. AST ALT ALP v-GTP
1U/L IU/L IU/L TU/L
F03351 74.7 15.0 208.6 0.69
F03352 71.7 13.3 80.9 0.25
F03353 75.5 16.2 157.6 0.59
F03354 81.9 18.3 109.4 0.32
F03355 89.0 15.6 180.9 0.55
F03356 80.0 18.3 164.8 0.60
Number of females 6 6 6 6
Mean 78.8 16.1 150.4 0.50
S.D. 6.2 1.9 47.1 0.17
Significance
Statistical method DU DT DU DU
DU: Analysis by Dunnett's test. (Continued)

DT: Analysis by Dunnett type mean rank test.
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Appendix 34-3 (Continued) Individual blood chemical examination of female rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. TP Alb A/IG
g/dL _g/dL
F03351 6.58 3.20 0.95
F03352 5.62 2.77 0.97
F03353 5.99 3.02 1.02
F03354 6.14 3.20 1.09
F03355 5.99 2.97 0.98
F03356 6.34 3.27 1.06
Number of females 6 6 6
Mean 6.11 3.07 1.01
S.D. 0.33 0.19 0.05
Significance
Statistical method DU DU DU

DU: Analysis by Dunnett's test.

(Continued)
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Appendix 34-3 (Continued) Individual blood chemical examination of female rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. T-Bil UN CRE Glu T-Cho TG
mgjﬂ, msldL mg/_dL E&/dL mgdL m&/dL
F03351 0.13 20.2 0.33 109.5 80.4 80.5
F03352 0.11 23.7 0.38 113.6 53.6 18.3
F03353 0.12 30.2 042 117.3 120.7 36.8
F03354 0.12 20.5 0.36 103.0 70.8 19.2
F03355 0.13 22.1 0.37 107.3 67.0 25.6
F03356 0.12 24.3 0.36 107.8 101.0 284
Number of females 6 6 6 6 6 6
Mean 0.12 23.5 0.37 109.8 823 34.8
S.D. 0.01 3.7 0.03 5.0 24.6 234
Significance
Statistical method DU DU DU DU DT DU

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.

(Continued)
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Study No. 100624
Appendix 34-3 (Continued) Individual blood chemical examination of female rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Female No. Na K Cl Ca 1P
mEq/L mEq/L mEqg/L mg/dL mg/dL
F03351 140.1 4,14 103.8 10.7 7.9
F03352 137.8 438 103.8 9.9 7.1
F03353 140.3 3.90 103.5 11.0 7.8
F03354 140.1 421 106.2 9.9 5.8
F03355 142.6 428 105.4 10.0 6.7
F03356 140.3 4,63 102.4 10.4 6.8
Number of females 6 6 6 6 6
Mean 140.2 426 104.2 10.3 7.0
S.D. 1.5 0.24 1.4 0.5 0.7
Significance
Statistical method DT DU DU DU DU

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.
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Study No. 100624
Appendix 34-4 Individual blood chemical examination of female rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Female No. AST ALT ALP y-GTP
TU/L IU/L TU/L IU/L
F04451 76.7 27.4 205.2 037
F04452 78.3 16.9 176.2 0.48
F04453 93.9 18.5 164.9 0.44
F04454 63.0 15.3 158.9 0.64
F04455 76.4 19.9 138.5 0.56
F04456 87.3 17.9 149.6 0.82
Number of females 6 6 6 6
Mean 79.3 19.3 165.6 0.55
S.D. 10.6 4.3 23.3 0.16
Significance
Statistical method DU DT DU DU
DU: Analysis by Dunnett's test. (Continued)

DT: Analysis by Dunnett type mean rank test.
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Appendix 34-4 (Continued) Individual blood chemical examination of female rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

-8SP -

Female No. TP Alb A/G
g/dL _g/dL
F04451 6.45 348 1.17
F04452 6.02 2.88 0.92
F04453 6.13 3.05 0.99
F04454 6.34 3.29 1.08
F04455 6.16 3.01 0.96
F04456 5.82 2.88 0.98
Number of females 6 6 6
Mean 6.15 3.10 1.02
S.D. 0.22 0.24 0.09
Significance
Statistical method DU DU DU
DU: Analysis by Dunnett's test. (Continued)
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Appendix 34-4 (Continued) Individual blood chemical examination of female rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
F04451 0.15 19.2 0.35 133.6 83.8 25.6
F04452 0.13 229 0.40 113.7 76.2 24.6
F04453 0.14 23.9 0.41 121.2 55.3 32.6
F04454 0.12 17.9 0.39 121.9 102.5 35.5
F04455 0.11 23.0 0.39 112.7 81.9 25.0
F04456 0.12 16.0 0.37 126.8 83.1 62.7
Number of females 6 6 6 6 6 6
Mean 0.13 20.5 0.39 121.7 80.5 343
S.D. 0.01 3.2 0.02 7.9 15.2 14.6
Significance
Statistical method DU DU DU DU DT DU

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.

(Continued)
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Study No. 100624
Appendix 34-4 (Continued) Individual blood chemical examination of female rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Female No. Na K Cl Ca IP
mEg/L mEq/L mEg/L mg/dL mg/dL
F04451 140.3 4.46 102.6 10.6 6.9
F04452 140.2 4,15 105.3 10.5 6.6
F04453 140.0 4.09 104.8 10.6 72
F04454 139.8 3.99 104.1 10.4 4.9
F04455 141.3 3.73 104.5 10.4 6.2
F04456 140.0 4,53 102.5 9.9 7.5
Number of females 6 6 6 6 6
Mean 140.3 4.16 104.0 10.4 6.6
S.D. 0.5 0.30 1.2 0.3 0.9
Significance
Statistical method DT DU DU DU DU

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.
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Study No. 100624

Appendix 35-1 Individual blood chemical examination of male rats on termination of recovery period

(Control group)
Male No. AST ALT ALP vy-GTP
TU/L TU/L IU/L IU/L
MO01107 91.4 30.9 333.1 0.40
MO01108 74.9 33.7 276.7 0.37
MO01109 67.2 26.1 2258 0.31
MO1110 100.9 33.2 259.8 042
MO1111 84.4 31.3 329.8 0.82
MO1112 75.5 37.7 299.7 0.44
Number of males 6 6 6 6
Mean 82.4 322 287.5 0.46
S.D. 12.3 3.8 41.7 0.18

(Continued)
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Study No. 100624

Appendix 35-1 (Continued) Individual blood chemical examination of male rats on termination of recovery period

(Control group)

Male No. TP Alb A/G

g/dL _g/dL
MO01107 5.64 2.90 1.06
MO01108 5.49 2.66 0.94
MO01109 5.50 2.83 1.05
MO01110 5.16 2.51 0.95
MO1111 530 2.75 1.08
MO1112 5.61 2.65 0.89
Number of males 6 6 6
Mean 5.45 2.72 1.00
S.D. 0.19 0.14 0.08

(Continued)
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Appendix 35-1 (Continued) Individual blood chemical examination of male rats on termination of recovery period

Study No. 100624

(Control group)
Male No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
MO01107 0.11 19.7 0.31 132.9 50.4 74.2
M01108 0.11 22.8 0.33 122.7 56.1 28.6
MO01109 0.11 17.0 0.32 120.7 60.2 55.4
MO01110 0.09 20.6 0.32 131.9 63.1 346
MO1111 0.10 15.0 0.28 101.7 59.2 67.7
MO1112 0.11 17.0 0.29 136.7 473 26.8
Number of males 6 6 6 6 6 6
Mean 0.11 18.7 0.31 124.4 56.1 479
S.D. 0.01 2.9 0.02 12.7 6.1 20.7

(Continued)
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Appendix 35-1 (Continued) Individual blood chemical examination of male rats on termination of recovery period

Study No. 100624

(Control group)
Male No. Na K Cl Ca 1P
mEq/L mEq/L mEg/L mg/dL mg/dL
MO01107 143.0 437 103.4 9.3 52
M01108 143.7 4.39 104.8 9.2 6.4
M01109 143.8 4,18 105.7 9.3 6.0
MO01110 144.3 4.89 106.0 9.3 6.8
MO1111 145.0 4,08 106.7 9.5 7.0
M01112 146.7 4,13 105.5 10.1 8.7
Number of males 6 6 6 6 6
Mean 144.4 434 105.4 9.5 6.7
S.D. 1.3 0.30 1.1 0.3 1.2
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Appendix 35-2 Individual blood chemical examination of male rats on termination of recovery period

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Male No. AST ALT ALP y-GTP
IU/L IU/L 1U/L TU/L
M02207 69.1 27.5 210.9 0.10
M02208 87.8 37.5 322.1 0.51
M02209 68.8 27.0 273.1 0.24
M02210 77.6 30.4 264.9 0.26
M02211 78.0 332 289.8 0.44
M02212 87.6 32.5 290.6 0.42
Number of males 6 6 6 6
Mean 78.2 314 275.2 0.33
S.D. 8.4 39 37.1 0.15
Significance
Statistical method DU DU DU DU

DU: Analysis by Dunnett's test.

(Continued)
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Appendix 35-2 (Continued) Individual blood chemical examination of male rats on termination of recovery period

(bumetrizole group at 62.5 mg/kg)

- 99 -

Male No. TP Alb A/G
g/dL g/dL

M02207 5.53 2.84 1.06
M02208 5.20 2.60 1.00
M02209 5.10 2.56 1.00
M02210 5.30 2.53 0.91
M02211 5.73 2.69 0.88
M02212 5.86 2.81 0.92
Number of males 6 6 6
Mean 5.45 2.67 0.96

S.D. 0.30 0.13 0.07

Significance
Statistical method DU DT DU
DU: Analysis by Dunnett's test. (Continued)

DT: Analysis by Dunnett type mean rank test.
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Study No. 100624
Appendix 35-2 (Continued) Individual blood chemical examination of male rats on termination of recovery period

(bumetrizole group at 62.5 mg/kg)

Male No. T-Bil UN CRE Glu T-Cho TG
mg/dL m}LdL m%:lL mg/dL mgdL mg/dL
M02207 0.12 19.5 0.30 116.9 55.6 28.3
M02208 0.11 18.5 0.28 104.5 50.8 44.8
M02209 0.10 17.6 0.32 124.2 52.9 36.6
M02210 0.11 15.6 0.28 117.9 51.9 65.0
M02211 0.10 16.3 0.33 111.9 51.2 54.7
M02212 0.14 17.7 0.30 125.6 59.8 29.4
Number of males 6 6 6 6 6 6
Mean 0.11 17.5 0.30 116.8 537 43.1
S.D. 0.02 14 0.02 7.9 34 14.6
Significance
Statistical method DU DU DU DU DT DU
DU: Analysis by Dunnett's test. (Continued)

DT: Analysis by Dunnett type mean rank test.
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Appendix 35-2 (Continued) Individual blood chemical examination of male rats on termination of recovery period

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Male No. Na K Cl Ca IP
mEg/L mEqg/L mEg/L mg/dL mg/dL
M02207 144.3 4,12 105.6 9.7 6.1
M02208 143.1 431 104.8 9.2 6.3
M02209 145.0 461 104.8 9.3 7.4
M02210 146.3 4.40 107.0 9.2 6.8
M02211 145.8 4.66 105.9 9.5 6.6
M02212 146.3 4.66 104.4 9.8 7.7
Number of males 6 6 6 6 6
Mean 145.1 4,46 105.4 9.5 6.8
S.D. 1.3 0.22 1.0 0.3 0.6
Significance
Statistical method DU DU DU DU DU

DU: Analysis by Dunnett's test.
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Appendix 35-3 Individual blood chemical examination of male rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Male No. AST ALT ALP y-GTP
IU/L IU/L IU/L IU/L
M03307 75.0 28.6 3247 0.38
M03308 85.2 34.2 259.6 0.41
M03309 81.1 30.6 332.1 0.40
MO03310 79.1 31.2 300.8 0.47
MO03311 74.7 314 296.5 0.25
M03312 82.1 38.4 365.7 0.44
Number of males 6 6 6 6
Mean 79.5 324 313.2 0.39
S.D. 4.1 3.4 36.2 0.08
Significance
Statistical method DU DU DU DU

DU: Analysis by Dunnett's test.

(Continued)
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Appendix 35-3 (Continued) Individual blood chemical examination of male rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Male No. TP Alb A/G
g/dL _g/dL
M03307 5.11 2.70 1.12
MO03308 534 2.68 1.00
M03309 5.51 2.71 0.97
MO03310 5.16 2.76 1.15
MO03311 5.81 2.71 0.87
MO03312 5.53 2.70 0.95
Number of males 6 6 6
Mean 541 2.71 1.01
S.D. 0.26 0.03 0.11
Significance
Statistical method DU DT DU

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.

(Continued)
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Study No. 100624

Appendix 35-3 (Continued) Individual blood chemical examination of male rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Male No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg'dL mngL mydL mg/dL mg/dL
M03307 0.11 19.8 0.33 124.6 427 25.2
M03308 0.10 22.8 0.35 106.6 56.2 45.1
M03309 0.13 17.5 0.29 96.9 57.2 57.1
M03310 0.13 18.1 0.33 133.9 70.2 60.7
MO03311 0.12 16.6 0.32 109.9 71.1 62.4
M03312 0.12 19.0 0.32 147.3 56.7 40.0
Number of males 6 6 6 6 6 6
Mean 0.12 19.0 0.32 119.9 59.0 48.4
S.D. 0.01 2.2 0.02 18.8 10.5 14.4
Significance
Statistical method DU DU DU DU DT DU
DU: Analysis by Dunnett's test. (Continued)

DT: Analysis by Dunnett type mean rank test.
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Appendix 35-3 (Continued) Individual blood chemical examination of male rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Male No. Na K Cl Ca IP
mEqg/L mEq/L mEq/L mg/dL mg/dL
M03307 143.6 4.25 107.1 8.9 6.1
M03308 143.4 4.66 105.2 9.3 7.1
M03309 143.9 4.60 103.9 9.5 6.3
M03310 144.3 428 106.6 9.2 6.4
M03311 145.2 434 105.3 9.7 6.2
M03312 145.5 4,59 105.0 9.6 7.1
Number of males 6 6 6 6 6
Mean 144.3 445 105.5 94 6.5
S.D. 0.9 0.18 1.2 0.3 0.5
Significance
Statistical method DU DU DU DU DU

DU: Analysis by Dunnett's test.
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Study No. 100624
Appendix 35-4 Individual blood chemical examination of male rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Male No. AST ALT ALP y-GTP
IU/L IU/L UL 1IU/L
M04407 79.8 339 303.8 0.22
M04408 69.5 34.1 294.7 0.31
M04409 84.2 26.7 279.5 0.42
M04410 97.8 41.8 281.7 0.51
Mo04411 87.5 328 317.7 0.47
M04412 82.2 34.1 389.5 0.31
Number of males 6 6 6 6
Mean 83.5 339 311.2 0.37
S.D. 9.3 4.8 40.9 0.11
Significance
Statistical method DU DU DU DU
DU: Analysis by Dunnett's test. (Continued)
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Study No. 100624
Appendix 35-4 (Continued) Individual blood chemical examination of male rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Male No. TP Alb A/G
g/dL g/dL
M04407 5.20 2.61 1.00
M04408 5.73 291 1.03
M04409 5.28 2.52 0.91
M04410 5.22 2.80 1.15
M04411 5.24 2.46 0.89
M04412 5.34 2.76 1.07
Number of males 6 6 6
Mean 5.34 2.68 1.01
S.D. 0.20 0.17 0.10
Significance
Statistical method DU DT DU
DU: Analysis by Dunnett's test. (Continued)

DT: Analysis by Dunnett type mean rank test.
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Study No. 100624
Appendix 35-4 (Continued) Individual biood chemical examination of male rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Male No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
M04407 0.11 17.6 0.30 134.1 46.7 36.3
M04408 0.12 224 0.33 104.6 67.2 522
M04409 0.12 17.9 0.30 103.3 28.1 27.8
M04410 0.11 18.5 0.33 124.6 394 18.8
Mo04411 0.11 16.5 0.32 135.7 50.0 47.0
M04412 0.11 18.5 0.25 113.8 38.2 48.5
Number of males 6 6 6 6 6 6
Mean 0.11 18.6 0.31 119.4 449 384
S.D. 0.01 2.0 0.03 14.3 13.3 13.2
Significance
Statistical method DU DU DU DU DT DU
DU: Analysis by Dunnett's test. (Continued)

DT: Analysis by Dunnett type mean rank test.
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Appendix 35-4 (Continued) Individual blood chemical examination of male rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Male No. Na K Cl Ca IP
mEq/L mEq/L mEq/L mg/dL, mg/dL
M04407 143.1 4.36 104.6 8.8 6.1
M04408 144.2 4.46 107.1 9.3 6.2
M04409 143.7 4,73 106.6 9.5 7.2
M04410 144.7 4.47 105.1 9.3 7.4
Mo04411 145.1 4.84 105.9 9.7 6.7
M04412 146.5 4.49 105.6 9.6 7.1
Number of males 6 6 6 6 6
Mean 144.6 4.56 105.8 94 6.8
S.D. 1.2 0.18 0.9 0.3 0.5
Significance
Statistical method DU DU DU DU DU

DU: Analysis by Dunnett's test.

Study No. 100624
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Appendix 36-1 Individual blood chemical examination of female rats on termination of recovery period

Study No. 100624

(Control group)
Female No. AST ALT ALP v-GTP
IU/L IU/L IU/L IU/L
FO1171 64.0 24.6 172.6 0.49
F01172 85.6 23.8 106.0 0.09
F01173 64.5 215 186.5 0.97
FO1174 59.4 28.0 166.4 0.54
FO1175 67.9 29.2 133.4 0.84
F01176 85.7 33.9 122.5 0.55
Number of females 6 6 6 6
Mean 71.2 26.8 147.9 0.58
S.D. 11.5 4.5 31.8 0.31

(Continued)
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Study No. 100624

Appendix 36-1 (Continued) Individual blood chemical examination of female rats on termination of recovery period

(Control group)

Female No. TP Alb A/G

g/dL g/dL
F01171 6.66 3.87 1.39
F01172 5.92 3.43 1.38
F01173 5.86 3.15 1.16
F01174 6.49 347 1.15
F01175 6.49 3.67 1.30
F01176 6.81 3.90 1.34
Number of females 6 6 6
Mean 6.37 3.58 1.29
S.D. 0.39 0.29 0.11

(Continued)
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Appendix 36-1 (Continued) Individual blood chemical examination of female rats on termination of recovery period

Study No. 100624

(Control group)
Female No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
FO1171 0.17 18.0 0.37 124.9 62.1 22.2
F01172 0.14 22.1 0.54 151.0 61.1 37.9
F01173 0.12 13.8 0.37 125.6 59.3 44.5
F01174 0.14 17.5 0.37 112.4 97.1 47.0
FO1175 0.13 16.0 0.31 122.5 85.7 24.4
F01176 0.14 18.5 0.39 113.5 98.2 36.6
Number of females 6 6 6 6 6 6
Mean 0.14 17.7 0.39 125.0 77.3 354
S.D. 0.02 2.8 0.08 14.0 18.5 10.2

(Continued)
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Appendix 36-1 (Continued) Individual blood chemical examination of female rats on termination of recovery period

Study No. 100624

(Control group)
Female No. Na K Cl Ca IP
mEq/L mEq/L mEq/L mg/dL mg/dL
FO1171 141.4 4.05 105.6 10.0 3.6
F01172 142.8 4.17 106.8 9.5 53
FO1173 142.1 4.13 107.4 9.3 54
F01174 142.5 4.17 106.7 9.9 43
FO1175 142.9 3.98 106.1 10.0 6.3
F01176 143.0 4.21 106.3 10.3 5.6
Number of females 6 6 6 6 6
Mean 142.5 4.12 106.5 9.8 5.1
S.D. 0.6 0.09 0.6 0.4 1.0
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Appendix 36-2 Individual blood chemical examination of female rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. AST ALT ALP v-GTP
TU/L IU/L IU/L IU/L
F03371 78.8 20.7 111.5 0.71
F03372 68.4 23.8 127.4 0.49
F03373 74.7 29.9 174.7 0.64
F03374 76.2 26.2 141.2 0.51
F03375 101.3 46.2 167.3 0.66
F03376 62.0 16.3 130.7 0.44
Number of females 6 6 6 6
Mean 76.9 27.2 142.1 0.58
S.D. 13.4 10.4 24.4 0.11
Significance
Statistical method DU DU DU DU

DU: Analysis by Dunnett's test.

(Continued)
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Study No. 100624
Appendix 36-2 (Continued) Individual blood chemical examination of female rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Female No. TP Alb A/G
g/dL _g/dL
F03371 6.94 4.03 1.38
F03372 6.57 3.64 1.24
F03373 6.39 3.44 1.17
F03374 6.24 3.36 1.16
F03375 5.77 3.00 1.08
F03376 5.65 3.23 1.33
Number of females 6 6 6
Mean 6.26 3.45 1.23
S.D. 0.49 0.36 0.11
Significance
Statistical method DU DU DU
DU: Analysis by Dunnett's test. (Continued)
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Study No. 100624
Appendix 36-2 (Continued) Individual blood chemical examination of female rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Female No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
F03371 0.11 15.9 041 128.6 67.9 53.0
F03372 0.13 214 0.36 117.4 70.6 43.7
F03373 0.14 17.6 0.39 123.7 85.0 26.3
F03374 0.16 22.6 0.35 121.2 74.6 15.2
F03375 0.14 23.3 0.40 133.4 66.7 16.5
F03376 0.12 19.7 037 119.1 59.9 20.2
Number of females 6 6 6 6 6 6
Mean 0.13 20.1 0.38 123.9 70.8 29.2
S.D. 0.02 2.9 0.02 6.1 8.5 15.6
Significance
Statistical method DU DU DT DU DU DU
DU: Analysis by Dunnett's test. (Continued)

DT: Analysis by Dunnett type mean rank test.
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Appendix 36-2 (Continued) Individual blood chemical examination of female rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. Na K Cl Ca IP
mEq/L mEq/L mEg/L mg/dL mg/dL
F03371 141.3 448 107.2 9.9 34
F03372 142.9 4.02 106.3 10.0 4.6
F03373 141.8 4.43 107.1 94 39
F03374 142.9 4.07 106.2 9.6 7.3
F03375 142.0 4.19 106.3 94 6.8
F03376 144.6 4.01 107.3 9.3 6.7
Number of females 6 6 6 6 6
Mean 142.6 4.20 106.7 9.6 55
S.D. 1.2 0.21 0.5 0.3 1.7
Significance
Statistical method DU DU DT DU DU

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.
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Appendix 36-3 Individual blood chemical examination of female rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. AST ALT ALP v-GTP
IU/L IU/L 1U/L IU/L
F04471 87.7 31.9 127.3 0.45
F04472 66.2 25.6 106.0 0.42
F04473 773 24.8 146.5 0.36
F04474 74.9 36.1 109.1 0.84
F04475 729 27.9 132.2 0.43
F04476 74.2 20.2 113.0 0.60
Number of females 6 6 6 6
Mean 75.5 27.8 122.4 0.52
S.D. 7.0 5.6 15.7 0.18
Significance
Statistical method DU DU DU DU

DU: Analysis by Dunnett's test.

(Continued)
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Study No. 100624
Appendix 36-3 (Continued) Individual blood chemical examination of female rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Female No. TP Alb A/G
g/dL g/dL
F04471 6.68 3.83 1.35
F04472 6.68 3.96 1.46
F04473 6.00 3.32 1.24
F04474 6.32 3.44 1.20
F04475 6.06 3.62 1.49
F04476 5.75 3.21 1.26
Number of females 6 6 6
Mean 6.25 3.56 1.33
S.D. 0.38 0.29 0.12
Significance
Statistical method DU DU DU
DU: Analysis by Dunnett's test. (Continued)
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Study No. 100624
Appendix 36-3 (Continued) Individual blood chemical examination of female rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Female No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
F04471 0.13 17.7 0.38 116.7 81.1 34.5
F04472 0.16 17.3 0.38 119.7 68.8 41.5
F04473 0.12 25.5 0.41 102.2 60.3 19.8
F04474 0.16 13.7 0.33 115.7 814 223
F04475 0.16 17.9 0.39 126.3 70.4 16.3
F04476 0.11 23.2 043 111.9 58.1 8.9
Number of females 6 6 6 6 6 6
Mean 0.14 19.2 0.39 115.4 70.0 23.9
S.D. 0.02 4.3 0.03 8.1 9.9 12.0
Significance
Statistical method DU DU DT DU DU DU
DU: Analysis by Dunnett's test. (Continued)

DT: Analysis by Dunnett type mean rank test.
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Study No. 100624
Appendix 36-3 (Continued) Individual blood chemical examination of female rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Female No. Na K Cl Ca IP
mEqg/L mEg/L mEg/L mg/dL mg/dL
F04471 142.5 438 105.9 9.6 42
F04472 143.6 3.85 106.6 10.3 4.8
F04473 142.6 438 106.7 9.9 6.1
F04474 141.5 3.98 105.8 10.2 54
F04475 144.4 4.46 109.6 9.9 6.5
F04476 145.3 4.15 108.2 94 7.5
Number of females 6 6 6 6 6
Mean 143.3 420 107.1 9.9 5.8
S.D. 1.4 0.25 1.5 0.3 1.2
Significance
Statistical method DU DU DT DU DU

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.
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Appendix 37-1 Individual necropsy findings of male rats on termination of administration period

Study No. 100624

(Control group)
Male No. Dead or alive Copulation or non-copulation  Fertilization or non-fertilization  Day of necropsy Findings
MO01101 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
M01102 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
M01103 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
Epididymis: Yellowish white nodule, left cauda
M01104 Alive Copulation Fertilization Day 43 of administration Other organs and tissues: Normal
M01105 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
MO01106 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
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Appendix 37-2 Individual necropsy findings of male rats on termination of administration period

(bumetrizole group at 62.5 m

g/kg)

Study No. 100624

Male No. Dead or alive Copulation or non-copulation Fertilization or non-fertilization  Day of necropsy Findings

M02201 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
M02202 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
M02203 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
M02204 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
M02205 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
M02206 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
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Appendix 37-3 Individual necropsy findings of male rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Male No. Dead or alive Copulation or non-copulation  Fertilization or non-fertilization  Day of necropsy Findings

M03301 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
M03302 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
M03303 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
M03304 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
M03305 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
M03306 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
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Appendix 37-4 Individual necropsy findings of male rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No. Dead or alive Copulation or non-copulation  Fertilization or non-fertilization  Day of necropsy Findings

M04401 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
MO04402 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
M04403 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
M04404 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
M04405 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal
M04406 Alive Copulation Fertilization Day 43 of administration Whole organs and tissues: Normal




-E6v -

Study No. 100624

Appendix 38-1 Individual necropsy findings of female rats on termination of administration period

(Control group)

Female No. Dead or alive Copulation or non-copulation Pregnancy or non-pregnancy Day of necropsy Findings
FO1151 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F01152 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F01153 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
FO1154 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
FO1155 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
FO1156 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
FO1157 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F01158 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F01159 Alive Copulation Non-pregnancy Day 25 after copulation Whole organs and tissues: Normal
F01160 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F01161 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F01162 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
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Appendix 38-2 Individual necropsy findings of female rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Female No. Dead or alive Copulation or non-copulation Pregnancy or non-pregnancy Day of necropsy Findings
F02251 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F02252 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F02253 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F02254 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F02255 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F02256 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F02257 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F02258 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F02259 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F02260 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F02261 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F02262 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
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(bumetrizole group at 250 mg/kg)

Appendix 38-3 Individual necropsy findings of female rats on termination of administration period

Study No. 100624

Female No. Dead or alive Copulation or non-copulation Pregnancy or non-pregnancy Day of necropsy Findings
F03351 Alive Copulation Pregnancy - Day 7 of lactation Whole organs and tissues: Normal
F03352 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F03353 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F03354 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F03355 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F03356 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F03357 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F03358 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F03359 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F03360 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F03361 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F03362 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
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(bumetrizole group at 1000 mg/kg)

Appendix 38-4 Individual necropsy findings of female rats on termination of administration period

Study No. 100624

Female No. Dead or alive Copulation or non-copulation Pregnancy or non-pregnancy Day of necropsy Findings
F04451 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F04452 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F04453 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F04454 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F04455 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F04456 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F04457 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F04458 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F04459 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F04460 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F04461 Alive Copulation Pregnancy Day 7 of lactation Whole organs and tissues: Normal
F04462 Alive Copulation Non-pregnancy Day 25 after copulation Whole organs and tissues: Normal
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Appendix 39-1 Individual necropsy findings of male rats on termination of recovery period

Study No. 100624

(Control group)

Male No. Dead or alive Copulation or non-copulation  Fertilization or non-fertilization  Day of necropsy Findings

M01107 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
MO01108 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
M01109 Alive Copulation Non-fertilization Day 15 of recovery Whole organs and tissues: Normal
MO01110 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
Mo1111 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
MO1112 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal




- 86% -

Appendix 39-2 Individual necropsy findings of male rats on termination of recovery period

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Male No. Dead or alive Copulation or non-copulation Fertilization or non-fertilization  Day of necropsy Findings

M02207 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
M02208 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
M02209 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
M02210 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
M02211 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
M02212 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
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Appendix 39-3 Individual necropsy findings of male rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Male No. Dead or alive Copulation or non-copulation  Fertilization or non-fertilization  Day of necropsy Findings

M03307 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
M03308 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
M03309 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
M03310 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
Mo03311 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
M03312 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
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Appendix 39-4 Individual necropsy findings of male rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No. Dead or alive Copulation or non-copulation  Fertilization or non-fertilization  Day of necropsy Findings

MO04407 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
M04408 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
M04409 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
M04410 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
MO04411 Alive Copulation Fertilization Day 15 of recovery Whole organs and tissues: Normal
MO04412 Alive Copulation Non-fertilization Day 15 of recovery Whole organs and tissues: Normal
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Study No. 100624

Appendix 40-1 Individual necropsy findings of female rats on termination of recovery petiod

(Control group)

Female No. Dead or alive Day of necropsy Findings
FO1171 Alive Day 15 of recovery Whole organs and tissues: Normal
FO1172 Alive Day 15 of recovery Whole organs and tissues: Normal
F01173 Alive Day 15 of recovery Whele organs and tissues: Normal
FO1174 Alive Day 15 of recovery Whole organs and tissues: Normal
FO1175 Alive Day 15 of recovery Whole organs and tissues: Normal
F01176 Alive Day 15 of recovery

Whole organs and tissues: Normal
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Study No. 100624

Appendix 40-2 Individual necropsy findings of female rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Female No. Dead or alive Day of necropsy Findings
F03371 Alive Day 15 of recovery Whole organs and tissues: Normal
F03372 Alive Day 15 of recovery Whole organs and tissues: Normal
F03373 Alive Day 15 of recovery Whole organs and tissues: Normal
F03374 Alive Day 15 of recovery Whole organs and tissues: Normal
F03375 Alive Day 15 of recovery Whole organs and tissues: Normal
F03376 Alive Day 15 of recovery Whole organs and tissues: Normal
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Study No. 100624

Appendix 40-3 Individual necropsy findings of femmale rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Female No. Dead or alive Day of necropsy Findings
F04471 Alive Day 15 of recovery Whole organs and tissues: Normal
F04472 Alive Day 15 of recovery Whole organs and tissues: Normal
F04473 Alive Day 15 of recovery Whole organs and tissues: Normal
F04474 Alive Day 15 of recovery Whole organs and tissues: Normal
F04475 Alive Day 15 of recovery Whole organs and tissues: Normal
F04476 Alive Day 15 of recovery Whole organs and tissues: Normal




- P0S -

Appendix 41-1 Individual organ weights of male rats on termination of administration period

Study

No. 100624

(Control group) _

Male No. Body Brain Pituitary Thyroids Thymus Heart Liver Spleen Kidneys
weight ) ~ (@ (%) (mg) (mg%) (mg) (mg%) (mg) (mg%) (@ %) ® @B @ @0 ® @&
M01101 486 2.03 0.42 12.4 2.6 22.5 4.6 306 63 1.38 028 10.69 2.20 0.72 0.15 271 0.56
MO01102 412 1.99 0.48 12.9 31 23.5 57 168 41 1.24 030 10.01 2.43 0.66 0.16 2.69 0.65
M01103 448 2.06 0.46 15.1 34 16.6 3.7 m 61 1.34 030 11.23 2.51 0.61 0.14 2.98 0.67
M01104 455 2,18 0.48 16.1 35 18.2 4.0 204 45 1.45 032 11.39 2.50 0.76 0.17 3.13 0.69
MO01105 457 2.11 0.46 13.6 3.0 18.4 4.0 250 55 1.28 028 11.84 2.59 0.69 0.15 2.93 0.64
M01106 493 2.27 0.46 16.3 3.3 29.2 5.9 261 53 1.53 031 11.86 2.41 0.85 0.17 3.39 0.69
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 459 2.11 0.46 14.4 32 214 4.7 244 53 1.37 030 1117 2.44 0.72 0.16 297 0.65
S.D. 29 0.10 0.02 1.7 0.3 4.7 0.9 50 9 0.11 0.02 0.71 0.13 0.08 0.01 0.26 0.05

(Continued)
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Appendix 41-1 (Continued) Individual organ weights of male rats on termination of administration period

Study No. 100624

(Control group)

Male No. Adrenals Testes Epididymides
mg) mg%) (@ @& @ (%
M01101 60.3 12.4 3.53 0.73 1.31 0.27
MO01102 59.3 14.4 317 0.77 1.24 0.30
M01103 62.0 13.8 2.96 0.66 1.14 0.25
M01104 62.8 13.8 3.23 0.71 1.37 030
MO01105 58.5 12.8 342 0.75 1.26 0.28
M01106 78.3 15.9 3.65 0.74 1.39 0.28
Number of males 6 6 6 6 6 6
Mean 63.5 13.9 3.33 0.73 1.29 0.28
S.D. 7.4 1.2 0.25 0.04 0.09 0.02
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Study No. 100624

Appendix 41-2 Individual organ weights of male rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)
Male No. Body Brain Pituitary Thyroids Thymus Heart Liver Spleen Kidneys

weight(g) (g) (g%) (mg) (mj;%g (mg) gmg:/o; (mg) (mg%) (8 __ (%) (8 (8%) & (&%) ® (%)

M02201 444 2.02 0.45 11.1 ‘ 209 282 64 1.68 038 1038 234 0.80 0.18 279 0.63
M02202 445 2.07 0.47 10.9 2.4 21.6 4.9 256 58 1.31 029 11.14 2.50 0.64 0.14 2.60 0.58
M02203 473 2,26 0.48 11.5 2.4 218 4.6 372 79 1.57 033 12.59 2.66 0.72 0.15 3.05 0.64
M02204 458 2.01 0.44 12.8 2.8 279 6.1 194 42 1.59 035 11.03 241 0.63 0.14 2.98 0.65
M02205 506 2.15 0.42 16.0 3.2 21.1 42 437 86 1.64 032 12.77 2.52 0.93 0.18 2.84 0.56
M02206 439 2.19 0.50 15.4 3.5 22.6 5.1 170 39 1.35 031 10.35 2.36 0.56 0.13 2.88 0.66
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 461 2.12 0.46 13.0 2.8 22.7 4.9 285 61 1.52 033 11.38 2.47 0.71 0.15 2.86 0.62

S.D. 25 0.10 0.03 22 0.5 2.6 0.6 103 19 0.16 0.03 1.06 0.12 0.13 0.02 0.16 0.04

Significance
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU
DU: Analysis by Dunnett's test. (Continued)
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Study No. 100624
Appendix 41-2 (Continued) Individual organ weights of male rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Male No. Adrenals Testes Epididymides
mg) men) @ @hH @ W
M02201 55.5 12.5 2.84 0.64 1.18 0.27
M02202 67.6 15.2 2.92 0.66 1.11 0.25
M02203 52.9 11.2 3.39 0.72 1.28 027
M02204 72.9 15.9 3.73 0.81 1.24 0.27
M02205 69.4 13.7 3.68 0.73 1.45 0.29
M02206 54.1 12.3 3.29 0.75 1.29 0.29
Number of males 6 6 6 6 6 6
Mean 62.1 13.5 331 0.72 1.26 0.27
S.D. 8.9 1.8 0.37 0.06 0.12 0.02

Significance

Statistical method DU DU DT DU DU DU

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.



Study No. 100624

Appendix 41-3 Individual organ weights of male rats on termination of administration period

(bumetrizole group at 250 mg/kg)
Male No. Body Brain Pituitary Thyroids Thymus Heart Liver Spleen Kidneys

weight(g) (g) (%) (mg) (mg%) (mg) (mg%) (mg) (mg%) 8 (%) (&) (%) (8 (&%) ® (%)
2.8 6.0

M03301 456 2.06 0.45 12.7 27.3 213 47 1.25 027 10.58 232 0.62 0.14 2.81 0.62
MO03302 466 2.15 0.46 13.2 2.8 18.7 4.0 181 i9 1.43 031  11.93 2.56 0.86 0.18 3.19 0.68
MO03303 455 222 0.49 13.1 29 19.4 4.3 231 51 1.47 032 10.80 2.37 0.78 0.17 3.06 0.67
MO03304 455 2.11 0.46 12.6 28 22.8 5.0 247 54 1.36 030 11.67 2.56 0.71 0.16 2.80 0.62
M03305 475 2.14 0.45 11.3 24 16.1 34 199 42 1.39 029 1246 2.62 0.91 0.19 3.15 0.66
M03306 437 2.11 0.48 12.4 2.8 19.9 4.6 298 68 1.43 0.33 9.96 2.28 0.75 0.17 2.88 0.66
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 457 2.13 0.47 12.6 28 20.7 4.6 228 50 1.39 030 11.23 245 0.77 0.17 298 0.65
S.D. 13 0.05 0.02 0.7 0.2 39 0.9 41 10 0.08 0.02 0.94 0.15 0.10 0.02 0.17 0.03
Significance
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU
DU: Analysis by Dunnett's test. (Continued)
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Study No. 100624
Appendix 41-3 (Continued) Individual organ weights of male rats on termination of administration petiod

(bumetrizole group at 250 mg/kg)
Male No. Adrenals Testes Epididymides

(mg) (mg%) @ (%) @ (%
7.1

MO03301 324 3.48 0.76 1.16 025
MO03302 64.1 13.8 3.51 0.75 1.38 0.30
MO03303 67.9 14.9 3.41 0.75 1.19 0.26
M03304 70.2 15.4 3.34 0.73 1.24 0.27
M03305 62.9 13.2 3.51 0.74 1.46 0.31
M03306 58.0 13.3 3.55 0.81 1.33 0.30
Number of males 6 6 6 6 6 6
Mean 59.3 13.0 3.47 0.76 1.29 0.28

S.D. 13.8 3.0 0.08 0.03 0,12 0.02

Significance

Statistical method DU DU DT DU DU DU

DU: Analysis by Dunneit's test.
DT: Analysis by Dunnett type mean rank test.
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Study No. 100624
Appendix 41-4 Individual organ weights of male rats on termination of administration period

(bumetrizole group at 1000 mg/kg)
Male No. Body Brain Pituitary Thyroids Thymus Heart Liver Spleen Kidneys

weight(g) (g) (g%) (mg) (mg%) (mg) (mg%) (mg) (mg%) @ (%) (8 (g% (8 (8%) ® (&%
29

M04401 455 2.05 0.45 13.0 17.4 38 168 37 1.34 029 1071 2.35 0.77 0.17 3.10 0.68
M04402 446 1.93 0.43 10.9 2.4 15.4 35 111 25 1.42 032 1197 2.68 0.48 0.11 2.69 0.60
M04403 481 2.05 0.43 9.4 2.0 18.1 38 208 43 1.45 030 1231 2.56 0.70 0.15 2.66 0.55
M04404 467 2.16 0.46 13.0 2.8 220 4.7 343 73 1.55 033 10.75 2.30 0.66 0.14 3.38 0.72
M04405 442 2.10 0.48 13.4 3.0 20.2 46 254 57 1.45 033 11.06 2.50 0.69 0.16 3.03 0.69
M04406 474 2.06 0.43 14.7 3.1 20.7 44 210 44 1.60 034 11.82 2.49 0.69 0.15 3.12 0.66
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 461 2.06 0.45 12.4 2.7 19.0 4.1 216 47 1.47 032 11.44 2.48 0.67 0.15 3.00 0.65

S.D. 16 0.08 0.02 1.9 0.4 24 0.5 79 17 0.09 0.02 0.68 0.14 0.10 0.02 0.28 0.06

Significance
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU
DU: Analysis by Dunnett's test. (Continued)



Appendix 41-4 (Continued) Individual organ weights of male rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No. Adrenals Testes Epididymides
mg) (mg%)  ® @%@ (&%)

M04401 65.8 14.5 3.20 0.70 1.16 0.25
M04402 51.5 11.5 2.60 0.58 1.11 0.25
M04403 62.8 13.1 3.49 0.73 1.28 0.27
M04404 74.4 15.9 3.19 0.68 1.15 0.25
M04405 68.7 15.5 3.32 0.75 1.27 0.29
M04406 62.8 13.2 3.55 0.75 1.25 0.26
Number of males 6 6 6 6 6 6
Mean 64.3 14.0 3.23 0.70 1.20 0.26

S.D. 7.6 1.7 0.34 0.06 0.07 0.02

Significance

Statistical method DU DU DT DU DU DU

DU: Analysis by Dunnett's test.

]
2 D Analysis by Dunnett type mean rank test,
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Study No. 100624
Appendix 42-1 Individual organ weights of female rats on termination of administration period
(Control group) _
Female No. Body Brain Pituitary Thyroids Thymus Heart Liver Spleen Kidneys

weight (f) — (g) (%) (mg) (mg¥) (mg) (mg) (mg) (mg) ® @) @ GH @ @) _® G0
FO1151 284 1.94 0.68 17.3 6.1 21.6 7.6 180 63 0.94 033 10.02 3.53 0.66 0.23 1.90 0.67
FO1152 311 1.96 0.63 18.8 6.0 20.9 6.7 398 128 1.04 0.33 8.89 2.86 0.74 0.24 1.93 0.62
FO1153 343 1.98 0.58 16.3 4.8 17.0 5.0 394 115 1.06 031 1021 2.98 0.74 0.22 2,01 0.59
FO1154 319 2.00 0.63 17.8 5.6 20.1 6.3 278 87 1.16 0.36 9.10 2.85 0.80 0.25 1.97 0.62
FO1155 281 1.91 0.68 18.9 6.7 16.2 5.8 144 51 0.81 0.29 8.41 2.99 0.48 0.17 1.77 0.63
F01156 314 2.08 0.66 18.0 5.7 19.8 6.3 263 84 1.10 0.35 9.82 3.13 0.78 0.25 2,10 0.67
F01157 326 2.00 0.61 222 6.8 204 6.3 315 97 1.20 037 1010 3.10 0.85 0.26 2.30 0.71
FO1158 300 1.92 0.64 17.3 5.8 16.9 5.6 300 100 1.09 0.36 9.31 3.10 0.63 0.21 2.17 0.72

F01159 Non-pregnancy
FO1160 316 1.92 0.61 22.0 7.0 15.7 5.0 183 58 1.05 0.33 9.71 3.07 0.63 0.20 1.98 0.63
Fo1161 297 2.11 0.71 16.3 5.5 16.1 5.4 301 101 1.00 0.34 8.77 2.95 0.58 0.20 1.93 0.65
FO1162 283 1.85 0.65 15.5 5.5 16.8 5.9 209 74 0.97 0.34 7.80 2.76 0.54 0.19 1.95 0.69
Number of females 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Mean 307 1.97 0.64 18.2 6.0 18.3 6.0 270 87 1.04 0.34 9.29 3.03 0.68 0.22 2.00 0.65
S.D. 20 0.08 0.04 2.2 0.7 2.2 0.8 84 24 0.11 0.02 0.77 0.20 0.12 0.03 0.14 0.04

(Continued)
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Appendix 42-1 (Continued) Individual organ weights of female rats on termination of administration period

Study No. 100624

(Control group)
Female No. Adrenals Ovaries Uterus

mg) (me%) _(mp) (mg%) (@ %)
FO1151 90.1 31.7 1004 354 0.50 0.18
FO1152 70.7 22.7 94.7 30.5 0.50 0.16
F01153 T8 22,6 92.2 26.9 0.44 0.13
FO1154 70.8 222 1169 36.6 0.51 0.16
FO01155 58.5 20.8 79.0 28.1 0.48 0.17
F01156 94.7 302 95.4 304 0.51 0.16
F01157 91.4 280 1147 35.2 0.49 0.15
FO1158 79.2 26.4 81.7 27.2 0.77 0.26

FO1159 Non-pregnancy
F01160 64.1 203 1197 379 0.68 0.22
F01161 74.1 249 87.5 29.5 0.58 0.20
F01162 71.1 25.1 103.0 36.4 0.48 0.17
Number of females 11 11 11 11 11 11
Mean 76.6 25.0 98.7 322 0.54 0.18
S.D. 11.5 3.8 13.9 4.1 0.10 0.04




Study No. 100624
Appendix 42-2 Individual organ weights of female rats on termination of administration period

(bumetrizole group at 62.5 mg/kg) _
Female No. Body Brain Pituitary Thyroids Thymus Heart Liver Spleen Kidneys
weight(@)  (g) (%) (mg) (mg%) (mp) (mg%) (mg) (mg%%) (@ (@ (@ G @ @ (& €%
6.8

F02251 301 1.99 0.66 13.9 4.6 20.6 296 98 0.97 0.32 9.48 3.15 0.61 0.20 1.91 0.63

F02252 312 1.99 0.64 16.3 5.2 204 6.5 338 108 1.02 0.33 9.41 3.02 0.80 0.26 1.97 0.63

F02253 302 2.01 0.67 20.3 6.7 17.7 59 394 130 0.99 0.33 9.82 3.25 0.72 0.24 2.05 0.68

F02254 310 2.05 0.66 232 7.5 25.6 83 387 125 1.00 032 10.56 3.41 0.89 0.29 2.12 0.68

F02255 294 1.87 0.64 17.7 6.0 18.3 6.2 382 130 1.09 0.37 8.44 2.87 0.55 0.19 1.88 0.64

F02256 287 1.93 0.67 18.0 6.3 17.7 6.2 185 64 0.91 0.32 9.21 3.21 0.65 0.23 2.07 0.72

F02257 324 2.02 0.62 19.9 6.1 19.7 6.1 265 82 1.11 034 1111 3.43 0.89 0.27 2.12 0.65

F02258 309 2.04 0.66 15.0 4.9 21.1 6.8 378 122 0.92 0.30 9.96 3.22 0.70 0.23 2.09 0.68

F02259 292 1.94 0.66 15.4 5.3 16.1 5.5 316 108 0.99 0.34 8.64 2.96 0.70 0.24 1.84 0.63

F02260 295 1.91 0.65 21.0 7.1 14.4 49 315 107 0.94 0.32 9.84 3.34 0.79 0.27 2.03 0.69

F02261 270 1.90 0.70 14.2 53 11.9 4.4 289 107 0.92 0.34 7.74 2.87 0.67 0.25 2.02 0.75

i F02262 353 2.00 0.57 19.5 5.5 13.9 3.9 382 108 1.16 033 12.14 3.44 0.88 0.25 2.44 0.69

= Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

' Mean 304 1.97 0.65 17.9 5.9 18.1 6.0 327 107 1.00 0.33 9.70 3.18 0.74 0.24 2.05 0.67

S.D. 21 0.06 0.03 3.0 0.9 3.7 1.2 63 19 0.08 0.02 1.19 0.21 0.11 0.03 0.15 0.04

Significance *

Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU

Significantly different from control group (*; P<0.05). (Continued)

DU: Analysis by Dunnett's test.
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Appendix 42-2 (Continued) Individual organ weights of female rats on termination of administration period

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Female No. Adrenals Qvaries Uterus
(mg) (mg%) (mg) (mg%) (o) (%)
F02251 70.1 23.3 77.8 25.8 0.54 0.18
F02252 83.2 26.7 84.2 27.0 0.53 0.17
F02253 753 249 98.4 326 0.59 0.20
F02254 74.2 239 113.8 36.7 0.62 0.20
F02255 81.5 27.7 83.8 28.5 1.00 0.34
F02256 79.1 276 1021 35.6 0.46 0.16
F02257 80.1 24.7 99.8 30.8 0.59 0.18
F02258 72.0 23.3 94.8 30.7 0.50 0.16
F02259 68.2 23.4 97.1 333 0.48 0.16
F02260 68.0 23.1 88.8 30.1 0.54 0.18
F02261 71.8 26.6 82.5 30.6 0.68 0.25
F02262 83.8 23.7 1075 30.5 0.50 0.14
Number of females 12 12 12 12 12 12
Mean 75.6 249 94.2 31.0 0.59 0.19
S.D. 58 1.8 1.0 32 0.14 0.05

Significance

Statistical method DU DU DU DU DT DT

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.
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Study No. 100624
Appendix 42-3 Individual organ weights of female rats on termination of administration period

(bumetrizole group at 250 mg/kg)
Female No. Body Brain Pituitary Thyroids Thymus Heart Liver Spleen Kidneys

weight(5) (g) (g%) (mg) (mg%) (mg) (mg%) (mg) (mg%) (@ (%) (® 6% (@ @) (6 g%
55 6.0 0

F03351 319 1.96 0.61 17.6 : 19.0 3 224 7 1.05 033 12.29 3.85 0.77 0.24 2.35 0.74
F03352 317 2.18 0.69 17.7 5.6 16.0 5.0 227 72 0.97 031 10.98 3.46 0.88 0.28 1.96 0.62
F03353 283 2.02 0.71 20.8 7.3 18.7 6.6 177 63 0.98 035 1133 4.00 0.66 0.23 2.12 0.75
F03354 299 2.00 0.67 19.2 6.4 16.8 5.6 259 87 0.94 0.31 8.46 2.83 0.63 0.21 1.78 0.60
F03355 278 1.96 0.71 15.5 5.6 18.9 6.8 305 110 0.97 0.35 8.65 3.11 0.76 0.27 2.04 0.73
F03356 277 2.17 0.78 17.6 6.4 19.5 7.0 260 94 0.97 0.35 9.39 3.39 0.81 0.29 1.96 0.71
F03357 288 1.87 0.65 18.1 6.3 14.5 5.0 261 91 0.93 0.32 8.22 2.85 0.58 0.20 1.69 0.59
F03358 350 2.15 0.61 19.1 5.5 19.1 5.5 326 93 1.13 032 1141 3.26 0.98 0.28 2.26 0.65
F03359 288 1.95 0.68 17.7 6.1 15.0 5.2 222 77 0.92 0.32 8.67 3.01 0.69 0.24 2.09 0.73
F03360 293 1.94 0.66 18.6 6.3 20.1 6.9 278 95 1.04 0.35 9.77 3.33 0.74 0.25 217 0.74
F03361 346 2.00 0.58 19.0 5.5 19.7 5.7 393 114 1.19 034 10.25 2.96 0.66 0.19 21 0.61
F03362 298 1.96 0.66 14.5 4.9 18.5 6.2 266 89 0.96 0.32 9.96 3.34 0.78 0.26 2.01 0.67
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 303 2.01 0.67 18.0 6.0 18.0 6.0 267 88 1.00 033 9.95 3.28 0.75 0.25 2.05 0.68

S.D. 25 0.10 0.05 1.7 0.6 1.9 0.7 56 15 0.08 0.02 1.33 0.37 0.11 0.03 0.19 0.06

Significance

Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU

DU: Analysis by Dunnett's test. (Continued)
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Appendix 42-3 (Continued) Individual organ weights of female rats on termination of administration period

(bumetrizole group at 250 mg/kg)

Study No. 100624

Female No. Adrenals Ovaries Uterus
(mg) (mg’) (mg) (mg%) () (g%)
F03351 107.7 338 1103 34.6 0.60 0.19
F03352 69.7 22.0 95.5 30.1 0.60 0.19
F03353 73.2 25.9 104.0 36.7 0.58 0.20
F03354 67.3 225 823 27.5 0.54 0.18
F03355 722 26.0 1015 36.5 0.51 0.18
F03356 69.5 25.1 102.8 37.1 0.61 0.22
F03357 71.8 249 1092 379 0.61 0.21
F03358 90.9 26.0 102.7 293 0.50 0.14
F03359 74.4 258 82.1 285 0.54 0.19
F03360 78.0 26.6 107.7 36.8 0.54 0.18
F03361 68.7 19.9 106.2 30.7 0.57 0.16
F03362 84.9 28.5 94.4 31.7 0.58 0.19
Number of females 12 12 12 12 12 12
Mean 77.4 25.6 99.9 33.1 0.57 0.19
S.D. 11.8 3.5 9.6 3.9 0.04 0.02

Significance

Statistical method DU DU DU DU DT DT

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.



Study No. 100624
Appendix 42-4 Individual organ weights of female rats on termination of administration period

(bumetrizole group at 1000 mg/kg)
Female No. Body Brain Pituitary Thyroids Thymus Heart Liver Spleen Kidneys

weight @) () (%) (mg) (mg¥%) (mg) (mgh%) (mg) (mg%) @ (% @ @O (@ @ @ (%
F04451 367 2.00 0.54 14.3 39 19.6 53 312 85 1.01 028 10.00 2.72 0.70 0.19 1.91 0.52
F04452 309 2.08 0.67 19.0 6.1 15.3 5.0 213 69 1.11 0.36 9.55 3.09 0.66 0.21 2.10 0.68
F04453 275 2.12 0.77 17.2 6.3 19.9 7.2 204 74 0.95 0.35 8.67 3.15 0.74 0.27 2.04 0.74
F04454 296 2.01 0.68 15.2 5.1 19.2 6.5 247 83 1.16 039 10.17 3.44 0.64 0.22 2.17 0.73
F04455 270 1.92 0.71 17.8 6.6 13.4 5.0 272 101 0.98 0.36 8.95 3.31 0.56 0.21 2.02 0.75
F04456 281 1.99 0.71 149 5.3 18.8 6.7 193 69 0.98 0.35 9.05 322 0.64 0.23 1.79 0.64
F04457 328 1.90 0.58 17.7 54 21.2 6.5 372 113 1.15 035 1145 3.49 0.75 0.23 2.39 0.73
F04458 288 1.95 0.68 18.1 6.3 20.2 7.0 334 116 1.01 035 8.94 3.10 0.69 0.24 1.93 0.67
F04459 305 1.84 0.60 16.0 52 16.9 55 212 70 1.06 035 1098 3.60 0.86 0.28 1.97 0.65
F04460 282 2.03 0.72 15.1 54 16.0 57 319 113 0.97 034 9.42 3.34 0.74 0.26 1.97 0.70
F04461 298 1.84 0.62 15.6 5.2 15.9 53 247 83 0.98 033 10.25 3.44 0.76 0.26 2.09 0.70
' F04462 Non-pregnancy
= Number of females 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 i1
= Mean 300 1.97 0.66 16.4 5.5 17.9 6.0 266 89 1.03 0.35 9.77 3.26 0.70 0.24 2.03 0.68
S.D. 28 0.09 0.07 1.6 0.8 2.5 0.8 60 19 0.08 0.03 0.89 0.25 0.08 0.03 0.16 0.07
Significance
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU

DU: Analysis by Dunnett's test. (Continued)
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Appendix 42-4 (Continued) Individual organ weights of female rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. Adrenals Ovaries Uterus
(mg) (mg%) (mg) (mg¥) (@ (g%
F04451 73.4 200 1210 33.0 0.47 0.13
F04452 85.5 277 1114 36.1 0.54 0.17
F04453 78.4 285 1156 42,0 0.52 0.19
F04454 71.1 240 94.1 31.8 0.49 0.17
F04455 68.1 252 100.0 370 0.82 0.30
F04456 71.2 253 91.0 324 0.48 0.17
F04457 100.4 30.6 99.2 302 0.60 0.18
F04458 78.6 273 97.0 337 0.64 0.22
F04459 62.6 20.5 99.0 325 0.55 0.18
F04460 70.9 25.1 98.2 34.8 0.53 0.19
F04461 71.0 238 1125 37.8 0.54 0.18
F04462 Non-pregnancy
Number of females 11 11 11 11 11 11
Mean 75.6 253 1035 34.7 0.56 0.19
S.D. 10.2 32 9.8 34 0.10 0.04
Significance
Statistical method DU DU DU DU DT DT

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test,
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Study No. 100624

Appendix 43-1 Individual organ weights of male rats on termination of recovery period

(Control group)

Male No. Body Brain Pituitary Thyroids Thymus Heart Liver Spleen Kidneys
- weight ()) ~ () (g%) (mp) (mg%) (mg) (mg%) (mp) (mgh) @ (% @ @0 @ @ ® %
M01107 508 2.10 0.41 12.1 24 18.3 3.6 260 51 1.43 028 1220 240 0.83 0.16 2.62 0.52
M01108 487 2.09 0.43 13.3 2.7 16.2 33 207 43 1.79 037 12.07 2.48 091 0.19 2.76 0.57
M01109 542 2.07 0.38 14.3 2.6 18.2 34 198 37 1.72 032 13.66 2.52 0.75 0.14 3.01 0.56
MO1110 523 2.15 0.41 14.1 2.7 252 48 244 47 1.48 028 11.87 2.27 0.67 0.13 3.13 0.60
MO1111 454 2.13 0.47 12.5 28 249 5.5 250 55 1.49 033 1085 2.39 0.67 0.15 3.02 0.67
MO1112 509 2.20 0.43 15.4 3.0 21.2 4.2 410 81 1.39 027 1245 2.45 0.91 0.18 3.23 0.63
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 504 2,12 0.42 13.6 2.7 20.7 4.1 262 52 1.55 031 1218 2.42 0.79 0.16 2.96 0.59
S.D. 30 0.05 0.03 1.2 0.2 3.8 0.9 77 15 0.16 0.04 0.91 0.09 0.11 0.02 0.23 0.05

(Continued)
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Study No. 100624
Appendix 43-1 (Continued) Individual organ weights of male rats on termination of recovery period

(Control group)

Meale No. Adrenals Testes Epididymides
(mg) (mg%) (@ %) @ (%
M01107 62.6 123 3.08 0.61 120 024
MO01108 49.8 10.2 3.26 0.67 1.21 0.25
M01109 573 10.6 3.27 0.60 140 026
MO01110 58.3 11.1 343 0.66 1.33 0.25
MO1111 64.0 14.1 3.20 0.70 1.27  0.28
MO1112 62.6 12.3 3.22 0.63 1.44 028
Number of males 6 6 6 6 6 6
Mean 59.1 11.8 3.24 0.65 1.31 0.26
S.D. 5.3 1.4 0.11 0.04 0.10 002
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Study No. 100624
Appendix 43-2 Individual organ weights of male rats on termination of recovery period

(bumetrizole group at 62.5 mg/kg) _
Male No. Body Brain Pituitary Thyroids Thymus Heart Liver Spleen Kidneys
weight (®) (&) (2% (mg) (me%) (mg) (mg%) (mg) (mg%) () (%) (@ % @ @ @ @4
3.0 4.5

M02207 473 2.08 0.44 14.1 ; 211 259 55 1.29 027 1143 2.42 0.67 0.14 2.76 0.58
M02208 478 2.25 0.47 17.2 3.6 26.9 5.6 315 66 1.58 033 11.54 241 0.85 0.18 3.47 0.73
M02209 508 2.05 0.40 13.8 2.7 20.0 39 246 48 1.54 030 12.15 2.39 0.69 0.14 3.04 0.60
M02210 519 2.04 0.39 13.2 25 284 5.5 221 43 1.40 0.27 13.16 2.54 0.81 0.16 3.09 0.60
Mo02211 532 2.06 0.39 15.0 2.8 25.4 4.8 324 61 1.30 024 13.69 2.57 0.78 0.15 3.19 0.60
M02212 538 2.11 0.39 16.6 3.1 310 5.8 179 33 1.72 032 12.61 2.34 0.82 0.15 3.05 0.57
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 508 2.10 0.41 15.0 3.0 25.5 5.0 257 51 1.47 029 1243 2.45 0.77 0.15 3.10 0.61
S.D. 27 0.08 0.03 1.6 0.4 4.2 0.7 55 12 0.17 0.03 0.90 0.09 0.07 0.02 0.23 0.06
Significance
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DT
DU: Analysis by Dunnett's test. (Continued)

DT: Analysis by Dunnett type mean rank test.
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Appendix 43-2 (Continued) Individual organ weights of male rats on termination of recovery period

(bumetrizole group at 62.5 mg/kg)

Study No. 100624

Male No. Adrenals Testes Epididymides
mg) me%) () ©%) (@ %
M02207 47.7 10.1 3.36 0.71 1.24 0.26
M02208 67.0 14.0 3.94 0.82 1.33 0.28
M02209 61.8 12.2 3.19 0.63 1.27 0.25
M02210 45.8 8.8 2.82 0.54 1.34 0.26
M02211 53.2 10.0 2.99 0.56 127 0.24
M02212 67.0 12.5 3.88 0.72 1.37 0.25
Number of males 6 6 6 6 6 6
Mean 571 11.3 3.36 0.66 1.30 0.26

S.D. 9.5 1.9 0.46 0.11 (.05 0.01

Significance

Statistical method DU DU DT DU DU DU

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.
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Study No. 100624
Appendix 43-3 Individual organ weights of male rats on termination of recovery period

(bumetrizole group at 250 mg/kg)
Male No. Body Brain Pituitary Thyroids Thymus Heart ' Liver Spleen Kidneys
weight@® ~ (@) (@%) (mg) (mg%) (mp) (mg’k) (mp) (mg%) ® G%) @ @B @ @O @ 6%
28 42 5

M03307 441 1.95 0.44 12.3 18.4 287 6 1.33 0.30 9.86 2.24 0.68 0.15 241 0.55
M03308 475 207 0.44 12.8 2.7 149 31 243 51 1.53 032 1118 2.35 0.60 0.13 2.81 0.59
M03309 488 2.18 0.45 13.1 2.7 240 4.9 273 56 1.29 026 10.96 2.25 0.77 0.16 27 0.56
M03310 520 2.09 0.40 16.8 3.2 202 3.9 286 55 1.39 027 13.15 2.53 0.94 0.18 3.09 0.59
M03311 548 2.03 0.37 12.1 2.2 22,5 4.1 373 68 1.46 027 1420 2.59 0.89 0.16 3.06 0.56
M03312 491 2.16 0.44 13.7 2.8 28.1 5.7 193 39 1.69 0.34 12.59 2.56 0.74 0.15 3.01 0.61
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 494 2.08 0.42 13.5 2.7 214 43 276 56 1.45 0.29 11.99 242 0.77 0.16 2.85 0.58

S.D. 37 0.08 0.03 1.7 0.3 4.6 0.9 59 10 0.15 0.03 1.60 0.16 0.13 0.02 0.26 0.02

Significance
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DT
DU: Analysis by Dunnett's test. (Continued)

DT: Analysis by Dunnett type mean rank test.
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Study No. 100624
Appendix 43-3 (Continued) Individual organ weights of male rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Male No. Adrenals Testes Epididymides
(mg) mg%) (@ @A @ _h
M03307 52.9 12.0 334 076 1.15 0.26
M03308 45.9 9.7 3.56 0.75 1.51 0.32
MO03309 45.5 9.3 4.24 0.87 1.53 0.31
M03310 52.2 10.0 3.69 0.71 1.33 0.26
MO03311 67.6 12.3 3.33 0.61 1.31 0.24
M03312 54.6 11.1 3.38 0.69 1.33 0.27
Number of males 6 6 6 6 6 6
Mean 53.1 10.7 359 073 136 0.8
S.D. 8.0 1.3 0.35 0.09  0.14 0.03

Significance

Statistical method DU DU DT DU DU DU

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.
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Study No. 100624
Appendix 43-4 Individual organ weights of male rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)
Male No. Body Brain Pituitary Thyroids Thymus Heart Liver Spleen Kidneys
weight @) (@) (%) (mg) (mg%) (mg) (mg%) (mp) (mg%) (&) (% () A (@ @) @ %
27 3.5 45

M04407 534 2.18 0.41 14.5 18.8 . 240 1.63 031 13.80 2.58 0.91 0.17 3.24 0.61
M04408 498 2.13 0.43 14.4 2.9 204 4.1 355 71 1.36 027 13.64 2.74 0.80 0.16 3.07 0.62
M04409 450 2.10 0.47 13.3 3.0 20.6 4.6 308 68 1.44 032 1130 2.51 0.82 0.18 2.78 0.62
M04410 453 2.11 0.47 13.4 3.0 21.4 4.7 204 45 1.37 030 1041 2.30 0.72 0.16 2.95 0.65
M04411 504 2.21 0.44 13.9 2.8 24.1 438 252 50 1.37 027 1333 2.64 0.75 0.15 3.05 0.61
M04412 503 2.04 0.41 13.4 2.7 19.4 3.9 260 52 1.45 029 12.03 2.39 0.62 0.12 3.13 0.62
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 490 2.13 0.44 13.8 2.9 20.8 43 270 55 1.44 029 1242 2.53 0.77 0.16 3.04 0.62

S.D. i3 0.06 0.03 0.5 0.1 1.9 0.5 54 11 0.10 0.02 1.39 0.16 0.10 0.02 0.16 0.01

Significance
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DT
DU: Analysis by Dunnett's test. (Continued)

DT: Analysis by Dunnett type mean rank test.
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Appendix 43-4 (Continued) Individual organ weights of male rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No. Adrenals Testes Epididymides
mg) (mgh) @ @B @ %
M04407 59.3 11.1 3.51 0.66 1.45 0.27
M04408 48.7 9.8 3.02 0.61 1.16 0.23
M04409 60.6 13.5 3.30 0.73 1.30 0.29
M04410 56.4 12.5 3.57 0.79 1.41 0.31
M04411 55.9 11.1 3.20 0.63 1.31 0.26
M04412 57.4 11.4 3.23 0.64 1.33 0.26
Number of males 6 6 6 6 6 6
Mean 56.4 11.6 3.31 0.68 1.33 0.27

S.D. 4.2 1.3 0.21 0.07 0.10 0.03

Significance

Statistical method DU DU DT DU DU DU

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.
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Study No. 100624

Appendix 44-1 Individual organ weights of femnale rats on termination of recovery period

(Control group)

Female No. Body Brain Pituitary Thyroids Thymus Heart Liver Spleen Kidneys
weight @ (%) (mg) (me%) (mg) (mgh) (mp) mgh) ® B @ B @ H ©® @5
F01171 294 1.88 0.64 17.4 59 20.6 7.0 268 91 0.85 0.29 6.86 2.33 0.46 0.16 1.80 0.61
F01172 341 1.99 0.58 18.1 53 237 7.0 329 96 0.98 0.29 8.45 2.48 0.66 0.19 1.81 0.53
F01173 343 1.92 0.56 14.8 43 20.7 6.0 351 102 1.05 0.31 8.21 2.39 0.54 0.16 2.02 0.59
F01174 310 2.03 0.65 19.2 6.2 14.8 48 245 79 0.97 0.31 8.04 2.59 0.46 0.15 1.95 0.63
F01175 320 2.07 0.65 12.8 4.0 143 4.5 285 89 0.98 0.31 8.25 2.58 0.67 0.21 2.05 0.64
F01176 286 2.01 0.70 19.5 6.8 19.9 7.0 340 119 1.01 0.35 7.05 2.47 0.54 0.19 1.94 0.68
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 316 1.98 0.63 17.0 54 19.0 6.1 303 96 0.97 0.31 7.81 2.47 0.56 0.18 1.93 0.61
S.D. 24 0.07 0.05 2.6 1.1 3.7 1.2 43 14 0.07 0.02 0.68 0.10 0.09 0.02 0.10 0.05

(Continued)
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Appendix 44-1 (Continued) Individual organ weights of female rats on termination of recovery period

Study No. 100624

(Control group)

Female No. Adrenals QOvaries Uterus
(mg) (mg’%) (mg) (mg’h) %)
F01171 63.2 21.5 85.0 28.9 0.65 0.22
F01172 80.1 23.5 92.7 272 0.85 0.25
F01173 85.2 248 88.5 25.8 0.43 0.13
F01174 61.5 19.8 73.8 23.8 0.49 0.16
F01175 74.5 233 98.9 309 0.43 0.13
F01176 67.5 23.6 75.8 26.5 0.38 0.13
Number of females 6 6 6 6 6 6
Mean 72.0 22.8 85.8 27.2 0.54 0.17
S.D. 9.5 1.8 9.7 2.5 0.13 0.05
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Study No. 100624
Appendix 44-2 Individual organ weights of female rats on termination of recovery period

(bumetrizole group at 250 mg/kg) _
Female No. Body Brain Pituitary Thyroids Thymus Heart Liver Spleen Kidneys
weight (g) () (%) (mg) (mg%) (mg) (mg%) (mg) (mg%) ® (g% ® (%) ® (&%) (® (%)
5.4 7.4 81

F03371 351 1.83 0.52 18.8 25.9 283 1.17 0.33 8.27 2.36 0.57 0.16 1.94 0.55
F03372 300 2.10 0.70 16.4 55 12.3 4.1 305 102 0.87 0.29 7.05 2.35 0.48 0.16 1.74 0.58
F03373 350 1.99 0.57 16.7 4.8 25.3 7.2 365 104 0.96 0.27 7.70 2.20 0.49 0.14 1.85 0.53
F03374 295 2.11 0.72 20.5 6.9 20.7 7.0 236 80 0.89 0.30 6.61 2.24 0.54 0.18 1.82 0.62
F03375 309 1.90 0.61 17.6 5.7 16.0 52 384 124 0.90 0.29 7.58 2.45 0.61 0.20 1.88 0.61
F03376 330 2,19 0.66 19.0 58 14.9 4.5 380 115 1.03 0.31 8.28 2.51 0.71 0.22 2.06 0.62
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 323 2.02 0.63 i8.2 57 19.2 5.9 326 101 0.97 0.30 7.58 2.35 0.57 0.18 1.88 0.59
S.D. 25 0.14 0.08 1.6 0.7 57 1.5 60 18 0.11 0.02 0.66 0.12 0.09 0.03 0.11 0.04
Significance
Statistical method DU DU DT DU DU DU DU DU DU DU DU DU DU DU DU DU DU
DU: Analysis by Dunnett's test. (Continued)

DT: Analysis by Dunnett type mean rank test.



Study No. 100624

Appendix 44-2 (Continued) Individual organ weights of female rats on termination of recovery period

(bumetrizole group at 250 mg/kg)

Female No. Adrenals Ovaries Uterus
(mg) (mg%) (mg) (mg%) () (g%
F03371 67.9 19.3 72.5 20.7 0.58 0.17
F03372 62.6 20.9 74.7 249 0.50 0.17
F03373 58.0 16.6 73.6 21.0 0.51 0.15
F03374 65.5 222 64.4 21.8 0.77 0.26
F03375 63.6 20.6 82.2 26.6 0.49 0.16
F03376 78.1 23.7 77.2 234 0.87 0.26
Number of females 6 6 6 6 6 6
Mean 66.0 20.6 74.1 23.1 0.62 0.20
S.D. 6.8 24 59 2.3 0.16 0.05

Significance * *

Statistical method DU DU DU DU DU DU

Significantly different from control group (*: P<0.05).
3 DU: Analysis by Dunnett's test.
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Appendix 44-3 Individual organ weights of female rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. Body Brain Pituitary Thyroids Thymus Heart Liver Spleen Kidneys
_ weight () ~ () (%) (mg) (me%) (mg) (mg%) (mp) (mg%) ® (% _® @A @ @) @ &%
F04471 307 2.02 0.66 23.0 7.5 19.8 6.4 291 95 1.05 0.34 7.77 2.53 0.49 0.16 1.99 0.65
F04472 297 1.98 0.67 14.5 49 13.7 4.6 283 95 0.94 0.32 7.02 2.36 0.53 0.18 1.73 0.58
F04473 300 2.03 0.68 18.5 6.2 17.3 5.8 224 75 1.04 0.35 7.75 2.58 0.64 0.21 1.98 0.66
F04474 303 1.94 0.64 18.3 6.0 23.7 7.8 337 111 0.96 0.32 7.64 2.52 0.64 0.21 2.06 0.68
F04475 295 1.99 0.67 17.8 6.0 14.0 4.7 249 84 0.94 0.32 7.16 243 0.52 0.18 1.89 0.64
F04476 317 2.11 0.67 20.1 6.3 17.6 5.6 306 97 0.96 0.30 7.33 2.31 0.72 0.23 1.90 0.60
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 303 2.01 0.67 18.7 6.2 17.7 5.8 282 93 0.98 0.33 7.45 2.46 0.59 0.20 1.93 0.64
S.D. 8 0.06 0.01 2.8 0.8 3.7 1.2 40 12 0.05 0.02 0.32 0.11 0.09 0.03 0.11 0.04
Significance
Statistical method DU DU DT DU DU DU DU DU DU DU DU DU DU DU DU DU DU
DU: Analysis by Dunnett's test. (Continued)

DT: Analysis by Dunnett type mean rank test.
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Study No. 100624
Appendix 44-3 (Continued) Individual organ weights of female rats on termination of recovery period

(bumetrizole group at 1000 mg/kg)

Female No. Adrenals Ovaries Uterus
(mg) (mg%) (mg) (mgh) () (&%)
F04471 73.9 24.1 78.6 25.6 0.52 0.17
F04472 71.1 239 80.5 27.1 0.53 0.18
F04473 69.0 23.0 90.3 30.1 0.54 0.18
F04474 68.7 22.7 66.8 22.0 0.64 0.21
F04475 75.4 25.6 82.5 28.0 0.83 0.28
F04476 69.0 21.8 80.8 25.5 0.52 0.16
Number of females 6 6 6 6 6 6
Mean 71.2 23.5 79.9 26.4 0.60 0.20
S.D. 2.9 1.3 7.6 2.7 0.12 0.04

Significance

Statistical method DU DU DU DU DU DU

DU: Analysis by Dunnett's test.
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Appendix 45-1 Individual histopathological findings of male rats on termination of administration period

Study No. 100624

(Control group)

Male No. Organ/Tissue Findings

MO01101 Whole organs and tissues No abnormality detected

MO01102 Epididymis Cellular infiltration, lymphoid cell: +
Other organs and tissues No abnormality detected

M01103 Whole organs and tissues No abnormality detected

M01104 Epididymis Granuloma, spermatic, lateral: +
Other organs and tissues No abnormality detected

M01105 Lung Accumulation, foam cell: +
Other organs and tissues No abnormality detected

M01106 Lung Accumulation, foam cell: +
Other organs and tissues No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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Appendix 45-2 Individual histopathological findings of male rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Male No. Organ/Tissue Findings

M04401 Whole organs and tissues No abnormality detected

M04402 Lung Accumulation, foam cell: £
Other organs and tissues No abnormality detected

M04403 Whole organs and tissues No abnormality detected

M04404 Whole organs and tissues No abnormality detected

MO04405 Jejunum Mineralization, Peyer's patch: +
Prostate Cellular infiltration, lymphoid cell: +
Other organs and tissues No abnormality detected

M04406 Whole organs and tissues No abnormality detected

Grade of histopathological findings: %: slight, +: mild, 2+: moderate, 3+: marked.



- 9¢¢ -

Appendix 46-1 Individual histopathological findings of female rats on termination of administration period

Study No. 100624

{Control group)
Female No. Organ/Tissue Findings

FO1151 Spleen Hematopoiesis, extramedullary: £
Other organs and tissues No abnormality detected

FO1152 Spleen Hematopoiesis, extramedullary: +
Other organs and tissues No abnormality detected

FO1153 Whole organs and tissues No abnormality detected

FO1154 Whole organs and tissues No abnormality detected

FO1155 Spleen Hematopoiesis, extramedullary: +
Other organs and tissues No abnormality detected

F01156 Whole organs and tissues No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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Appendix 46-2 Individual histopathological findings of female rats on termination of administration period

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Female No. Organ/Tissue Findings

F04451 Whole organs and tissues No abnormality detected

F04452 Whole organs and tissues No abnormality detected

F04453 Spleen Hematopoiesis, extramedullary: +
Other organs and tissues No abnormality detected

F04454 Eyeball Dysplasia, retina, right: +
Other organs and tissues No abnormality detected

F04455 Jejunum Mineralization, Peyer's patch: £
Other organs and tissues No abnormality detected

F04456 Whole organs and tissues No abnormality detected

Grade of histopathological findings: %: slight, +: mild, 2+ moderate, 3+: marked.
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Study No. 100624

Appendix 47-1 Individual reproductive functions of male rats and female rats

(Control group)
Administration Pairing Copulation Pregnancy Number of days
Female Number Male (+) or (+)or till copulation
No. Days of No. Days non-copulation non-pregnancy after pairing
1 7 14 estrus 1 7 14 {-) (=)
FO1151 DDPEDDPEDDPEDD 3 Mo1101 D+ + + 1
F01152 DPEDDPEDDPEDDP 3 M01102 EDDP+ + * 4
FO1153 DDPEDDDDDDDDDD 1 M01103 DD+ + + 2
FO1154 PEMDPEDDPEDDPE 4 MO01104 DDP+ + + 3
FO1155 DPEDDPEDDPEDDP 3 MO01105 EDDP+ + + 4
F01156 EDDPEMDPEDDPEM 4 M01106 DP+ + + 2
FO1157 DDEMDPEDDDEDDP 3 MO01107 EDDD+ + + 4
FO1158 DPEDDPEDDPEDDP 3 MO01108 EDDP+ + + 4
F01159 EMDPEMDPEMDPEM 4 M01109 DD+ + - 2
F01160 DPEDDPEDDPEDDP 3 MO1110 EDDP+ + + 4
FOl1161 DPEDDPEDDPEDDP 3 MO1111 EDDP+ + * 4
F01162 DDPEDDPEMDPEDD 3 MO1112 P+ + + |
Number of females 12 12 11 12
Mean 3.1 2.9
S.D. 0.8 1.2
% 100.0 a) 91.7 b)

When estrus continued for 2 consecutive days or more, it was counted only once.

a): Copulation index (%s); (Number of pairs with successful copulation/number of pairs)* 100.

b): Fertility index (%); (Number of pregnant females/number of pairs with successful copulation)x100.
P: Pro-estrus, E: Estrus, M: Meta-estrus, D: Di-estrus, +: Copulation,
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Study No. 100624

Appendix 47-2 Individual reproductive functions of male rats and female rats

(bumetrizole group at 62.5 mg/kg)

Administration Pairing Copulation Pregnancy Number of days
Female Number Male (+)or (+)or till copulation
No. Days of No. Days non-copulation non-pregnancy after pairing
1 7 14 estrus 1 7 14 (=) (-)
F02251 EDDDEMDPEDDPEM 4 M02201 DP+ + + 2
F02252 PEMDPEMDPEMDPE 4 M02202 DDP+ + + 3
F02253 EDDPEMDPEMDPEM 4 M02203 DP+ + + 2
F02254 PEMDDEDDPEDDPE 4 M02204 DDD+ + + 3
F02255 DDPEDDPEDDPEDD 3 M02205 P+ + + 1
F02256 MDPEDDPEMDPEDD 3 M02206 P+ + + 1
F02257 DPEMDPEMDPEDDP 3 M02207 EDDP+ + + 4
F02258 DDPEDDPEDDPEDD 3 M02208 P+ + + 1
F02259 EDDPEMDPEMDPEM 4 M02209 DP+ x + 2
F02260 EDDPEDDPEMDPEM 4 M02210 DP+ + + 2
F02261 DDPEDDPEDDPEMD 3 Mo02211 P+ + + 1
F02262 DDPEDDPEDDPEMD 3 M02212 P+ + + 1
Number of females 12 12 12 12
Mean 3.5 1.9
S.D. 0.5 1.0
% 100.0 a) 100.0 b)
Significance

Statistical method DU UA CHI-2 DT

When estrus continued for 2 consecutive days or more, it was counted only once.

a): Copulation index (%); (Number of pairs with successful copulation/number of pairs)x100.

b): Fertility index (%); (Number of pregnant females/number of pairs with successfu! copufation)= 100,

P: Pro-estrus, E: Estrus, M: Meta-estrus, D: Di-estrus, +: Copulation,

DU: Analysis by Dunnett's test.

CHI-2: Analysis by chi-square test (2x2),

DT: Analysis by Dunnett type mean rank test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Study No. 100624

Appendix 47-3 Individual reproductive functions of male rats and female rats

(bumetrizole group at 250 mg/kg)

Administration Pairing Copulation Pregnancy Number of days
Female Number Male (+)or (+)or till copulation
No. Days of No. Days non-copulation non-pregnancy after pairing
1 7 14 estrus 1 7 14 (=) (-)
F03351 DDPEDDPEDDPEDD 3 M03301 P+ + + 1
F03352 PEDDPEDDPEDDPE 4 M03302 DDP+ + + 3
F03353 PEDDPEDDPEDDPE 4 M03303 DDP+ + + 3
F03354 DPEDDPEDDPEDDP 3 M03304 EDDP+ + + 4
F03355 DDPEDDPEDDPEDD 3 M03305 P+ + + 1
F03356 EDDPEDDPEMDPED 4 M03306 DP+ + + 2
F03357 DPEDDPEDDPEDDP 3 MO03307 EDDP+ + o 4
F03358 DPEDDPEMDPEDDP 3 M03308 EDDP+ + + 4
F03359 PEDDPEMDPEDDPE 4 M03309 DDP+ + + 3
F03360 DDPEDDPEDDPEDD 3 M03310 P+ + + 1
F03361 DPEMDPEMDPEDDP 3 M03311 EDDP+ + + 4
F03362 PEDDPEDDPEDDPE 4 M03312 DDP+ + F 3
Number of females 12 12 12 12
Mean 34 2.8
S.D. 0.5 1.2
%% 100.0 a) 100.0 b)
Significance
Statistical method DU UA CHI-2 DT

When estrus continued for 2 consecutive days or more, it was counted only once.

a): Copulation index (%); (Number of pairs with successful copulation/number of pairs)» 100.

b): Fertility index (%); (Number of pregnant females/number of pairs with successful copulation)= 100,

P: Pro-estrus, E: Estrus, M: Meta-estrus, D: Di-estrus, +: Copulation.

DU: Analysis by Dunnett’s test.

CHI-2: Analysis by chi-square test{2x2).

DT: Analysis by Dunnett type mean rank test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Appendix 47-4 Individual reproductive functions of male rats and female rats

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Administration Pairing Copulation Pregnancy Number of days
Female Number Male (+)or (+)or till copulation
No. Days of No. Days non-copulation non-pregnancy after pairing
1 7 14 estrus 1 7 14 (-) (=)
F04451 DPEDDPEMDPEDDP 3 M04401 EDDDDDDDDDDDD+ + + 13
F04452 DDEDDPEDDPEDDP 3 M04402 EDDP+ + + 4
F04453 DPEDDPEMDPEDDP 3 M04403 EDDP+ + + 4
F04454 DDPEDDPEDDPEDD 3 M04404 P+ + + 1
F04455 DDPEDDPEDDPEDD 3 M04405 P+ + + 1
F04456 EDDDEMDPEMDDED 4 M04406 DP+ + + 2
F04457 EDDPEDDPEMDPEM 4 M04407 DP+ + + 2
F04458 EMDPEMDPEMDPEM 4 MO04408 DP+ + + 2
F04459 DPEDDPEDDPEDDP 3 M04409 EDDP+ + + 4
F04460 DDPEDDPEDDPEDD 3 M04410 P+ + + 1
F04461 EMDPEDDPEMDPED 4 MO04411 DP+ + +. 2
F04462 DDPEDDDEDDDEDD 3 M04412 D+ + - 1
Number of females 12 12 11 12
Mean 3.3 3.1
S.D. 0.5 33
% 100.0 a) 91.7 b)
Significance

Statistical method DU UA CHI-2 DT

When estrus continued for 2 consecutive days or more, it was counted only once.

a): Copulation index (%); (Number of pairs with successful copulation/number of pairs)x100.
b): Fertility index (%); (Number of pregnant females/number of pairs with successful copulation)x 100,

P: Pro-estrus, E: Estrus, M: Meta-estrus, D: Di-estrus, +: Copulation,

DU: Analysis by Dunnett's test.
CHI-2: Analysis by chi-square test (2x2),
DT: Analysis by Dunnett type mean rank test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.



Appendix 48-1 Observation of pups (F,) from individual dams

(Control group)

Study No. 100624

Dam No. Length  Number Numberof Implan- Ges- Number of pups born Deli- Live Number of live pups Via-
of of implan- tation tation very Birth  birth on Day 4 of lactation bility
gestation corpora  tation index index Total Stillbirths Sex index index index Sex index

- (days) lutea scars (%) Male Female Total ratio (%) (%) (%) Male Female Total ratio (%)
FO1151 23 15 14 93 + 14 0 8 6 14 1.33 100 100 100 8 6 14 1.33 100
FO1152 22 15 14 93 + 14 0 6 8 14 075 100 100 100 6 8 14 0.75 100
FO1153 22 16 14 88 + 13 0 6 7 13 0.86 93 93 100 5 6 11 0.83 85
FO1154 22 19 17 89 + 16 0 8 8 16 1.00 94 94 100 8 8 16 1.00 100
FO1155 22 15 13 87 + 13 0 5 8 13 0.63 100 100 100 5 8 13 0.63 100
FO1156 22 15 13 87 + 13 0 6 7 13 0.86 100 100 100 6 7 13 0.86 100
FO1157 22 16 15 94 + 14 0 8 6 14 1.33 93 93 100 8 6 14 1.33 100
FO1158 22 17 14 82 + 13 0 7 6 13 1.17 93 93 100 7 6 13 117 100
FO1159 Non-pregnancy
F01160 23 18 16 89 + 16 2 92 7 7 14 1.00 88 88 88 7 7 14 1.00 100
Fo1161 23 19 15 79 + 13 0 7 6 13 1.17 87 87 100 7 6 13 1.17 100
F01162 22 15 13 87 + 13 0 8 5 13 1.60 100 100 100 8 5 13 1,60 100
L'n Number of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 11
3 Total 180 158 11a) 152 2 76 74 150 75 73 148
i Mean 223 16.4 144 88.0 13.8 02 13.6 1.06 95.2 95.3 98.9 13.5 1.06 98.6
S.D. 0.5 1.6 13 46 12 0.6 09 029 5.1 5.0 36 1.2 0.29 46
% 100.0
Gestation index: +: Dams with live pups, -: Pregnant dams without live pups. (Continued)

a): Number of dams with live pups.
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Appendix 48-1 (Continued) Observation of pups (F;) from individual dams

Study No. 100624

(Control group)
Dam No. External
abnormalities Acaudate
(Number) (%) (Number) (%)
FO1151 0 0 0 0
FO1152 0 0 0 0
FO1153 0 0 0 0
FO1154 0 0 0 Q
F01155 0 0 0 0
FO1156 0 0 0 0
FO1157 0 0 0 0
F01158 0 0 0 0
F(1159 Non-pregnancy

FO1160 0 0 0 0
Fol116l1 0 0 0 0
FO1162 0 0 0 0

Number of dams 11 11

Total 0 0
Mean 0.0 0.0
S.D. 0.0 0.0

%
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Study No. 100624

Appendix 48-2 Observation of pups (F,) from individual dams

(bumetrizole group at 62.5 mg/kg)

Dam No. Length Number  Numberof Implan- Ges- Number of pups born Deli- Live Number of live pups Via-
of of implan- tation tation Live very Birth  birth on Day 4 of lactation bility
gestation corpora  tation index index Total Stillbirths Sex index index index Sex index
(days) lutea scars (%) Male Female Total ratio (%) (%) (%) Male Female Total ratio (%)

F02251 22 12 12 100 + 12 0 8 4 12 2.00 100 100 100 8 3 11 267 92
F02252 22 15 14 93 + 11 1 21 3 7 10 043 71 71 91 3 7 10 043 100
F02253 23 18 17 94 + 15 0 12 3 15 4.00 88 88 100 12 3 15 4.00 100
F02254 22 17 17 100 + 17 1 Jd1 9 7 16 1.29 94 94 94 9 6 15 1.50 94
F02255 22 12 12 100 % 12 4] 5 7 12 0.71 100 100 100 5 6 11 0.83 92
F02256 23 18 18 100 + 16 4] 8 8 16 1.00 89 89 100 8 8 16 1.00 100
F02257 23 18 17 94 + 16 1 21 6 9 15 0.67 88 88 94 6 9 15 0.67 100
F02258 23 14 14 100 + 12 0 6 6 12 1.00 86 86 100 6 6 12 1.00 100
F02259 23 16 16 100 + 14 0 10 4 14 2.50 88 88 100 10 4 14 2.50 100
F02260 23 17 15 88 + 15 1 d1 5 9 14 0.56 93 93 93 5 8 13 0.63 93
F02261 22 15 13 87 + 13 1 21 5 7 12 071 92 92 92 5 7 12 0.71 100
F02262 22 15 15 100 + 13 0 7 6 13 1.17 87 87 100 7 6 13 1.17 100
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 187 180 12 a) 166 5 84 77 161 84 73 157
Mean 225 156 15.0 96.3 13.8 04 134 1.34 89.7 89.7 970 13.1 1.43 975
S.D. 0.5 242 2.0 5.0 1.9 0.5 1.9 1.04 75 75 38 1.9 1.08 37
Yo 100.0
Significance *
Statistical method DU DU DU DU UA DU DU DT DT DU DU DU DU DT DU
Gestation index: +: Dams with live pups, -: Pregnant dams without live pups. (Continued)

a): Number of dams with live pups.

Significantly different from control group (*: P<0.05).

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Study No. 100624

Appendix 48-2 (Continued) Observation of pups (F,) from individual dams

(bumetrizole group at 62.5 mg/kg)
Dam No. External
abnormalities Acaudate

(Number) (%)  (Number) (%)
F02251 0 0
F02252
F02253
F02254
F02255
F02256
F02257
F02258
F02259
F02260
F02261
F02262

[ e o I e B o B e B s Y e B e = I = O = |
OO OO OO OO OoOCQ

Number of dams
Total
Mean 0.0 0.0
S.D. 0.0 00

%

onjlcoccocoococoo oo

chjcocecaoccoococ oo

Significance
Statistical method DU DU

DU: Analysis by Dunnett's test.
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Study No. 100624

Appendix 48-3 Observation of pups (F,) from individual dams

(bumetrizole group at 250 mg/kg)

Dam No. Length Number  Number of Implan- Ges- Number of pups born Deli- Live Number of live pups Via-
of of implan- tation tation Live very Birth  birth on Day 4 of lactation bility
gestation corpora tation index index Total Stillbirths Sex index index index Sex index
(days) lutea SCArs (%) Male Female Total ratio (%) (%) (%) Male Female Total ratio (%)

F03351 22 19 19 100 #* 18 0 8 10 18 0.80 95 95 100 8 10 18 0.80 100
F03352 22 18 16 89 + 13 0 9 4 13 225 81 81 100 9 4 13 225 100
F03353 23 15 14 93 + 14 1 Q1 9 4 13 225 93 93 93 9 4 13 225 100
F03354 22 16 13 81 + 10 1 81 (A 6 3 9 2,00 69 69 90 6 3 9 2.00 100
F03355 22 18 17 94 + 16 0 B 8 16 1.00 94 94 100 8 8 16 1.00 100
F03356 23 21 18 86 + 17 2 4191 5 10 15 0.50 83 83 88 5 8 13 0.63 87
F03357 22 16 14 88 + 14 1 21 12 1 13 12.00 93 93 93 12 1 13 1200 100
F03358 22 17 16 94 + 15 0 8 7 15 1.14 94 94 100 8 7 15 1.14 100

F03359 22 15 13 87 + 13 0 8 5 13 1.60 100 100 100 8 5 13 1.60 100

F03360 22 18 16 89 + 15 1 f1 6 8 14 0.75 88 88 93 6 8 14 0.75 100

F03361 23 18 18 100 + 14 1 %1 5 8 13 0.63 72 72 93 5 8 13 0.63 100

F03362 23 17 14 82 + 9 0 6 3 9 2.00 64 64 100 6 3 9 2.00 100

Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 208 188 12a) 168 7 90 A 161 90 69 159
Mean 223 17.3 15.7 90.3 14.0 0.6 13.4 224 85.5 85.5 95.8 133 225 98.9
S.D. 0.5 1.7 2.1 62 26 0.7 26 314 11.5 11.7 46 2.5 313 38

% 100.0
Significance . .
Statistical method DU DU DU DU UA DU DU DT DT DU DU DU DU DT DU
Gestation index: +: Dams with live pups, -: Pregnant dams without live pups. (Continued)

a): Number of dams with live pups.

Significantly different from control group (*: P<0.05).

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
A: Agnathia.
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Study No. 100624

Appendix 48-3 (Continued) Observation of pups (F,) from individual dams

(bumetrizole group at 250 mg/kg)
Dam No. External
abnormalities Acaudate

(Number) (%)  (Number) (%)
F03351 0
F03352
F03353
F03354
F03355
F03356
F03357
F03358
F03359
F03360
F03361
F03362

(=R e e B o I e Y e B e e R e i == R = N = |
OO0 O0O0O0O00O00OO0O

Number of dams
Total
Mean 0.0

S.D. 0.0
%

—
ORNROCOOCOC O OO0 OOC

—_—
ONOC OO OO OO COCOOO

oo
oo

Significance
Statistical method DU DU

DU: Analysis by Dunnett's test.
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Appendix 48-4 Observation of pups (F,) from individual dams

(bumetrizole group at 1000 mg/kg)

Study No. 100624

Dam No. Length  Number Numberof Implan- Ges- Number of pups born Deli- Live Number of live pups Via-
of of implan- tation tation Live very Birth  birth on Day 4 of lactation bility
gestation corpora tation index index Total  Stillbirths Sex index index  index Sex index
(days) lutea scars (%) Male Female Total ratio (%) (%) (%) Male Female Total ratio (%)

F04451 22 17 12 Ti + 12 1 21 5 6 11 0.83 92 92 92 5 6 11 0.83 100

F04452 22 17 17 100 + 16 1 &1 8 7 15 1.14 88 88 94 8 7 15 1.14 100

F04453 22 15 15 100 + 14 0 7 7 14 1.00 93 93 100 6 7 13 0.86 93

F04454 23 15 15 100 + 12 0 4 8 12 0.50 80 80 100 4 8 12 0.50 100

F04455 22 17 17 100 + 16 1 &1 8 7 15 .14 88 88 94 8 6 14 1.33 93

F04456 23 18 16 89 + 15 1 & 7 7 14 1.00 88 88 93 7 7 14 1.00 100

F04457 22 17 16 94 + 16 1] 6 10 16 0.60 100 100 100 6 10 16 0.60 100

F04458 22 16 16 100 + 16 ¢] 7 9 16 0.78 100 100 100 7 9 16 0.78 100

F04459 23 19 16 84 + 16 0 12 4 16 3.00 100 100 100 12 4 16 3.00 100

F04460 22 15 14 93 + 14 ] 9 5 14 1.80 100 100 100 9 5 14 1.80 100

F04461 22 15 15 100 + 15 0 9 6 15 1.50 100 100 100 9 6 15 1.50 100

F04462 Non-pregnancy

Number of dams il 11 11 11 11 11 11 11 11 11 11 11 11 11
Total 181 169 11 a) 162 4 82 76 158 81 75 156
Mean 223 16.5 154 93.7 14.7 04 14.4 1.21 93.5 935 97.5 142 1.21 98.7
SD. 05 1.4 14 9.3 1.6 0.5 1.6 0.70 7.0 7.0 34 1.7 071 28

% 100.0
Significance
Statistical method DU DU DU DU UA DU DU DT DT DU DU DU DU DT DU
Gestation index: +: Dams with live pups, -: Pregnant dams without live pups. (Continued)

a): Number of dams with live pups.
DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Study No. 100624

Appendix 484 (Continued) Observation of pups (F,) from individual dams

(bumetrizole group at 1000 mg/kg)
Dam No. External
abnormalities Acaudate

(Number) (%) (Number) (%)

F04451 0 0 0 0
F04452 0 0 0 0
F04453 0 0 0 0
F04454 0 0 0 0
F04455 0 0 0 0
F04456 | 7 1 7
FO4457 0 0 0 0
F04458 0 0 ¢] 0
F04459 0 1] ] 0
F04460 0 0 ¢] 0
F04461 0 0 0 0
F04462 Non-pregnancy

Number of dams 11 11

Total I 1
Mean 0.6 0.6
SD. 21 2.1

%
Significance

Statistical method DU DU

DU: Analysis by Dunnett's test.



-08S -

Study No. 100624

Appendix 49-1 Delivery conditions and nursing conditions of individual dams

{Control group )
Dam No. Delivery Nursing conditions
conditions Days of lactation
0 1 2 3 4
FO1151 N N N N N N
F01152 N N N N N N
FO1153 N N N N N N
FO1154 N N N N N N
FO1155 N N N N N N
FO1156 N N N N N N
FO1157 N N N N N N
FO1158 N N N N N N
F01159 Non-pregnancy

F01160 N N N N N N
F01161 N N N N N N
F01162 N N N N N N
Number of dams 11 11 11 11 11 11
N 11 11 11 11 11 11

N: Normal,
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Study No. 100624
Appendix 49-2 Delivery conditions and nursing conditions of individual dams

(bumetrizole group at 62.5 mg/kg)

Dam No. Delivery Nursing conditions
conditions Days of lactation

0 1 2 3 4
F02251 N N N N N N
F02252 N N N N N N
F02253 N N N N N N
F02254 N N N N N N
F02255 N N N N N N
F02256 N N N N N N
F02257 N N N N N N
F02258 N N N N N N
F02259 N N N N N N
F02260 N N N N N N
F02261 N N N N N N
F02262 N N N N N N
Number of dams 12 12 12 12 12 12
N 12 12 12 12 12 12

N: Normal.
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Study No. 100624

Appendix 49-3 Delivery conditions and nursing conditions of individual dams
(bumetrizole group at 250 mg/kg)
Dam No. Delivery Nursing conditions
conditions Days of lactation

0 1 2 3 4
F03351 N N N N N N
F03352 N N N N N N
F03353 N N N N N N
F03354 N N N N N N
F03355 N N N N N N
F03356 N N N N N N
F03357 N N N N N N
F03358 N N N N N N
F03359 N N N N N N
F03360 N N N N N N
F03361 N N N N N N
F03362 N N N N N N
Number of dams 12 12 12 12 12 12
N 12 12 12 12 12 12

N: Normal.
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Study No. 100624

Appendix 49-4 Delivery conditions and nursing conditions of individual dams
{bumetrizole group at 1000 mg/kg)
Dam No. Delivery _ Nursing conditions
conditions Days of lactation
0 1 2 3 4

F04451 N N N N N N
F04452 N N N N N N
F04453 N N N N N N
F04454 N N N N N N
F04455 N N N N N N
F04456 N N N N N N
F04457 N N N N N N
F04458 N N N N N N
F04459 N N N N N N
F04460 N N N N N N
F04461 N N N N N N
F04462 Non-pregnancy

Number of dams 11 Il 11 11 11 11

N 11 11 11 11 11 11
N: Normal.
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Study No. 100624

Appendix 50-1 General signs of pups (F,) from individual dams
(Control group)
Dam No. Number of pups Days of lactation

and general signs 0 1 p] 3 4

F01151 Number of pups 14 14 14 14 14
Normal 14 14 14 14 14

F01152 Number of pups 14 14 14 14 14
Normal 14 14 14 14 14

FO1153 Number of pups 13 13 13 12 12
Normal 13 13 12 12 11

Death 0 0 1 0 1

FO01154 Number of pups 16 16 16 16 16
Normal 16 16 16 16 16

F01155 Number of pups 13 13 13 13 13
Normal 13 13 13 13 13

F01156 Number of pups 13 13 13 13 13
o Normal 13 13 13 13 13
F01157 Number of pups 14 14 14 14 14
Normal 14 14 14 14 14

F01158 Number of pups 13 13 13 13 13
Normal 13 13 13 13 13

FO1159 Non-pregnancy ]

FO1160 Number of pups 16 14 14 14 14
Normal 14 14 14 14 14

Death 2 0 0 0 0

Fol161 Number of pups 13 13 13 13 13
Normal 13 13 13 13 13

F01162 Number of pups 13 13 13 13 13
Normal 13 13 13 13 13
Number of pups 152 150 150 149 149
Normal 150 150 149 149 148

Death 2 0 1 0 1
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Appendix 50-2

General signs of pups (F,) from individual dams

Study No. 100624

(bumetrizole group at 62.5 mg/kg)
Dam No. Number of pups Days of lactation
and general signs 0 1 2 3 4
F02251 Number of pups 12 12 12 12 12
Normal 12 12 12 12 11
Death 0 0 0 0 1
F02252 Number of pups 11 10 10 10 10
Normal 10 10 10 10 10
Death 1 0 0 0 0
F02253 Number of pups 15 15 15 15 15
Normal 15 15 15 15 15
F02254 Number of pups 17 16 16 16 16
Normal 16 16 16 16 15
Death 1 0 0 0 1
F02255 Number of pups 12 12 12 11 11
Normal 12 12 11 11 11
Death 0 0 1 0 0
U F02256 Number of pups 16 16 16 16 16
Normal 16 16 16 16 16
F02257 Number of pups 16 15 15 15 15
Normal 15 15 15 15 15
Death 1 0 0 0 0
F02258 Number of pups 12 12 12 12 12
Normal 12 12 12 12 12
F02259 Number of pups 14 14 14 14 14
Normal 14 14 14 14 14
F02260 Number of pups 15 14 13 13 13
Normal 14 13 13 13 13
Death 1 1 0 0 0
F02261 Number of pups 13 12 12 12 12
Normal 12 12 12 12 12
Death 1 0 0 0 0
F02262 Number of pups 13 13 13 13 13
Normal 13 13 13 13 13
Number of pups 166 161 160 159 159
Normal 161 160 159 159 157
Death 5 1 1 0 2
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Appendix 50-3

(bumetrizole group at 250 mg/kg)

General signs of pups (F,) from individual dams

Study No. 100624

Dam No. Number of pups Days of lactation
and general signs 0 1 2 3 4
F03351 Number of pups 18 18 18 18 18
Normal 18 18 18 18 18
F03352 Number of pups 13 13 13 13 13
Normal 13 13 13 13 13
F03353 Number of pups 14 13 13 13 13
Normal 13 13 13 13 13
Death 1 0 0 0 0
F03354 Number of pups 10 9 9 9 9
Normal 9 9 9 9 9
Death 1 0 0 0 0
F03355 Number of pups 16 16 16 16 16
Normal 16 16 16 16 16
F03356 Number of pups 17 15 13 13 13
Normal 15 13 13 13 13
Death 2 2 0 0 0
F03357 Number of pups 14 13 13 13 13
Normal 13 13 13 13 13
Death 1 0 0 0 0
F03358 Number of pups 15 15 15 15 15
Normal 15 15 15 15 15
F03359 Number of pups 13 13 13 13 13
Normal 13 13 13 13 13
F03360 Number of pups 15 14 14 14 14
Normal 14 14 14 14 14
Death 1 0 0 0 0
F03361 Number of pups 14 13 13 13 13
Normal 13 13 13 13 13
Death 1 0 0 0 0
F03362 Number of pups 9 9 9 9 9
Normal 9 9 9 9 9
Number of pups 168 lel 159 159 159
Normal 161 159 159 159 159
Death 7 2 0 0 0
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Study No. 100624

Appendix 50-4 General signs of pups (F;) from individual dams
{bumetrizole group at 1000 mg/kg)
Dam No. Number of pups Days of lactation
and general signs 0 1 2 3 4
F04451 Number of pups 12 i1 11 11 11
Normal 11 il 11 11 11
Death 1 0 0 0 0
F04452 Number of pups 16 15 15 15 15
Normal 15 15 15 15 15
Death 1 0 0 0 0
F04453 Number of pups 14 14 13 13 13
Normal 14 13 13 13 13
Death 0 1 0 0 0
F04454 Number of pups 12 12 12 12 12
Normal 12 12 12 12 12
F04455 Number of pups 16 15 15 15 14
Normal 15 15 15 14 14
Death 1 0 0 1 0
F04456 Number of pups 15 14 14 14 14
Normal 14 14 14 14 14
Death 1 0 0 0 0
F04457 Number of pups 16 16 16 16 16
Normal 16 16 16 16 16
F04458 Number of pups 16 16 16 16 16
Normal 16 16 16 16 16
F04459 Number of pups 16 16 16 16 16
Normal 16 16 16 16 16
F04460 Number of pups 14 14 14 T4 14
Normal 14 14 14 14 14
F04461 Number of pups 15 15 15 15 15
Normal 15 15 15 15 15
F04462 Non-prcggancy
‘Number of pups 162 158 157 157 156
Normal 158 157 157 156 156
Death 4 1 0 1 0




Study No. 100624

Appendix 51-1 Body weights (g, per dam) of pups (F,) from individual dams

(Control group)

Dam No. _ Days of lactation
Male weight Female weight Mean pups weight Litter weight
0 4 0 4 0 4 0 4
F01151 78 (8 115 (8) 75 (6) 107 (6 77 (14y 112 (14) 107.4 156.2
F01152 67 (6) 114 (6) 63 (8 107 (8) 65 (14) 110 (14) 90.6 154.0
F01153 65 (6) 9.7 (6 57 (D 94 (6) 6.1 (13) 9.6 (12) 78.9 114.6
FO1154 66 (8) 101 (8) 6.0 (8) 9.1 (8) 63 (16) 9.6 (16) 100.8 153.6
FO1155 69 (5 106 (5 64 (8 100 (8) 66 (13) 102 (13) 85.7 133.0
F01156 68 (6) 107 (6) 62 (7 99 (D 65 (13} 103 (13) 84.2 133.5
F01157 64 (8) 99 (8) 63 (6) 101 (6) 64 (14) 100 (14) 89.0 139.8
FO1158 67 (M 1.7 (M 59 (6 109 (6) 63 (13) 113 (13) 823 147.3
F01159 Non-pregnancy

F01160 74 (M 124 (D 70 (M 120 (D 72 (14 122 (14) 100.8 170.8
FO1161 73 (M 111 M 72 (6) 1.1 (6) 73 (13) 111 (13) 94.3 144.3
FO1162 63 (8 103 (8 62 (5 105 (5) 63 (13) 104 (13) 814 134.9
Number of dams 11 11 11 11 11 11 11 11
Mean 6.9 10.9 6.4 10.4 6.7 10.6 90.5 143.8
S.D. 0.5 0.8 0.6 0.8 0.5 0.8 9.3 15.1

Figures in parentheses indicate number of pups.
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Study No. 100624

Appendix 51-2 Body weights (g, per dam) of pups (F;) from individual dams

(bumetrizole group at 62.5 mﬂg)
Dam No. Days of lactation
Male weight Female weight Mean pups weight Litter weight
0 4 0 4 0 4 0 4
F02251 67 (8 116 (8) 62 @ 112 (3 6.5 (12) 115 (11) 78.4 126.4
F02252 70 (3) 1.5 (3) 65 (I 110 (O 6.7 (10) 11.2 (10) 66.5 111.5
F02253 76 (12) 116 (12) 71 (3) 109 Q) 7.5 (15) 115 (1%5) 112.5 171.9
F02254 65 (99 104 (9 62 (7) 96 (6) 64 (16) 101 (15) 101.9 151.2
F02255 69 (5 115 (5 66 (7)) 110 (6 6.7 (12) 11.2 (11) 80.7 123.5
F02256 72 (8 106 (8) 65 (8 9.7 (8 6.9 (l16) 102 (16) 109.6 162.4
F02257 81 (6 109 (6) 76 (9 104 (9 7.8 (15) 10.6 (15) 117.0 159.0
F02258 86 (6 132 (6) 82 (6) 129 (6) 84 (12) 131 (12) 100.8 156.6
F02259 74 (100 106 (10) 7.1 (9 99 @ 73 (14) 104 (14) 102.4 145.6
F02260 70 (5 105 (5 68 (9 103 (8 6.9 (14) 104 (13) 96.2 134.9
F02261 63 (5 100 (5 60 (7 9.5 (M 6.1 (12) 9.7 (12) 73.5 116.5
F02262 69 () 114 (D) 63 (6 108 (6) 6.6 (13) 11.1 (13) 86.1 144.6
Number of dams 12 12 12 12 12 12 12 12
Mean 72 11.2 6.8 10.6 7.0 10.9 93.8 142.0
S.D. 0.7 0.8 0.6 0.9 0.7 0.9 16.4 19.4
Significance

Statistical method DU DU DU DU DU DU DU DU

Figures in parentheses indicate number of pups.
DU: Analysis by Dunnett's test.
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Study No. 100624
Appendix 51-3 Body weights (g, per dam) of pups (F,) from individual dams

(bumetrizole group at 250 mg/kg)

Dam No. Days of lactation
Male weight Female weight Mean pups weight Litter weight
0 4 0 4 0 4 0 4
F03351 64 (8 102 (8 6.0 (10) 9.7 (10} 62 (18) 9.9 (18) 111.2 178.6
F03352 70 (9 109 (9 66 (4 98 ¥ 69 (13) 106 (13) 89.4 137.3
F03353 74 (9 124 P 73 @4 124 @) 74 (13) 124 (13) 95.8 161.2
F03354 69 (6) 113 (6) 61 (3) 106 (3) 66 (9 111 9 59.7 99.6
F03355 63 (8 107 (8 62 (8 103 (8 6.3 (16) 105 (16) 100.0 168.0
F03356 76 (5 114 (5) 67 (100 103 (8) 7.0 (15 107 (13) 105.0 139.4
F03357 69 (12) 106 (12) 59 (1) 95 (1) 68 (13) 105 (13) 88.7 136.7
F03358 66 (8 108 (8 62 (O 106 (D 6.4 (15) 107 (1% 96.2 160.6
F03359 65 (8) 107 (8) 65 (5 101 (5 6.5 (13) 105 (13) 845 136.1
F03360 66 (6) 104 (6) 63 (8 9.6 (8) 6.4 (14) 9.9 (14) 90.0 139.2
F03361 80 (5 124 (%) 76 (8) 11.6 (8) 78 (13) 119 (13) 100.8 154.8
F03362 83 (6) 152 (6) 81 (3) 146 (3) 82 (9 150 (9 74.1 135.0
Number of dams 12 12 12 12 12 12 12 12
Mean 7.0 114 6.6 10.8 6.9 11.1 91.3 145.5
S.D. 0.6 1.4 0.7 1.5 0.6 1.4 14.0 20.6
Significance

Statistical method DU DU DU DU DU DU DU DU

Figures in parentheses indicate number of pups.
DU: Analysis by Dunnett's test.



Study No. 100624
Appendix 51-4 Body weights (g, per dam) of pups (F;) from individual dams

(bumetrizole group at 1000 mg/kg)

Dam No. Days of lactation
Male weight Female weight Mean pups weight Litter weight
0 4 0 4 0 4 0 4
F04451 6.7 (5 114 (5 60 (6 107 (6 63 (1) 110 (11 69.5 121.2
F04452 65 (8) 105 (8 62 (M 102 64 (15) 104 (15) 95.4 155.4
F04453 67 () 11.0 (6) 68 (M 11 D 68 (14) 111 (13) 94.5 143.7
F04454 73 4 112 @) 79 (8) 119 (8) 7.7 (12) 117 (12) 924 140.0
F04455 59 (8 102 (8) 56 (1 9.8 (6) 58 (15) 100 (14) 86.4 140.4
F04456 75 (O 123 (M 73 (M 113 (D 74 (14 118 (14) 103.6 165.2
F04457 69 (6) 113 (6) 6.0 (10) 9.8 (10) 63 (16) 104 (16) 101.4 165.8
F04458 65 (M 105 (M 60 (9 9.7 9 62 (16) 10.1 (16) 99.5 160.8
F04459 7.1 (12) 95 (12) 66 (4) 88 @) 7.0 (16) 9.3 (16) 111.6 149.2
F04460 65 (9 107 (9 61 (5 10.0 (5 64 (14 105 (14) 89.0 146.3
F04461 68 (9 107 (9 63 (6) 102 (6) 6.6 (15 10.5 (15) 99.0 157.5
F04462 Non-pregnancy
Number of dams 11 11 11 11 11 11 11 11
Mean 6.8 10.8 6.4 10.3 6.6 10.6 94.8 149.6
S.D. 0.4 0.7 0.7 0.9 0.6 0.7 10.9 13.3
Significance

Statistical method DU DU DU DU DU DU DU DU

Figures in parentheses indicate number of pups.
DU: Analysis by Dunnett's test.
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Appendix 52-1 Individual necropsy findings of dead pups (F,)
(Control group)
Dam No. Number of Findin
dead pups Normal Abnormal Lack of
abdominal organs

(Number) (Number) (Number)

FO1153 1 1 0 0
Number of dams 1

Total 1 1 0 0

Study No. 100624
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Appendix 52-2 Individual necropsy findings of dead pups (F,)

(bumetrizole group at 62.5 mg/kg)
Dam No. Number of Findings
dead pups Normal Abnormal Lack of
abdominal organs

(Number) (Number) (Number)
F02255 1 1 0 0
F02257 1 1 0 0
F02260 1 1 0 0
F02261 1 1 0 0

Number of dams 4

Total 4 4 0 0

Study No. 100624



-~ 96 -

Appendix 52-3 Individual necropsy findings of dead pups (F))

__(bumetrizole group at 250 mg/kg)
Dam No. Number of Findings
dead pups Normal Abnormal Lack of
abdominal organs

{Number) {Number) (Number)
F03353 1 1 0 0
F03354 1 0 1 1
F03356 2 2 0 0
F03357 1 1 0 0
F03361 1 1 0 0

Number of dams 5

Total 6 5 1 1

Study No. 100624
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Appendix 52-4 Individual necropsy findings of dead pups (F,)

(bumetrizole group at 1000 mg/kg)

Dam No. Number of Findings
dead pups Normal Abnormal Lack of
abdominal organs
(Number) (Number) (Number)
F04451 1 1 0 0
F04452 1 1 0 0
F04455 1 1 0 0
F04456 1 1 0 0
Number of dams 4

Total 4 4 0 0

Study No. 100624
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Appendix 53-1 Individual necropsy findings of pups (F,)

(Control group) _
Dam No. Number of Findings Number of Findings
male Normal Abnormal female Normal Abnormal
pups pups
(Number) (Number) (Number) (Number)
Fo1151 8 8 0 6 6 0
Fo1152 6 6 0 8 8 0
FO1153 5 5 0 6 6 0
FO1154 8 8 0 8 8 0
F01155 5 5 0 8 8 0
F01156 6 6 0 7 7 0
FO1157 8 8 0 6 6 0
FO1158 7 7 0 6 6 0
FO1159 Non-pregnancy
F01160 7 7 0 7 7 0
Fo1161 7 7 0 6 6 0
F01162 8 8 0 5 5 0
Number of dams 11 i1
Total 75 75 0 73 73 0

Study No. 100624
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Study No. 100624

Appendix 53-2 Individual necropsy findings of pups (F,)

(bumetrizole group at 62.5 mg/kg)

Dam No. Number of Findings Number of Findings
male Normal Abnormal female Normal Abnormal
pups pups
{(Number) (Number) (Number) (Number)
F02251 8 8 0 3 3 0
F02252 3 3 0 7 7 0
F02253 12 12 0 3 3 0
F02254 9 9 0 6 6 0
F02255 5 5 0 6 6 0
F02256 8 8 0 8 8 0
F02257 6 6 0 9 9 0
F02258 6 6 0 6 6 0
F02259 10 10 0 4 4 0
F02260 5 5 0 8 8 0
F02261 5 5 0 7 7 0
F02262 7 7 0 6 6 0
Number of dams 12 12
Total 84 84 0 73 73 0
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Study No. 100624

Appendix 53-3 Individual necropsy findings of pups (F;)

(bumetrizole group at 250 mg/kg) .
Dam No. Number of Findings Number of Findings
male Normal Abnormal female Normal Abnormal
pups pups
{Number) (Number) (Number) (Number)
F03351 8 8 0 10 10 0
F03352 9 9 0 4 4 0
F03353 9 9 0 4 4 0
F03354 6 6 0 3 3 0
F03355 8 8 0 8 8 0
F03356 5 5 0 8 8 0
F03357 12 12 0 1 1 0
F03358 8 8 0 7 7 0
F03359 8 8 0 5 5 0
F03360 6 6 0 8 8 0
F03361 5 5 0 8 8 0
F03362 6 6 0 3 3 0
Number of dams 12 12
Total 90 90 0 69 69 0
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Study No. 100624

Appendix 53-4 Individual necropsy findings of pups (F,)

(bumetrizole group at 1000 mg/kg)

Dam No. Number of Findings Number of Findings

male Normal Abnormal female Normal Abnormal

pups pups

(Number) {(Number) (Number) (Number)
F04451 5 5 0 6 6 0
F04452 8 8 0 7 7 0
F04453 6 6 0 7 7 0
F04454 4 4 0 8 8 0
F04455 8 8 0 6 6 0
F04456 7 7 0 7 7 0
F04457 6 6 0 10 10 0
F04458 7 7 0 9 9 0
F04459 12 12 0 4 4 0
F04460 9 9 0 5 5 0
F04461 9 9 0 6 6 0
F04462 Non-pregnancy
Number of dams 11 11

Total 81 81 0 75 75 0
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