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CHBYHEHZNRL, ARRTABRZHWTEHREL, 25

mg/mL DREIZR5 LD IATRERAKL =, hz
BeBEAIR L, 2.5 KTX 0.25 mg/mL OEEICAR S X 512
R TRREFEL 7=

T HEFAE (2004 E 6 H 22 H~20044E7 H 5 A)

1 AP EFARL (2004 47 A5 H~2004 4 8 A 20 H)

IR, M, S
W R R

(PRSI A A~ B (2004 27 A 5 H~2004
F£8H 20 H) : EHHE 22~6.0°C, FFEHIFHE 2~6°C]

1 0.25 BT 25 mg/mL QR OFERIT D NVTHRK, [E,

BEHOEHETT7 HME N 14 B O —H R T E %
BTz TORE, HAEEMN [HREZOREE 100%
E L7258 OMEIREEDx10%LAN, FHlfif 100.1~100.6%,
B DWTEHRE (CV) 28 10%BE00, EHIME 0.6
~21%] TH 5 & %2 L~ [CERTIFICATE OF
ANALYSIS, Certificate Nos.: 7531-2, 7531-3 (B#& A) ] .
PERE S EDOFHINT D W TR A [ L7z,

e BB BRI R OB A BR B DM DO 544 7RI, SR

DEGHIDWTBEEMRE L. TOHE, wInd

GHRIEAN (HERE10%0M, JEHIE 100.9~108.8%)
ThHdEZMEEL = [CERTIFICATE OF ANALYSIS,
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Study No. SBL75-31

:OECD fb# B # LR 1 K J 1 > No. 422 TCombined
Repeated Dose Toxicity Study with the
Reproduction/Developmental Toxicity Screening Test (1996
F3A202H) | 2BFITLL.

110 mL/kg, R BRISHRITORELILICEH L. 72720,
LR IAEIR 0 HORE A LICEH L /.
SR O RF 28 P~k 12FF 22 0
(2004 42 6 A 22 H~2004 £ 8 A 29 B)

1w b
: Crj:CD (SD) IGS
D5 Ak (BEEUERRE)
DHE 114 g~126g, M 99 g~123 g (KRIEEILBHAAEE)
B 175g~191g, Mff ; 140 g~164 g (BEST1THF)
120046 A 15
M 60 VT, M 60T, &F 120 1%
HE ;10 VC/Exa 8, GHaolt
I ; 10 DU/fExa BE, 7140 JC
Y74~ (HEHB) &
HE ;5 VL/REx2 B, &F 101G
It ; 5 UC/Ex2 #E, &t 10T

: AFRF v —IL A - UN—#Rlatt
T529 - 1633 BB AR OVEPHT FE9 H 735 #ith
AR A RN RB I WS NAEEN/ N TH D, N
WIS RTF—INEETHBD.

1 38 8 ek Bl 516 B

D RPE  21.5~22.1°C, FFEHEIE  19~25°C

D RAME 47~67%, RPEEEH 30~70%

2 15 [a]/RF R

21 H 12 B (FaT 6 Wr~4-1% 6 B a2T) o N LHRB)
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FRMMPNIINT EEFER L. D EE RO
DWTHHEY L T7HASHOEREITRS /2.

CAKEFKEREICESG LA EZEBICERIE-. A5

VAT AR R — 2 TOFEE LM S X B Ea7K
#1& (Edstrom Industries, Inc.) ZHWT, 732 A8
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HERERBRZATF L. HBICEEBOLRWI EE2 ML 2.

9.6  BWIOENE

AR DR BT LR EN D FIEIC K DB ES EEN L.
br— 2 O  BEBIMEIART A IIABRE S K UV UIN (Unique Identification

Number) Zit# L7 —Th—RE2EH L. #2000
BiIIAT——Th—F GABRES, &, R5EECEY
Haridd) ML~

9.7  ®IEHHE

IR IR, KR, gRORE, AGORELREERE L. HESBEMNO T
—DITNE L. BER I HE BB Y T o1 REEEBHIC 7 AMEL, 2flicD
WT—AREZHE 1 BEEEL 2. FEIREIERG H R ORAEIEA T RICE 1 BJE
Uz, ZoMBEFEOASNaho o8 a2 il BiICHE L 4.

9.8  EMOBST

BRI, O Ea—YEHOERTOFHEERL (MITOX > A5/ Ver20, =
HIEH 2 AT LEAASH) k- T, SHOKRTEMANFISERED 20%LNICL5 2 &
2R U eI A I RE Ed A o s - Tz, BT RF O REEYIC
DNTIHEHARB L DRI L, RELIET.

9.9  FRERFERERL

TR ¢ RRATE 1 BE, WBRMETRE 3T

Y774 MR SRR B, BT )

B Ry 5 & BERRE RS ERE B @mES)

ROt mE (mgkg/H)  (ml/kg/H)  (mg/mL) MY e 2

1 Sww%7 78T - 10 0 10 (10001-10010) 10 (10501-10510)
O LoKYEHE

2 DBHCB 2.5 10 0.25 10 (10011-10020) 10 (10511-10520)

3 DBHCB 25 10 25 10 (10021-10030) 10 (10521-10530)

4 DBHCB 250 10 25 10 (10031-10040) 10 (10531-10540)

Y570 b (eifEaE) B

5 Swh%R7TE - 10 0 5 (10041-10045) 5 (10541-10545)
7 O LK

6 DBHCB 250 10 25 5 (10046-10050) 5 (10546-10550)

1) #7HCAG, REHIR AR ZOEE 56 (10001-10005, 10011-10015, 10021-10025,
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10031-10035) & %\ id 57 (10006-10010, 10016-10020, 10026-10030, 10036-10040)
Atk E = RERS L, TOoEHICHBKRLE

2)  ACBCHT, ARECHIME (REET) , WEMME WG H E TR E > RERS L,
B4 R (4 BRKRHOESIE s £oid e B, #f 16~24 B[R I8 L
7‘;

3)  [EEHBREE T 56 HRIRERGEN S 14 HEIOWKIKEARM 2 5%1F 7=,

9.10 G EKE ORI

2- (3, 5-Ptert- 7 FI)2- L FOF 7 x2))) 5.7 MUT7—)LDTw M
BIFLMHERORSICELD 14 A RER SR (s 0 58 250, 500, 1000
mg/kg/H, B %E 5 :SBL75-30; & 5 HEREMICET 2 &ED) T, #EOHBEERIZ 250 mg/kg
BULTEERS SN, £, AXRBRTEERSHMA SBL75-30 £ 0 EICHz 52010
BYIEORENR KD ENHEEINDS. TN ESARBTOEAEE LTI 250
mg/kg/H &L, PROMEAHEIZIZNE 10 T25 KU 2.5 mg/ke/H Za%E L /2.

9.11 BIZEERURAERH

9.11.1 HEMoEIE

ZEHBHZRES 0 HELTREEL 2. MEWIZ DWW T EEZ B RO HETHET
NENER O AR o (o H) ELTEELE., 5754 MMEZDWTIE, 8
BHO%, 2 MM OKEIAM 2Rz, REEERL DM 2.

9.11.1.1 —RIREDHE
2T OWTHRSGHABPIEIRGRTI SRS 1~ 2 KRI%O 1 B 20, JERSHRPE1H 1
B U7, 1 ENdEEREIgE Ao 7.

9.11.1.2 AKIHE

HESH GBI SRR ETHE 2 B (K, @RER) , MEIBRANTIEE 2 B Ok, &#EH,
WM 2 EE) |, MR TIEEEgR 0, 7, 14 KT 20 H, 41800, 3 T4 H, R
W28 (K, $REH) CEFRE (GX4000, At T—- 72 F-F71) ZHNTHEL,
MEHB OKEBEMEZFTELZ.

9.11.1.3 HHEMNE

AP R £ T, Y771 MHIKRENM &5 2 E TRigs Ok, S
1) 28T K (GX4000, hkaftr— -7 R-71) TH@EL, £0FH Ok, L#EH)
KERARZHEL T1 B0 08HEZ2FEH U, ERBY TlddEk o~1, 3~4, 6~7,
10~11, 14~15, 17~18 }xTX 19~20 H, 7t 0~1 KT 2~3 HOEMHE (g ZHEL .
FHERBREE TR P R ORE GO, RRRBROMHICOWTHEBHEONME T /.
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9.11.1.4 23H!

FHABREO SEMHES 10 LA KEICHE L7z, RN 4 8RREG L& 4 lERS L
FeMfEE 1 k1 TRE R, HHTHE 9 FRFTRICEROFEES ZNIIEAA T h OB 7O E
LD ZHR L. KERREIIZCEMRY E TOHBETEL 2. KIEHERZE 0
BEUTEEL-Z. &y, SRAUMIRE 28 &L 2.

9.11.1.5 HEEMIDOHIRR

KHCHIERE T8 (M 16~24 BERIE) , X2 MNVVES L MU DA GEE{LR T ¥R
Aafh) KA (6.48 mg/mL, 5 ml/kg) DOEBENIRSICEDMERT THRILL, ZHEEXHET
B L /2. W EHASFIRE IR D DT S NI DWW TIIHREE % 10 vol %P MR E
V< THEELE.

9.11.1.6 KRIZFEMEDHIER

KRZIEDME (Animal No. 10506) 13, RRERIME THE 25 8 (el 16~24 FFREE) 12X b
NNIVES —)LF MU A GEEAER TNt KB (6.48 mg/mL, S mL/kg) DIERN
BEIC KD T THRILL, ZEFR S THMBEL 2. R ECTEE 10 vol %P HEE TRV
U CHEELRELE.

9.11.1.7 DB NI

RIEHR L eI 2p R = 8. 2REBIRELANI O E AL TWSREmIC
DNWTHARRELZ TN, SR THZSM% 0 BHELU THlgaREER L2, 2k
DOHKZ S IR CRMEZEAL D 1« IBEHERE T) ROHER [ (EEEBHERE
BUIEGRIERD) x100] ZkD7z. DB ERECBE L. B8 oE 4 H (k4
HRRBOBEEE s £2id 6 B, MR 16~24 BRI ITXMNIVES I FRUTL (R
FAERR T¥EMA S KB (6.48 mg/mL, 5 mi/kg) OBEBEANERGIZK D~ TR L T
B L, BEEROERBERZ AN, FERUIREZ 10 vol% P YRR RV U > TRIE L
7o RHHSFOREICRD Dy s N8O E R 10 vol P HEEE IV~ U > TRIE L 7.

9.11.1.8 ZKREN LB OR 1%
UTOFE > TREBEROZRE &R T EITRO L.
RR%E = RSMME/FRIEEWE) <100
ZhRE = (RSB EMED <100

9.11.1.9 M#E PRk

WA  F R |
e D G BEHES S 01 (MEHE S S BMES O VIEIZ S HOR) |, Y751
REES 5 6
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i & i 2mL
R if 5 vk RCRNIVES —ILF B LA GREICER T 28R /KB (6.48

mg/mL, 5mL/kg) ZBEEMNKS L, BT TEHRXEFRETE NSNS
ERWTEIMLL . CA-5000 B WERIEEREICE, 3.8 wvaoZ I
Fed N U LS E 100 pL 3R U 7=7E RS TR 1 mL #R1f U BT L
Htg, #078EE (4°C, 1710xg, 3000 rpm, 15 73D U TH Sz
BEMERAL 2. TOMOFB, EHEG THRIML, EDTA-2K THiEEE
ML /=2mZH L ADVIAI20 ZA W THE Lz, BRIz D
WTHL, N 277y 7HEL TR HEARZERL 22 @iz 7
RN Z EMS, BB TETIIHETLTFETHS.
BREHBROAHE UTFTOHBIZDODWLWTEREL .

BAEH Bif7 PlEH 1% AL
AR EREX 10%mm’ 2 FEY-Y -70-9( MM - i ADVIA120”
{1 i Bk g 10°/mm’ 2 FREY-¥ -70-9{ MM -4 ADVIA120”
AT Ry M % atEAICL DE T ADVIA120”
NEFOEVBE  gdl YTIAARY DY V2RE ADVIA120Y
tf /N B 10°/mm’ 2 LYY -T0- 9 AN -3 ADVIA120”
MCV fL 2 LY -T0-# MM - ADVIA120”
MCH g srERICE DHEI ADVIA120”
MCHC g/dL stERICE DEH ADVIA120”
AR IR M EREL % RNA Befaifiz LB V-4 -70-4(}
A -1k ADVIA120”
H L ER 48 10Ymm®, A M -V Iz kB n-4 b
% AN -TER TN 2 ALY -70-9(F  ADVIA120Y
A=K
JobhosE R sec e CA-50007
EHALE S Fo >R
7T AT R sec Y AL CA-5000°

a)  REMEcERE LG (ADVIAL20, Bayer Diagnostics Manufacturing 1td.)
b)  BRALIH : AFRCER, IFMEIEER, fpvbek, BLEK, U SONERK, RAYIERAHNI
o EEBIEEESNERE (CA-5000, A A7 AR

9.11.1.10 M LA FHEA

R ;TR
ZE: DTS 5 ol (MR S S TESOBEVNLT S HlDH) |, Y75 A
Rk 5 B
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£Rif & : %3 mL
£RI 7 % DERERA SEIM L, BT 20~60 SFEERE, BHO08E (EE,
1710xg, 3000 rpm, 15 73D U THSNMEE L.
REBEHECHE LM OEBICDWTHRELZ.
BEHE HifL PUE i
ASAT IU/L ISCC HEUEAL X it JCA-BM8Y
ALAT 1U/L JSCC FREAL XTI JCA-BMS”
ALP /L JSCC (bt JCA-BMS8
LDH IU/L Wréblewski-La Due 7% JCA-BMg?
CPK 1U/L JSCC EEUEAL X4 It JCA-BMS8”
mEVYILE S mg/dL N AL JCA-BM8”
o= g/dL " oby bk JCA-BM8™
TINTI g/dL BCG ik JCA-BM&?
MIALZA70—)V  mgdL COD - HDAOS % JCA-BMS?
FUZUEY R mg/dL GPO - HDAOS %, 7" W i§Xik JCA-BMSY
VAN mg/dL A¥J¥F-¥ - G-6-PDH 1% JCA-BMS”
RFEF mg/dL 9y7-t" - GIDH % JCA-BMS”
JL7FZ -mg/dL Bi¥st-¥ - F-DAOS i% JCA-BMSY
JEpgy) > mg/dL PNP - XDH ¥ JCA-BM8?
Ca mg/dL MXB ¥ JCA-BMS?
Na mEg/L BMLE JCA-BMS?
K mEq/L AR JCA-BMS?
Cl mEq/L TEHRVE JCA-BMS?
IRy pmol/L Fes LAk U-32007
B4 © % Sk B AES320Y
a) HEo i@ OCA-BMS, HASETHRART)
b) 5}5‘65'6f*‘?a+ (U-3200, ol B & BT
) FaefIEL] - 7L T7 2 W, o - 07 ) U, - V0T R,
-7y R oy - v E#E, AGIT
d) FIERE AR BN/ AL (1) 2 /X0 AES320, A1) 27N A TR )
911111 it Gt l DRt T )

iR E OO 2 N AE 25 5 DL (MEME & B I S O#E Wk
P DWW Tanry e la Ui,
- TA) BT L.

7R
FaREe

5 ¢D KT T MEOT)

M+ KR (GX-4000 £ 771 HR-200, ¥ o— -

DO ORI, A, WCEE S ) L MR, O ATBR, BRORE, R
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B (), BB 2h) , B8 (EA) , BREE (),
FEE, ATVRR, BB (Eh)

9.11.1.12 R FROBR A
FHUHERBEICOWTII2BOMMES 5 6 (HEEDEFYHFESDEWIEIZ 5 6) RS T 5
1 FEOEYIIOVWT FRICRUZEERVHEBOBE 2T /2. MIBEFHBR O
%561 (FHBESOEWVIEIZ 5 F) IZDOVTTFRRICRUZSE R UCHROREAREORE
PERELRE. 2B, TROFEHGFNIBREIL 25 mgkg BN SHOTBERNMMLZZ &
MEERICDWTEML -, WERUHRRT, 10 vl HEERIL<Y > (BREVKER L
77 W) TEELE. BELEE, /X571« A, #Y%T0, HERALUEAZ,
ERL7Z. BRIZIDWTIZESIIZ, PAS- AT MR U RBHERLZ. HRIFHED
% Stage (NT RF U DEREBEATHRITE M) ICHBEL, BEREFML 7=, FFE D Stage
IR RN 23 B 5 1R o T2 Stage DRI T v b ORETIHARY 1 7 )L VIZHEL T (Stage
1-X1v) &5l 7.
B OB, BREE, BIRR, BBE CRBRE) , BNV DN, IBRIELY /X
i, A&, M GEXZSE) *, NE [T 2fEE, 2985, g OS7
IIREED) 1, Kis [§8, &5 O Dkead) |, miEl,
S, B, BERE, KGR, REEL B4R+, RSEE+, AV, BEE+, TE,
KRR, @I, KRN, /MM, 5, WEdE, FiE (W5 |, LEads,
R R
*; kKAmflzsREL 7z,
o AR R, EMEREL L.
EADRTE c Ll OB E R HEBIC DWW TIREZE NNy 7 B{REFEL -,
ZEHR
D EREAR HRESEHEOLZODMMET SO A -Fy b, YUX, A X -7,
V7 MY AL ARE, EA, 1994

9.11.2 AR (F1) O#ig

AWK (EERUED) , M3, g (OBERZED) OBZETY, AR [ (W4
ADALE F1 BUEREBEE) x100] ZHH LUz, HEEECLEBIEFTERDBDIZDNT, 4
ez, 10vol% P HEEFIL<Y VICEEL THRELZ. WEHRPE, 280100 T
R OB EFIFIC 1 BRI —RREEEHE L2, £2, 4B 4 HOEGFR [ (%4 H
DHTFE F1 /A% 0 HO4LFE F1 ) x100] 2E Uz, £FEFICDWTIEAER 0, 4 HIZE
PRI (GX-4000, Rt — - 7R - 74) ZHAWTEERIEZTo /2. JE 3 EkE
Ko T —Y O%EHI 1 BOMETNENOYEE AL & L.
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9.11.2.1 #£#% 4 HOHEk
a4 H (B4 BVKAOBAIE s £k 6 H) 17, SEBEREHE2 I —FTIVET T
g, NEOREOFERZHEL THEL /.

912 [AIEHMRE

Y771 EOXMMEEE L 250 mg/kg BEOMEHEE 5 FITDWT, LS 7RI 2 8M DK
UM ZRTT, REEOFELZERL &

RIEHIRICIE R EEH 1 [, KERCEMEORE ZE 2 B (RHE & O
E ok, BMEH, REEHE Kk, LER) 1ok,

ORIEH R T R U AR, R (LR E, Sk, BEEBRNEEEEL, &
H#@rAREDOLLOOREZRE L. 5 UMK TR O EIRE THREBRME R
HOZENRRD SNan > iz, RIERIRE TR OB ENIREIIER L 7ah - 72
AL To.11 BIEUOREHEE] #2ML 7=

913  HEEHFHTFIL

AABE DT — 1L, MUSCOT#at#ithiy 7 =7 (w7 L AKRKEH) Z2HWTRE
Uiz, ZRREE, ZRRBERKHERIZDWTIE Fisher DEFEHERZZHOWTREL 2. £01f
DFEF—F (KE, KERNE, BEE BRI ETO K, R, S, &
A, 1R 4 BAEER, MRENRE, A LEpRs, #FEER) 13, $mEciEsoh
e, HH5NE 1 EEOFIGMELIIHNREL 1 EAELT, £9, Bartlett JAICEL D EHOD
D —FRMEDOREZITo /2. FDFEE, DD —HOEEITIE Dunnett 5% W THBRYE
BREESHRBEE O HBREET o /2. PMO—HETARVWEEICE, EMEREF- ik
Dunnett ] %2 W THERYPVEL 8B & W RERE & O IGO0 % ELBRRTE 2 7o 7o, [ R
F— &, MRS SRAEROMTO FRIEK L OO —HREOREETH 2. TO/RE,
SRR DB E TN B 2 O TR YR & oot IR & O LhBARE 217 o 7. 20 HUS —Hk
TRV AT, Wilcoxon BRFE 2 IV THUERIIE RE & XHRRE & O L 217 o 72, — R
BE, HIRRATR GEWRE, BHREECERR) RONHEHERAMIRE I DWW TIIMAT FRETE
frviam oz, NIEEMY ORI O E K GBI PRIMTh S, —REidT—%
WHEN S ZnENRI L.

914 TRITZIENTERD>LHABROEEHICEELZRITTRVDOH 2 HERTAR
S E N 2 VA S ol i
FRTS ZENTE ah - ZRBROEEEICHE S RITTEVO H S FHE R OGS
KiEbhahrolzZ Eidiaho 7.
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10. #i%
101 HEWITHT 278
1011 —#IR7E (Tables 1-1~1-4, 11, Appendices 1-1~1-7, 11-1~11-4)
WINOBFIZB VTR Ao/, ~RIRIEOBE TS WM KR KK 258 L
THREEASNaho 2.
HEOR IR B O PERIC WO IRBE S R E R O MICE B A ERA S Nk o 7=

10.1.2  {KEE (Tables 2-1~2-8, Appendices 2-1~2-33)
FEHM A MAIERIN Z B L TOW I NOMUETEITH W TS, MM S b I R & By E
HEOMIHREERERNEICHERZERZS S AN o /.

10.1.3  ##fHE (Tables 3-1~3-4, Appendices 3-1~3-16)

HETIE4R Y- 2829 H, METIZE G 31-32 HIZ 250 mg/kg #f TREREE AN TEMHEOKM D
SN ENA SN, R HHIR LRI 28 L TZ2DfMOWTNORERFITB VTS,
MR & O X HRBE S R ERE S ORMIICA R R ER A S e 2.

10.1.4  AEd (Table 4, Appendices 4-1~4-4)
KRR, % (R) BEREKOKZREERILETOEGHEITDNT, SEWERE S s oM
KHAERERA NN 0Tz,

10.1.5  FRTHL (Tables 7-1~7-4, 11, Appendices 7-1~7-4, 11-1~11-4)

HETIEE IR CIRF OB T 250 mg/kg BED 141 (Animal No. 10032) THEIZAREBEMNH
SNz, RERHIRRE F RO FMR TIIXHRED 1 61 (Animal No. 10042) THillZREBENHZ SN
Jz. 2.5 BOR 25 mg/kg BECRE A SN o7, FRARIIPHHATE TS S EMnS, il
RHCRAE L2 LB X O NPBRYER G OZETIRWEH L.

ME T % 5 IR T 1 Jy OYASEHIRTIE TR O W T HIC B W T H B E R G ICRR T 5 &
R oNHE BB SN o7z, KRXBOME (Animal No. 10506) DOFEIZHE N THRFEE
NS EVAS 2SS WA

AREEICDWTH, B EHEBYER S OBICHERERA NN > T2,

101.6  I#FHIERA (Tables 5-1~5-4, Appendices 5-1~5-8)

= G TR BED 25 KT 250 mg/kg BETIEALE D b O R T S5 AF RN EE
W U 7z, 72 250 mg/kg B TR HERE & I THRIMERBO A ZITHEAD U FHREREUN A I
HmU 7z, METIE 25 KUK 250 mg/kg BETHHHERE & AR THFRR BRI G ZITHA LTz

IRSEH T8 7 B TIRE D 250 mg/kg BETRHEEE & ELAT, ifi/IMREBUR DM ER B &I
MU 7z, TR S B E R SR S OMICdm B AR s e 2.
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10.1.7 A LRI E (Tables 6-1~6-4, Appendices 6-1~6-10)

R EHER TR OB TSN TORBYWERGH THBR ST - 707y bR
ARNZHED Lz, 25 BTN 250 mg/kg B THEHGHREHTIERT T IV T 2 RO A/G T EITH
mi, 2L 7FZ2Rka,- Z707Y JHEPFEICED L. E£/2, 250 mgke B THEXHHE
BT ALP A FITHINL, BE UL EREEICWED L7z, 25 mgkg # TR &
HAT ALAT, #BEBEKRD Ca MEFITEIMU /2. BT 25 % T 2.5 mg/kg BETHIBEE S A
TRIVATO—ILERITHD L2, 250 mgkg BETIIWTNOBEEE ICBWTH R
HEOEICHEBERETH SN T,

IREEHITETRE 7 IR I VR TR BT & FEXT 250 mg/kg BEDRER, 7NV T 2 KOV 25
O— VIS ZIZHML, JL7FZ ok, - 707U HERGEIZED L. T,
WINOWEEHE TH 250 mg/kg B &M & ORMICHRRETA S NN 2 7.

10.1.8 ZEHER (Tables 8-1~8-8, Appendices 8-1~8-8)

B I TR TIEHED 25 B TX 250 mg/kg FE T GEXHE K ORI 25 BRRE &
ARTHZRICEMNU 2, T 2.5 mg/keg #OMNBER GEMME) AR & HAATHREITH
PLTz.

IKEEII A& T I TILHED 250 mg/kg BEOFFIBTE & GRS R OMEX#E) KOO E 2 (e
18 B CAHXHE) 2 s8 U 7z ME T 250 me/kg BE &S AHIEREE ORMICH R/RZEIZ B SN o 7z

10.1.9 TR (Tables 9-1~9-4, Appendices 9-1~9-5)

5 HRTHE T RS OO 53 BIURLAR A PR VWA B O R AN I U 7 Pl 2 R, KT &
250 mg/kg FECEM L 7=.

HE T B ORI O ZE LAY B RE K OF 250 mg/kg BETH 2/5 BIICH S R7=. DKT
V70 DEEHE LS B R OX 250 mg/kg BE T 1/5 BlIC, ALNELT O MR 1 2
250 mg/kg BEIZ 2/5 BlA SNz, AOSELHOBEMEEMEAMBE O 1/5 FlicAH 5N /.

HE TV BRI FRANE O I LM 2R A0S R IR BE B T 250 mg/kg T T 1/5~3/5 BT A BTz, A
BEICHAONT-EE U THRAERNICHE T, REE LR okl EEOIELA K
DI AY 1/5 i A S 7z, '

HE TRl TR O AR B R o HERE T 2/5 #l ] 1N 250 mg/kg BET 15 WA SN2, A
it T M RO D AR T M BB RE O 1/5 Bl R TF 250 mg/kg BED 2/5 HilA o /2. iz a{bd
A HEEED 1/5 BT H STz, T2 BRECTENREE OB EUAE A 2/5 61, Mo B R E
M1sFNZHA SN, ZOMORFEICIRBEHEFN LB ITA SN2 o7z,

HE TV A BRI RN E O i BEE 28 S B T 375 0, BB O BRI AT 1/5 Bl 5
N, 250 mg/kg BT 1/5 BT EREES B OSEILENH S N7z, AEE THNEEETERE
OEEAI R /5 6, B REB1T LR O REERE T N OB &R O B8 1/5 #11Z, 250 mg/kg
TR EBE IR OSEILAE N 1/5 FlH S N7z, ERFCIEME ORI BRI B &
U250 mg/kg BHETH 1S WA SNz, F e, MIERE T E 8 B O KAEHAE A 1/5 Bl KO
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Hififel b Bz DIEREZS 1/5 B #6172 G R T Ml Oy kMRS R0, RHERED 1/5 I TN 250
mg/kg BED 2/5 BT H 5 N7z, IR TIEAIFERED 1/5 $1Z, 250 mg/ke BED 3/5 PHTHIREED
WENAENA LN, iz, B TIRSEICITRE LEORELEAAEN 15 BlizA STz,
TOMOMBITIIHF B S NEh > 7z,

SHHERE M NG T O BB B % R O SR B LA F R A 2 92t L 7= BB TS, e T HR
FaR 2N MR, 2.5, 25 mg/kg BEM TN 250 mg/kg BETH S 3/z. 250 mg/kg B TREEIRE O
BN A NIz, T RIS 1 A TR K ) 2.5 BTN 25 mg/kg BETH SNz, £ DAl
AR O ZE R b AN BREE K TF 2.5 mg/kg BETH S NTZ.

BGHEE TRIGEO SN AT NOBE TUHHER T ICHONBEMHTHD,
FEBLE R THHE & 250 mg/kg BEE DRNTEWE A S N o Tz,

102 AR (F1) oBlg
102.1  HHAEHO#IEL (Tables 10-1, 10-2, 11, Appendices 10-1~10-3, 11-1~11-4)
HERE RO HAERT, SHEBEEHRBEMER-OMICEERETASNG 2. SMEE
EZTHE, WINOBIZHORFERA SN aho /.
LI BREE & R B B & ORICE BB A S e o 7.

10.2.2  —#%IR%E (Tables 10-1, 10-2, 11, Appendices 10-1~10-3, 11-1~11-4)
B4 HAEFRE, MBEEKRBREIEEOMICHERERRP -T2,
WIFNOFIZTBVTH—RIREICERFEIZED S Nah o 7.

102.3  {KH (Table 12, Appendices 12-1~12-4)
AR R ER ORI B B EZ A O N0 7.

102.4 £ 4 HOFIBFT R (Table 13, Appendices 13-1, 13-2)
WITNOBIZBVWTHORFEEIASNGEN .
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11. &5

2- (3, 5-Ttert- 7 FI)N2-E FOF T T x2)b) S-raaX VY7 =)D (XHE)
2.5, 25 & UX 250 mg/kg/H & & REMEME S 10 1O Crj:CD (SD)IGS T v MZ 28 HMEEH R 15
U, TOBKE SV TEMERNZHE TS EEHITHEBYEORKERSHEEZHR, 5122
HEOKRENMRZRT TREL 2H5%oREHICTOWTHRA Lz, BB s wvaT 5
E7 I LK E B ER S RO H LTRSS L.

BEWIIA T 5528
WINORFICBNWTHRETIE o /e, BGHIHRORIEIRM 28 L T —AkeE, (RiEKk
CEERICHBRMER G OEEIA SNAh o7z, ERENCDOVWTIE, TEE, % (%)
faZ, KRAALETOEHBE, HENE, FRERKCHERIZ, HRMERSOEE D
AN Tz

G IR TR O M AR A T, 25 mg/kg BELLFOBETIEMHLE S Fa >R TSI AF
CHFRIDYEIME L 72, € OAiZ 250 mg/kg B TIEARMEREN A ZITHA U, b7 hekEmnsgmnl 7.
IRSE AT 1 IR O i FE MR TIMED 250 mg/kg BE Tl /NI B CF A ERE SN L 7= I
TH, 25 mg/kg BELL L THREEREROSED L7208, (RBRIANTIR TRFORE TIE, #BRmEH 5
DI B 5N o 7.

£ 5 HARR TR O M AL FHRE T, D 25 mgkg BLLET, 7IVT I 2hmlE R
L,mGwﬁ%ML,m-ﬁmfuwaﬁvﬁ 707U HERNEA Uz, oMz
T F = DARMEN D 5 3. 250 mg/kg BETIE ALP 28I LA E U»Eyﬁﬁwbt.ih
25 mg/kg BETIL ALAT, FAE KO Ca DN L 2. ML 2.5 08 25 m/kg BECHAT L 25
0= L3 U728, 250 mg/kg BETIEWTNOMEFHICHE W T OB E ORICHERE
WA 53RN T KSR T B D IR AL A AR TE TILUHE D 250 mg/kg B THRIEH, 7L
TIOERRBIOVATO-INEEERL, ap- 707 WBENFEPLE. £, 7017
FoUBMEEER L. TIVT I COEMERDT L7 F 2 ORE RIS BRI R & Rk
THho/k. T, WTFNOREEAIZOHEBRMEEZGOEEIH NI,

e R TR R OVREEI R TR OFBIC B W T, BRSOV I b #ERY
HRGOZEBIIRD s Nzho Tz

R GHIME TR OREER T, 25 mgkg B ETHOMEE & GEAE R HHEXHE) 2
L7z, T ER S O BE#HO s Nisho T

NIEHIRIRE TRF DS EE R T, HED 250 me/kg FEOIRE & GodH @ J OHHxHE) K0
JHE & GGEHE e ) L 72, MECIBRELERICEBRM AR S OEEITED N
o e,

$2 55 TR 7 IR O JT BEAH R A ORR 2 TRt B OV B R AN A I U 72 M 22 Bk & X HE i &
250 mg/kg F CHEML /-

e 5 AR 7 IR O SR BERLER FRORE T, 250 mg/kg BEOHE TRITITHIKI O 2Efa{t, OBEIZ
DEUH ORBMAL B CHEEMRR NS S N7, B CIIRME oiti 2, fiTidh

33



Study No. SBL75-31

HOWEEMBERE, LERROMEEMERENAS N,

fETid, 250 mg/kg B THEBO A EMEERKOGELE, MlRoaFEMRER, Bk
PEUE, [EORE LR ORY LA, BEEEY > /NSO SRR B o 8 insiE
53z,

MR LRSI RTOEBRMER G OREMABEMIRE 2R LU BT, #Thk
RIE At IERE, 2.5, 25 me/kg BER R 250 me/kg BETH 572, 250 me/ke B CHRSHEIRE O
s A sz, METIEBEMRE B R 2.5 KU 25 mgkeg #THSIE. Ol
17 2.5 mg/kg B THARE O ZZRI LK BEBE R O 2.5 mg/kg BETH S 17z,

BERR TROFEABREIRE CHEOSNERIIVTNOBERLOTYHERT
—HIHONDIETH D, FEEFHE DI E 250 mgkeg B L OMICERAS NS> Tz,
DX ITHBYE LG ICERT 2R BB RER NS o ek - 2 Z & o kEE
i 7 B OB ERRR A LR L T2 - /2.

AR A DR

WM, AR, THLROER 4 BARRICERYEES OFBEAS NN,
THOBICDABRFREHSNT, —RRE, KERER 4 BOMNRTRRWIHREO
HEIRD Shaho T,

PlED X DI, HFEBREHT T, HOD 25 mg/kg B LOMBKENFRNRETT IV T I >
DM, MEFEWRE TEREHS FO R T 5 A F RHOK TS S NCHHBEERD
BnRa szl EnG, —REETFROEZEEIT 2.5 mgkgH S HEL /2.

¥z, KER, HRE, HEEROHERANOZENEDONLWI EDSEMFBEEHNE

FRIERFE BT 250 mg/kgy/H &L 7z,
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#Os 4% TINUVIN 327
oy k&S 050041X3
L & | | K3
WAERA T % 3 B 48
KE®AA W 16 & 3 H 2 A
e & B BEIODILTIT4—12& %, 99.9 %
-4 5.z68 )
6.769
7 £.9685
Y
c-R54 CHROHATOPAC
CHARBEL HO 1 FILE 5
SAHFLE HO 1] HETHOR 63
REPORT HO ¢ SAHPLE HT  6.8516
15 UT a.6999
PKHO TIHE AREA HE 1DHO CONC HAHE
1 - 5.7°88 16486
Z 6.769 514494 24 i ' igia
3 g.985 ?658?5 2 9979339 327
TGTAL 182826689 99,9389
ROy -HUAKRE e FICARUNY AL FA-FEANKX HASH
p RERBRETo1-ER ENMERE  LENAEEE

BUMANMBICEBLTWSILENRERLEFET,

WA R B 2-41

(3N
&m% TEL:03-5403-8123
FAX:03-5403-8138 ,
TTIVUVIN 387 / TINS23. 001 mmm@mﬂnwnf
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FEL ¢ DBHCB BENEE

1. SEmE
HEBRYHZREYE E LU TRHWE.

2. A% _
L) ik Wi oy MEB
FRIL K0TS (THP) |HPLC B | AOEMBET btk | oo

ASG9964
KLR6024
| A /= HPLC H RO Tt | KLN6056
' KLM6071
NN-ZAFIHFILT I K HPLC A T bt 2 AS19677
(DMF) KL1.9278
' flikz Milli-Q > 272
Rk - CTHERBLELD. |
3. HEHBEER R UME
3.1 B KR
E2E N HI hEE
HPLC > 27 L i 10A AT S EER
RthEs K51t SPD-10A Bt B EUET
T B Millennium 32 A& 3 —5—XHEARH
32 ZOMOBERUME
2 R BEE
Kt R-200D Sartorius
A Pk ae UT-204 Uy~ THASH
AH—F— SR350 7 RN Ty B ER AR
ABRIABLERE | Milli-Q AT A A&z UR7HAH

4.

BEH (A% —)V/THE/HBHAER 2:2:1,vvwv) 1 OFBHE

A& /—)b, THF RUBHIAZ 2:2:1 (vvn) OEIGTEGL, BEEBEARICEK

DIR& L 7z,
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s EERWOME (=)

DBHCB 920 mg #¥§5I28 0, DMF 2 A TIEREIC 20 mL & U, SRHEF & L 7 (1000
wg/ml) . EMERCEEHC ImL BV, DMF TIEHEIC20mL &L, EaEE e Uiz (S0
ug/ml). FEFAELL.

. WE

6.1  HPLC JEZRH
krthds D SEAEOEES (WEEKE 295 nm)
715 I : Symmetry C18 5 pm (150x4.6 mm i.d. ; HE Y + —F — X#HA&H)
1T LR :50C
A EHRE CEEa L (SR |
EEZ LI LAY )/ THE/BRUKEE (212 1, vv/iv)
mE : 1.5 ml/min
AR 110 pL
P R 2T

6.2 AT LOBERYE ‘
Y BIGARE T, AR (50 pg/mLl) D&, EROEMATHER 6 BIEDIRLZ
&%, DBHCB OV — 7 @HEOHIMERERZE RSD) M 202U FTHH1ZOT, @@L
L.

7. ARRHABOHE (0=2)
71 025 mg/mL FEHED S OFH
AW E A —T—CTRELAENS, 1mL ZIEHICED, DMF TIEHEIZ 20 mL &
U7z (12.5 pg/mL).

72  25mg/mL FEHM S OFE
B R 2 Y — 57— TRELRNS, 1nL ZEEIZEYD, DMF TERIC 50 mL &
U7 (50 pg/mL).

73 25 mg/mL FEES S ORK
R 2 Y — T —TRELURAS, 1oL 2IEMICEYD, DMF TERIZ 50 mL &
Uk, ZO# 1mL ZIEHICED, DMF TIERIZ 10mL & LA (50 pg/mL).

8. FRBIMREE

FEEE 2 BIESR, BB Z 1 B9ORFELE. BN JHENS
Millennium 32 IZHHAENZERBFE AL (—ARERE) KL TREREEXL,
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Study No.: SBL75-31
Certificate No.: 7531-1

CERTIFICATE OF ANALYSIS
(1) Analysis : Concentration of the Test Article in the Dosing Preparation
(2) Experimental
Test Article :DBHCB
Lot No. :05004IX3
Vehicle :5 w/v% Gum arabic solution
Form : Suspension

Sampling Size :1mL

(3) Results
Date of Date of Target Conc. Found Conc. Found/Target*
Preparation Analysis (mg/mL) (mg/mL) (%)
0.25 . 0.26509 106.0
June 22, 2004 June 22, 2004 25 27204 108.8
25 25221 100.9

Data are the mean values of 2 determinations.
*Acceptable range: 100 + 10%.

Analytical Supervisor:

Date:
g 22>, 2004/

(Shin Nippon Biomedical Laboratories, Ltd.
Drug Safety Research Laboratories)
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Study No.: SBL75-31
Certificate No.: 7531-2

CERTIFICATE OF ANALYSIS

(1) Analysis : Stability and Homogeneity of the Test Article in the Dosing Preparation
(2) Experimental
Test Article :DBHCB
Lot No. :05004IX3
Vehicle :5 w/v% Gum arabic solution
Form :Suspension
Sampling Size :1mL
(3) Results
i, Stability(%)*
Storage Conditions Tiomopeneity(7)++
. Temperature and Conc. of Analyte (mg/mL)
Container Duration 0.25 25
100.0 100.0
Initial
Tight, light-resistant 15 04
contatner 100.6 100.5
After 7 days under refrigeration
2.1 1.0

* Remaining % (mean of 6 values). Acceptable range: 100 * 10%.
**Coefficient of variation (%, n=6). Acceptable range: 10% or less.
Date of analysis: June 22, 2004 to June 29, 2004

Analytical Supervisor:

41

Date:

(Shin Nippon Biomedical Laboratories, Ltd.

Drug Safety Research Laboratories)



Study No.: SBL75-31
Certificate No.: 7531-3

CERTIFICATE OF ANALYSIS
(1) Analysis : Stability and Homogeneity of the Test Article in the Dosing Preparation
(2) Experimental
Test Article :DBHCB
Lot No. :050041X3
Vehicle :5 w/v% Gum arabic solution
Form :Suspension

Sampling Size :1mL

(3) Results
o Stability(%)*
Storage Conditions Homogeneity (%)<

. Temperature and Conc. of Analyte (mg/mL)

Container Duration 0.25 25
100.0 100.0

Initial
Tight, light-resistant L5 0.4
: i
cotamner 100.4 100.1
After 14 days under refrigeration
1.0 0.6

* Remaining % (mean of 6 values). Acceptable range: 100 £ 10%.
**Coefficient of variation (%, n=6). Acceptable range: 10% or less.
Date of analysis: June 22, 2004 to July 6, 2004

Analytical Supervisor:

Date: (Z(///V 7%&/

(Shin Nippon Biomedical Laboratories, Ltd.
Drug Safety Research Laboratories)
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Study No.: SBL75-31
Certificate No.: 7531-4

CERTIFICATE OF ANALYSIS

(1) Analysis : Concentration of the Test Article in the Dosing Preparation
(2) Experimental

Test Article :DBHCB

Lot No. :050041X3

Vehicle :5 w/v% Gum arabic solution

Form :Suspension

Sampling Size :1mL

(3) Results . ‘
Date of Date of Target Conc. Found Conc. Found/Target*
Preparation Analysis - (mg/mL) (mg/mL) (%)
0.25 0.25500 102.0
August 13, 2004 August 20, 2004 2.5 2.5759 103.0

25 25.634 102.5

Data are the mean values of 2 déterminations.
*Acceptable range: 100 + 10%.

Analytical Supervisor:

(Shin Nippon Biomedical Laboratories, Ltd.
Drug Safety Research Laboratories)
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Table 1-1 Clinical signs in males Study No. : SBL75-31
{ Administration period )
Dose (mg/kg) Control 2.5 25 250
No. of animals 15 10 10 15
Normal 15 10 10 15




Ly

Table 1-2 Clinical signs in females ( Administration period ) Study No. SBL75-31
Dose (mg/kg) Control 2.5 25 250
Before mating
No. of animals 15 10 10 15
Normal 15 10 10 15
Mating period
No. of animals 10 10 10 10
Normal 10 10 10 10
Gestation period
No. of animals 9 CIR 10 10
Normal 9 9 10 10
Lactation period
No. of animals 9 10 10 10
Normal 9 10 10 10

1): Except an animal in which copulation was not confirmed.
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Table 1-3 Clinical signs in males

{ Recovery period )

Dose (mg/kg) Control 250
No. of animals 5 5
Normal 5 5

Study No.

N

SBL75-31
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Table 1-4 Clinical signs in females

( Recovery period )

Dose (mg/kg) Control 250
No. of animals 5 5
Normal 5 5

Study No.

SBL75-31
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Table 2-1 Body weight of males ( mean + S.D. , g ) Study No. : SBL75-31

Dose (mg/kg) Control 2.5 25 250

Day

( Administration period )
0 187.9+44.3 (15) 187.0+4.6 (10) 185'2i3'7 (10) 187.746.0 (15)
3 213.4+46.9 (15) 212.4i5.9 (10) 212.0+45.7 (10) 215.3i7.6 (15)
7 245.9+49.8 (15) 246.8+7.5 (10) 245.6i7.9 (10) 248‘5i11'2 (15)
10 270.8+413.2 (15) 270.949.4 (10) 267.5+414. (10) 272.1+414.7 (15)
14 299.5+415.9 (15) 299.3+413.1 (10) 293.4+420. (10) 301.4+18.9 (15)
17 319.1+418.0 {15) 316.4+15.1 (10) 310.8+24. (10) 319.0+20.3 (15)
21 340.6+20.4 (15) 339.9+17.9 (10) 332.6+28. (10) 341.5+423.5 (15)
24 358.1+422.3 {15) 355.7+19.6 (10) 346.5+30. (10) 356.6+424.2 {15)
28 377.1+424.0 {15) 374.9+422.4 (10) 364.2+35. (10) 373.7426.0 (15)
31 385.2424.7 (15) 386.2+24.8 (10) 368.9+36. (10) 380.5+28.1 (15)
35 402.8+25.3 (15) 403.1424.4 (10) 383.6+36. (10) 394.7+30.9 {15)
38 412.4+425.0 (15) 415.4+26.4 (10) 395.3+38. (10) 406.4431.6 (15)
42 428.7+426.5 (15) 432.4425.5 (10) 413.0440.7 (10) 421.1+32.1 (15)
45 438.7+27.5 (15) 442.3427.5 (10) 421.9+40. {10) 430.7+435.2 (15)
49 449.6+430.5 (15) 452.2:29.3 (10) 430.7+39. (10} 439.3434.9 (15)
52 455.8+431.5 {(15) 459.5+30.6 (10) 438.8i4l. (10) 444.7+34.4 (15}

{ Recovery period )
56 480.0+423.7 ( 5) 468.6+430.1 ( 5)
59 489.6422.4 ( 5) 477.6i29.1 (5)
63 499.0+423.1 ( 5) 485.4+428.6 ( 5)
66 505.6+19.8 ( 5) 493.2425.6 { 5)
70 474.2+422.8 (5) 457.0+25.2 ( 5)

Not signficantly different
Not signficantly different

Day 70

Animals that were

from the control group by Dunnet’s type test /

from the control group by t-test.

fasted

Dunnet’s test.
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Table 2-2 Body weight gain of males ( mean + S.D. , g ) Study No.
Dose (mg/kg) Control .5 25 250
Day
( Administration period
0- 3 25.5+3. (15)  25.4+2. (10)  26.8+3. (10)  27.7+2. (15)
3- 7 32.5+3. (15) 34.4+2. (10) 33.6+4. (10) 33.1+4. (15)
7-10 24.9+5. (15) 24.1+4. (10) 21.8+7. {10) 23.7+5. (15)
10-14 28.7+4. (15) 28.4+5. (10) 25.946. (10) 29.345. (15)
14-17 19.5+4. (15) 17.1+3. (10) 17‘4i5' (10) 17.6+43. (15)
17-21 21.5+43.9 (15) 23.54+5. (10) 21.8+4. (10} 22.5+4. (15)
21-24 17.5+4. (15) 15.8+2. (10) 13.9+3. (10) 15.1+44. (15)
24-28 19.1i4. {15) 19.2:4. (10) l7.7i6. (10) 17.115. (15)
28-31 8.,1+5. (15) 11.3+4. (10) 4.7+5. (10) 6.8+4. (15)
31~35 17.6+4. (15) 16.9+2. (10) 14.7+4. (10} 14.1+4. (15)
35-38 9.612. (15) 12.345. (10) ll.7i3. (10) 11.714. (15)
38-42 16.3+4. (15) 17.0+3. (10) 17.745. (10) 14.7+6. (15)
42-45 9.9+5, (15) 9.9+5. (10) 8.9+1. (10) 9.6+4. (15)
45-49 10.9+5. (15) 9.9+4. (10) 8.8+4. (10) 8.7+3. (15)
49-52 6.2+4. {15) 7.3+3. (10) 8.1+3. (10) 5.4+4. (15)
52-5¢6 11.6i4. ( 5) 10.816. ( 5)
( Recovery period )
56-59 9.6+2. (5) 9.0+5. {5)
598-63 9.4+5. { 5) 7.8+5. ( 5)
63-66 6.6+4. ( 5) 7.8+5. ( 5)
66-70 -31.4+3. ( 5) -36.2+7. ( 5)

Not signficantly different from the control group

Day 70

Animals that were fasted

by Dunnet’s type test /
Not signficantly different from the control group by t-test.

Dunnet’'s test.

SBL75~31
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Table 2-3 Body weight of females - Before mating ( mean + S$.D. , g Study No.
Dose {mg/kg) Control 2.5 25 250
Day
( Administration period )
¢ 151.9+6.3 (15) 154.7+7.5 (10) 153.8+45.4 (10) 153.1+7.0 (15)
3 163.5+7.3 (15} 165.1+9.4 (10} 165.446.9 {10) 163.8+7.5 (15)
7 175.849.8  (15) 177.1+11.6 (10) 178.9+410.5 {10) 176.9+10.2 (15)
10 186.7+12.3  (15) 188.4+14.7 (10) 192.4+10.8 (10) 187.5+10.3 (15)
14 197.2+15.4 (15) 201.6+18.3 (10) 204.8+12.8 (10) 198.6+11.7 (15)
17 205.0+416.2 (15) 209.3+19. {10) 214.14#14.0 (l0) 206.4+12.7 (15)
21 215.7+18.2 (15) 224.4+20. (10) 226.3i12.7 {10) 219.3+13.8 (15)
24 223.5i19.5 (15) 232.0+21. (10) 232.8+413.0 (10) 226.7+14.0 (15)
28 233.2+420.9 (15} 243.0+23. (10) 243.5412.3 (10) 237.2+15.3 (15)
31 238.6+22.7 ( 5) 246.4417.3  ( 5)
35 247.0t23.3 { 5) 254.8+16.8 ( 5)
38 251.4+429.2 { 5) 258.4+18.5 ( 5)
22 256.6+27.0 ( 5) 266.6+18.7 ( 5)
45 261.8+427.5 ( 5) 273.8+18.0 ( 5)
49 265.6i27.4 { 5) 277.6+18.4 ( 5)
52 270.0+22.5 ( 5) 281.6+20.5 ( 5)
{ Recovery period )
56 277.2122.8 ( 5) 288.2i15.7 { 5)
59 280.6+23.9 ( 5) 292.8+18.3 ( 5)
63 285.2+422.4 ( 5) 298.0415.9 { 5)
66 285.8+26.5 ( 5) 305.4417.8 ( 5)
70 268.2+21.4 ( 5) 283.0+17.5 ( 5)

Not signficantly different from the control group by Dunnet’s type test /

Not

Day

signficantly different from the

70

Animals that were fasted

cantrol group by t-~test.

Dunnet's test.

SBL75-31
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Table 2-4 Body weight gain of females - Before mating ( mean + S.D. , g) Study No.
bDose {(mg/kg) Control .5 25 250
Day
( Administration period
0- 3 11.743. {15) 10.443.7 (10) 11.6+3 (10) 10.7+3.3 (15)
3- 7 12.3+43. (15) 12.0+3.8 (10) 13.5+45. (10) 13.1+44.3" (15)
7-10 10.9+44. (15) 11.3+4.3 (10) 13.5+4 (10) 10.6+42.8 (15)
10-14 10.5+4. (15) 13.2+45.7 (10) 12.4+4. (10) 11.1+42.8 (15)
14-17 7.843. (15) 7.744.5  (10) 9.343. (10) 7.8+45.2 (15
17-21 10.7+4. (15) 15.1+43.8%* (10) 12.2+43. (10) 12.9+44.2 (15)
21-24 7.843. (15) 7.6+3.9  (10) 6.5+3. (10) 7.544.4  (15)
24-28 9.7+2. (15) 11.0+4.1 (10) 10.7+2. {10) 10.5+43.5 (15)
28-31 3.8i3. ( 5) 6.0+4.8 { 5)
31-35 8.4+2. { 5) 8.441.5 { 5)
35-38 4.4+6. { 5) 3.6+4.5 ( 5)
38-42 5.2+2. ( 5) 8.2+3.1 ( 5)
42-45 5.2+4. (5) 7.245.1  ( 5)
45-49 3.8+2. {5) 3.844.2  ( 5)
49-52 4.445. (5) 4.045.7  ( 5)
52-56 7.242. ( 5) 6.6+5.0 { 5)
( Recovery period )
56-59 3.4+2. ( 5) 4.643.4 { 5)
59-63 4.643. (5) 5.243.5  { 5)
63-66 0.6+4 (5) 7.4+44.3 ( 5)
66-70 -17.6+6 ( 5) ~22.4+43.2  ( 5)
* P<0.05 Signficantly different from the control group by Dunnet’s type test /—;;;;et's test.

Not signficantly different from the control group by t-test.

Day 70

Animals that were fasted

SBL75-31
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Table 2-5 Body weight of dams (FO0)} - Gestation period ( mean + S.D. , g ) Study No. : SBL75-31
Dose (mg/kg) ) Control 2.5 25 250
Days of gestation

0 237.8422.9 (9) 248.1+17.¢ ( 9) 247.5+13.6 (10) 241.0+416.2 (10}

7 273.2427.4 ( 9) 284.1+20.8 ( 9) 281.3+14.6 (10) 280.5+17.1 {106}

14 311.9+28.0 (9) 326.0+23.9 ( 9) 321.8+14.8 (16) 321.1+22.9 (10)

20 392.6+35.2 ( 9) 405.0+428.0 { 9) 396.3+19.8 (10) 398.7+34.6 (10)

{ ) : No. of dams

Not significantly different from the control

group

by Dunnet'’'s type test

/ Dunnet’s test
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Table 2-6 Body weight gain of dams (F0) ~ Gestation period ( mean + 5.D. , 9 Study No. SBL75~31
Dose {(mg/kg) Control 2.5 25 250
Days of gestation
0- 7 35.4+7.7 (9 36.046.6 (9) 33.845.4 {10} 39.5+7.2 (10)
7-14 38.7+8.2 (9) 41.945.9 (9) 40.5+5.8 (10) 40.6+47.1 (10)
14-20 80.7+12.6 { 9) 75.0+9.7 (9) 74.5+410.5 (10) 77.6+15.4 (10)

{ ) : No. of dams
Not significantly

different from the control group by Dunnet’s type

test / Dunnet'’s test
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Table 2-7 Body weight of dams (FO0) - Lactation period ( mean + 5.D. , ¢ ) Study No. : SBL75-31
Dose (mg/kg) Control 2.5 25 250 .
pays after delivery

0 281.0+28.6 ( 9) 293.3+428.2 (10) 287.2+15.1 (10) 294.2+19.0 (10)

3 306.4+33.8 ( 9) 311.6+23.8 (10) 313.3+20.2 (10) 313.5+415.5 (10)

4 276.9+36.5 ( 9) 281.6+31.2 (10} 280.1+20.2 (10) 280.3+17.0 (10)

{ )} ¢+ No. of danms
Not significantly different from

Day 4 : Animals that were fasted

the control group by Dunnet’s type

test / Dunnet’s test
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Table 2-8 Body weight gain of dams (F0) - Lactation period {( mean + S.D. , ¢ ) Study No. : SBL75-31
Dose (mg/kg) Control 2.5 25 250
Days after delivery

0- 3 25.4412.4 ( 9) 18.3+11.4  (10) 26.1+10.5 (10) 19.347.9 (10}

3- 4 -29.6+7.0 { 9) -30.0+8.2 (10) -33.2+47.0 (10) -33.2+47.1 (10)

()} ¢ No. of dams
Not significantly different from the control group by Dunnet'’s type test / Dunnet's test

pay 4 : Animal that were fasted
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Table 3-1 Food consumption in males ( mean + 8.D. , g/day ) Study No.

Dose (mg/kg) Control 2.5 25 250

Day

( Administration period )
0- 1 23.9+42.0 (15) 24.3+41.9 (10) 24.0+1. (190) 24.7i2.l (15)
3- 4 26.3+42.5 (15) 25.7+42.7 (10} 25.8+1. (10) 25.7+41.7 {(15)
7- 8 27.9+2.5 (15) 26.6+3.0 (10) 27.9+3. (10) 27.9i2.3 (15)
10-11 30.043.3  (15)  27.942.6  (10)  27.8+4. {10)  30.5+#3.2  (15)
14~15 28.4i3.5 {(15) 25.8+42.5 (10) 27.413. (10) 28.5+43.5 (15)
17-18 29.343.2 (15) 27.3+41.8* (10) 27.3+3. (10) 29‘7i1‘8 (15)
21-22 30.412.7 {(15) 28.9i3.0 (10) 27.6+3. (10) 29.9+2.5 (15)
24-25 29.5+43.2 (15) 28.4+43.2 (10) 28.6+3. (10) 29.7+1.8 (15}
28-29 33.2+1.8 { 5) { 0y ( 0) 30.4+41.5* ( 5)
31-32 32.2+2.9 ( 5) ( 0 { 0) 30.4+42.9 ( 5)
35-36 29.6+1.5 ( 5) ( 0) (0} 30.2+2.0 ( 5}
38-39 33.042.3 . ( 5) { 0y ( 0) 30.6+3.2 ( 5)
42-43 31.4+41.8 ( 5) ( O ( 0) 32.2+42.4 { 5)
45-46 33.8+2.6  ( 5) (0) (0) 32.043.7 ( 5)
48-50 27.0+2.5 { 5) ( 0) ( 0) 28.4+4.7 ( 5)
52-53 29.2+41.5 ( 5) {0y ( 0) 30‘2i2'0 { 5)

{ Recovery period )}
56-57 31.641.9 ( 5) ( 0) (0) 32.2+2.4 ( 5)
59-60 30.0+41.0 ( 5) ( 0) ( 0) 32.0+1.0 { 5)
63-64 33.2+40.8 { 5) ( 0) ( Q) 32.4i2.7 { 5)
66~67 31.8+42.2 ( 5) (o) ( 0) 32.013.1 { 5)

( ) : No. of animals

* P<¢0.05 Signficantly different from the control group by Dunnet’s type test / Dunnet’s test.

Not signficantly different from the control group by t-test.

SBL75-31
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Table 3-2 Food consumption in females - Before mating ( mean + $.D. , g/day ) Study Neo. : SBL75-31

Dose (mg/kg) Control 2.5 25 250
Day

{ Administration peried )

0- 1 18.0+2.3  (15) 17.8+1.8  (10)  18.8+2.1  (10) 18.5+2.2  (15)

3- 4 18.0+42.2  (15)  19.6+3.9  (10)  19.8+41.9  (10)  19.9+3.3  (15)

7- 8 19.6+2.6  (15)  20.6+3.0  (10)  20.2+41.6  (10)  19.0+2.6  (15)
10-11 20.4+2.6  (15) 20.9+4.9  (10)  19.4+42.3  (10)  20.1+3.3  (15)
14-15 19.042.1  (15) 17.94#3.2  (10)  19.042.8  (10) 19.1+2.3  (15)
17-18 19.9+44.0  (15) 19.3+2.4  (10) 21.4+41.8  (10)  21.2+2.7  (15)
21-22 20.3+3.7  (15)  20.2+42.9  {10)  21.1+1.9  (10)  20.1+2.1  (15)
24-25 19.9+3.1  (15)  22.2+44.7  {(10)  21.9+3.5  (10)  21.6+3.5  (15)
28-29 21.0+42.3  ( 5) ( 0) (0} 19.8+3.4  ( 5)
31-32 19.4+1.3  ( 5) (0 (0)  22.4+2.1% ( 5)
35-36 19.8+1.3  ( 5) (o) (0) 21.0+1.2 ( 5)
38-39 21.0+2.0  ( 5) (0) ( 0) 24.042.6 ( 5)
42-43 21.8+2.2  ( 5) ) (0) 21.6+2.2 ( 5)
45-46 22.4+4.2  ( 5) (0 (0) 22.24#2.0 ( 5)
49-50 19.2+4.2  ( 5) ( 0) ( 0) 19.8+3.9  ( 5)
52-53 20.042.3  ( 5) {0) ( 0y 21.2+41.6 ( 5)

( Recovery period )

56-57 21.011.9 { 5) { 0) { 0) 23.812.4 ( 5)

59-60 22.6i2.6 { 5) ( 0) ( 0) 22.012.5 { 5)

63-64 22'4i2‘5 ( 5) ( 0) ( 0) 23.4i2.l ( 5)

66-67 22.412.5 { 5) ( 0) ( 0) 23.OilA2 ( 5)
() : No. of animals

* P<0.05 : Signficantly different from the control group by Dunnet’s type test / Dunnet’s test.
Not signficantly different from the control group by t-test.



Table 3-3 Food consumption in dams (F0) - Gestation period ( mean + 5.D. , g/day ) Study No. SBL75-31
Dose (mg/kg) Control 2.5 25 250
Days of gestation

0- 1 20.9+43.9 {9) 20.8+2.1 (9) 20.3+3.1 (10) 20.8+3.3 (10)

3~ 4 22.6+5.3 ( 9) 24.6+3.8 { 9) 24.8+2.7 (10) 26.1+2.5 (10)

6- 7 25.3+3.5 { 9) 26.1+2.0 { 9) 24.3+2.9 (10) 26.6+2.2 (10)

10-11 26.7+3.6 ( 9) 28.0+42.7 (9 27.7+1.9 (10) 28.2+2.3 (10)

14~-15 26.1+3.0 ( 9) 28.2+4.5 ( 9) 28.1+2.1 (10) 25.942.5 (10)

17-18 29.4+2.9 (9 28.7+43.0 (9) 30.1+42.7 (10) 29.8+2.4 (10)

19-20 27.1+3.8 { 9) 27.743.5 ( 9) 28.2+2.5 (10) 29.142.7 (10)

() : No. of dams
Not significantly

09

different from the control group by Dunnet’'s type test / Dunnet’s test
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Table 3-4 Food consumption «in dams (F0) - Lactation period ( mean + S.D. , g/day ) Study No. SBL75-31
Dose {mg/kg) Control 2.5 25 2590
Days after delivery

0- 1 13.8+8.9 { 9) 12.8+7.4 {10) 12.9+9.8 (10) 15.0+8.7 (10)

2= 3 38.1+5.2 {9) 33.7+4.2 {10) 35.548.6 {10) 34.2+44.4 (10)

{( ) : No. of dams
Not significantly different from the

control group by Dunnet’s type test / Dunnet’s test



Table 4 Mating performance

pose : (mg/kg) Control 2.5 25 250
No. of pairs used for mating (a) 10 10 10 10
No. of pairs with successful copulation (b} 9 10 10 10
Copulatory index (%) (bra} 9¢.0 100.0 100.0 100.0
Mean copulatery interval (days , mean+5.D.) 4.944.4 3.443. 2.7+1.3 2.8+1.5
No. of fertile pairs (¢} 9 10 10 10
Fertility index (%) (c/b} 100.0 100.0 1¢0.0 100.0

Not significantly different from the control group by Dunnet’s type test / Dunnet’s test.
Not significantly different from the control group by Fisher'’s exact test.

Study No.

SBL75-31
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Table 5 Abbreviations of hematology parameters

Hematology

RBC - (108 /mm3)
WBC (163 /mm3)
Ht (%)
Hb (g/4L)
Plat. (163 /mm3)
Mcv (fL)
MCH {pg)
MCHC (g/dL)
Ret. (%) (%)

Hemogram
Eosino. (103/mm3)
Eosino. (%)
Baso. (103/mm3)
Baso. (%)
Mono. (103 /mm3)
Mono. (%)
Lymph. (103 /mm3)
Lynph., (%)
Neutro. (103/mm3)
Neutro. (%)
LUC (103 ,/mm3)
LUC (%)

Blood coagulation test
PT (Sec)
APTT {Sec)

Nunmber of red blood cells

‘Number of white blood cells

Hematocrit value

Hemoglobin concentration

Number of blood platelets

Mean corpuscular volume

Mean corpuscular hemoglobin

Mean corpuscular hemoglebin concentration
Reticulocyte ratio

Number of eosinophilic leunkocytes
Eosinophilic leukocyte ratio
Number of basophilic leukocytes
Basophilic leukocyte ratio

Number of monocytes

Monocyte ratio

Number of lymphocytes

Lymphecyte ratio

Number of neutrophilic leukocytes
Neutrophilic leukocyte ratio
Number of large unstained cells
Large unstained cell ratio

Prothrombin time
Activated partial thromboplastin time

Study No.SBL75-31
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Table 5-1

Hematology in males (End of drug administration)

Study No.

Dose (mg/kg) Control 2.5 25 250
N 5 5 5 5

RBC (106,mm3)  8.184+0.323 7.946+0.307 8.068+0.304 7.634+40.364%
WBC (103/mm3)  9.414%1.059 8.218%2.935 8.102%2.368 8.936¥1.133
Ht (%) 45.56+1.90 44.32%0.91 44.68%2.24 42,70%1.68
b (g/dL) 15.24%0.38 14.86%0.54 15.12%0.86 14.22%¥0.70
Plat. (103,mm3) 1063.2¥109.9  1145.2¥134.1  1201.8F119.3 1204.8%107.7
Mcv (fL) 55.70%2.34 55.84%1.45 55.36%0.86 55.94F0.72
MCH (pg) 18.66%0.70 18.68%0.79 18.7250.43 18.60%0.27
MCHC (g/dL) 33.54+0.69 33.50%0.71 33.82%0.37 33.26%0.44
Ret. (%) 2.60+0.34 2.74%0.57 3.00%0.40 3.02%0.44
Eosino. (103/mm3)  0.102%0.036 0.118%0.024 0.072%0.028 0.106%0.032
Eosino. (%) 1.08%0.42 1.62%0.70 0.88%0.13 1.22F0.38
Baso. (103/mm3)  0.018%0.004 0.016%0.009 0.014%0.005 0.012%0.004
Baso. (%) 0.18%0.04 0.16%0.09 0.16%0.05 0.12%0.04
Mono. (103/mm3) 0.158¥0.078 0.114¥0.025 0.100%0.062 0.148%0.008
Mono. (%) 1.64%0.61 1.58%0.73 1.20%0.35 1.68%0.30
Lymph. (103,/mm3)  8.064%0.827 6.770%2.978 6.486F2.114 7.050%1.135
Lymph. (%) 85.78%2.26 80.58+7.34 79.64%3.66 78.64%4.29
Neutro. (103,/mm3)  0.990%0.238 1.124%0.345 1.360%0.299 1.51250.277*
Neutro. (%) 10.48+1.99 14.96%5.91 17.30¥%3.71 17.18%4.23
LuC (103 /mm3) 0.082%0.008 0.078%0.024 0.068%0.040 0.104%0.078
LuC (%) 0.86%0.05 1.10%0.51 0.82¥0.43 1.10%0.74
PT (sec) 8.52+40.42 . 9.50¥0.97 9.20%0.57 8.50%0.58
ADTT {Sec) 20.10%0.77 20.94%0.65 18.34%0.98%*  18.18F0.71%*

Values are expressed as the mean + S.D.

* P¢0.05 , ** P<0.01 : Signficantly different from the control group by Dunnet’s type test / Dunnet’s test.

SBL75-31
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Table 5-2

Hematology in females

(End of drug administration)

Study No.

Dose{mg/kg) Control 2.5 25 250
N 5 5 5 5

RBC {106, mm3)  6.810+0.489 6.904+0.360 6.816+0.138 6.500+0.243
WBC {103/mm3)  5.952%¥0.959 6.188%1.379 6.34431.463 5.050%0.711
Ht (%) 40.16%2.06 41.08%1.68 39.40%1.19 39.58%¥2.33
Hb (g/dL) 13.38%0.66 13.98%0.75 13.14%0.36 13.36%0.77
Plat. (103/mm3) 1468.0%237.3  1517.6%44.2 1496.0%207.7  1502.6%156.5
MCV (fL) 59.08%2.35 59.58%1.84 57.80%2.12 60.90%1.46
MCH (pg) 19.70%0.82 20.26%0.46 19.28%0.65 20.54%0.50
MCHC (g/dL) 33.34%0.21 34.00%0.59 33.40%0.73 33.74%0.37
Ret. (%) 6.48%2.55 4.88%1.04 4.48%1.28 6.28%2.55
Eosino. (103/mm3)  0.068¥0.019 0.048%0.019 0.038%0.016* 0.038%0.018*
Eosino. (%) 1.10%0.31 0.82%0.32 0.62%0.24 0.74%0.35
Baso. (203/mm3)  0.004%0.005 0.008%0.004 0.010%0.007 0.000%0.000
Baso. (%) 0.08¥0.04 0.1070.07 0.10%0.07 0.08%0.04
Mono. (103/mm3)  0.088%¥0.053 0.058%0.027 0.078%0.036 0.072%0.044
Mono. (%) 1.4450.78 0.96%0.32 1.18%0.30 1.38%0.86
Lymph . (103 /mn3) 3.702¥0.766 4.614%1.065 4.634F1.454 3.408%0.151
Lymph. (%) 61.98%4.94 74.58%6.18 71.96%8.38 68.72¥11.35
Neutro. (103/mm3) 2.052+0.302 1.432+0.505 1.546%0.352 1.500+0.766
Neutro. (%) 34.74+4.38 23.08+5.78 25.52%8.49 28.50+11.13
Luc (103/mm3)  0.038%0.015 0.030%0.007 0.036%0.015 0.032%0.013
LuC (%) 0.66%0.24 0.50%0.12 0.60%0.23 0.58%0.23
_PT (sec) 7.38%0.29 7.28%0.19 7.42%0.27 6.94%0.32
APTT (sec) 18.56¥1.19 19.14%1.92 18.82%0.25 14.74%3.36

Values are expressed as
Signficantly

* P<0.05

the mean + S.D.
different from the control group by Dunnet’'s type test / Dunnet’'s test.

SBL75~31
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Table 5~3

Hematology in males

{End of recovery test)

Study No.

Dosa{(mg/kg) Control 250
N 5 5

RBC {106,/mm3)  8.866+0.544 8.342+0.406
WBC (10~ /mm>} 8.506%1.532 9.516%1.568
Ht (%) 47.26%2.39 45.66%1.12
Hb (g/dL) 15.76%0.74 15.10%0.32
Plat. {103,/mm3} 1081.0%73.3 1406.47218.2+
MCV (£fL) 53.36%1.25 54.86%3.31
MCH (pg) 17.80%0.46 18.1470.95
MCHC (g/dL) 33.36+0.17 33.06%0.69
Ret. (%) 2.4450.38 2.80%0.16
Eosino. (103/mm3) 0.100%0.052 0.09270.031
Eosino. (%) 1.16%0.55% 0.98%0.45
Baso. (103,/mm3) 0.008%0.004 0.016¥0.009
Baso. (%) 0.10%0.07 0.18¥0.08
Momno. {103/mn?) 0.116%0.041 0.174¥0.046
Mono. (%) 1.4070.56 1.82%0.39
Lymph. {103/mm3)  7.398%1.397 7.982%1.372
Lymph. (%) 86.86F1.17 83.78F1.86*
Neutro. (103,/mm3)  0.784%0.164 1.176F0.214+
Neutro. (%) 9.26F1.49 12.42%1.86%
LuC {103 /mm3)  ©0.094%0.064 0.078%0.038
LUC (%) 1.1870.83 0.82F0.27
PT (sec) 14.84F3.34 15.70%2.71
APTT {Sec) 23.98%1.48 25.48%1.23

Values are expressed as the mean + S5.D.

* P<0.05

¢ Signficantly

different from the control group by t-test / Wilcoxon test.

SBL75-31
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Table 5-4 Hematology in females (End of recovery test) Study No. : SBL75-31

Dose (mg/kg) Control 2.5 25 250
N 5 0 0 5

RBC (106,/mm3)  8.074+0.449 8.112+40.157
WBC (103/mm3)  3.446%0.317 3.514%0.780
Ht (%) 45.00F1.78 44.54%0.58

Hb (g/dL) 15.40%0.66 15.30%0.39

plat. (103,/mm3) 1113.2¥77.9 1037.4%91.2

MCV (fL) 55.78+1.08 54.94%0.52

MCH (py) 19.10%0.37 18.82%0.16

MCHC (g/dL) 34.20%0.35 34.28%0.52

Ret. (%) 2.32%0.42 2.08%0.43

Eosino. (103/mm3)  0.064F0.015 0.056%0.015
Eosino. (%) 1.80%0.45 1.66%0.74

Baso. (103/mm3)  0.000F0.000 0.000F0.000
Baso. (%) 0.06%0.05 0.04%0.05

Mono . (103 /mm3) 0.066%0.017 0.062%0.019
Mono. (%) 1.9250.45 1.74%0.50

Lymph. (103/mm3)  2.634%0.281 2.834%0.698
Lymph. (%) 76.78+7.95 80.34%4.18

Neutro. (103/mm3)  0.652%0.295 0.542%0.157
Neutro. (%) 18.64%7.31 15.60%3.83

Luc (103/mm3) 0.028%0.015 0.022%0.008
LucC (%) 0.74%0.34 0.62%0.24

PT (sec) 7.70%0.38 7.36%0.09

APTT (sec) 18.04¥0.86 17.58%0.19

Values are expressed as the mean + S.D.
Not signficantly different from the control group by t-test / Wilcoxon test.
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Table 6 Abbreviations of blood chemistry parameters

Blood Chemistry

ASAT {IU/L)
ALAT {IU/L)
ALP (1U/L)
LDH (1U/L)
CPK {1U/L)
T.Bil. {mg/4L)
T.Prot. (g/dL)
Albunmin {g/dL)}
T.Chol. (mg/4L)
TGL (mg/dL)
Glucose (mg/dL)
BUN, {mg/dn)
Creat. {mg/dL)
ip (mg/dL)
ca (mg/dL)
Na (mEq/L}
K (mEg/L)
cl {mEq/L)
TBA (4 mol/L)
Protein fraction
Albumin (%)
Al-glob. (%)
A2-glob. (%)
B-glob. (%)
G-glob. (%)

A/G

Aspartate aminotransferase
Alanine aminotransferase
Alkaline phosphatase
Lactate dehydrogenase
Creatine phosphokinase
Total bilirubin

Total protein

Albumin i
Total cholesterol
Triglyceride

Glucose

Blood urea nitrogen
Creatinine

Inorganic phosphorus
Calc¢ium

Sodium

Potassium

Chloride

Total bile acid

Albumin

. Alpha-1 globulin

Alpha-2 globulin
Beta globulin
Gamma globulin
Albumin / Globulin

Study No.SBL75-31
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Table 6-1

Blood chemistry in males

(End of drug administration)

study Ho.

Dose(mg/kg) Control 2.5 25 250

N 5 5 5
ASAT (IU/L) 115.6+423.0 92.4+17.7 135.8428.1 120.8+23.1
ALAT (IU/L) 38.8¥3.7 39.2%2.9 58.2+25.5% 48.8%7.5
ALP (IU/L) 539.0¥57.3 475.6%77.7 616.8¥177.8 942.6%149.6**
LDH (IU/L) 2106.6%753.8 1235.8%824.0 2751.8¥1313.4 2255.6%792.4
CPK (IU/L) 836.6+225.3 441.8+%232.4 826.8¥314.2 694.0+248.4
T.Bil. (mg/dL) 0.052¥0.008 0.048%0.016 0.046%0.013 0.024F0.009**
T.Prot. (g/dL) 5.60%0.10 6.04%0.27 6.26¥0.41%% 5.92%0.34
Albumin (g/dL) 4.10%70.10 4.54%0.25 5.18%0.43*%% 5.00%F0.,24*x
T.Chol. (mg/dL) 68.0%6.9 58.4%12.8 64.0%7.3 61.2F16.5
TGL (mg/dL) 51.0%16.0 36.2%10.1 45.0%14.8 57.2%11.5
Glucose (mg/dL) 186.2%14.0 173.2+14.3 190.4¥14.6 198.2%27.1
BUN (mg/dL) 20.74%1.17 19.68%2.59 21.78%1.85 21.34%3.76
Creat. (mg/dL) 0.312%0.053 0.274%0.022 0.226+0.037*% 0.248F0.022*
Ip (mg/dL) 7.106%0.352 7.004%0.515 7.848%0.606 7.490%0.692
Ca (mg/dL) 8.9470.26 9.28%0.16 9.58%0.20** 9.1870.24
Na (mEq/L) 141.0%0.7 142.4%0.5 142.2¥1.6 140.2%0.4
K (mEqQ/L) 4,46%0.17 4.40%0.41 4.54%0.27 4.62%0.18
cl (mEq/L) 103.0%1.4 104.6%1.7 103.6%0.9 102.8%0.8
Albumin (%) 51.48%2.34 53.26%1.80 58.56+2.53%% 61.00%1.66**
Al-glob. (%) 20.38%2.69 20.66%2.51 19.14%2.91 18.14%1.16
A2-glob. (%) 9.44%0.51 9.00%0.33 7.76F0.21%* 7.60F0.37++
B-glob. (%) 14.5240.92 12.88%1.02** 10.56+0.56** 9.02¥0.30%*
G-glob. (%) 4.18%¥1.03 4.20%0.31 3.98%0.76 4.,24%0.80
A/G 1.068%0.098 1.142%0.086 1.418%0.141*% 1.568%0.106**
TBA (1 mol/L) 15.02%7.33 13.16%4.54 24.98%8.23 40.06%44.09

Values are expressed as the mean + S.D.

* P<0.05

** P¢0.01

signficantly different from the control group by Dunnet’s type test / Dunnet’s test.

SBL75~31
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Table 6-2

Blood chemistry in females

(End of drug administration)

Dose{mg/kg) Control 2.5 25 250
N 5 5 5

ASAT (1U/L) 130.2411.3 112.8+37.2 106.4+14.8 103.8+22.6
ALAT (IU/L) 59,0%9.1 42.8F7.8 49.4%9.9 60.2%15.3
ALP (IUu/L) 214.8%29.4 185.4%70.5 184.4%56.4 193.8%59.4
LDH (1U/L) 2642.2F802.9 2198,2¥1795.1 1632.2¥600.4 1347.4+653.2
CPK (IU/L) 794.4F425.0 588.4%457.5 445.6¥137.3 333.07156.2
T.Bil. {mg/dL} 0.058%0.016 0.074%0.030 0.044%0.011 0.056F0.013
T.Prot. (g/dL) 5.74+0.31 5.60%0.27 5.54%0.36 5.50F0.22
Albumin (g/dL) 4.46+0.29 4.3670.15 4.3870.31 4.30F0.19
T.Chol. (mg/dL) 79.6%16.8 58.4¥3.2% 57.6F13.3% 64.2F12.9
TGL (mg,ALj 25.4%6.9 23.0%15.0 21.2F15.1 17.8F13.8
Glucose {mg/dL) 109.0¥15.8 108.6%13.2 119.8%6.7 115.0F24.1
BUN {(mg/dL) 26.14%8.24 17.28%5.27 19.82%4.06 18.90F4.97
Creat. (mg/dL) 0.308%0.044 0.290%0.040 0.330%0.029 0.282F70.028
Ip (mg/dL) 6.614+0.971 5.620%0.963 6.27470.867 6.020%0.726
Ca {mg/dL) 8.94%0.67 8.88%0.47 9.02%0.24 9.16+0.54
Na {mEg/L) 140.2+0.8 139.6+%1.1 140.2+1.1 139.8%1.9

K (MEq/L) 4.1070.16 4,22¥0.16 4.0070.14 3.92%0.19
cl (mEq/L} 101.2%2.4 100.4%1.5 101.4%2.5 101.0¥1.6
Albumin (%) 55.02%1.84 54,22%2.05 55.48%0.75 55.44F1.82
Al-glob. (%) 17.82%2.14 19,20%1.42 17.78%2.24 17.56%1.30
A2-glob. (%) §.76%1.21 §.84%0.90 7.92%0.75 8.3470.32
B-glob. (%) 13.46%0.92 13.34%0.90 13.68%0.76 13.38%¥0.99
G-glob. (%) 4.94%1.20 4.,40%0.42 5.14+0.46 5.28%0.41
A/G 1.226%0.090 1.188%0.104 1.246+0.036 1.246%0.092
TBA (1 mol/L) 43.04F41.60 25.78%12.77 23.02%8.12 17.00%8.51

Values are expressed as the mean + S.D.

* P<0.05

signficantly different from the control group by Dunnet’s type

test / Dunnet’s test.
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Table 6-3 : Blood chemistry in males (End of recovery test) Study No.
Dose {mg/kg) Control 2.5 25 250

N 5 0 0 5
ASAT (IU/L) 87.4+10.8 107.8425.3
ALAT (IU/L) 34.0%4.4 74.2%35.0
ALP (IU/L) 316.8%65.4 343.0%38.7
LDH (TU/L) 756.8%223.1 838.4%309.5
CPK (TU/L) 384.6+98.9 353.8%127.5
T.Bil. (mg/dL) 0.054%0.023 0.040%0.012
T.Prot. (g/dL) 5.94%0.09 6.5040.14%¥
Albumin (g/dL) 4.28%0.13 4.96F0.29*%
T.Chol. (mg/dL) 55,4%16.8 96.6F730.3*
TGL (mg/dL) 20.0%5.3 37.0%27.0
Glucose (mg/dL) 194.4%22.7 183.4%16.1
BUN (mg/dL) 20.96%1.59 22.50%2.21
Creat. {(mg/dL) 0.412%0.038 0.340%0.044*
Ip {(mg/dL) 7.568F0.159 7.552%0.674
Ca (mg/dL) 9.24%0.15 9.38%0.13
Na (mEg/L) 140.6%1.1 140.6%0.9
K (mEq/L) 4.36%0.19 4.50%0.48
cl (mEg/L) 103.2F1.9 104.2%1.3
Albumin (%) 51.94%1.36 53.58%3.75
Al~glob. (%) 20.66+2.46 20.86%3.46
A2-glob. (%) 9.2250.49 8.30%0.45%
B-glob. (%) 13.60%0.84 12.96%0.69
G-glob. (%) 4.58%0.89 4.30%0.60
A/G 1.084%0.058 1.16870.174
TBA (# mol/L) 15.44%8.92 21.42%19.90

Values are expressed as the mean + S.D.

* P¢0.05 , ** P¢0.01 : SignficantIly different from the control group by t-test / Wilcoxon test.

SBL75-31
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Table 6-4 Blood chemistry in females (End of recovery test) Study No. : SBL75-31

Dose (mg/kg) Control 2.5 25 250
N 5 ] 0 5

ASAT (IU/L) 84.4+9.2 . 74.8+14.3
ALAT (IU/L) 24.4%6.1 21.8%4.0
ALP (IU/L) 167.4+29.2 188.6+38.3
LDH (IU/L) 1178.2%667.1 967.8+514.9
CPK (IU/L) 342.6+174.9 303.0%109.5
T.Bil. (mg/dL) 0.062%0.004 0.084%0.026
T.Prot. (g/dL) 6.1870.33 6.42%0.30
Albumin (g/dL) 4.98%0.20 5.26%0.30
T.Chol. (mg/dL) 69.2%4.1 60.2%8.1
TGL (mg/dL) 17.2%4.2 19.2%6.5
Glucose (mg/dL) 162.6%9.9 161.0%13.0
BUN (mg/dL) 21.70%2.61 . 21.20F4.48
Creat. (mg/dL) 0.382%0.034 0.366+0.025
ip (mgsdL) 4.682%0.515 4.638%1.243
Ca (mg/dL) 9.12%0.29 9.26%0.23
Na (mEqQ/L) 140.6%0.9 140.4%1.1

K (mEQ/L) 3.92%0.24 3.9250.22
cl {mEq/L) 105.6%1.1 106.6%1.1
Albumin (%) 59.66%2.81 59,06%0.26
Al-glob. (%) 13.06%2.91 14.82%0.94
A2-glob. (%) 7.36%0.59 7.50F1.05
B-glob. (%) 13.80%1.00 13.68%0.88
G-glob. (%) 6.12%1.26 4,94%0.54
A/G 1.488%0.175 1.438%0.013
TBA (4 mol/L) 14.86%12.28 25.18%17.85

Values are expressed as the mean + S.D.
Not signficantly different from the control group by t-test / Wilcoxon test.
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Table 7-1 Gross pathological findings in males (End of drug administration) Study No. SBL75-31
Dose (mg/kg) Control 2.5 25 250
No. of animals 10 10 10 10
Normal 10 10 10 9
Lung: Red focus 0 0 0 1
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Table 7-2 Gross pathological findings in females (End of drug administration) Study No. : SBL75-31
Dose {(mg/kg) Control 2.5 25 250
No. of animals 10 10 10 10
No. of dams 9 10 10 10
Normal 9 10 10 10
No. of non-copulated animal 1 0 0 Q
Normal 1 0 0 0




Table 7-3 Gross pathological findings in males (End of recovery test) Study No. : SBL75-31

Dose (mg/kg) Control 250
No. of animals 5 5
Normal 4 5
Lung : Red focus 1 0

SL
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Table 7-4 Gross pathological findings in females

(End of recovery test)

Study No.

Dose (mg/kg) Control 250
No. of animals 5 5
Normal 5 5

: SBL75-31
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.Table B8 Abbreviations of organ

Organ weight

Epididy.
Sem. Vesic.

-R
-L
~R&L

weights

Epididymis
Seminal vesicle
{Right)

{Left)
(Right and Left)

Study No.SBL75-31
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Table 8-1

Organ weight in males

(End of drug administration)

Study No.

Dose{mg/kg) Control 2.5 25 250

N 5 5 5
Adrenal-R (mg) 29.46+6.49 28.76+4.44 29.54+2.67 24.9242.33
Adrenal-L {mg) 31.74%3.86 33.34%5.37 31.94%4.54 25.84%1.62
Adrenal~R&L (mg) 61.20%9.48 62.10%9.20 61.48%6.92 50.76%3.21
Testis—R (mg) 1613.6+63.3 1685.0%64.1 1501.4%132.3 1494.4%108.4
Testis—L {mg) 1615.6%82.5 1700.6%112.8 1512.8%150.9 1504.0%146.5
Testis—R&L (mg) 3229.2¥141.5 3385.6F174.1 3014.2%281.9 2998.4%253.,2
Thymus (mg) 391.2790.3 401.2%104.4 411.8%173.7 396.2+87.6
Spleen (mg) 852.8¥81.9 957.4%204.7 908.0+218.0 790.0+61.5
Brain (mg) 2069.4%70.2 2093.0%63.3 2061.4¥109.4 2001.2%88.0
Heart (mg) 1413.4%69.9 1524.8¥108.5 1440.2¥156.4 1418.857108.1
Liver {g) 14.812%1.426 16.456+1.701 20.110%3.759+* 24.110%2.602%*
Kidney-R (mg) 1572.6¥92.6 1765.2%¥166.8 1761.0%195.5 1643.6%116.9
Kidney-L (mg) 1595.6+161.4 1725.4%145.2 1739.0+206.0 1691.4569.1
Kidney—R&L (mg) 3168.2%248.7 3490.6%308.6 3500.0%398.5 3335.0%182.2
Epididy.-R (mg) 620.8%23.6 635.4¥36.1 596.0+54.2 613.8%63.4
Epididy.-L (mg) 640.6+43.9 633.0%31.8 636.4%84.2 627.6+73.0
Bpididy.-R&L(mg) 1261.4%65.7 1268.4¥58.7 1232.4%137.8 1241.4%134.0
Sem. Vesic. (mg) 1712.4%178.5 1686.4¥140.3 1704.4%210.8 1599.8%115.5
Prostate (mg) 1365.8%92.7 1250.0%96.6 1415.8%339.7 1394.4%191.4

Values are expressed as
** P¢0.01

* P<0.05

the mean + S.D.
Signficantly different from the control group by Dunnet’s type test / Dunnet’s test.

SBL75-31
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Table 8-2

Organ weight in

females (End of

drug administration)

Study No.

Dose{mg/kg) Control 2.5 25 250

N 5 5 5 5
Adrenal-R (mg) 45.28+6.52 41.40+4.69 41.42+44.94 42.7241.73
Adrenal-L (mg) 50.44%9.02 43.64+6.14 43.84%5.39 46.74%2.61
Adrenal-R&L (mg) 95.72%15.21 85.04+10.30 85.26%10.30 89.46%3.98
ovary-R (mg) 50.30%7.29 47.90%4.66 49.22+11.74 53.64%6.91
ovary-L (mg) 45.60%6.62 48.46%5.16 46.38%0.89 51.24%17.35
ovary—-R&L (mg) 95.90%10.44 96.36+6.23 95.60%11.60 104.88+18.78
Thymus (mg) 219.0%40.2 272.2¥59.8 247.2%87.2 252.8%64.2
Spleen (mg) 715.8%177.7 713.0%125.0 665.6%172.1 748 .8%61.7
Brain (mg) 1962.2%38.4 1963.0+61.0 1967.2%90.9 1939.6+61.2
Heart (mg) 1059.6%142.1 1003.0%35.6 984.0%76.3 1011.0%98.0
Liver (g) 9.892%1.644 8.992%0.665 9.158F0.692 9.686+0.542
Kidney-R (mg) 1082.0%¥141.9 1040.4+69.2 984.8%106.5 1025.2%25.1
Kidney-L (mg) 1082.0¥138.8 1029.4%74.0 991.6%108.1 1008.2¥19.9

Kidney~R&L (mg)

2164.0%279.6

2069.85140.5

1976.45213.1

2033.4%28.6

Values are expressed as the mean + S.D.

Not signficantly different from the control group by Dunnet’s type test / Dunnet’s test.

SBL75-31
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Table 8-~3 Organ weight in males (End of recovery test) Study No.
Dose({mg/kg) Control 5 25 250

N 5 0 5
Adrenal-R {mg) 30.28+4.07 32.00+4.41
Adrenal-L {mg) 29.96%4.22 33.10%6.34
Adrenal-R&L (mg) 60.24%8.16 65.10%10.65
Testis~R {mg) 1497.8%362.4 1434.4%375.4
Testis-L (mg) 1480.0%341.0 1416.6%370.9
Testis-R&L (mg) 2977.8%700.1 2851.0%744.8
Thymus (mg) 370.6%70.6 333.8%49.2
Spleen (mg) 833.8%85.2 868.2T7151.5
Brain (mg) 2104.8%32.3 2161.0%61.7
Heart {(mg) 1471.2%77.7 1584.6F46.7* .
Liver (gq) 13.318%1.013 15.678+1.709*
Kidney~R (mg) 1643.0%131.0 1683.8¥171.6
Kidney-L {mg) 1620.0+101.4 1706.4%207.6
Kidney~R&L (mg) 3263.0%225.1 3390.2¥377.3
Epididy.-R (mg) 647.6%121.0 621.2¥82.9
Epididy.~-L (mg) 628.8+116.3 597.8%79.4
Epididy.-R&L(mg) 1276.4%235.5 1219.0%161.6
Sem. Vesic. (mg) 1650.0%231.7 1629.6%377.5
Prostate (mg) 1304.4%173 .4 1219.6%257.2

Values are expressed as
* P<0.05 : Signficantly

the mean + S.D.

different from the control group by t-test ,/ Wilcoxon test.

SBL75-31
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Table 8-4

Organ weight in females

(End of recovery test)

Study No.

Dose (mg/kg) Control 250

N 5 5
Adrenal-R (mg) 32.40+1.24 35.26+47.28
Adrenal-L  (mg) 34.46%1.62 36.46%6.40
Adrenal-R&L (mg) 66.86+2.13 71.72%13.67
Ovary—-R (mg) 42.58%4.16 45.66+5.97
Ovary-L (mg) 41.18%6.73 47.36%16.14
Ovary-R&L (mg) 83.76%8.16 93.02¥19.94
Thymus (mg) 323.0+55.0 508.6+384.1
Spleen (mg) 489.6%47.5 511.6%89.6
Brain (mg) 1934.6%111.8 1894.8%86.8
Heart (mg) 906.6%99.7 928.8%85.5
Liver (g) 7.096+0.549 7.544¥0.500
Kidney~R (mg) 944.2%78.3 941.0%26.4
Kidney-L (mg) 931.6%83.0 924.6%15.9

Kidney-R&L (mg)

1875.8%153.6

1865.6%26.0

Values are expressed as the mean + S.D.

Not signficantly different from the control group by t~test / Wilcoxon test.

SBL75-31
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Relative organ weight in males

(End of drug administration)

Dose(mg/kg) Control 2.5 25 250
N 5 5 5 5

Body weight (g) 450.8+34.6 463.4+26.2 454 .4+436.7 437.0410.9
Adrenal-R (mg/100gBW) 6.60%1.56 6.22¥0.98 6.56+1.05 5.70%0.46
Adrenal-L (mg/100gBW) 7.08%0.87 7.20%1.21 7.08%1.25 5.90+0.34
Adrenal-R&L {mg/100gBW) 13.64%2.29 13.42¥2.06 13.62%2.20 11.60+0.62
Testis-R (mg/100gBW) 359.8%30.0 364.4%21.2 331.6+33.0 341.8%24.9
Testis-L (mg/100gBW) 360.2%32.8 368.0%30.9 334.4+39.8 344.0%33.7
Testis-RsL (mg/l00gBW) 719.8¥62.3 732.2%51.3 666.0+72.7 686.2¥58.2
Thymus (mg/100gBW) 87.4%22.7 86.2%18.6 89.4+31.5 90.8%20.5
Spleen (mg/100gBW) 189.8%19.4 206.0%37.6 198.8%35.3 181.2%17.3
Brain {mg/100gBW) 461.0%34.3 453.0%¥34.0 457.4%61.2 458 .6+30.0
Heart (mg/1009BW) 314.2%11.1 329.4%¥18.4 316.6+18.2 324.8%23.8
Liver (g/100gBW) 3.284%0.127 3.544%0.198 4.408%0.548%* 5.524F0.658**
Kidney-R (mg/100gBW) 350.8+39.4 380.8+24.8 387.2%22.4 376.2%27.9
Kidney-L (mg/100gBW) 355.6%44.2 372.8%27.0 382.4%23.5 387.6%18.7
Kidney-R&L (mg/100gBW) 706.4%¥81.9 753.2%50.6 769.4%44.6 763.4%45.2
Epididy.~R (mg/100gBW) 138.4%12.3 137.0%4.5 131.4%7.5 140.0%12.6
Epididy.~L (mg/l100gBW) 142.8%14.7 136.6%7.9 139.8%11.3 143.6+15.7
Epididy.-R&L(mg/100gBW) 281.2%26.5 274.2%10.4 271.2%17.9 284.0%28.0
Sem. Vesic. {(mg/100gBW) 382.6+60.3 365.2%40.4 375.6+40.3 366.2%26.8
Prostate (mg/100gBW) 304.6%35.2 270.4%24.5 309.2%57.1 318.6¥38.1

78

Values are expressed as the mean + S.D. .
* P<0.05 ** P<0.01 Signficantly different from the control group by Dunnet’s type test / Dunnet’s test.
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Table 8-6

Relative organ weight

in females

(End of drug administration}

Dose (mg/kg) Control 2.5 25 250

N 5 5 5 5
Body weight (g) 281.6+32.8 290.4+13.6 276.0+414.5 283.0420.9
Adrenal-R (mg/100gBW) 16.20%2.75 14.28%1.66 15.02%1.60 15,14%0.76
Adrenal-L (mg/100gBW) 17.96%2.71 15.04%2.10 15.88%1.72 16.56+1.02
Adrenal-R&il (mg/100gBW) 34.14%5.23 29.34%3.59 30.90%3.31 31.70%1.60
Ovary-R (mg/1009BW) 18.10%3.61 16.54%2.06 17.84%4.11 18.96%1.85
ovary-L (mg/100gBW) 16.42¥3.19 16.66+1.07 16.84%0,71 17.96%5.11
Oovary-Re&L (mg/100gBW) 34.54%5.90 33.20+1.89 34.68%4.16 36.94%4.45
Thymus (mg/100gBW) 77.6%7.8 93.6%18.6 90.2+32.9 90.2%26.5
Spleen (mg/100gBW) 252.0%44.0 246.0%46.5 239.8%51.6 264.6%15.5
Brain (mg/100gBW) 705.6%97.9 677.2%43.8 715.6%67.6 688.4%57.5
Heart (mg/100gBW) 376.2%18.5 345.6F11.9 356.6+21.7 358.0%35.1
Liver (g/100gBW) 3.506%0.365 3.098%0.185% 3.318%0.099 3.432%0.203
Kidney-R (mg/100gBW) 385.0%30.7 358.0F13.3 356.4%¥27.6 363.8+27.8
Kidney-L (mg/100gBW) 385.2%37.0 354.4%20.4 359.0%30.4 357.8%22.4
Kidney-R&L (mg/100gBW) 770.2%67.4 712.8%32.5 715.2%57.2 721.4%48.8

Values are expressed as the mean + S.D.
signficantly different from the control group by Dunnet’s type test / Dunnet’s test.

* pP<0.05
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Table 8-7

Relative organ weight in males

(End of recovery test)

Dose (mg/kg) Control 25 250

N 5 0 5
Body weight (g¢) 474.2422.8 457.0+425.2
Adrenal-R (mg/100gBW) 6.38%0.75 7.00%0.986
Adrenal~L (mg/100gBW) 6.30%0.81 7.26%1.37
Adrenal-R&L (mg/l00gBW) 12.70%1.52 14.24%2.37
Testis-R (mg/100gBW) 317.6+82.5 311.8%70.5
Testis~L (mg/100gBW) 313.8%¥78.6 307.8%70.0
Testis—-R&L (mg/l00gBW) 631.47160.4 619.2%140.6
Thymus (mg/100gBW) 79.0%18.3 73.2%11.9
Spleen (mg/100gBW) 176.2520.8 186.8%29.8
Brain (mg/100gBW) 444.4%18.2 473.,8%22.4
Heart (mg/100gBW) 310.0%1.9 347.279.3%*
Liver (g/100gBW) 2.81070.188 3.43470.360%*
Kidney-& (mg/100gBW) 346.8%27.1 368.0%26.7
Kidney-L (mg/100gBW) 342.0%24.0 373.0%32.9
Kidney-R&L (mg/100gBW) 689.0%49.5 741.0%58.7
Epididy.-R (mg/100gBW) 137.0728.3 135.8%16.0
Epididy.-L (mg/l00gBW) 133.0%26.3 130.8F14.6
Epididy.-R&L(mg/100gBW) 270.2%54.2 266.6%30.9
Sem. Vesic. (mg/l00gBW) 348.0+43.8 357.6%89.0
Prostate (mg/100gBW) 275.6%40.9 267.6%62.3

Values are expressed as the mean + S5.D. .
* P<0.01 : Signficantly different from the control group by t-test / Wilcoxon test.
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Table 8-8 Relative organ weight in females (End of recovery test) Study No.
Dose (mg/kqg) Control 25 250

N 5 0 5
Body weight (g) 268.2+21.4 283.0+17.5
Adrenal-R (mg,/100gBW} 12.12%0.90 12.46%2.47
Adrenal~L {mg/100gBW) 12.94%1.17 12.90%2.18
Adrenal-RsL (mg/l100¢gBW) 25.04%1.99 25.36%4.64
ovary-Rr (mg/100gBW) 15.98%2.33 16.2272.50
Ovary-L (mg/1L00GBW) 15.32%1.93 16.88%6.32
Ovary-Rs&L (mg/L00gBW) 31.32%3.15 33.12+8.11
Thymus (mg/100gBW) 120.0%12.3 174.2%115.9
spleen {mg/100gBW) 183.6722.6 180.8%30.5
Brain (mg/100gBW) 724.2¥57.3 670.2%25.4
Heart (mg/L00gBW) 338.0%21.6 328.4%30.9
Liver (g/1l00gBW) 2.65270.184 2.664%0.107
Kidney-R (mg/100gBW) 354.2%44.9 333.0%12.9
Kidney-L (mg/100gBW) 349.0739.4 327.8%22.4
Kidney-R&L ({(mg/100gBW) 703.2582.6 660.8+34.6

Values are expressed as the mean + S.D.
Not signficantly different from the control group by t-test / Wilcoxon test.

SBL73-31
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Table 9-1 Histopathological findings in males [H.E. staining] (End of drug administration) Study No.: SBL75-31

Dose (mg/kg) Control 250
No. of animals 5 5
Normal 0 0

Adrenal (Left)
Vacuolation, zona fasciculata cell 2 2

Adrenal (Right)
Vacuolation, zona fasciculata cell 2 2

Heart 1 1
Fibrosis, myocardium, left ventricle

Mononuclear cell infiltration,
myocardium, left ventricle 0 2

Mononuclear cell infiltration,
myocardium, right ventricle 1 0

Kidney {(Left)

Basophilia, tubule 3 3
Hyaline cast, tubular lumen 1 vo
Mineralization, cortex 1 Y
Mononuclear cell infiltration, cortex 1 0

Vacuolation, tubular epithelium 1 0
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Table 9-1 (Continued)

Study No.: SBL75-31

Dose (mg/kg) Control 250
No. of animals 5 5
Kidney {Right)
Basophilia, tubule 1 2
Mononuclear cell infiltration, cortex 1 0
Lung {Including bronchus, left)
Foam cell accumulation, alveolus 2 1
Osseous metaplasia 1 Q
Lung {Including bronchus, right)
Foam cell accumulation, alveolus 1 2
Mineralization, arterial wall 2 0
Mononuclear cell infiltration, alveolus 1 0
Lung {Gross abnormal site, right)
Inflammatory cell infiltration, alveolus, 0 1
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Tahle 9-2 Histopathological findings in females [H.E. staining] (End of drug administration) Study No.: SBL75-31
Dose (mg/kg) Control 250
No. of animals 5] 5
Normal 1 0
Kindney (Left)
Basophilia, tubule 3 0
Mineralization, cortico-medullary junction 0 1
Mononuclear cell infiltration, cortex 1 0
Kindney (Right)
Eosinophil infiltration,
transitional epithelium, pelvis 1 0
Foreign material, pelvic lumen 1 0
Mineralization, cortico-medullary junction 0 1
Mononuclear cell infiltration, cortex 1 0
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Table 9-2  (Continued) Study No.: SBL75-31

Dose (mg/kg) Control 250
No. of animals 5 5

Lung (Including bronchus, left)

Foam cell accumulation, alveolus 1 1
Inflammatory cell infiltration, perivasular 1 0
Proliferation, alveolar epithelium 1 0

Lung (Including bronchus, right)

Foam cell accumulation, alveolus 1 2
Granuloma 1 0
Mineralization, arterial wall 0 3

Lymph node (Mesenteric)
Increase, dendritic cell-1like cell 0 1

Trachea
Squamous metaplasia, ciliated epithelium 1 0




Table 9-3 Histopathological findings in males [Testis, PAS-Hematoxylin staining] (End of drug administration) Study No.: SBL75-31

Dose (mg/kqg) Control 250
No. of animals 5 5
Nomal 5 5

06
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Table 9-4 Histopathological findings in animals [Liver, H.E. staining]

(End of drug administration)

Male
Dose {(mg/kg) Control 25 250
No. of animals 5 5
Liver
Normal 1 3 3
Bile duct proliferation, focal 0 0 1
Mononuclear cell infiltration 2 2 1
Vacuolation, hepatocyte 2 0 0
Female
Dose (mg/kg) Control 25 250
No. of animals 5 5 5
Liver
Normal 3 3 5
Mononuclear cell infiltration 1 2 0
Vacuolation, hepatocyte 1 0 0

Study No.: SBL75-31
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Table 10-1 Clinical signs in pups (Fl) - Lactation period Study No.

Group

Dose (mg/kg) Control 2.5 25 250

No. of dams 9 10 10 10

No. of live pups at birth 126 139 128 139

No. of live pups at day 4 126 137 125 136

Clinical signs

No. of pups{No. of dams)

Normal 126 (9) 139 (10) 128 (10) 139 (10)
Death(No. of dams with total litter loss) 0 (0) 0 (0) 0 {0) 0 (0)

H

SBL75-31
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Table 10~2 External findings at birth (F1) Study No. : SBL75-31

Group
Dose {mg/kg) Control 2.5 25 250
No. of dams 9 10 10 10
No. of pups 126 139 128 139
External findings in pups

Malformations (%) 0.00 £ 0.00 [0} 0.00 = 0.00 [0] 0.00 £ 0.00 [0] 0.00 %+ 0.00 [0]
(%) : Litter ~ basis analysis

[ ]1:No. of pups with malformations
Not significantly different from control.
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Table 11  Development of pups (F1) up to Day 4 after birth

Study No. : SBL75-31

Dose (mg/kg) Control 2.5 25 250

Pregnant animal 9 10 10 10

Duration of gestation (day) 21.89 £0.42 21.94 £0.30 21.95 £0.37 22.00 +0.24

Delivery animal 9 10 10 10

Gestation index (%) 100.0 100.90 100.0 100.0

No. of corpora lutea 16.1 £1.9 15.7 £1.8 15.3 1.5 16.0 £1.9

No. of implantations 15.3 +1.7 14.8 1.5 14.1 1.2 14.2 +3.2

Implantation index (%) a) 95,36 +5.02 94.91 210.81 92.54 £6.97 90.72 £16.91

At birth No. 14.1 £2.2 14.0£1.9 12.8 22.0 14.0 £3.1
No. 14.0 £2.2 13.9 1.9 12.8 £2.0 13.9 2.9
Live birth index (%) b) 91.07 £7.23 93.80 £7.00 91.01 £13.84 96.45 £5.69
Viability index (%) c) 99.21 £2.37 99.29 £2.25 98.82 +3.73 98.80 +2.55
Sex ratio (Female/Total) 0.53 £0.09 0.50 £0.15 0.53 £0.09 0.61 £0.,16

At 4 days No. 14.0 2.2 13.7 £1.6 12.5 £2.1 13.6 £3.0
Viability index (%)} 4) 100.00 £0.00 98,79 +2.55 97.55 £3.96 97.73 £3.67
Sex ratio (Female/Total) 0.53 £0.09 0.49 +0.14 0.54 x0.10 0.61 £0.15

a) Implantation index (No. of implantations / No. of corpora lutea)x100

b) Live birth index (No. of live at birth / No. of implantations)x100

¢) Viability index Day 0 (No. of live at birth / No. of born at birth}x100

d) Viability index Day 4 (No. of live at 4 days / No. of live at birth}x100

Not significantly different from the control group by Dunnet's test / Dunnet's type test.

Not significantly different from the control group by Fisher's exact test.
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Table 12 Body weight of pups (Fl) -~ Lactation period ( mean + S$.D. , ¢ ) study No. SBL75-31
Dose (mg/kg) Control 2.5 25 250
No.of dams 9 10 10 10
Postnatal day
0 : Male 6.5:0.5 (58) 6.5+0.5 { ) 6.8+40.3 (60 6 5i0.4 (58)
Female 6.0%0.4  (68) 6.2%0.5  (69) 6.3%0.4  (68) 6.1%0.4  (81)
4 : Male 9.3+41.1  (58) 9.440.9 ) 10.2+40.7  (58) 9.6+1.4  (56)
Female 8.9+41.0 (68) 9.010. (67} 5.7+0.7 (67) 9‘1:1.5 (80)
() : No. of pups {F1}

Not significantly different from the control

group by Dunnet’s type test / Dunnet’s test
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Table 13 Gross pathological findings in pups (F1) at Day 4 after birth

Study No. : SBL75-31

Dose (mg/kg) Control 2.5 25 250
No. of dams (FO0) 9 10 10 10
No. of pups (F1) 126 137 125 136

External findings
Malformations
Mean frequencies (%)

0.0010.00 [0]

0.00 +£0.00 [0]

0.000.00 [0]

0.00£20.00 [0]

Visceral findings
Malformations
Mean frequencies (%)

0.00+0.00 [0]

0.00+0.00 [0]

0.001x0.00 {0]

0.00+0.00 [0}

(%) : Litter - basis analysis
[ 1:No. of pups with malformations

Not significantly different from control.
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Appendix 1-1

{ Administration period )

Dose : Control

Animal No.
10001
10002
10003
10004
10005
10006
10007
10008
10009
10010
10041
10042
10043
10044
10045

CS-Pre
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Dose : 25 mg/kg

Animal No.
10021
10022
10023
10024
10025
10026
10027
10028
10029
10030

CS-Pre:
c8~1:
Cs-2:

CS-Pre
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Clinical signs prior to administration

Cs-1
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

cs-1
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Clinical signs in males

Cs-2
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

cs-2
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Dose : 2.5 mg/kg

Animal No.
10011
10012
10013
10014
10015
10016
10017
10018
10019
10020

CS-Pre
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Dose : 250 mg/kg

Animal No.
10031
10032
10033
10034
10035
10036
10037
10038
10039
10040
10046
10047
10048
10049
10050

Clinical sign 1~2 hours after administration

Clinical signs in detail

Cs8-Pre
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Cs-1
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Cs-1
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Study No.

Cs-2
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Cs-2
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

.

SBL75-31
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Appendix 1-2 Clinical signs in females - Before mating ( Administration period ) Study No. : SBL75-31

Dose : Control Dose : 2.5 mg/kg
Animal No. CS-Pre Ccs-1 CS-2 Animal No. CS-Pre cs-1 Ccs-2
10501 Normal Normal Normal 10511 Normal Normal Normal
10502 Normal Normal Normal 10512 Normal Normal Normal
10503 Normal Normal Normal 10513 Normal Normal Normal
10504 Normal Normal Normal 10514 Normal Normal Normal
10505 Normal Normal Normal 10515 Normal Normal Normal
10506 Normal Normal Normal 10516 Normal Normal Normal
10507 Normal Normal Normal 10517 Normal Normal Normal
10508 Normal Normal Normal 10518 Normal Normal Normal
10509 Normal Normal Normal 10519 Normal Normal Normal
10510 Normal Normal Normal 10520 Normal Normal Normal
10541 Normal Normal Normal
10542 Normal Normal Normal
10543 Normal Normal Normal
10544 Normal Normal Normal
10545 Normal Normal Normal
Dose : 25 mg/kg Dose : 250 mg/kg
Animal No. CS-Pre CS-1 CS-2 Animal No. CS-Pre Ccs-1 Cs-2
10521 Normal Normal Normal 10531 Normal Normal Normal
10522 Normal Normal Normal 10532 Normal Normal Normal
10523 Normal Normal Normal 10533 Normal Normal Normal
10524 Normal Normal Normal 10534 Normal Normal Normal
10525 Normal Normal Normal 10535 Normal Normal Normal
10526 Normal Normal Normal 10536 Normal Normal Normal
10527 Normal Normal Normal 10537 Normal Normal Normal
10528 Normal Normal Normal 10538 Normal Normal Normal
10529 Normal Normal Normal 10539 Normal Normal Normal
10530 Normal Normal Normal 10540 Normal Normal Normal
10546 Normal Normal Normal
10547 Normal Normal Normal
10548 Normal Normal Normal
10549 Normal Normal Normal
10550 Normal Normal Normal

C5-Pre : Clinical signs prior to administration
Cs-1 : Clinical sign 1~2 hours after administration
CS-2 : Clinical signs in detail
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Appendix 1-3

Dose : Control
Animal No.
10501
10502
10503
10504
10505
105064
10507
10508
10509
10510
10541
10542
10543
10544
10545

Dose : 25 mg/kg

Animal No.
10521
10522
10823
10524
10525
10526
10527
10528
10529
10530

Cs-Pre : Clinical signs prior to administration
CS-1 : Clinical sign 1-2 hours after administration

Clinical signs in females - Before mating ( Mating period )

CS~-Pre
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

CS~Pre
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Cs-1
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

cs-1
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

CS-2 : Clinical signs in detail

# : Non-copulated animal

##: Copulation not confirmed

¢s-2
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Cs-2
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Dose : 2.5 mg/kg

Animal No.
10511
10512
10513
10514
10515
10516
10517
10518
10519#4%
10520

CS-Pre
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Dose : 250 mg/kg

Animal No.
10531
10532
10533
10534
10535
10536
10537
10538
10539
10540
10546
10547
10548
10549
10550

CS-~Pre
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Normal

Normal
Normal
Normal
Normal
Normal

Cs8-1
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

cs-1
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Ccs-2
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

¢s-2
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Study No.

.
:

SBL75-31
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Appendix 1-4 Clinical signs in females - Gestation period ( Administration period ) Study No. : SBL75-31

Dose : Control Dose : 2.5 mg/kg
Animal No. CS-Pre C8~1 Cs-2 Animal No. CS-Pre cs~1 Cs=-2

10501 Normal Normal Normal 10511 Normal Normal Normal
10502 Normal Normal Normal 10512 Normal Normal Normal
10503 Normal Normal Normal 10513 Normal Normal Normal
10504 Normal Normal Normal 10514 Normal Normal Normal
105058 Normal Normal Normal 10515 Normal Normal Normal
10507 Normal Normal Normal 10516 Normal Normal Normal
10508 Normal Normal Normal 10517 Normal Normal Noxrmal
10509 Normal Normal Normal 10518 Normal Normal Normal
10510 Normal Normal Normal 10520 Normal Normal Normal

Dose : 25 mg/kg Dose : 250 mg/ky

Animal No. CS-Pre cs-1 CS-2 Animal No. CS-Pre CS-1 C5-2

10521 Normal Normal Normal 10531 Normal Normal Normal
10522 Normal Normal Normal 10532 Normal Normal Normal
10523 Normal Normal Normal 10533 Normal Normal Normal
10524 Normal Normal Normal 10534 Normal Normal Normal
10525 Normal Normal Normal 10535 Normal Normal Normal
10526 Normal Normal Normal 10536 Normal Normal Normal
10527 Normal Normal Normal 10537 Normal Normal Normal
10528 Normal Normal Normal 10538 Normal Normal Normal
10529 Normal Normal Normal 10539 Normal Normal Normal
10530 Normal Normal Normal 10540 Normal Normal Normal

CS-Pre: Clinical signs prior to administration

CsS-1: Clinical sign 1~2 hours after administration

CS-2: Clinical signs in detail

No.10506: Non-copulated animal
No.10519: Copulation not confirmed
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Appendix 1-5 Clinical signs in females - Lactation period ({ Administration period ) Study No. : SBL75-31

Dose : Control Dose : 2.5 mg/kg
Animal No. CS-Pre cs-1 cs-2 Animal No. CS-Pre cS-1 cs-2

10501 Normal Normal Normal 10511 Normal Normal Normal
10502 Normal Normal Normal 10512 Normal Normal Normal
10503 Normal Normal Normal 10513 Normal Normal Normal
10504 Normal Normal Normal 10514 Normal Normal Normal
10505 Normal Normal Normal 10515 Normal Normal Normal
10507 Normal Normal Normal 10516 Normal Normal Normal
10508 Normal Normal Normal 10517 Normal Normal Normal
10509 Normal Normal Normal 10518 Normal Normal Normal
10510 Normal Normal Normal 10519 Normal Normal Normal

10520 Normal Normal Normal

Dose : 25 mg/kg Dose : 250 mg/kg
Animal No. CS~Pre cs-1 CS=~2 Animal No. CS-Pre CS-1 C8-2

10521 Normal Normal Normal 10531 Normal Normal Normal
10522 Normal Normal Normal 10532 Normal Normal Normal
10523 Normal Normal Normal 10533 Normal Normal Normal
10524 Normal Normal Normal 10534 Normal Normal Normal
10525 Normal Normal Normal 10535 Normal Normal Normal
10526 Normal Normal Normal 10536 Normal Normal Normal
10527 Normal Normal Normal 10537 Normal Normal Normal
10528 Normal Normal Normal 10538 Normal Normal Normal
10529 Normal Normal Normal 10539 Normal Normal Normal
10530 Normal Normal Normal 10540 Normal Normal Normal

CS-Pre: Clinical signs prior to administration
CS-1: Clinical sign 1~2 hours after administration
cS-2: Clinical signs in detail

No.10506: Non-copulated animal
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Appendix 1-6 Clinical signs in males ( Recovery period ) Study No. : SBL75-31

Dose : Control Dose : 250 mg/kg

Animal No. Cs-1 cs-2 Animal No. CsS-1 Cs-2
10041 Normal Normal 10046 Normal Normal
10042 Normal Normal 10047 Normal Normal
10043 Normal Normal 10048 Normal Normal
10044 Normal Normal 10049 Normal Normal
10045 Normal Normal 10050 Normal Normal

CS-1: Clinical signs

CS-2: Clinical signs in detail
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Appendix 1-7 Clinical signs in females ( Recovery period )

Dose : Control

Animal No.
10541
10542
10543
10544
10545

Cs-1:
CS~2:

cs-1
Normal
Normal
Normal
Normal
Normal

Clinical signs

Clinical signs in detail

CS-2
Normal
Normal
Normal
Normal
Normal

Dose : 250 mg/kg

Animal No.
10546
10547
10548
10549
10550

Ccs-1
Normal
Normal
Normal
Normal
Normal

Cs-2
Normal
Normal
Normal
Normal
Normal

Study No.

SBL75-31
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Appendix 2-1 Body weight of males ( g ) Study No. : SBL75-31
Dose : Control

{ Administration period )

Animal No.\Day 0 3 7 10 14 17 21 24 28 31 35 38 42 45 49 52
10001 178 1389 231 249 273 285 313 333 347 351 368 377 392 393 399 404
10002 188 215 248 279 305 327 346 359 380 386 403 414 423 434 449 462
10003 186 208 238 262 289 307 327 340 365 377 394 405 419 436 444 449
10004 191 215 250 272 302 316 332 356 370 381 400 409 428 446 453 457
10005 188 217 251 282 313 335 363 383 406 403 429 437 459 473 494 505
10006 185 21¢ 239 267 298 322 349 363 389 395 406 412 421 436 445 454
10007 181 202 229 244 262 273 29¢ 300 314 322 338 349 369 374 382 385
10008 191 218 254 278 306 325 345 360 377 388 416 424 448 462 474 485
10009 188 217 253 274 300 316 342 357 375 376 393 405 418 433 443 448
19010 182 219 258 282 306 322 339 356 374 383 399 409 426 434 439 446
10041 189 215 241 275 314 336 362 384 405 413 431 442 461 469 483 479
10042 195 227 265 296 327 348 371 389 405 426 440 449 471 472 489 497
10043 186 210 244 264 297 314 334 354 375 381 399 404 415 424 433 438
10044 131 216 246 274 306 331 355 375 397 402 418 428 445 454 457 464
10045 1350 211 241 264 285 319 341 362 378 394 408 422 436 440 460 464

Mean 187.9 213.4 245.9 270.8 299.5 319.1 340.6 358.1 377.1 385.2 402.8 412.4 428.7 438.7 449.6 455.8

5.D. 4.3 6.9 9.8 13.2 15.9 18.0 20.4 22.3 24.0 24.7 25.3 25.0 26.5 27.5 30.5 31.5

n 15 i5 15 15 15 15 15 15 15 15 15 15 15 15 15 15
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Dose

Animal

10001
10002
10003
10004
10005
10006
10007
10008
10009
10010
10041
10042
10043
10044
10045

Mean
S.D.
n

Day 70

x 2-1

Control

{ Recovery period

No.\Day 56

497
507
446
478
471

480.
23.

0
7
5

{ continued

59

508
513
457
488
482

489.
22.

6
4
5

63

521
523
471
498
482

499.0
23.1
5

)

)
66

520
528
481
509
490

505.6
19.8

Animals that were fasted

70

491
501
445
475
459

474.2
22.8

study No.

SBL75-31
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Appendix 2-2 Body weight of males ( q ) Study No. : SBL75-31
Dose : 2.5 mg/kg

{ Administration periecd }

Animal No.\Day 0 3 7 10 14 17 21 24 28 31 35 38 42 45 49 52
10011 185 214 250 268 303 322 339 354 380 399 416 429 451 461 471 477
10012 195 218 252 282 312 329 353 367 383 397 417 438 453 458 470 473
10013 184 206 239 258 281 293 316 333 346 359 378 381 402 411 421 431
10014 187 214 248 275 306 323 355 377 402 412 430 443 461 474 488 499
10015 182 205 240 267 298 319 344 361 384 397 410 425 438 459 477 485
10016 185 209 246 276 314 331 363 381 399 412 427 444 456 465 468 477
10017 183 205 235 256 277 288 308 319 333 337 354 369 385 389 397 402
10018 189 217 255 283 312 327 348 362 383 393 409 416 435 441 450 457
10019 185 214 244 266 289 308 325 340 357 363 380 392 410 418 423 425
10020 195 222 259 278 301 324 348 363 382 383 410 417 433 447 457 469

Mean 187.0 212.4 246.8 270.9 299.3 316.4 339.9 355.7 374.9 386.2 403.1 415.4 432.4 442.3 452.2 459.5

S.D. 4.6 5.9 7.5 9.4 13.1 15.1 17.9 19.6 22.4 24.8 24.4 26.4 25.5 27.5 29.3 30.6

n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
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Appendix 2-3 Body weight of males ( g ) Study No. : SBL75-31
Dose : 25 mg/kg

( Administration period )

Animal No.\Day 0 3 7 10 14 17 21 24 28 31 35 38 42 45 49 52
10021 192 224 260 288 320 345 370 382 409 412 429 438 451 459 463 472
10022 181 207 242 258 277 293 308 323 336 342 354 361 371 380 390 387
10023 187 217 252 280 302 318 338 353 374 375 392 400 420 430 445 455
10024 183 208 252 282 311 333 358 380 409 417 425 441 470 480 490 502
10025 181 211 244 272 305 328 355 370 386 395 408 427 443 453 453 467
10026 182 206 236 254 276 291 310 320 333 333 355 365 381 391 3399 404
10027 188 215 248 274 308 329 356 373 393 390 410 424 444 448 459 465
10028 187 211 244 260 288 301 320 331 346 356 369 382 401 410 417 420
10029 183 206 233 240 254 262 279 288 301 302 314 324 340 350 360 367
100390 188 214 245 267 283 308 332 345 355 367 380 391 409 418 431 439

Mean 185.2 212.0 245.6 267.5 293.4 310.8 332.6 346.5 364.2 368.9 383.6 395.3 413.0 421.9 430.7 438.8

S.D. 3.7 5.7 7.9 14.7 20.0 24.8 28.4 30.9 35.9 36.5 36.4 38.2 40.7 40.1 39.3 41.2

n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
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Appendix 2-4 Body weight of males { g ) study No. : SBL75-31
Dose : 250 mg/kg

{ Administration period }

Animal No.\Day O 3 7 10 14 17 21 24 28 31 35 - 38 42 45 49 52
10031 193 222 255 281 307 325 343 358 375 389 402 412 427 437 445 451
10032 186 213 246 273 304 326 353 363 384 390 403 418 428 440 449 450
10033 185 212 242 257 278 289 306 329 347 357 366 379 404 417 425 440
10034 184 213 244 266 292 312 335 347 363 372 390 398 415 422 429 436
10035 194 222 257 281 310 327 353 364 367 365 377 396 412 414 424 433
10036 187 215 250 272 298 312 335 353 374 381 394 408 427 436 447 453
10037 183 213 248 269 301 317 339 361 377 380 396 400 425 432 434 445
10038 las 214 251 276 312 336 364 383 404 413 439 454 473 489 502 507
10039 177 197 217 232 251 267 283 292 308 311 322 338 344 347 356 361
10040 183 208 244 264 293 307 324 336 3152 357 368 376 386 392 407 406
10046 192 222 255 288 325 341 360 370 385 384 392 407 418 433 439 443
10047 201 2390 270 294 327 342 368 382 403 412 429 440 445 456 466 466
10048 182 212 244 269 296 316 337 352 360 368 381 387 398 405 414 419
L0049 188 220 250 284 314 338 367 383 407 421 440 454 470 484 488 489
10050 192 217 254 276 313 330 355 376 398 408 421 434 444 456 465 472

Mean 187.7 215.3 248.5 272.1 301.4 319.0 341.5 356.6 373.7 380.5 394.7 406.4 421.1 430.7 439.3 444.7

S.D. 6.0 7.6 11.2 14.7 18.9 20.3 23.5 24.2 26.0 28.1 30.9 31.6 32.1 35.2 34.9 34.4

n 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15

Day 70 : Animals that were fasted
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Appendix 2-4

Dose

250 mg/kg

{ Recovery period )

Animal No.\Day 56

10031
10032
10033
10034
10035
10036
10037
10038
10039
10040
10046
10047
10048
10049
10050

Mean
S5.D.
n

Day 70

448
484
429
505
477

468.
30.

Animals that were fasted

6
1
5

{ continued )

59

462
484
439
517
486

477.
29.

6
1
5

63

478
494
442
520
493

485.4
28.6
5

66

480
502
458
526
500

493.2
25.6

70

434
467
427
485
472

457.0
25.2

Study No.

SBL75-31



[41

Appendix 2-5 Body weight gain of males ( g ) Study No. : SBL75-31
Dose : Control

{ Administration perioed )

Day 0- 3 3- 7 T7~10 10-14 1417 17-21 21-24 24-28 28-31 31~35 35-38 3842 42-45 45-49 49~-52 52~56
Animal No.

10001 21 32 18 24 22 18 20 14 4 17 9 15 1 6 5

10002 27 33 31 26 22 19 13 21 6 17 11 9 11 15 13

10003 23 29 24 27 18 20 13 25 12 17 11 14 17 8 5

10004 24 35 22 30 14 16 24 14 11 19 9 19 18 7 4

10005 29 34 31 31 22 28 20 23 ~3 26 8 22 14 21 11

10006 25 29 28 31 24 27 14 26 6 11 6 9 15 9 9

10007 21 27 15 18 11 17 10 14 8 16 11 20 5 8 3

10008 28 35 24 28 19 20 15 17 11 28 8 24 14 12 11

10009 29 36 21 26 16 26 15 18 1 17 12 13 15 10 5

10010 27 39 24 24 16 17 17 18 9 16 10 17 8 5 7

10041 26 26 34 39 22 26 22 21 8 18 11 19 8 14 -4 18

10042 32 38 31 31 21 23 18 16 21 14 9 22 1 17 8 10

10043 24 34 20 33 17 20 20 21 6 18 5 11 9 9 5 8

10044 25 30 28 32 25 24 20 22 5 16 10 17 ] 3 7 15

10045 21 30 23 31 24 22 21 16 16 14 14 14 4 20 4 7
Mean 25.5 32.5 24.9 28.7 19.5 21.5 17.5 19.1 8.1 17.6 9.6 16.3 9.9 10.9 6.2 11.6
s.D. 3.3 3.9 5.4 4.9 4.1 3.9 4.0 4.0 5.8 4.3 2.3 4.7 5.5 5.4 4.1 4.7

n 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 5
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Appendix 2-5 { continued ) Study No. : SBL75-31
Dose : Control

{ Recovery period )
Day 56-59 59-63 63~66 66-70

Animal No.
10001
10002
10003
10004
10005
10006
10007
10008
10009
10010
10041 11 13 -1 -29
10042 3 10 5 -27
10043 11 14 10 -36
10044 9 10 11 -34
10045 11 0 8 -31

4 6.6 -31.4
5 4.8 3.6
5 5

Day 70 : Animals that were fasted
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. Appendix 2~6 Body weight gain of males ( g ) study No. : SBL75-31
Dose : 2.5 mg/kg

{ Administration period )

Day 0~ 3 3~ 7 7-10 10-14 14-17 17-21 21-24 24-28 28-31 31-35 35-38 38-42 42-45 45-49 49-52
Animal No.
10011 29 36 18 35 19 17 15 26 19 17 13 22 10 10 6
10012 23 34 30 390 17 24 14 16 14 20 21 15 5 12 3
10013 22 33 19 23 12 23 17 13 13 19 3 21 9 10 10
10014 27 34 27 31 17 32 22 25 10 18 13 18 13 14 11
10015 23 35 27 31 21 25 17 23 13 13 15 13 21 18 8
10016 24 37 30 38 17 32 18 18 13 15 17 12 9 3 9
10017 22 30 21 21 11 20 11 14 4 17 15 16 4 8 5
10018 28 38 28 29 15 21 14 21 10 16 7 19 6 9 7
10019 29 30 22 23 13 17 15 17 6 17 12 18 8 5 2
10020 27 37 19 23 23 24 15 19 11 17 7 16 14 10 12
Mean 25.4 34.4 24.1 28.4 17.1 23.5 15.8 19.2 11.3 16.9 12.3 17.0 9.9 9.9 7.3
S.D. 2.9 2.8 4.8 5.7 3.7 5.3 2.9 4.5 4.2 2.0 5.3 3.2 5.0 4.3 3.3
n 10 10 10 10 10 10 10 10 10 i0 10 10 10 10 10
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Appendix 2-7 Body weight gain of males ( g ) study No. : SBL75-31
Dose : 25 mg/kg

( Administration period )

Day 0- 3 3- 7 7-10 10~-14 14-17 17-21 21-24 24-28 28-31 31-35 35-38 38-42 42-45 45-49 49-52
Animal No.
10021 32 36 28 32 25 25 12 27 3 17 9 13 8 4 9
10022 26 35 16 19 16 15 15 13 6 12 7 10 9 10 7
10023 30 35 28 22 16 20 15 21 1 17 8 20 10 15 10
10024 26 43 30 29 22 25 22 29 8 8 16 29 10 10 12
10025 30 33 28 33 23 27 15 16 9 13 19 16 10 0 14
10026 24 30 18 22 15 19 io 13 0 22 10 16 10 8 5
10027 27 33 26 34 21 27 17 20 -3 20 14 20 4 11 6
10028 24 33 16 28 13 19 11 15 10 13 13 19 9 7 3
10029 23 27 7 14 8 17 9 13 1 12 10 16 10 10 7
10030 26 31 22 26 15 24 13 10 12 13 11 18 9 13 8
Mean 26.8 33.6 21.9 25.9 17.4 21.8 13.9 17.7 4.7 14.7 11.7 17.7 8.9 8.8 8.1
S.D. 3.0 4.2 7.5 6.6 5.2 4.3 3.8 6.4 5.0 4.2 3.8 5.1 1.9 4.3 3.3
n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
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Appendix 2-8 Body weight gain of males ( g ) study No. : SBL75~31
Dose : 250 mg/kg

( Administration period )

Day 0~ 3 3- 7 7~10 10-14 14-17 17-21 21-24 24-28 28-31 31-35 35-38 38-42 42-45 45-49 49-52 52-56
Animal No.

10031 29 33 26 26 18 18 15 17 14 13 10 15 10 8 6

10032 27 33 27 31 22 27 10 21 6 13 15 10 12 9 1

10033 27 30 15 21 11 17 23 18 10 9 13 25 13 8 15

10034 29 31 22 26 20 23 12 16 9 18 8 17 7 7 7

10035 28 35 24 29 17 26 11 3 -2 12 19 16 2 10 9

10036 28 35 22 26 14 23 18 21 7 13 12 21 9 11 6

10037 30 35 21 32 16 22 22 16 3 16 4 25 7 2 11

10038 26 37 25 36 24 28 19 21 9 26 15 19 16 13 5

10039 20 20 15 19 16 16 9 17 2 11 13 9 3 9 5

10040 25 36 20 29 14 17 12 16 5 11 8 10 6 15 ~1

10046 30 33 33 37 16 19 10 15 -1 8 15 11 15 6 4 5

10047 29 40 24 33 15 26 14 21 3 17 11 5 11 10 0 18

10048 30 32 25 27 20 21 15 8 8 13 6 11 7 9 5 10

10049 32 30 34 30 24 29 16 24 14 19 14 16 14 4 1 16

10050 25 37 22 37 17 25 21 23 9 13 13 10 12 9 7 5
Mean 27.7 33.1 23.7 29.3 17.6 22.5 15.1 17.1 6.8 14.1 11.7 14.7 9.6 8.7 5.4 10.8
S.D. 2.9 4.6 5.3 5.4 3.8 4.3 4.6 5.6 4.7 4.5 4.0 6.0 4.2 3.2 4.3 6.1

n 15 i5 15 15 15 15 15 15 15 15 15 15 15 15 15 5
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Appendix 2-8 { continued ) Study No. : SBL75-31
Dose : 250 mg/kg

{ Recovery period }
Day 56~59 59-63 6366 66~70

Animal No.
10031
10032
10033
10034
10035
10036
10037
10038
10039
10040
10046 14 16
10047 0 10
10048 10
10048 12
10050 9

~ LW

Mean 9.0
5.D. 5.4
n 5

Ut

Day 70 : Animals that were fasted
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Appendix 2-9 Body weight of females - Before mating (g ) Study No. : SBL75-31
Dose : Ceontrol

( Administration period )

Animal No.\Day 0 3 7 10 14 17 21 24 28 31 35 38 42 45 49 52
10501 149 158 168 177 181 187 199 201 206
10502 153 160 171 186 183 195 204 208 214
10503 152 159 171 183 192 200 212 221 232
10504 160 178 193 211 229 237 251 266 276
10505 152 165 173 185 193 198 210 219 228
10506 : 159 170 189 205 217 230 241 251 261
10507 145 155 168 176 189 194 202 210 219
10508 153 160 168 173 185 196 212 219 231
10508 154 167 180 184 195 206 217 223 235
10510 145 154 164 176 185 193 208 214 222
10541 153 165 173 182 194 198 201 208 213 220 228 227 233 233 241 249
10542 159 172 192 206 221 227 240 247 261 268 278 289 292 297 302 299
10543 152 166 179 185 197 202 214 222 233 233 245 247 254 256 258 268
10544 136 153 164 175 176 188 188 201 213 216 222 221 229 240 241 248
10545 156 171 184 197 211 224 237 243 254 256 262 273 275 283 286 286
Mean 151.9 163.5 175.8 186.7 197.2 205.0 215.7 223.5 233.2 238.6 247.0 251.4 256.6 261.8 265.6 270.0
s.D. 6.3 7.3 9.8 12.3 15.4 16.2 18.2 19.5 20.9 22.7 23.3 29.2 27.0 27.5 27.4 22.5
n 15 15 15 15 15 15 15 15 15 5 5 5 5 5 5 5

Body weights of non-copulated animals after Day 28 of dosing are lListed in Appendix 2-33.
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Appendix 2-9 ( continued ) study No. : 8BL75-31

Dose : Control

{ Recovery period )
Animal No.\Day 56 59 63 66 70

10501
10502
10503
10504
10505
10506
10507
10508
10508
10510
10541 257 259 269 266 257
10542 309 316 319 326 301
10543 275 279 283 281 262
10544 255 258 262 260 245
10545 290 2990 293 296 276

Mean 277.2 280.6 285.2 285.8 268.2
5.D. 22.8 23.9 22.4 26.5 21.4
n 5 5 5 5 5

pay 70 : Animals that were fasted
Bady weights of non-—copulated animals after Day 28 of dosing are listed in Appendix 2-~33.
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Appendix 2-10 Body weight of females -~ Before mating { g study No. : SBL75-31
Dose : 2.5 mg/kg

{ Administration period )

Animal No.\Day 0 o3 7 i0 14 17 21 24 28
10511 163 171 181 191 2040 215 230 242 251
10512 159 177 189 209 230 237 259 266 284
10513 163 173 185 195 208 207 220 226 236
10514 161 174 181 205 224 231 247 262 270
10515 155 164 182 196 214 222 237 241 250
10516 152 160 171 176 191 199 208 212 222
10517 153 163 176 180 204 216 230 236 250
10518 156 168 180 189 193 204 220 223 240
10519 141 153 157 164 178 185 205 214 219
10520 144 148 159 169 174 177 188 198 208

Meaan 154.7 165.1 177.1 188.4 201.6 209.3 224.4 232.0 243.90

5.D. 7.5 9.4 11.6 14.7 18.3 19.0 20.9 21.7 23.3

n 10 10 10 .10 10 10 10 10 10

Body weights of non-copulated animals after Day 28 of dosing are listed in Appendix 2-33.
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Appendix 2-11 Body weight of females - Before mating ( g ) Study No. : SBL75-31

Dose : 25 mg/kg

( Administration period )

Animal No.\Day 0 3 7 10 14 17 21 24 28
10521 148 158 163 171 183 194 211 217 230
10522 151 158 172 189 201 213 229 230 244
10523 159 165 173 196 206 211 218 232 237
10524 153 168 185 198 210 217 230 237 251
10525 148 164 185 200 221 235 245 250 258
10526 149 159 173 189 205 218 228 235 247
10527 165 180 199 210 224 235 248 255 263
10528 157 167 180 187 192 198 214 220 231
10529 153 163 171 184 194 201 214 216 226
10530 . 155 172 188 200 212 219 226 236 248

Mean 153.8 165.4 178.9 192.4 204.8 214.1 226.3 232.8 243.5

S.D. 5.4 6.9 10.5 10.8 12.8 14.0 12.7 13.0 12.3

n 10 10 10 10 10 10 10 i0 10

Body weights of non-copulated animals after Day 28 of dosing are listed in Appendix 2-33.
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Appendix 2-12 Body weight of females - Before mating (g ) Study No. : SBL75-31

Dose : 250 mg/kg

( Administration period )

Animal No.\Day O 3 7 10 14 17 21 24 28 31 35 318 42 45 49 52
10531 143 156 167 179 193 199 213 217 225
10532 161 166 183 199 212 223 245 250 264
10533 146 158 168 180 190 191 205 207 213
10534 157 171 188 199 213 217 229 232 243
10535 142 153 164 170 182 185 197 213 226
10536 154 163 168 182 189 205 210 215 225
10537 155 159 173 185 192 209 217 224 233
10538 154 164 173 184 194 196 208 222 233
10539 159 172 193 202 212 218 234 244 261
10540 149 164 183 193 203 215 224 229 233
10546 154 162 174 179 192 195 209 219 232 231 241 239 247 258 266 265
10547 150 162 176 185 195 210 219 226 235 240 247 248 258 258 263 270
10548 151 160 168 181 189 197 214 220 235 240 250 260 263 276 274 284
10549 169 184 198 207 224 230 243 257 266 276 284 288 297 302 309 316
10550 153 163 177 187 199 206 222 226 234 245 252 257 268 275 276 273
Mean 153.1 163.8 176.9 187.5 198.6 206.4 219.3 226.7 237.2 246.4 254.8 258.4 266.6 273.8 277.6 281.6
S.D. 7.0 7.5 10.2 10.3 11.7 12.7 13.8 14.0 15.3 17.3 16.8 18.5 18.7 18.0 18.4 20.5
n 15 15 15 15 15 15 15 15 15 5 5 5 5 5 5 5

Body weights of non-copulated animals after Day 28 of dosing are listed in Appendix 2-33.
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Appendix 2-12 { continued ) Study Ne. : SBL75-31

Dose : 250 mg/kg

{ Recovery period )
Animal No.\Day 56 59 63 66 70

10531
10532
10533
10534
10535
10536
10537
10538
10539
16540
10546 275 277 288 301 278
10547 280 280 285 287 269
10548 288 294 297 304 282
10549 315 323 325 335 313
10550 283 290 295 300 273

Mean 288.2 292.8 298.0 305.4 283.0
5.D. 15.7 18.3 15.9 17.8 17.5
n 5 5 5 5 5

Day 70 : Animals that were fasted
Body weights of non-copulated animals after Day 28 of dosing are listed in Appendix 2-33.
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Appendix 2-13 Body weight gain of females - Before mating { g} Study No. : S$BL75~31
Dose : Control

( Administration period )

Day 0- 3 3- 7 7-10 10-14 14-17 17-21 21-24 24-28 28-31 31~35 35-38 38-42 42-~45 45-49 49~52 52-56
Animal No.
© 10501 9 10 9 4 6 12 2 5
10502 7 11 15 7 2 9 4 6
10503 7 12 12 9 8 12 9 11
10504 18 15 18 .18 8 14 15 10
10505 13 8 12 8 5 12 9 9
10506 11 19 16 12 13 11 10 10
10507 10 13 8 13 5 8 8 9
10508 7 8 5 12 11 16 7 12
10509 13 13 4 11 11 11 [ 12
10510 9 10 12 9 8 15 [ 8
10541 12 8 9 12 4 3 7 5 7 8 -1 6 0 8 8 8
10542 13 20 14 15 6 13 7 14 7 10 11 3 5 5 -3 i0
10543 14 13 6 12 5 12 8 11 0 12 2 7 2 2 10 7
10544 17 11 11 1 12 0 13 12 3 6 -1 8 11 1 7 7
10545 15 13 13 14 13 13 6 11 2 6 11 2 8 3 0 4
Mean 11.7 12.3 10.8 10.5 7.8 10.7 7.8 9.7 3.8 8.4 4.4 5.2 5.2 3.8 4.4 7.2
s.D. 3.5 3.6 4.1 4.3 3.5 4.3 3.2 2.7 3.1 2.6 6.1 2.6 4.4 2.8 5.6 2.2
n 15 15 15 15 15 15 15 15 5 5 5 5 S 5 5 5
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Dose

Day

Animal
10501
10502
10503
10504
10505
10506
10507
10508
10509
10510
10541
10542
10543
10544
10545

Day 70

x 2-13

Control

No.

N W

Animals

{ continued )

{ Recovery period )
56-59 59-63 63-66

2 10 -3
7 3 7
4 4 -2
4 3 -2
0 3 3
4 4.6 0.6
& 3.0 4.3
5 5 5

that were fasted

66-70

Study No.

SBL75-31
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Appendix 2-~14 Body weight gain of females ~ Before mating {

Dose : 2.5 mg/kg

( Administration period )}

Day 0- 3 3- 7 7-10 10-14 14-17 17-21
Animal No.
10511 8 10 10 9 15 15
10512 18 12 20 21 7 22
10513 10 12 10 13 -1 13
10514 13 17 14 19 7 16
10515 9 18 14 18 8 15
10516 8 11 5 15 8 9
10517 10 13 14 14 12 14
10518 12 12 9 4 11 16
10519 12 4 7 14 7 20
10520 4 11 10 5 3 11
Mean 10.4 12.0 11.3 13.2 7.7 15.1
S.D. 3.7 3.8 4.3 5.7 4.5 3.8
n 10 10 10 10 10 10

21-24

- -

CSCOWWADLDUO I

[y

g9}

24-238

18
10

10
14
17
10

11.0

10

Study No.

SBL75~31
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Appendix 2-15 Body weight gain of females - Before mating (g} study No. : SBL75-31

Dose : 25 mg/kg

( Administration period )}

Day 0- 3 3- 7 7-10 10-14 14-17 17-21 21-24 24-28
Animal No.
10521 10 5 8 12 11 17 6 13
10522 i 14 17 12 12 16 1 14
10523 6 8 23 10 5 7 14 5
10524 15 17 13 12 7 13 7 14
10525 16 21 15 21 14 10 5 8
10526 10 14 16 16 13 10 7 12
10527 15 19 11 14 11 13 7 8
10528 10 13 7 5 6 16 6 11
10529 10 8 13 10 7 13 2 10
10530 17 16 12 12 7 7 10 12
Mean 11.6 13.5 13.5 12.4 9.3 12.2 6.5 10.7
S.D. 3.9 5.1 4.6 4.2 3.2 3.6 3.7 2.9
n 10 10 10 10 10 10 10 10
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Appendix 2-16 Body weight gain of females - Before mating (g ) Study No. : SBL75-31
Dose ¢ 250 mg/kg

( Administration period )

Day 0- 3 3- 7 7-10 10-14 14-17 17-21 21-24 24-28 28-31 31-35 35-38 38-42 42~45 45-49 49-52 52~56
Animal No.

10531 13 11 12 14 6 14 4 8

10532 5 17 16 13 11 22 5 14

10533 12 10 12 10 1 14 2 6

10534 14 17 11 14 4 12 3 11

10535 11 11 6 12 3 12 16 13

10536 9 5 14 7 16 5 5 10

10537 4 14 12 7 17 8 7 9

10538 10 9 11 10 2 12 14 11

10539 13 21 9 10 6 16 10 17

10540 15 19 10 10 12 9 5 4

10546 8 12 5 13 3 14 10 13 -1 10 -2 8 11 8 -1 10

10547 12 14 9 10 15 9 7 9 5 7 1 10 0 5 7 10

10548 g 8 13 8 8 17 6 15 5 10 10 3 13 -2 10 4

10549 15 14 9 17 6 13 14 9 10 8 4 9 5 7 7 -1

10550 10 14 10 12 7 16 4 8 11 7 5 11 7 1 -3 10
Mean 10.7 13.1 10.6 11.1 7.8 12.9 7.5 10.5 6.0 8.4 3.6 8.2 7.2 3.8 4.0 6.6
5.D. 3.3 4.3 2.8 2.8 5.2 4.2 4.4 3.5 4.8 1.5 4.5 3.1 5.1 4.2 5.7 5.0

5 5 5 5 5 5

n 15 15 15 15 15 15 15 15 5 5
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Appendix 2-16 { continued ) Study No. : SBL75-31
Dose : 250 mg/kg

{ Recovery period )
Day 56~59 59-63 63~-66 6670

Animal ¥No.
10531
10532
10533
10534
10535
10536
16537
10538
10539
10540
10546
10547
10548
10549
10550

N O
W WL
~
1
N
o

Wk
ks
wen
5w
[SLA 0V

Day 70 : Animals that were fasted
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Appendix 2-17 Body weight of dams (F0) - Gestation period ( g } Study No. : SBL75-31

Dose : Control

Animal No.\Day 0 7 14 20
10501 209 232 265 340
10502 234 282 334 436
10503 233 266 306 374
10504 292 330 357 429
10505 248 291 330 423
10507 236 271 307 393
10508 227 258 292 357
10509 236 276 327 417
105190 225 253 289 364

Mean 237.8 273.2 311.9 392.6

S.D. 22.9 27.4 28.0 35.2

n 9 9 9 9

No. 10506 : Non-cepulated animal
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Appendix 2-18 Body weight of dams (F0) ~ Gestation period ( ¢ ) Study No. : SBL75-31

Dose : 2.5 mg/kg

Animal No.\Day Q 7 14 20
10511 254 2990 336 418
10512 276 321 372 458
10513 255 286 339 404
10514 261 285 337 430
10515 253 275 314 378
10516 233 271 319 403
10517 245 284 317 401
10518 242 280 315 389
10519 - - - -
10520 214 245 285 364

Mean 248.1 284.1 326.0 405.0

S.D. 17.6 20.8 23.9 28.0

n 9 9 9 9

No. 10519 : Copulation not confirmed
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Appendix

2-18

Dose : 25 mg/kg
Animal No.\Day 0

10521
10522
10523
10524
10525
10526
10527
10528
10529
10530

Mean
&.D.
n

234
242
247
259
265
252
269
231
232
244

247.5
13.6
10

Body weight of dams (FOQ)

266
272
272
285
303
294
298
265
267
283

281.3
14.6
10

14

301
312
318
337
337
344
334
310
310
315

321.8
14.8
10

20

350
392
403
405
414
415
416
394
384
390

396.3
19.8
10

Gestation period

(

E)

)

Study No.

SBL75-31
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Appendix

2-20

Dose : 250 mg/kg
Animal No.\Day 0

10531
10532
10533
10534
10535
10536
10537
10538
10539
10540

Mean
S.D.
n

230
268
226
259
221
227
238
236
258
247

241.0
16.2
10

Body weight of dams (FO0)

7

277
319
274
292
257
271
274
268
292
281

280.5
17.1
10

14

315
375
322
336
289
309
316
304
327
318

321.1
22.9
10

20

384
475
401
430
370
356
401
373
413
384

398.7
34.6
10

Gestation period

(

g

}

Study No.

8BL75-31
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Appendix 2-21 Body weight gain of dams

Dose : Control

Animal Neo.\Day 0- 7 7-14 14-20
16501 23 33 75
10502 48 52 102
10503 33 40 68
10504 38 27 72
10505 43 39 93
10507 35 36 86
10508 31 34 65
10509 40 51 90
10510 28 36 75
Mean 35.4 38.7 80.7
S.D. 7.7 8.2 12.6
n 9 9 9

No. 10506 : Non-copulated animal

(FO)

Gestation period

{

g

)

study No.

SBL75~31
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Appendix 2-22

Dose : 2.5 mg/kg
Animal No.\Day

106511
10512
10513
10514
10515
10516
10517
10518
10519
10520

Mean
5.D.
n

0- 7

36
45
41
34
22
38
39
38

31

36.0

.6

7-14

46
51
43
42
39
48
33
35

40

41.9
5.9
9

Body weight gain of dams (F0)

14-20

82
86
65
93
64
84
84
74

79

79.0
9.7
9

No. 10519 : Copulation not confirmed

Gestation period

(

g

)

Study No.

SBL75~31
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Appendix 2-23

Dose : 25 mg/kg
Animal No.\Day 0- 7

10521 32
10522 30
10523 25
10524 36
10525 38
10526 42
10527 _27
10528 34
10529 35
10530 39
Mean 33.8
5.D. 5.4
n 10

7-14

35

Body weight gain of dams (F0)

14-20

49
80
85
68
77
71
82
84
74
75

74.5
10.5
10

Gestation period
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Appendix 2-24 Body weight gain of dams (F0) -~ Gestation period ( g ) Study No. : §BL75-31

Dose : 250 mg/kg
Animal No.\Day 0- 7 7~14 14-20

10531 47 38 69
10532 51 ‘56 100
10533 48 48 79
10534 33 44 94
10535 36 32 81
10536 44 38 47
10537 36 42 85
10538 32 36 69
10539 34 35 86
10540 34 37 66
Mean 39.5 40.6 77.6
5.D. 7.2 7.1 15.4
n 10 10 10
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Appendix 2-25
Dose : Control
Animal No.\Day o}
10501 254
10502 306
10503 306
10504 334
10505 280
10507 251
10508 256
10509 274
10510 268
Mean 281.0
S.D. 28.6
n 9
No. 10506 :

Including data on animals that were fasted on Day 4 after delivery

Non-copulated animal

Body weight of dams (F0)

3

262
336
321
369
307
288
274
319
282

306.4
33.8
9

230
312
280
351
278
258
248
281
254

276.9
36.5

tactation period

(

g

)

Study No.

SBL75-31
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Appendix 2-26 Body weight of dams (F0) - Lactation perioed ( g ) Study No. : SBL75-31

Dose : 2.5 mg/kg

Animal No.\Day 0 3 4
10511 302 324 293
10512 332 351 344
10513 282 314 280
10514 331 341 316
10515 294 300 273
10516 282 313 275
10517 301 305 274
10518 305 313 280
10519 264 280 242
10520 240 275 239 .

Mean 253.3 311.6 281.6

5.D. 28.2 23.8 31.2

n 10 10 10

Including data on animals that were fasted on Day 4 after delivery
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Appendix 2-27 Body weight of dams (FO) - Lactation period ( g } Study No. : SBL75-31

Dose : 25 mg/kg

Animal No.\Day o] 3 4
10521 271 285 258
10522 277 307 264
10523 305 318 286
10524 283 319 292
10525 288 324 280
10526 283 321 283
10527 310 336 299
10528 307 341 317
10529 268 278 249
10530 280 304 273

Mean 287.2 313.3 286.1

S.D. 15.1 20.2 20.2

n 10 10 10

Including data on animals that were fasted on Day 4 after delivery
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Appendix 2-28 Body weight of dams (F0) - Lactation period ( g ) Study No. : SBL75-31

Dose : 250 mg/kg

Animal No.\Day 0 3 4
10531 276 293 267
10532 333 341 316
10533 275 304 280
10534 294 321 288
10535 274 296 264
10536 302 314 278
10537 281 302 259
10538 297 309 271
10539 314 328 297
10540 296 327 283

Mean 294.2 313.5 280.3

S.D. 19.0 15.5 17.0

n 10 10 10

Including data on animals that were fasted on Day 4 after delivery
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Appendix 2-29 Body weight gain of dams (F0) -~ Lactation period

Dose : Control

Animal No.\Day 0~ 3 3~ 4
10501 8 -32
10502 30 ~24
10503 15 -41
10504 35 -18
10505 27 -29
10507 37 -30
10508 18 =26
10509 45 -38
10510 14 -28

Mean 25.4 -29.6

S.D. 12.4 7.0

n 9 9

No. 10506 : Non-copulated animal

Including data on animals that were fasted on Day 4 after delivery

({

g

)

Study No.

SBL75-31
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Appendix 2-30 Body weight gain of dams (F0) -~ Lactation period ( g } Study No. : SBL75-31

Dose : 2.5 mg/kg

Animal No.\Day 0- 3 3- 4
10511 22 -31
10512 19 -7
10513 32 -34
10514 10 -25
10515 6 -27
10516 31 -38
10517 4 -31
10518 8 -33
10519 16 —-38
10520 35 ~-36

Mean 18.3 ~30.0

S.D. 11.4 9.2

n 10 10

Including data on animals that were fasted on Day 4 after delivery
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Appendix 2-31 Body weight gain of dams (F0) -~ Lactation period

Dose : 25 mg/kg

Animal No.\Day 0~ 3 3- 4
10521 14 -27
10522 30 -43
10523 13 -32
10524 36 ~-27
10525 36 -44
10526 38 -38
10527 26 ~-37
10528 34 -24
10529 10 -29
10530 24 -31

Mean 26.1 -33.2

S5.D. 10.5 7.0

n i 10

Including data on animals that were fasted on Day 4 after delivery

(

g

)

Study No.

SBL75~31
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Appendix 2-32 Body weight gain of dams (F0) - Lactation peried ( g } Study No. : SBL75-31

Dose : 250 mg/kg

Animal No.\Day 0~ 3 3~ 4
10531 17 -26
10532 8 -25
10533 29 ~24
10534 27 ~33
10535 22 -32
10536 12 -36
10537 21 -43
10538 12 -38
10538 14 -31
10540 31 ~44

Mean 19.3 -33.,2

s.D. 7.9 7.1

n 10 10

Including data on animals that were fasted on Day 4 after delivery
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Appendix 2-33

n

Dose : Control
Animal \Day 31
No.(F0)
10502 227
10504 277
10505 242
10506 277
10507 225
Mean 249.6
5.D. 25.9
5
Dose : 25 mg/kg
Animal \Day 31
No.(F0)
10524 254
10525 267
10527 273
Mean 264,17
8.D. 9.7
n 3

Only animals

in which copulation was not confirmed.

35

281

299
231

270.3
35.2

Body weight of female animals (F0)

38 42
283
313 323
236
277.3 323.0
38.8 -
3 1

- Mating period (g)

Dose : 2.5 mg/kg

Animal \Day 31
No. (F0)

10513 251
10519 230
Mean 240.5
5.D. 14.8
n 2

Dose : 250 mg/kg

Animal \Day 31
No. (F0)

10531 240
10533 227
10534 259
10540 241
Mean 241.8
S.D. 13.1
n 4

Study No. SBL75-31

35 38 42
247 259 283
'247.0 259.0 283.0
i 1 1



Appendix 3-~1 Food consumption in males (g/day) Study No. : SBL75-31
Dose: Control

(Administration period)

L1

Animal No. \Day 0- 1 3-4 7-8 10-11 14-15 17-18 21-22 24-25 28-29 31-32 35-36 38-39 42-43 45-46 49-50 52-53
10001 21 23 24 29 24 30 30 29

10002 24 28 29 37 35 31 29 31

10003 22 25 25 27 28 26 28 29

10004 26 27 28 29 28 29 31 28

10005 26 27 32 32 30 33 30 35

10006 21 22 25 25 27 27 31 28

10007 21 22 24 24 21 21 23 23

10008 25 28 29 33 26 31 31 29

10009 23 28 29 29 28 30 29 26

10010 26 29 28 30 . 26 26 30 27

10041 23 26 29 32 32 32 33 32 32 34 30 36 33 34 26 31
10042 26 30 30 33 33 32 32 33 36 32 30 31 32 35 31 29
10043 26 28 31 30 28 30 35 34 32 36 27 35 29 37 27 29
10044 25 25 29 31 30 32 33 31 34 30 30 32 33 33 27 30
10045 24 26 27 29 30 30 31 28 32 29 31 31 30 30 24 27
Mean 23.9 26.3 27.9 30.0 28.4 29.3 30.4 29.5 33.2 2.2 9.6 3.0 31.4 3.8 7.0 9.2
S5.D. 2.0 2.5 2.5 3.3 3.5 3.2 2.7 3.2 1.8 2.9 1.5 2.3 1.8 2.6 2.5 1.5
n 15 15 15 15 15 15 15 15 5 5 5 5 5 5 5 5

(Recovery period)

Animal No. \Day 56-57 59-60 63-64 66-67

10041 34 31 34 33

10042 33 31 34 33

10043 29 29 32 29

10044 31 30 33 30

10045 31 29 33 34

Mean 31.6 30.0 33.2 31.8

5.D. 1.9 1.0 0.8 2.2

n 5 5 5 5
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Appendix 3-2 Food consumption in males (g/day) Study No. : SBL75-31

Dose: 2.5 mg/kg
(Administration period)

Animal No. \Day 0-1 3-4 7-8 10~11 14-15 17-18 21=-22 24-25
10011 27 30 20 33 26 26 33 35
10012 23 25 30 28 26 29 31 26
10013 23 23 24 25 20 26 27 26
10014 26 27 28 26 27 30 31 32
10015 24 26 27 26 28 28 27 31
10016 22 24 28 27 29 28 28 31
10017 22 21 25 25 24 25 23 25
10018 27 29 30 30 26 29 32 29
10019 25 26 28 30 25 25 30 31
10020 24 26 26 29 27 27 27 28
Mean 24.3 25.7 26.6 27.9 25.8 27.3 28.9 29.4
S.D, 1.9 2.7 3.0 2.6 2.5 1.8 3.0 3.2
n 10 10 10 10 10 10 10 10
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Appendix 3-3 Food consumption in males (g/day) Study No. : SBL75-31

Dose: 25 mg/kg
(Administration period)

Animal No. \Day 0- 1 3-4 7-8 10-11 14-15 17-18 21-22 24-25
10021 26 29 30 31 32 31 30 31
10022 24 26 27 28 25 26 29 29
10023 23 24 29 27 27 26 29 30
10024 24 27 30 29 34 32 31 35
10025 24 28 32 28 30 29 29 28
10026 20 24 22 23 24 23 23 25
10027 26 24 27 29 28 28 29 27
10028 26 27 33 36 27 30 30 31
10029 23 25 23 21 22 20 20 23
10030 24 24 26 26 25 28 26 27
Mean 24.0 25.8 27.9 27.8 27.4 27.3 27.6 28.6
S.D. 1.8 1.9 3.6 4.1 3.7 3.7 3.5 3.4
n 10 10 10 10 0 10 10 10
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Appendix 3-4
Dose: 250 mg/kg
Animal No. \Day

10031
10032
10033
10034
10035
10036
10037
10038
10039
10040
10046
10047
10048
10049
10050

Mean
S.D.
n

Animal No. \Day

10046
10047
10048
10049
10050

Mean
S.D.
n

O~

25
22
22
22
29
25
23
24
25
24
26
26
28
26
24

N
-

36
30
31

3-4

27
25
24
24
30
27
24
27
25
24
26
27
26
24
26

(Recovery period)
56-57

59-60

33
31
32

(Administration period)
7-8

29
25
28
27
32
30
25
27
24
28
30
30
29
29
26

63-64

35
28
33
32
34

N
.
(S IEN

10-11

37
28
32
29
33
26
31
29
25
35
33
29
30
29
32

66-67

29
32
30

Food consumption in males (g/day)

14-15

36
27
23
26
29
26
28
33
24
33
28
26
30
28
30

17-18

31
29
29
29
29
28
31
29
26
29
33
30
33
29
30

21-22

30
28
30
28
33
27
30
26
27
29
32
30
33
30
35

24-25

30
31
30
30
32
27
27
32
27
31
29
29
28
3z
31

28-29

31
28
32
30

= O
[, 5, B

31-32

28
27
31
32
34

N O
[5; I+ I

35-36

38-39

42-43

Study No.

45-46

27
32
36
30

w N
PR
[, B I -}

SBL75-31
49-50 52-53
22 30
25 30
31 27
33 32
31 32
8.4 30.2
4.7 2.0
5 5



ISt

Appendix 3-5 Food consumption in females - Before mating (g/day) Study No. : SBL75-31
Dose: Control
(Administration perioed)
Animal No. \Day 0- 1 3-4 7-8 10-11 14-15 17-18 21-22 24-25 28-29 31-32 35-36 38-39 42-43 45-46 49-50 52-53
10501 16 21 20 16 15 15 15 15
10502 22 22 23 21 22 24 21 20
10503 15 18 20 18 21 22 20 18
10504 20 20 23 27 23 26 27 23
10505 18 16 15 18 19 20 19 20
10506 19 22 23 21 18 25 27 25
10507 19 20 18 20 18 20 21 24
10508 14 17 19 19 17 15 16 20
10509 17 20 20 20 16 17 19 20
10510 19 17 19 21 20 19 22 20
10541 15 19 19 24 20 17 18 13 19 18 20 19 20 22 17 21
10542 19 20 19 22 20 22 24 22 23 20 21 24 25 29 26 22
10543 20 20 21 21 19 20 18 18 19 21 18 22 23 20 18 16
10544 17 14 14 19 19 13 16 21 20 18 19 20 21 18 15 21
10545 20 19 21 19 18 24 21 20 24 20 21 20 20 23 20 20
Mean 18.0 19.0 19.6 20.4 19.0 19.9 20.3 19.9 21.0 19.4 19.8 21.0 21.8 22.4 19.2 20.0
S.D. 2.3 2.2 2.6 2.6 2.1 4.0 3.7 3.1 2.3 1.3 1.3 2.0 2.2 4,2 4,2 2.3
n 15 15 15 15 15 15 15 15 5 5 5 5 5 5 5 5
(Recovery period)
Animal No. \Day 56-57 59-60 63-64 66-67
10541 24 26 26 26
10542 20 24 22 24
10543 19 22 19 21
10544 21 22 23 21
10545 21 19 22 20
Mean 1.0 22.6 22.4 22.4
5.D. 1.9 2.6 2.5 2.5
n 5 5 5 5
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Appendix 3-6 Food consumption in females - Before mating (g/day) Study No. : SBL75-31

Dose: 2.5 mg/kg
(Administration period)

Animal No. \Day 0- 1 3-4 7-8 10-11 14-15 17-18 21-22 24-25
10511 17 20 22 18 19 17 20 25
10512 21 29 25 32 14 20 22 34
10513 18 18 17 17 14 20 21 20
10514 19 22 24 24 23 22 27 22
10515 19 19 23 25 22 22 20 24
10516 15 20 20 18 15 17 18 18
10517 16 19 21 18 18 17 17 21
10518 19 17 20 21 20 17 21 20
10519 17 14 17 16 16 18 i8 19
10520 17 18 17 20 18 23 18 19
Mean 17.8 19.6 20.6 20.9 17.9 19.3 20.2 22.2
5.D. 1.8 3.9 3.0 4.9 3.2 2.4 2.9 4.7
n 10 10 10 10 10 10 10 10
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Appendix 3-7 Food consumption in females - Before mating (g/day) Study No. : SBL75-31

Dose: 25 mg/kg
(Administration period)

Animal No. \Day 0- 1 3-4 7-8 10-11 14-15 17-18 21-22 24-25
10521 17 18 18 17 15 21 19 22
10522 17 17 18 19 19 19 20 21
10523 18 20 21 18 is 22 19 19
10524 20 18 20 21 23 24 23 23
10525 19 19 22 24 22 25 24 24
10526 21 23 21 18 18 21 21 24
10527 19 20 22 22 23 21 23 19
10528 15 20 18 20 18 20 19 16
10529 22 21 21 18 16 20 21 22
10530 20 22 21 17 18 21 22 29
Mean 18.8 19.8 20.2 19.4 19.0 21.4 21.1 21.9
S.D. 2.1 1.9 1.6 2.3 2.8 1.8 1.9 3.5
n 10 10 10 10 10 10 10 10
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Appendix 3-8 Food consumption in females - Before mating (g/day) Study No. : SBL75-31

Dose: 250 mg/kg
(Administration period}

Animal No. \Day 0- 1 3-4 7-8 10-11 14-15 17-18 21-22 24-25 28-29 31-32 35-36 38-39 42-43 45-46 49-50 52-53
10531 16 17 17 19 17 18 19 17
10532 is 22 21 16 18 25 22 25
10533 17 14 13 18 15 19 19 19
10534 22 19 19 23 21 23 22 22
10535 17 22 17 26 21 23 24 25
10536 16 18 16 18 18 16 20 21
10537 19 19 22 26 17 20 18 23
10538 17 20 17 18 18 20 18 18
10539 19 24 23 22 21 20 21 21
10540 24 27 20 19 22 22 20 20
10546 19 18 20 18 20 18 19 18 15 21 21 20 18 20 18 19
10547 19 22 20 17 16 25 16 30 20 22 22 27 23 23 24 22
10548 16 19 19 17 20 23 20 20 23 24 21 23 21 20 17 20
10549 19 21 22 24 23 23 22 20 18 25 22 25 23 24 16 23
10550 19 16 19 20 19 23 22 25 23 20 19 25 23 24 24 22
Mean 18.5 19.9 19.0 20.1 19.1 21.2 20.1 21.6 19.8 22.4 21.0 24.0 21.6 22.2 19.8 21.2
S.D. 2.2 3.3 2.6 3.3 2.3 2.7 2.1 3.5 3.4 2.1 1.2 2.6 2.2 2.0 3.9 1.6
n 15 15 15 15 15 15 15 15 5 5 5 5 5 5 5 5

(Recovery period)
Animal No. \Day 56-57 59-60 63-64 66~67

10546 21 22 24 23
10547 22 23 23 25
10548 25 22 25 23
10549 27 25 25 22
10550 24 18 20 22
Mean 23.8 22.0 23.4 23.0
S.D. 2.4 2.5 2.1 1.2
n 5 5 5 5
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Appendix 3-9 Food consumption in dams (F0) -~ Gestation period { g/day ) Study No. : SBL75-31

Dose : Control

Animal No.\Day 0- 1 3- 4 6— 7 10~11 14-15 17-18 19-20
10501 15 12 21 20 24 25 24
10502 21 25 28 31 31 34 33
10503 22 24 24 26 24 29 28
10504 27 31 31 28 28 33 33
10505 24 24 30 30 27 30 24
10507 22 25 24 27 23 28 26
10508 17 18 24 24 24 27 22
10509 23 21 24 30 30 31 27
10510 17 23 22 24 24 28 27

Mean 20.9 22.6 25.3 26.7 26.1 29.4 27.1

s.D. 3.9 5.3 3.5 3.6 3.0 2.9 3.8

n 9 9 9 9 9 9 9

No. 10506 : Non-copulated animal
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Appendix 3-10 Food consumption in dams (F0) -~ Gestation period {( g/day ) Study No. : SBL75-31

Dose : 2.5 mg/kg

Animal No.\Day 90- 1 3- 4 6~ 7 10-11 14-15 17-18 13-20
10511 23 22 25 25 29 25 27
10512 21 33 30 33 33 29 30
10513 22 22 25 26 20 27 23
10514 20 27 27 30 35 34 33
10515 22 25 25 28 27 31 28
10516 17 26 27 31 31 26 29
10517 21 21 27 27 27 32 31
10518 18 22 23 26 25 27 24
10519 - - - - - - -
10520 23 23 26 26 27 27 24

Mean 20.8 24.6 26.1 28.0 28.2 28.7 27.7

S.D. 2.1 3.8 2.0 2.7 4.5 3.0 3.8

n 9 9 9 9 9 9 9

No. 10519 : Copulation not confirmed
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Appendix 3~11 Food consumption in dams (F0) -~ Gestation perjod ( g/day } Study No. : SBL75-31

Dose : 25 ig/kg

Animal No.\Day 0- 1 3~ 4 6— 7 10-11 14-15 17~18 19-20
10521 19 21 23 27 26 27 26
10522 20 28 21 25 26 25 27
10523 17 26 20 31 33 33 32
10524 27 25 27 28 28 29 25
10525 19 25 27 28 28 32 30
10526 22 26 29 29 27 33 29
16527 18 19 25 25 29 30 31
10528 19 26 22 27 29 33 30
16529 18 25 24 27 29 29 26
1053¢ 24 27 25 30 26 30 26

Mean 20.3 24.8 24.3 27.7% 28.1 30.1 28.2

s.D. 3.1 2.7 2.9 1.9 2.1 2.7 2.5

n 10 0 10 10 10 10 10
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Appendix 3-12 Food consumption in dams (F0) - Gestation period ( g/day ) Study No. : SBL75-31

Dose : 250 mg/kg

Animal No.\Day 0- 1 3- 4 6- 7 10-11 14~15 17-18 19-20
10531 17 24 29 28 21 29 26
10532 25 32 30 25 25 29 35
10533 23 23 26 28 27 30 30
10534 22 26 28 29 30 31 30
10535 15 26 26 30 28 34 30
10536 19 25 24 27 24 26 27
10537 19 27 28 27 25 27 28
10538 20 24 23 25 25 29 27
10538 24 27 26 32 28 30 31
10540 24 27 26 31 26 33 27

Mean 20.8 26.1 26.6 28.2 25.9 29.8 29.1

5.D. 3.3 2.5 2.2 2.3 2.5 2.4 2.7

n 10 4 10 10 10 10 10
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Appendix 3-13 Food consumption in dams

Dose : Control

Animal No.\Day 0- 1 2- 3
10501 8 34
10502 0 41
10503 23 40
10504 10 42
10505 22 43
10507 15 33
10508 3 28
10509 23 42
10510 20 40

Mean 13.8 38.1

S.D. 8.9 5.2

n 9 9
No. 10506 Non-copulated animal

(FO)

Lactation period

( g/day

)

Study No.

SBL75-~31
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Appendix

3-14

Dose : 2.5 mg/kg
Animal No.\Day 0- 1

10511
10512
10513
105814
10515
10516
10517
10518
10519
10520

Mean

s

n

.D.

20
5
16
4
7
21
2
19
17
17

Food consumption in dams

2- 3

36
28
34
33
36

(FO)

Lactation period

( g/day )

Study No.

SBL75-31
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App

Dos

endix 3~15
e : 25 mg/kg

Animal No.\lay 0- 1

10521
10522
10523
10524
10525
10526
10527
10528
10529
10530

12
25
4
26
6
12
18
2
0
23

12.9
9.8
10

Food consumption in dams

2- 3

(FO)

Lactation period

{ g/day

)

Study No.

SBL75-31
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Appendix 3-16
Dose : 250 mg/kg

Animal No.\Day 0- 1

10531
10532
10533
10534
10535
10536
10537
10538
10539
10540

4

1
26
13
23
22
19

7
13
22

5.0
8.7
10

Food consumption in dams

2- 3

31
36
34
29
40
32
43
31
34
32

(FO)

Lactation period

(

g/day )

Study No.

.

SBL75-31
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Appendix 4~1 Mating performance Study No. : SBL75-31

Dose : Control

Animal No. Mating (Days) Copulatory Pregnancy
Male Female 1 2 3 4 5 6 7 8 910 11 12 13 14 interval(day)} status
10001 10501 - 4 2 P
10002 10502 - e e 4 4 P
10003 10503 + 1 P
10004 10504 R T R S 13 P
10005 10505 - - -~ % 4 P
10006 10506 - = = = e - . - - = - - . = NC -
10007 10507 R I 12 P
10008 10508 -+ 2 P
10009 10509 - - 4+ 3 P
10010 10510 - - 4 3 P
Mean 4.9

S.D. 4.4

- : No copulation , + : Copulation , NC : No copulation , P : Pregnancy , NP : No pregnancy
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Appendix 4-2 Mating performance Study No. : SBL75-31
Dose : 2.5 mg/kg

Animal No. Mating (Days) Copulatory Pregnancy
Male Female 1 2 3 4 5 6 7 8 9 10 11 12 13 14 interval(day) status
10011 10511 -+ 2 P
10012 10512 + 1 P
10013 10513 - - =+ 4 P
10014 10514 + 1 P
10015 10515 -+ 2 P
10016 10516 - - + 3 P
10017 10517 - 4+ 2 14
10018 10518 - = 4 3 P
106019 10519 - = e e e = e e e = e e e e NC* P
10020 10520 - 2 P
Mean 3.4

S.D. 3.8

~ : No copulation , + : Copulation , NC : No copulation , NC* : Copulation unconfirmed , P : Pregnancy , NP : N¢ pregnancy
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Appendix 4-3 Mating performance Study No. : 8BL75-31
Dose : 25 mg/kg

Animal No. Mating (Days) Copulatory Pregnancy
Male Female 1 2 3 4 5 6 7 8 910 11 12 13 14 interval{day) status
10021 10521 - 3 P
10022 10522 + 1 P
10023 10523 - - 4 3 P
10024 10524 - - - %+ 4 P
10025 10525 - - =+ 4 P
10026 10526 - = 4 3 P
10027 10527 - - = 4+ 4 P
10028 10528 + 1 P
10029 10529 - - 4+ 3 P
10030 10530 + 1 P
Mean 2.7

S.D. 1.3

- : No copulation , + : Copulation , NC : No copulation , P : Pregnancy , NP : No pregnancy
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Appendix 4-4 Mating performance

Dose : 250 mg/kg

Animal No. Mating (Days)

Male Female 1 2 3 4 5 6 7 8 9 10 11 12 13 14
10031 10531 - - -+

10032 10532 - -+

10033 10533 - e e 4

10034 10534 - -~ - 4+

10035 10535 +

10036 105836

10037 10537 - 4+

10038 10538
10039 10539
10040 10540

I ++ 1 + 1

Mean
5.D.

- ¢ No copulation , + ! Copulation , NC : No copulation

P

Pregnancy

’

NP

Study No.

Copulatory
interval({day)

2.
1.

Ne pregnancy

[V B I PUNL .5 Y~ =N FE R SN

W w

SBL75-31

Pregnancy
status

W g g Yd g g o
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Appendix 5~1 Hematology in male rats Study No.
6RBc3 yBC Ht Hb Plat. Mcv
(108 /mm3) (103 /nm3) (%) {g/dL} {103 ,/mm3) (£L)
Group Anim.No. EDa ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
Control
10001 8.19 9.23 45.3 15.0 1165 55.3
10002 7.76 8.07 43.1 14.8 1118 55.5
10003 . 8.15 10.92 45.2 15.3 927 55.4
10004 8.67 8.98 45.8 15.3 1143 52.9
10005 8.15 9.86 48 .4 15.8 9563 55.4
10041 8.65 8.99 46.1 15.3 1104 53.4
10042 8.52 8.59 44.8 15.0 1086 52.6
10043 8.39 7.55 46.6 15.6 1016 55.5
10044 9.03 10.72 47.7 16.0 1189 52.8
10045 9.74 6.68 51.1 16.9 1010 52.5
Mean 8.184 8.866 9.414 8.506 45,56 47.26 15.24 15.76 1063.2 1081.0 55.70 53.36
+S.D. 0.323 0.544 1.059 1.532 1.90 2.39 0.38 0.74 108.9 73.3 2.34 1.25
DBHCB
2.5 (mg/kg)
10011 8.14 7.53 44.6 14.8 1158 54.8
10012 8.33 7.58 44.8 14,7 950 53.8
10013 7.98 8§.93 45.4 15.7 1310 57.0
10014 7.68 12.58 43.7 14.9 1210 56.9
10015 7.60 4.47 43.1 14.2 1097 56.7
Mean 7.946 8.218 44.32 14.86 1145.2 55.84
+S.D. 0.307 2.935 0.91 0.54 134.1 1.45
Note) EDA : End of drug administration

ERC : End of recovery test

SBL75~31
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Appendix 5-1 ( continued ) study No. : SBL75-31

RBC wBC Ht Hb Plat. MCV
(106 ,/mn3) {103 /mm3) (%) (g/dL) (103/mm3) (£L)
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
DBHCB
25 (mg/kg)
10021 7.96 6.63 43.5 14.7 1174 54.7
10022 8.02 6.75 43.6 14.8 1159 54.4
10023 8.38 12.00 47.2 16.2 1111 56.3
10024 7.64 8.72 42.2 14.1 1411 55.2
10025 8.34 6.41 46.9 15.8 1154 56.2
Mean 8.068 8.102 44.68 15,12 1201.8 55.36
+S.D. 0.304 2.368 2.24 0.86 119.3 0.86
DBHCB -
250 (mg/kg)
10031 7.91 9.92 43.4 14.5 1269 54.8
10032 7.85 9.53 43.8 14.8 1335 55.8
10033 7.04 7.70 39.9 13.2 1185 56.7
10034 7.84 9.82 44.0 14.8 1048 56.1
10035 7.53 7.71 42.4 13.8 1187 56.3
10046 7.98 10,28 47.6 15.5 1238 59.6
10047 8.71 7.49 45.3 15.1 1627 52.0
10048 8.85 9.12 45.5 15.2 1348 51.4
10049 8.05 11.69 44.7 15.1 1175 55.6
10050 8.12 9.00 45.2 14.6 1644 55.7
Mean 7.634 8.342 8.936 9.516 42.70 45.66 14.22 15.10  1204.8  1406.4 55.94 54.86
+5.D. 0.364 0.406 1.133 1.568 1.68 1.12 0.70 0.32 107.7 218.2 0.72 3.31

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 5-2 Hematology in male rats Study No. : SBL75-31

MCH MCHC Ret. Eosino, Eosino. Baso.
{pg) {g/dL) (%) (103 /mm3} (%) (103 /mm3)

Group Anim.No. EDaAa ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
Control

10001 18.4 33.2 2.8 0.16 1.8 0.02

10002 19.1 34.5 2.5 0.07 0.8 0.01

10003 18.8 33.9 2.1 0.09 0.8 .02

10004 17.6 33.4 2.6 6.08 0.8 0.02

10005 19.4 32.7 3.0 0.11 1.1 0.02

10041 17.7 33.3 2.1 0.09 1.0 0.01

10042 . 17.6 33.4 2.8 0.18 2.1 0.01

10043 18.6 33.5 2.3 0.05 0.7 0.01

10044 17.7 33.5 2.8 0.12 1.1 0.01

10045 17.4 33.1 2.1 0.06 0.9 g.00

Mean 18.66 17.80 33.5%4 33.36 2.60 2.44 0.102 0,100 1.08 1.16 ¢.018 0.008

+5.D. 0.70 0.46 0.69 0.17 0.34 0.38 0.036 0.052 0.42 0.55 0.004 0.004
DBHCB -
2.5 (mg/kg)

10011 18.1 33.1 2.1 0.16 2.2 0.02

10012 17.7 32.9 2.4 0.11 1.4 ¢g.01

10013 19.6 34.5 2.7 0.10 . 1.1 0.01

10014 19.3 34.0 3.6 0.11 6.9 0.03

10015 18.7 33.0 2.9 0.11 2.5 0.01

Mean 18.68 33.50 2.74 0.118 1.62 g.016

iS.D. 0.79 6.71 0.57 0.024 0.70 G6.009

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 5-2 { continued ) Study No. : SBL75-31

MCH MCHC Ret . Eogino, Eosino. Baso.
(pg) {g/4L} (%) (103 /mm3) %) (103 /mm3)
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
DBHCB
25 (mg/kg)
10021 18.4 33.7 2.4 0.05 0.8 0.02
10022 18.5 33.9 3.2 0.07 1.0 0.01
10023 19.4 34.4 3.2 0.12 1.0 0.02
10024 18.4 33.4 3.4 0.06 0.7 0.01
10025 18.9 33.7 2.8 0.06 0.9 0.01
Mean 18.72 33.82 3.00 0.072 0.88 0.014
+5.D. 0.43 0.37 0.40 , 0.028 0.13 0.005
DBHCB -
250 (mg/kg)
10031 18.3 33.3 2.7 0.15 1.5 0.01
10032 18.8 33.7 2.9 0.10 1.1 0.02
10033 18.8 33.1 3.8 0.11 1.5 0.01
10034 18.8 33.6 2.8 0.06 0.6 0.01
10035 18.3 32.6 2.9 0.11 1.4 0.01
10046 19.4 32.5 2.9 0.06 0.6 0.02
10047 17.3 33.3 2.6 0.13 1.7 0.01
10048 17.2 33.4 2.8 0.10 1.1 0.01
10049 18.8 33.9 2.7 0.11 0.9 0.03
10050 18.0 32.2 3.0 0.06 0.6 0.01
Mean 18.60 18.14 33.26 33.06 3.02 2.80 0.106 0.092 1.22 0.98 0.012 0.016
+5.D. 0.27 0.95 0.44 0.69 0.44 0.16 0.032 0.031 0.38 0.45 0.004 0.009

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 5-3 Hematology in male rats Study No.
Baso. Mgno. Mono. Lymph. Lymph. Neutro,
(%) (103 /mm3) (%) {103 /mm3) (%) (103 /mm3)
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
Control
10001 0.2 0.12 1.3 7.89 85.5 0.95
10602 0.1 0.09 1.2 7.20 89.2 0.63
100603 0.2 0.28 2.6 9.40 86.0 1.04
10004 0.2 0.11 1.2 7.66 85.3 1.04
10005 0.2 0.19 1.9 8.17 82.9 1.29
10041 0.2 0.13 1.4 7.88 87.7 0.83
10042 0.1 0.16 1.9 7.49 87.1 0.63
10043 0.1 0.05 0.7 6.59 87.3 0.66
10044 ¢.1 0.11 1.0 9.37 87.4 1.04
10045 0.0 0.13 2.0 5.66 84.8 0.76
Mean 0.18 ¢.10 0.158 0.116 .64 1.40 8.064 7.398 85.78 86.86 0.9%90 0.784
+S.D. 0.04 0.07 0.078 0.041 .61 0.56 0.827 1.397 2.26 1.17 0.238 0.164
DBHCB
2.5 (mg/kg)
10011 0.3 0.14 1.9 5.46 72.5 1.68
10012 0.1 0.14 1.8 6.30 83.0 0.92
10013 0.1 0.09 1.0 7.43 83.1 1.24
10014 0.2 0.09 0.7 11.36 90.3 0.92
10015 0.1 0.11 2.5 3.30 74.0 0.86
Mean 0.16 0.114 .58 6.770 80.58 1.124
+5.D. 0.09 0.025 .73 2.978 7.34 0.345
Note) EDA : End of drug administration

ERC : End of recovery test

SBL75-31
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Appendix 5-3 { continued ) Study No. : SBL75-31

Baso. Mgno. Mono. Lymph. Lymph . Neutro,
%) (103/mm3) (%) (103 /mm3) (%) (163 /nm3)
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
DBHCB
25 (mg/kg)
10021 0.2 0.09 1.4 4.96 74.9 1.40
10022 0.1 0.07 1.1 5.59 82.9 0.97
10023 0.2 0.21 1.7 10.04 83.7 1.50
10024 0.1 0.07 0.8 6.78 77.8 1.75
10025 0.2 0.06 1.0 5.06 78.9 1.18
Mean 0.16 0.100 1.20 6.486 79.64 1.360
+5.D. 0.05 0.062 0.135 2.114 3.66 0.299
DBHCB -
250 (mg/kg)
10031 0.1 0.15 1.5 7.87 79.3 1.58
10032 0.2 0.14 1.5 7.62 79.9 1.61
10033 0.1 0.15 1.9 6.21 80.7 1.16
10034 0.1 0.14 1.4 8.06 82.1 1.33
10035 0.1 0.16 2.1 5.49 71.2 1.88
10046 0.2 0.18 1.7 8.56 83.2 1.41
10047 0.2 0.11 1.5 6.07 81.1 1.12
10048 0.1 0.15 1.7 . 7.86 86.2 0.94
10049 0.3 0.20 1.7 9.82 84.0 1.39
10050 0.1 0.23 2.5 7.60 84.4 1.02
Mean 0.12 0.18 0.148 0.174 1.68 1.82 7.050 7.982 78.64 83.78 1.512 1.176
+$.D. 0.04 0.08 0.008 0.046 0.30 0.39 1.135 1.372 4.29 1.86 0.277 0.214

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendi

x  5-4 Hematology in male rats

Neutro. uc Luc PT APTT
(%) (103 /mm3 (%) (Sec) (sec)

Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
Control

10001 10.3 0.08 0.9 9.0 20.1

10002 7.8 0.07 0.9 8.0 21.1

10003 9.5 0.08 0.8 8.3 19.3

10004 11.6 0.08 0.8 8.9 20.6

10005 13.1 0.09 0.9 8.4 19.4

10041 9.2 0.04 0.5 18.3 25.5

10042 7.3 0.13 1.5 10.5 24.0

10043 8.7 0.19 2.5 14.1 22.7

10044 9.7 0.06 0.6 13.2 22.3

10045 11.4 0.05 0.8 18.1 25.4

Mean 10.48 9,26 0.082 0.094 0.86 1.18 8.52 14.84 20.10 23.98

+$.D. 1.99 1.498 0.008 0.064 0.05 0.83 0.42 3.34 0.77 1.48
DBHCB -
2.5 (mg/kg)

10011 22.3 0.06 0.8 9.3 21.9

10012 12.1 0.12 1.6 11.1 20.4

10013 13.9 0.07 0.8 8.7 20.3

10014 7.3 0.07 0.6 8.8 20.9

10015 19.2 0.07 1.7 9.6 21.2

Mean 14.96 0.078 1.10 9,50 20.94

+5.D. 5.81 0.024 0.51 0.97 0.65
Note) EDA : End of drug administration

ERC : End of recovery test

Study No.

SBL75-31
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Appendix 5-4 { continued ) study No. : SBL75-31

Neutro. LUC LUC PT APTT

(%) (103 /mm3) (%) (Sec) (Sec)
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
DBHCB
25 (mg/kqg)
10021 21.1 0.10 1.5 8.4 19.4
10022 14.4 0.03 0.5 9.5 18.2
10023 12.5 0.12 1.0 9.9 19.2
10024 20.1 0.05 0.5 8.9 17.0
10025 18.4 0.04 0.6 9.3 17.9
Mean 17.30 0.068 0.82 9.20 18.34
+S.D. 3.71 0.040 0.43 0.57 0.98
DBHCB -
250 (mg/kg)
10031 16.0 0.15 1.5 9.5 19.1
10032 16.9 0.04 0.4 8.4 18.6
10033 15.1 0.05 0.6 8.1 18.2
10034 13.5 0.22 2.2 8.4 17.3
10035 24.4 0.06 0.8 8.1 17.7
100456 13.7 0.06 0.6 18.7 26.5
10047 14.9 6.05 0.7 16.1 26.0
10048 10.3 0.05 0.6 13.5 25.4
10049 11.9 0.14 1.2 17.8 26.1
10050 11.3 0.09 1.0 12.4 23.4
Mean 17.18 12.42 0.104 0.078 1.10 0.82 8.50 15,70 18.18 25.48
+5.D. 4.23 1.86 0.078 0.038 0.74 9.27 0.58 2.71 0.71 1.23

Note} EDA : End of drug administration
ERC : End of recovery test



Appendix 5~5 Hematology in female rats Study No. : $BL75~-31

RBC WBe Ht Hb Plat. Mev
{1068/mn3) (103 /mm3 (%) {g/dL) (103 /mm3) (fL)
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
Control
10501 7.20 6.12 42.8 14.2 1694 59.5
10502 6.00 5.07 37.7 12.6 1236 62.9
10503 7.12 4.91 40.7 13.7 1603 57.1
10504 7.02 7.18 41.1 13.6 1187 58.6
10505 6.71 6.48 18.5 12.8 1620 57.3
10541 8.44 3.68 46.4 15.9 1166 54,9
10542 7.54 2.92 43.0 14.9 1210 57.0
10543 7.76 3.65 44.1 14.9 1049 56.9
10544 8.02 3.60 44.2 15.0 1117 55.2
10545 §.61 3.38 47.3 16.3 1024 54.9
Mean 6.810 8.074 5.952 3.446 40.16 45.00 13.38 15.40  1468.0 1113.2 59.08 55.78
+S.D. 0.489 0.449 0.959 0.317 2.06 1.78 0.66 0.66 237.3 77.9 2.35 1.08
DBHCB -
2.5 (mg/kg)
10511 7.25 7.27 43.2 15.0 1491 59.6
10512 6.53 6.40 38.7 13.1 1585 59.3
10513 6.50 3.94 40.7 13.5 1537 62.6
10514 7.16 6.00 42.0 14.4 1474 58.7
10515 7.08 7.33 40.8 13.9 1501 57.7
—
Y Mean 6.904 6.188 41.08 13.98 1517.6 59.58
+5.D. 0.360 1.379 1.68 0.75 44.2 1.84

Note} EDA : End of drug administration
ERC : End of recovery test
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Appendix 5-5

{ continued ) study No.
RBC WBC Ht Hb Plat. MCV
(106 /mm3) (103 /mm3) (%) (g/dL) (103 /mm3) (fL)
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
DBHCB
25 (mg/kqg)
10521 6.64 8.48 40.2 13.1 1376 60.5
10522 6.84 4.79 38.1 12.6 1692 55.7
10523 6.76 6.66 40.2 13.6 1743 59.4
10524 7.02 6.63 40.4 13.3 1277 57.5
10525 6.82 5.16 38.1 13.1 1392 55.9
Mean 6.816 6.344 39.40 13.14 1496.0 57.80
+5.D. 0.138 1.463 1.19 0.36 207.7 2.12
DBHCB -
250 {mg/kg)
10531 6.72 4.38 42.0 13.9 1457 62.5
10532 6.31 6.12 37.6 12.8 1451 59,7
10533 6.77 4.42 41.4 14.1 15009 61.2
10534 6.22 5.13 36.7 12.3 1759 59.1
10535 6.48 5.20 40.2 13.7 1337 62.0
10546 7.93 2.79 43.6 14.9 1125 55.1
10547 8.14 4.64 44.7 15.2 1105 54.9
10548 8.24 3.97 45.0 15.8 930 54.7
10549 7.97 2.90 44.4 15.0 949 55.7
10550 8.28 3.27 45.0 15.6 1078 54.3
Mean 6.500 8.112 5.050 3.514 39.58 44.54 13.36 15.30 1502.6  1037.4 60.90 54.94
+S.D. 0.243 0.157 0.711 0.780 2.33 0.58 0.77 0.39 156.5 91.2 1.46 0.52

Note} EDA

End of drug administratioen

ERC : End of recovery test
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Appendix 5-7 Hematology in female rats Study No.
Bas Mono. Mono. Lynph. Lymph. Neutro,
(% (103 /mm3) (%) (103/mm3) (%) (103 /mn3)
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
Control
10501 0.1 0.06 0.9 3.77 61.6 2.17
10502 0.1 0.08 1.7 2.88 56.8 2.02
10503 0.0 0.03 0.6 3.22 65.5 1.58
10504 0.1 0.10 1.4 4.90 68.3 2.06
10505 0.1 0.17 2.6 3.74 57.7 2.42
10541 0.1 0.09 2.4 2.31 62.7 1.16
10542 0.0 0.07 2.3 2.36 81.0 0.41
10543 0.1 0.05 1.5 2.93 80.4 0.56
10544 0.1 0.05 1.4 2.82 78.4 0.63
10545 0.0 0.07 2.9 2.75 81.4 0.5¢
Mean 0.08 0.06 0.088 0.066 .44 1.92 3.702 2.634 61,98 76.78 2.052 0.652
+5.D. 0.04 0.05 0.053 0.017 78 0.45 0.766 0.281 4.94 7.95 0.302 0.295
DBHCB -
2.5 (mg/kg)
10511 0.1 0.08 1.1 5.38 74.0 1.76
10512 0.2 0.08 1.2 4,41 68.9 1.80
10513 0.0 0.04 1.1 2.84 72.1 0.99
10514 0.1 0.02 0.4 5,11 85.1 0.78
10515 0.1 0.07 1.0 5.33 72.8 1.83
Mean 0.10 0.058 .96 4.614 74.58 1.432
+5.D. 0.07 0.027 .32 1.065 6.18 0.505

Note}

EDA : End of drug administration

ERC : End of recovery test

$BL75-31
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Appendix 5=7 { continued ) . study No., : SBL75-31

Baso. Mono. Mono. Lynph. Lymph. Neutro,
(%) (103 /mm?) (%) (103 /mm3 ) (%) (103 /nm3 )
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
DBHCB
25 (mg/kq)
10521 0.2 0.14 1.6 6.45 76.2 1.76
10522 0.0 0.05 1.0 3.01 62.9 1.66
10523 0.1 0.06 0.9 4.82 72.4 1.72
10524 0.1 0.07 1.0 5.53 83.4 0.92
10525 0.1 0.07 1.4 3.35 64.9 1.67
Mean 0.10 0.078 1.18 4.634 71.96 1.546
+5.D. 0.07 0.036 0.30 1.454 8.38 0.352
DBHCB -
250 (mg/kg)
10531 0.1 0.05 1.1 3.66 83.6 0.62
10532 0.1 0.06 1.0 3.38 55.3 2.57
10533 0.1 0.04 0.8 3.40 76.9 0.91
10534 0.1 0.15 2.9 3.26 63.6 1.68
10535 0.0 0.06 1.1 3.34 64.2 1.72
10546 0.0 0.03 1.0 2.26 80.7 0.42
10547 0.1 0.08 1.8 3.91 84.2 0.58
10548 0.0 0.07 1.7 3.04 76.7 . 0.77
10549 0.0 0.07 2.3 2.19 75.5 0.57
10550 0.1 0.06 1.8 2.77 84.6 0.37
Mean 0.08 0.04 0.072 0.062 1.38 1.74 3.408 2.834 68.72 20.34 1.500 0.542
+5.D. 0.04 0.05 0.044 0.019 0.86 0.50 0.151 0.698 11.35 4.18 0.766 0.157

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 5-8 Hematology in female rats
Neutro. Luc Luc PT APTT
(%) (103 /mm3) (%) (Sec) (sec)

Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
Control

10501 35.4 0.03 0.5 7.4 20,1

10502 39.9 0.02 0.4 7.7 17.7

10503 32.3 0.04 0.8 7.2 19.2

10504 28.7 0.04 0.6 7.6 18.7

10505 37.4 0.06 1.0 7.0 17.1

10541 31.5 0.03 0.7 7.8 19.4

10542 14.0 0.02 0.6 7.3 18.1

10543 15.4 0.05 1.3 7.3 18.1

10544 17.6 0.03 0.7 8.0 17.3

10545 14.7 0.01 0.4 8.1 17.3

Mean 34.74 18.64 0.038 0.028 .66 0.74 .38 7.70 18.5¢6 18.04

+8.D. 4.38 7.31 0.015 0.015 .24 0.34 29 0.38 1.19 0.86
DBHCB -
2.5 (mg/kg)

10511 24.1 0.02 0.3 7.0 19.1

10512 28.1 0.03 0.5 7.3 20.3

10513 25.1 0.03 0.6 7.2 16.0

10514 13.1 0.03 0.5 7.4 21.0

10515 25.0 0.04 0.6 7.5 19.3

Mean 23.08 0.030 50 28 15,14

+5.D. 5.78 0.007 .12 19 1.82

Note)

EDA : End of drug administration

ERC : End of recovery test

Study No.

SBL75-31
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Appendix 5-8 ( continued } Study No. : SBL75-31

Neutro. LucC ‘ Luc PT APTT
(%) {103 /mm3) (%) (sec) (Sec)
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
DBHCB
25 {mg/kg)
10521 20.8 0.04 0.5 7.7 19.0
10522 34.6 0.02 0.4 7.4 19.0
10523 25.8 0.03 0.5 7.0 18.9
10524 13.9 0.06 1.0 7.6 18.4
10525 32.5 0.03 0.6 7.4 18.8
Mean 25.52 0.036 0.60 7.42 18.82
+5.D. 8.49 0.015 0.23 0.27 0.25
DBHCB -
250 (mg/kg)
10531 14.1 0.03 0.6 7.1 10.6
10532 42.1 0.05 0.8 7.1 18.5
10533 20.5 0.02 0.4 6.4 13.6
10534 32.7 0.02 0.3 7.2 13.1
10535 33.1 0.04 0.8 6.9 17.9
10546 15.0 0.01 0.3 7.3 17.5%
10547 12.4 0.02 0.5 7.4 17.8
10548 19.4 0.03 0.8 7.3 17.6
10549 19.7 0.02 0.6 7.5 17.3
10550 11.5 0.03 0.9 7.3 17.7
Mean 28.50 15.60 0.032 0.022 0.58 0.62 6.94 7.36 14.74 17.58
+5.D. 11.13 3.83 0.013 0.008 0.23 0.24 0.32 0.09 3.36 0.19

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 6-1 Blood chemistry in male rats Study Neo. : SBL75-31

ASAT ALAT ALP LDH CPX T.Bil.
(1U/L) {Iu/L) (IU/L) (IV/L} (Iu/L) (mgrdL}

Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
Control

10001 130 39 552 2772 1030 0.06

10002 145 38 573 2915 1085 0.05

10003 96 36 441 1494 628 0.05

10004 117 36 586 2140 849 0.04

10005 90 45 543 1212 591 0.06

10041 77 29 298 €98 310 0.04

10042 89 32 249 1027 470 0.06

10043 81l 32 317 922 495 0.03

10044 105 40 425 679 266 0.09

10045 85 37 295 458 382 0.05

Mean 115.6 87.4 38.8 34.0 539.0 316.8 2106.6 756.8 836.86 384.6 0.052 0.054

4+5.D. 23.0 10.8 3.7 4.4 57.3 65.4 753.8 223.1 225.3 98.9 0.008 0.023
DBHCB -
2.5 (mg/kg)

10011 111 41 422 1959 739 0.03

10012 107 36 601 2216 615 0.04

10013 91 42 490 887 357 0.06

10014 67 36 461 248 159 0.07

10015 8¢ 41 404 868 339 0.04

Mean 92.4 39.2 475.6 1235.8 441.8 0.048

+8.D. 17.7 2.9 77.7 824.0 232.4 0.016

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 6-1 { continued )} Study No. : SBL75-31

ASAT ALAT ALP LDH CPK T.Bil.
(TU/L) (IU/L) (IU/L) (IU/L) (IU/L) (mg,/dL)
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA  ERC
DBHCB
25 (mg/kg)
10021 93 46 719 1100 350 0.04
10022 165 103 481 3685 993 0.03
10023 140 41 477 2965 1038 0.06
10024 155 46 881 4255 1089 0.06
10025 126 55 526 1754 664 0.04
Mean 135.8 58.2 616.8 2751.8 826.8 0.046
+5.D. 28.1 25.5 177.8 1313.4 314.2 0.013
DBHCB -
250 (mg/kq)
10031 141 56 745 2858 781 0.03
10032 120 47 825 2399 700 0.03
10033 99 54 1075 1199 363 0.02
10034 97 37 1069 1717 588 0.03
10035 147 50 999 3105 1038 0.01
10046 103 64 368 976 429 6.02
10047 96 71 311 338 176 0.04
10048 ) 88 59 392 } 749 274 0.05%
10049 100 43 2959 1107 494 0.04
10050 152 134 345 1022 396 0.05
Mean 120.8 107.8 48.8 74.2 942.6 343.0 2255.6 838.4 694.0 353.8 0.024 0.040
+5.D. 23.1 25.3 7.5 35.0 149.6 38.7 792.4 309.5 248.4 127.5 0.009 0.012

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 6~2 Blood chemistry in male rats Study No. : SBL75-31

T.Prot. Albumin T.Chol. TGL Glucose BUN
(g/dL) {g/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL}

Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
Control

10001 5.6 4.2 63 47 191 19.8

10002 5.7 4.0 75 32 163 21.2

10003 5.5 4.1 63 41 192 19.2

10004 5.7 4.0 63 68 185 21.8

10008 5.5 4.2 76 67 200 21.7

10041 5.8 4.3 40 19 213 20.5

10042 6.0 4.4 82 14 201 22.3

10043 6.0 4.1 57 17 188 19.1

10044 5.8 4.2 56 22 155 20,0

10045 6.0 4.4 42 28 204 22.9

Mean 5.60 5.94 4.10 4.28 68.0 55.4 51.0 20.0 186.2 194.4 20.74 20.96

+5.D. 0.10 0.09 0.10 0.13 6.9 16.8 16.0 5.3 14.0 22.7 1.17 1.59
DBHCB -
2.5 {(mg/kg)

10011 6.2 4.7 76 26 161 23.0

10012 6.4 4.7 53 53 168 20.5

10013 5.9 4.6 41 32 168 20.8

10014 6.0 4.6 61 34 198 16.9

10015 5.7 4.1 61 36 171 17.2

Mean 6.04 4.54 58.4 36.2 173.2 19.68

+8.D. 0.27 0.25 12.8 10.1 14.3 2.59

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 6-2 { continued ) study No. : S$BL75-31%

T.Prot. Albumin T.Chol. TGL Glucose BUN
{g/dL) (g/dL) {mg/dL) (mg/dL) (mg/dL)} (mg/dL)
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
DBHCB
25 (mg/kg)
10021 6.6 5.6 60 37 166 19.9
10622 5.9 4.8 58 34 196 22.7
10023 6.0 4.9 68 32 189 24.5
10024 6.8 5.7 59 59 204 20.5
10025 6.0 4.9 75 63 197 21.3
Mean 6.26 5.18 64.0 45.0 190.4 21.78
+85.D. 0.41 0.43 7.3 14.8 14.6 1.85
DBHCB -
250 (mg/kg)
10031 5.6 4.8 43 38 210 18.9
10032 6.1 5.1 66 60 236 17.8
10033 5.9 5.1 72 58 198 19.4
10034 5.6 4.7 45 61 182 24.1
10035 6.4 5.3 80 69 165 26.5
10046 6.4 4.8 77 20 177 19.8
10047 6.6 4.8 89 26 166 21.3
10048 6.4 5.1 129 85 187 23.2
10049 6.4 4.7 61 28 208 25.7
10050 6.7 5.4 127 26 178 22.5
Mean 5.92 6.50 5.00 4.96 61.2 96.6 57.2 37.0 198.2 183.4 21.34 22.50
+5.D. 0.34 0.14 0.24 0.29 16.5 30.3 11.5 27.0 27.1 16.1 3.76 2.21

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 6-3 Blood chemistry in male rats Study No. : SBL75-31

Creat. Ip Ca Na K cl
(mg/dL) (mg/dL) (mg/dL) (mEQ/L) (nEgq/L) (mEq/L)

Group Anim.No. EDA ERC EDA  ERC EDA ERC EDA  ERC EDA  ERC EDA  ERC
Control

10001 0.26 7.20 8.8 141 4.3 105

10002 0.39 : 6.71 8.9 142 4.3 102

10003 0.28 7.25 8.8 141 4.5 104

10004 0.29 6.80 8.8 140 4.7 102

10005 0.34 7.57 9.4 141 4.5 102

10041 0.39 7.69 9.3 141 4.5 104

10042 0.38 7.59 9.0 140 4.5 103

10043 0.43 7.41 9.3 141 4.5 104

10044 6.39 7.40 9.4 142 4.2 105

10045 0.47 7.75 9.2 139 4.1 100

Mean 0.312 0.412 7.106 7.568 8.94 9.24 141.0 140.6 4.46 4.36 103.0 103.2

+S.D. 0.053 0.038 0.352 0.159 0.26 6.15 0.7 1.1 0.17 0.19 1.4 1.9
DBHCB -
2.5 (mg/kg)

10011 0.31 6.66 9.1 143 4.6 106

10012 0.27 7.82 9.2 142 4.4 104

10013 0.27 6.95 g.2 142 4.6 106

10014 0.25 6.49 9.5 143 3.7 102

10015 0.27 7.10 9.4 142 4.7 105

Mean 0.274 7.004 9.28 142.4 4.40 104.6

+S.D. 0.022 0.515 0.16 0.5 0.41 1.7

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 6~3 ( continued ) Study No. : 5BL75-31
Creat. e Ca Na K cl
(mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
DBHCB
25 (mg/kg)
10021 0.20 7.35 9.8 145 4.2 105
10022 0.20 7.52 9.4 142 4.4 104
10023 0.25 7.69 9.4 142 4.7 103
10024 0.20 8.89 9.8 141 4.9 103
10025 0.28 7.79 9.5 141 4.5 103
Mean 0.226 7.848 9.58 142.2 4.54 103.6
+S.D. 0.037 0.606 0.20 1.6 0.27 0.9
DBHCB -
250 (mg/kg)
10031 0.28 7.25 9.0 141 4.7 103
10032 0.23 6.66 9.1 140 4.5 104
10033 0.23 8.37 9.1 140 4.5 103
10034 0.26 8.02 9.1 140 4.9 102
10035 0.24 7.15 9.6 140 4.5 102
10046 0.33 8.14 9.4 142 4.9 106
10047 0.31 7.28 9.3 140 4.4 104
10048 0.35 6.60 9.3 140 4.4 103
10049 0.41 7.49 9.3 141 3.8 105
10050 0.30 8.25 9.6 140 5.0 103
Mean 0.248 0.340 7.490 7.552 §.18 9.38 140.2 140.6 4.62 4.50 102.8 104.2
+S.D. 0.022 0.044 0.692 0.674 0.24 0.13 0.4 0.9 0.18 0.48 0.8 1.3

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 6-4 Blood chemistry in male rats Study No. : SBL75-31

Albumin Al-glob. A2-glob. B~glob. G-glob. A/G
(%) (%) (%) (%) (%)
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
Control
10001 54.3 19.5 9.5 14.1 2.6 1.19
10002 50.9 21.3 9.8 13.1 4.9 1.04
10003 53.2 16.4 9.9 15.3 5.2 1.14
10004 48.3 23.7 8.6 15.0 4.4 0.94
10005 50.7 21.0 9.4 15.1 3.8 1.03
10041 53.4 21.5 §.6 13.2 3.3 1.15
10042 50.6 20.5 9.6 14.1 5.2 1.03
10043 51.7 22.1 9.2 12.7 4.3 1.07
10044 53.3 16.5 9.8 14.8 5.6 1.14
10045 50.7 22.7 8.9 13.2 4.5 1.03
Mean 51.48 51.94 20.38 20.66 9.44 g.22 14.52 13.60 4.18 4.58 1.068 1.084
+5.D. 2.34 1.36 2.69 2.46 0.51 0.49 0.92 0.84 1.03 0.89 0.098 0.058
DBHCB -
2.5 (mg/kg)
10011 52.0 20.9 8.7 14.2 4.2 1.08
10012 52.6 22.3 8.7 12.2 4.2 1.11
10013 56.1 16.3 9.5 13.7 4.4 1.28
10014 53.9 21.5 9.1 11.8 3.7 1.17
10015 51.7 22.3 9.0 12.5 4.5 1.07
Mean 53.26 20.66 9.00 12.88 4.20 1.142
+S.D. 1.890 2.51 0.33 1.02 0.31 0.086

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 6-4 ( continued ) Study No. : SBL75-31

Albumin Al-glob. A2~glob. B-glob. G-glob. A/G
(%) (%) (%) (%) (%)
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
DBHCEB
25 (mgs/kg)
10021 58.5 19.9 7.8 10.5 3.2 1.41
10022 58.4 18.9 7.8 10.4 4.5 1.490
10023 54.7 22.8 7.6 10.4 4.5 1.21
10024 61.7 14.7 7.5 11.5 4.6 1.60
10025 59.5 19.4 8.0 10.90 3.1 1.47
Mean 58.56 19.14 7.76 10.56 3.98 1.418
+S5.D. 2.53 2.91 0.21 0.56 0.76 0.141
DBHCB -
250 (mg/kg)
10031 60.1 19.4 7.9 8.6 4.0 1.51
10032 59.9 19.1 7.0 9.0 5.0 1.50
10033 63.5 : 16.9 7.5 8.9 3.2 1.73
10034 59.6 18.3 7.8 9.2 5.1 1.48
10035 61.9 17.0 7.8 9.4 3.9 1.62
10046 53.8 21.8 8.8 11.9 3.7 1.17
10047 48.2 25.3 8.6 13.4 4.5 0.93
10048 55.7 18.7 7.7 13.4 4.5 1.26
10049 52.1 22.2 8.0 12.6 5.1 1.09
10050 58.1 16.3 8.4 13.5 3.7 1.39
Mean 61.00 53.58 18.14 20.86 7.60 8.30 5.02 12.96 4.24 4.30 1.568 1.168
+5.D. 1.66 3.75 1.16 3.46 0.37 0.45 0.30 0.69 0.80 0.60 0.106 0.174

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 6~5 Blood chemistry in male rats
TBA
(2 mol/L)

Group Anim.No. EDA ERC
Control

10001 23.9

10002 9.4

10003 21.1

10004 6.9

10005 13.8

10041 8.5

10042 29.3

10043 6.8

10044 17.3

10045 15.3

Mean 15.02 15.44

+35.D. 7.33 8.92
DBHCB -
2.5 {(mg/kq)

10011 8.7

10012 10.1

10013 20.4

10014 13.9

10015 12.7

Mean 13.16

+5.D. 4.54

Note)

EDA : End of drug administration
ERC : End of recovery test

Study No.

SBL75~31
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Appendix 6-5 ( continued ) Study No. : SBL75-31

TBA
(4 mol/L)
Group Anim.No. EDA ERC
DBHCB
25 (mg/kg)
10021 27.8
10022 26.5
10023 14.6
10024 36.2
10025 19.8
Mean 24.98
+S.D. 8.23
DBHCB -
250 (mg/kqg)
10031 7.1
10032 19.8
10033 15.9
10034 115.5
104035 42.0
10046 15.8
10047 19.1
10048 11.0
10049 5.4
10050 55.8
Mean 40.06 21.42
+S.D. 44.09 13.99

Note} EDA : End of drug administration
ERC : End of recovery test
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Appendix 6-6 Blood chemistry in female rats Study No.

ASAT ALAT ALP LDH CPK T.Bil.
(IU/L) (IU/L) (IU/L) (IU/L) (IU/L) {mg/dL)

Group Anim.No. EDA ERC EDA ERC EDA ERC EDA  ERC EDA  ERC EDA  ERC
Control

10501 111 63 213 1545 466 0.07

10502 140 69 263 2062 536 0.04

10503 137 47 187 3459 1517 0.05

10504 131 52 196 3087 817 0.08

10505 132 64 215 3058 636 0.05

10541 89 22 154 1442 364 0.06

10542 75 35 140 329 150 0.07

10543 97 21 212 2039 589 0.06

10544 76 20 150 716 202 0.06

10545 85 24 181 1365 408 0.06

Mean 130.2 84.4 59.0 24.4 214.8 167.4 2642.2 1178.2 794 .4 342.6 0.058 0.062

+5.D. 11.3 9.2 9.1 6.1 29.4 29.2 802.9 667.1 425.0 174.9 0.016 0.004
DBHCB -
2.5 (mg/kg)

10511 96 43 295 1535 387 0.10

10512 171 34 129 4631 1250 0.06

10513 125 36 119 3461 859 0.06

10514 98 50 182 1094 320 0.04

10515 74 51 202 270 126 0.11

Mean 112.8 42.8 185.4 2198.2 588.4 0.074

+5.D. 37.2 7.8 70.5 1795.1 ° 457.5 0.030

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 6-6 ( continued ) Study No.
ASAT ALP LDH CPK T.Bil.
(1u/L) (IU/L) (1U/L) (IU/L) (1U/L) (mg/dL}
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA  ERC
DBHCB
25 {(mg/kg)
10521 130 45 159 1983 590 0.05
10522 101 49 221 1284 390 0.03
10523 109 47 142 2037 555 0.06
10524 90 66 265 739 247 0.04
10525 102 40 135 2118 446 0.04
Mean 106.4 49.4 184.4 1632.2 445.6 0.044
+5.D. 14.8 9.9 56.4 600.4 137.3 0.011
DBHCB -
250 (mg/kg)
10531 74 45 159 833 216 0.05
10532 119 66 281 1057 223 0.05
10533 118 48 145 2165 558 0.04
10534 123 83 230 1928 437 0.07
10535 85 59 154 754 231 6.07
10546 55 17 139 541 208 0.06
106547 94 22 228 1718 483 0.10
10548 80 19 166 1266 321 0.06
10549 76 27 228 786 273 0.12
10550 69 24 185 528 230 0.08
Mean 103.8 74.8 60.2 21.8 193.8 188.6 1347.4 967.8 333.0 303.0 0.056 0.084
+5.D. 22.6 14.3 15.3 4.0 59.4 38.3 653.2 514.9 156.2 109.5 0.013 0.026

Note) EDA

ERC : End of recovery test

End of drug administration



6-7 in female rats Study No.
Glucose BUN
(mg/dL) (mg/dL) (mg,/dL)}
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC
10501 5.9 4.8 63 19 138 36.1
10502 5.2 4.1 68 18 96 28.4
10503 5.8 4.3 91 26 104 20.2
10504 6.0 4.4 103 34 98 15.5
10505 5.8 4.7 73 30 112 30.5
10541 6.2 4.8 74 15 158 23.4
10542 6.6 5.2 65 24 160 19.9
10543 6.4 5.2 73 18 175 22.4
10544 5.8 4.9 66 16 150 18.2
10545 5.9 4.8 68 i3 170 24.6
Mean 5.74 6.18 4.46 4.98 79.6 69.2 25.4 17.2 165.0 162.6 26.14 21.70
+S.D. 0.31 0.33 0.29 0.20 16.8 4.1 6.9 4.2 15.8 9.9 8.24 2.61
DBHCB -
2.5 (mg/kq)
10511 5.7 4.3 63 47 110 17.0
10512 6.0 4.6 55 24 93 16.6
10513 5.3 4.3 58 17 125 26.1
10514 5.4 4.2 56 6 117 14.3
10515 5.6 4.4 60 21 98 12.4
—
53 Mean 5.60 4.36 58.4 23.0 108.6 17.28
+5.D. 0.27 0.15 3.2 15.0 13.2 5.27

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 6-7 ( continued ) Study No. : SBL75-31

T.Prot. Albumin T.Chol. TGL Glucose BUN
(g/dL) {gs/dL) (mg/dL) (mg/ar) (mg/dL) (mg/dL)
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
DBHCB
25 (mg/kg)
10521 5.7 4.6 45 10 128 16.5
10522 5.8 4.5 49 8 116 20.2
10523 5.9 4.7 50 i3 113 16.1
10524 5.2 4.1 73 40 126 26.2
10525 5.1 4.0 71 35 116 20.1
Mean 5.54 4.38 57.6 21.2 119.8 19.82
+5.D. 0.36 0.31 13.3 15.1 6.7 4.06
DBHCB
250 (mg/kq)
10531 5.4 4.2 54 13 141 22.7
105832 5.6 4.2 64 8 78 10.7
10533 5.2 4.1 49 11 131 21.0
10534 5.5 4.5 76 : 42 111 22.3
10535 5.8 4.5 78 15 114 17.8
10546 6.2 5.0 59 12 156 28.7
10547 6.6 5.4 61 13 171 21.8
10548 6.0 4.9 51 22 ) 178 18.9
10549 6.6 5.4 73 27 153 19.2
10550 6.7 5.6 57 22 147 17.4
Mean 5.50 6.42 4.30 5.26 64.2 60.2 17.8 19.2 115.0 161.0 18.90 21.20
+5.D. 0.22 0.30 0.19 0.30 12.9 8.1 13.8 6.5 24.1 13.¢0 4.97 4.48

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 6-~8 Blood chemistry in female rats Study No. : SBL75-31

Creat. p Ca Na K cl
(mg/dL} (mg/dL) {mg/dL) (mEq/L) (mEg/L) (mEq/L)

Group Anim.No. EDA  ERC EDA  ERC EDA  ERC EDA  ERC EDA  ERC EDA  ERC
Control

10501 0.36 8.31 9.0 140 4.0 98

10502 0.29 6.39 9.1 140 3.9 104

10503 0.35 5.96 8.6 141 4.2 103

10504 0.26 6.00 8.1 139 4.3 101

10505 0.28 6.41 9.9 141 4.1 100

10541 0.40 4.87 9.1 140 4.1 106

10542 0.43 3.86 9.6 141 4.0 106

10543 0.37 4.79 9.1 140 4.0 107

10544 0.34 5.26 9.0 142 4.0 105

10545 0.37 4.63 8.8 140 3.5 104

Mean 0.308 0.382 6.614 4.682 8.94 9.12 140.2 140.6 4.10 3.92 101.2 105.6

+S.D. 0.044 0.034 0.971 0.515% 0.67 0.29 0.8 0.9 0.16 0.24 2.4 1.1
DBHCB -
2.5 {mg/kg)

ios11 0.28 6.10 8.6 138 4.5 98

10512 0.28 4.88 8.6 140 4.1 101

10513 0.36 6.84 9.7 141 4.2 101

10514 0.26 4.44 8.7 139 4.2 100

10518 0.27 5.84 8.8 140 4.1 102

Mean 0.290 5.620 8.88 139.6 4.22 100.4

+5.D. 0.040 0.963 0.47 1.1 0.16 1.5

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 6-8 ( continued ) study No. : SBL75-31

Creat. Ip Ca Na K cli
(mg,/4dL) (mg/dL) {mg/dL) {(mEgq/L) (mEgq/L) {mEg/L}
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
DBHCB
25 (mg/kq)
10521 0.29 7.30 8.7 142 3.8 105
10522 0.35 5.12 5.0 140 4.0 103
10523 0.31 5.91 8.9 140 4.0 100
10524 0.36 6.95 9.3 139 4.2 99
10525 0.34 6.09 9.2 140 4.0 100
Mean 0.330 6.274 9.02 140.2 4.00 101.4
+8.D. 0.029 0.867 0.24 1.1 0.14 2.5
DBHCB -
250 {mg/kg)
10531 0.32 6.40 9.4 140 3.9 99
10532 0.25 4.97 8.5 142 3.6 103
10533 0.29 6.81 9.4 139 4.1 100
10534 0.26 6.30 9.8 141 4.0 102
10535 0.29 5.62 8.7 137 4.0 101
10546 0.39 5.46 9.1 139 4.2 106
10547 0.35 6.41 3.6 140 3.8 105
10548 0.38 3.50 9.0 140 4.1 107
10549 0.38 3.85 9.3 142 3.8 107
10550 0.33 3.97 9.3 141 3.7 108
Mean 0.282 0.366 6.020 4.638 9.16 5.26 139.8 140.4 3.92 3.92 101.0 106.6
+5.D. 0.028 0.025 0.726 1.243 0.54 0.23 1.9 1.1 0.19 0.22 1.6 1.1

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 6-9 Blood chemistry in female rats Study No.
Albumin Al-glob. A2-glob. B~glob. G-glob A/G
(%) (%) (%) (%) (%)
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
Control
10501 56.1 19.3 7.7 13.2 3.7 1.28
10502 54.3 17.0 8.9 14.9 4.9 1.19
10503 52.7 20.5 7.8 13.8 5.2 1.12
10504 54.5 17.3 8.7 12.7 6.8 1.19
10505 57.5% 15.0 10.7 12.7 4.1 1.35
10541 56.5 14.6 7.4 13.3 8.2 1.30
10542 57.5 16.0 7.5 13.3 5.7 1.35
10543 62.7 10.4 8.2 12.7 6.0 1.68
10544 62.4 9.5 7.1 15.1 5.9 1.66
10545 59.2 14.8 6.6 14.6 4.8 1.45
Mean 55.02 59.66 17.82 13,06 8.76 7.36 13.46 13.80 4.94 .12 1.226 1.488
+5.D. 1.84 2.81 2.14 2.91 1.21 0.59 0.92 1.00 1.20 .26 0.090 0.175
DBHCB - ’
2.5 (mg/kg)
10511 53.7 18.7 9.3 13.7 4.6 1.16
10512 54.0 19.1 8.2 14.2 4.5 1.18
10513 57.6 17.6 8.4 12.7 3.7 1.36
10514 52.0 21.5 8.1 14.90 4.4 1.08
105158 53.8 13.1 10.2 12.1 4.8 1.16
Mean 54.22 19.20 8.84 13.34 4.40 1.188
+S.D. 2.05 1.42 0.90 0.90 0.42 0.104
Note) EDA : End of drug administration

ERC : End of recovery test

SBL75-31



002

Appendix 6-9 ( continued ) : Study No. : SBL75-31

Albumin Al-glob. A2—-glob. B-glob. G-glob. A/G
(%) (%) (%) (%) (%)
Group Anim.No. EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC EDA ERC
DBHCB
25 (mg/kgqg)
10521 55.4 18.0 7.8 14.0 4.8 1.24
10522 56.5 16.2 7.8 13.9 5.6 1.29
10523 54.4 20.2 7.5 13.3 4.6 1.19
10524 55.7 14.9 9.2 14.6 5.6 1.26
10525 55.4 19.6 7.3 12.6 5.1 1.25
Mean 55.48 17.78 7.92 13.68 5.14 1.246
+S.D. 0.75 2.24 0.75 0.76 0.46 0.036
DBHCB -
250 (mg/kg)
10531 52.5 18.9 8.1 14.7 5.8 1.10
10532 56.1 16.6 8.3 13.5 5.5 1.28
10533 56.0 17.7 8.2 12.8 5.3 1.27
10534 57.4 15.9 8.2 13.8 4.7 1.35
10535 55.2 18.7 8.9 12.1 5.1 1.23
10546 59.1 15.3 6.4 13.5 5.7 1.44
10547 58.9 15.3 6.5 14.4 4.9 1.43
10548 58.9 13.2 8.8 14.5 4.6 1.43
10549 59.5 14.8 8.2 12.3 5.2 1.46
10550 58.9 15.5 7.6 13.7 4.3 1.43
Mean 55.44 59.06 17.56 14.82 8.34 7.50 13.38 13.68 5.28 4.94 1.246 1.438
+S5.D. 1.82 0.26 1.30 0.94 0.32 1.05 0.99 0.88 0.41 0.54 0.092 0.013

Note) EDA : End of drug administration
ERC : End of recovery test
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Appendix 6-10 Blood chemistry in female rats
TBA
(4 mol/L)

Group Anim.No. EDA ERC
Control

10501 111.6

10502 11.7

10503 16.6

10504 22.1

10505 53.2

10541 10.6

10542 33.9

10543 4.3

10544 5.6

10545 19.9

Mean 43.04 14.86

+S.D. 41.60 12.28
DBHCB -
2.5 (mg/kg)

10511 14.6

10512 15.2

10513 43.4

10514 34.8

10515 20.9

Mean 25.78

+S.D. 12.77

Note)

EDA : End of drug administration
ERC : End of recovery test

Study No.

H

SBL75-31
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Appendix 6-10

{ continued )

TBA
(& mol/L)
Group Anim.No. EDA ERC
DBHCB
25 (mg/kg)
10521 28.90
10522 13.5
10523 18.9
10524 34.2
10525 20.5
Mean 23.02
+S.D. 8.12
DBHCB -
250 (mg/kg)
10531 29.6
10532 11.7
10533 10.6
10534 22.1
10535 11.0
10546 35.8
10547 50.4
10548 5.2
10549 17.6
10550 16.9
Mean 17.00 25.18
+5.D. 8.51 17.85

Note) EDA : End of drug administration
ERC : End of

recovery test

Study No.

.

SBL75~31
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Appendix 7-1

Dose : Control
Animal No.
10001
10002
10003
10004
10005
10006
10007
10008
10009
10010

Gross pathological findings in males

Findings
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Dose : 2.5 mg/kg

Animal No.
10011
10012
10013
10014
10015
10016
10017
10018
10019
10020

Findings
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

(End of drug administration)

Dose : 25 mg/kg
Animal No.
10021
10022
10023
10024
10025
10026
10027
10028
10029
10030

Findings
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Study No. : SBL75-31

Dose : 250 mg/kg

Anlimal No.
10031
10032
10033
10034
10035
10036
10037
10038
10039
10040

Findings
Normal
Lung: Red focus
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
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Appendix 7-2

Dose : Control
Animal No.

#

10501
10502
10503
10504
10505
10506 #
10507
10508
10509
10510

Gross pathological findings in females

Findings
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

: Non-copulated animal

Dose

H

2.5 mg/kg
Animal No.
10511
10512
10513
10514
10515
10516
10517
10518
10519
10520

Findings
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

(End of drug administration)

Dose : 25 mg/kg

Animal No.
10521
10522
10523
10524
10525
10526
10527
10528
10529
10530

Findings
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Study No.

SBL75-31

Dose : 250 mg/kg

Animal No.
10531
10532
10533
10534
10535
10536
10537
10538
10539
10540

Findings
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal



2174

Appendix 7-3

Gross pathological findings in males

Dose : Control

Animal No.

10041
10042
10043
10044
10045

Findings
Normal

Lung : Red focus
Normal
Normal
Normal

Dose : 250 mg/kg
Animal No.

10046

10047

10048

10049

10050

(End of recovery test)

Findings
Normal
Normal
Normal
Normal
Normal

Study No.

SBL75-31
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Appendix 7-4 Gross pathological findings in females (End of recovery test) Study No. : SBL75-31

Dose : Control Dose : 250 mg/kg

Animal No. Findings Animal No. Findings
10541 Normal 10546 Normal
10542 Normal 10547 Normal
10543 Normal 10548 Normal
10544 Normal 10549 Normal
10545 Normal 10550 Normal
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Appendix 8 Abbreviations of

Organ weight

aAdre.R
Adre.L
bsdre.R&L
Test,R
Test.L
Test .R&L
Qvary.R
Ovary.L
Ovary.RaL
Kid.R
Kid.L
Kid.R&L
Epid.R
Epid.L
Epid.R&L
Sem.V,
Prost.

organ weights

aAdrenal (Right)
Adrenal (Left)
Adrenal {(Rights&Left)
Tastis (Right)
Testls (Left) .
Testis (RightaLeft)
ovary (Right)

Ovary {Left)

Ovary {(RightaLeft)
Kidney (Right)
Kidney (Left)
Kidney ({RightsaLeft)
Epididymis (Right)
Epididymis (Left)

BEpididymis (RightsaLeft)

Seminal vesicle
Prostate

Study No.SBL75-31
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Appendix 8-1 Organ weights in male rats (End of drug administration) Study No. : SBL75-31

Adre.R Adre.L Adre.R&L Test.R Test.L Test.R&L Thymus Spleen Brain Heart Liver Kidn.R
Group Animal No. meg mg mg mg mg mg mg mg mg mg g mng
Control 10001 27.2 29.4 56.6 1592 1594 3186 410 791 1993 1327 13.53 1672
10002 38.1 37.2 75.3 1609 15458 3154 251 849 2160 1445 14.50 1448
10003 29.6 27.4 57.0 1708 1750 3458 457 973 2057 1361 13.91 1505
10004 32.0 33.9 65.9 1533 1557 3080 477 766 2121 1431 14.85 1621
10005 20.4 30.8 51.2 1626 1632 3258 361 885 2016 1503 17.17 1617
Mean 29.46 31.74 61.2¢0 1613.6 1615.6 3229.2 391.2 852.8 2069.4 1413.4 14.812 1572.6
+8.D. 6.49 3.86 9.48 63.3 82.5 141.5 90.3 81.9 70.2 69.9 1.426 92.6
DBHCB 10011 32.9 38.3 71.2 1671 1700 3371 434 928 2125 1668 16.75 1675
2.5 (mg/kg)} 10012 23.9 24.2 48.1 1678 1633 3311 296 1184 1987 1471 15.72 1668
10013 28.9 34.2 63.1 1632 1661 3293 335 756 2147 1379 13.92 1661
10014 33.4 35.7 69.1 1649 1615 3264 564 1153 2121 1533 18.15 2053
10015 24,7 34.3 59.0 1795 1894 3689 377 766 2085 1573 17.74 1769
Mean 28.76 33.34 62.10 1685.0 1700.6 3385.6 401.2 957.4 2093.0 1524.8 16.456 1765.2
+5.D. 4.44 5.37 9.20 64.1 112.8 174.1 104.4 204.7 63.3 108.5 1.701 166.8
DBHCB 10021 26.3 26.3 52.6 1709 1758 3467 293 907 2040 1429 20.21 1808
25 {mg/kqg) 10022 32.1 34.5 66.6 1437 1481 2918 300 300 2247 1305 17.52 1597
10023 28.2 27.8 56.0 1513 1506 3019 405 748 1987 1322 17.99 1660
10024 28.6 34.9 63.5 1497 1475 2972 712 1284 2058 1696 26.58 2082
10025 32.5 36.2 68.7 1351 1344 2695 349 801 1975 1449 18.25 1658
Mean 29.54 31.94 61.48 1501.4 1512.8 3014.2 411.8 908.0 2061.4 1440.2 20.110 1761.0
+S.D. 2.67 4.54 6.92 132.3 150.9 281.9 173.7 218.0 109.4 156.4 3.759 195.5
DBHCB 10031 24.4 28.2 52.6 1545 1515 3060 386 734 1903 1296 20.23 1488
250 {(mg/kg) 10032 27.6 25.6 53.2 1470 1489 2959 370 765 1919 1559 24.87 1758
10033 26.3 25.2 51.5 1641 1730 3371 548 810 2104 1452 26.06 1732
10034 21.4 23.8 45.2 1469 1463 2932 329 753 2018 1324 22.83 1555
10035 24.9 26.4 51.3 1347 1323 2670 348 888 2062 1463 26.56 1685
Mean 24.92 25.84 50.76 1494 .4 1504.0 2998.4 396.2 790.0 2001.2 1418.8 24.110 1643.6

+S.D. 2.33 1.62 3.21 108.4 146.5 253.2 87.6 61.5 88.0 108.1 2.602 116.9
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Appendix §8-1 ( continued ) Study No. : 8BL75-31

Kidn.L Kidn.R&L Epid.R Epid.L Epid.R&L Sem.V. Prost.
Group Animal No. mg mg mg mg mg mg mg
Control 10001 1701 3373 642 673 1315 1897 1457
10002 1368 2816 601 576 1177 1665 1221

10003 1506 3011 600 625 1225 1817 1361

10004 1628 3249 611 641 1252 1432 1354

10005 1775 3392 650 688 1338 1751 1436

Mean 1595.6 3168.2 620.8 640.6 1261.4 1712.4 1365.8

+5.D. 161.4 248.7 23.6 43.9 65.7 178.5 92.7

DBHCB 10011 1630 3305 626 603 1229 1770 1411
2.5 {mg/kg) 10012 1589 3257 673 658 1331 1538 1270
10013 1687 3348 584 603 1187 1785 1189

10014 1957 4010 667 628 1295 1810 1184

100158 1764 3533 627 673 1300 1529 1196

Mean 1725.4 3430.6 635.4 633.0 1268.4 1686.4 1250.0

+5.D. 145.2 308.6 36.1 31.8 58.7 140.3 96.6

DBHCB 10021 1834 3642 664 725 1389 1481 1408
25 {mg/kqg) 10022 1536 3133 540 555 1095 1543 992
10023 1696 3356 551 566 1117 1906 1662

10024 2045 4127 639 727 1366 1945 1828

10025 1584 3242 586 609 1195 1647 1189

Mean 1739.0 3500.0 596.0 636.4 1232.4 1704.4 1415.8

+5.D. 206.0 398.5 54.2 84.2 137.8 210.8 339.7

DBHCB 10031 1627 3115 683 709 1392 1556 1661
250 (mg/kqg) 10032 1729 3487 630 606 1236 1631 1487
10033 1758 34990 653 677 1330 17590 1214

106034 1667 3162 581 627 1208 1627 1401

10035 1736 3421 522 519 1041 1435 1209

Mean 1691.4 3335.0 613.8 627.6 1241.4 1599.8 13%4.4

+5.D. 69.1 182.2 63.4 73.90 134.0 115.5 191.4
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Appendix 8-2 Organ weights in male rats (End of recovery test) Study No. : SBL75-31

Adre.R Adre.L Adre.RsL Test.R Test.L Test.R&L Thymus Spleen Brain Heart Liver Kidn.R
Group Animal No. meg mg mg mg mg mg ng mg mg mg g mg
Control 10041 36.5 35.4 71.9 870 875 1745 383 936 2138 ‘1534 14.85 1642
10042 31.1 30.7 61.8 1735 1643 3378 269 723 2124 1564 13.37 1824
10043 30.5 31.2 61.7 1718 1697 3415 466 867 2107 1377 12.64 1671
10044 27.2 28.7 55.9 1506 1595 3101 354 871 2102 1461 12.20 1457
10045 26.1 23.8 49.9 1660 1590 3250 381 772 2053 1420 13.53 1621
Mean 30.28 29.96 60.24 1497.8 1480.0 2977.8 370.6 833.8 2104.8 1471.2 13.318 1643.0
+S.D. 4.07 4.22 8.16 362.4 341.0 700.1 70.6 85.2 32.3 77.7 1.013 131.0
DBHCB 10046 37.1 40.1 77.2 823 811 1634 262 782 2149 1542 14.36 1533
250 {mg/kg) 10047 28.8 28.3 57.1 1569 1524 3093 312 866 2233 1601 15.98 1753
10048 26.6 26.9 53.5 1344 1365 2709 387 7886 2086 1528 15.43 1530
10049 35.5 39.7 75.2 1755 1787 3542 340 776 2123 1625 14.19 1662
10050 32.0 30.5 62.5 1681 1596 3277 368 1131 2214 1627 18.43 1941
Mean 32.00 33.10 65.10 1434.4 1416.6 2851.0 333.8 868.2 2161.0 1584.6 15.678 1683.8
+S.D. 4.41 6.34 10.65 375.4 370.9 744.8 49.2 151.5 61.7 46.7 1.709 171.6
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Appendix 8-2 { continued ) Study No. : 5BL75-31

Kidn.L Kidn.RalL Epid.R Epid.L Epid.R&L Sem.V. Prost.
Group Animal No. myg mg mg nyg mg mg mg
Control 10041 1693 3335 457 432 889 2063 1382
10042 1697 3521 748 730 1478 1543 1254
10043 1661 3332 757 695 1452 1576 1234
10044 1454 2911 634 656 129¢ 1523 1096
10045 1595 3216 642 631 1273 1545 1556
Mean 1620.0 3263.0 647.6 628.8 1276.4 1650.0 1304.4
+5.D. 101.4 225.1 121.0 116.3 235.5 231.7 173.4
DBHCB 10046 1578 3111 491 481 972 2127 1632
250 {mg/kqg) 10047 1788 3541 650 605 1255 1636 1071
10048 1460 2990 632 538 1231 1202 958
10049 1702 3364 614 598 1213 1330 1263
16050 2004 3945 719 705 1424 1853 1174
Mean 1706.4 3390.2 621.2 597.8 1219.0 1629.6 1219.6
+S.D. 207.6 377.3 82.9 79.4 161.6 377.5 257.2




Appendix 8-3 Organ weights in female rats (End of drug administration) Study No. : SBL75-31

Adre.R Adre.L Adre.R&L Ovary R Ovary L OvaryR&L Thymus Spleen Brain Heart Liver Kidn.R
Group Animal No. mg mg mg mg mg mg mg mg mg mg g mg
Control 10501 43.8 42.0 85.8 49.1 43.9 93.0 174 471 2001 861 7.50 912
10562 51.6 59.6 111.2 41.3 37.8 79.1 250 953 1964 1172 11.59 1234
10503 36.5 42.0 78.5 61.5 42.8 104.3 229 785 1989 971 9.2% 951
10504 42.6 48.4 91.0 51.2 48.0 99.2 262 644 1955 1200 9.83 1144
105053 51.9 60.2 112.1 48.4 55.5 103.9 180 726 1902 1094 11.25 1169
Mean 45.28 50.44 95.72 50.30 45.60 95.90 219.0 715.8 1862.2 1059.6 9.892 1082.90
+S.D. 6.52 9.02 15.21 7.29 6.62 10.44 40.2 177.7 38.4 142.1 1.644 141.9
DBHCB 10511 41.9 50.6 82.5 42.5 46.6 89.1 357 763 2001 989 9.14 1006
2.5 {mg/kqg)} 10512 35.0 35.9 70.9 45.7 53.6 99.3 308 604 1870 1061 8.99 1071
10513 44.6 44.6 89.2 46.0 46.2 92.2 241 890 2028 966 9.40 1028
10514 46.8 48.1 94.9 51.2 53.9 105.1 248 724 1974 1007 9.56 1140
10515 38.7 39.0 77.7 54.1 42.0 $6.1 207 584 1942 992 7.87 957
Mean 41.40 43.64 85.04 47.90 48.46 96.36 272.2 713.0 1963.0 1003.0 8.992 1040.4
+8.D. 4.69 6.14 10.30 4.66 5.16 6.23 59.8 125.0 61.0 35.6 6.665 639.2
DBHCB 10521 42.7 44.7 87.4 48.0 45.6 93.6 275 563 2074 961 8.25 835
25 {mg/kg) 10522 35.1 37.8 72.8 50.0 46.1 96.1 288 575 2022 947 8.79 1010
10523 47.4 51.2 98.6 67.0 46.0 113.0 357 675 1832 1016 9.83 1048
10524 44.1 46.1 50.2 47.0 47.9 94.9 159 961 1959 1098 9.86 1106
10525 37.8 39.4 77.2 34.1 46.3 80.4 157 554 1949 898 9.06 925
Mean 41.42 43.84 85.26 49.22 46.38 95.60 247.2 665.6 1967.2 384.0 9.158 984.8
+5.D. 4.94 5.39 10.30 11.74 0.89 11.60 87.2 172.1 90.9 76.3 0.692 106.5
DBHCB 10531 43.2 46.6 89.8 49.8 48.1 97.9 358 762 1947 1018 9.26 1000
250 (mg/kyg) 10532 44.7 50.0 94.7 57.4 79.6 137.0 202 825 1976 1147 9.93 1021
10533 41.7 42.8 84.5 49.5 38.1 87.6 243 772 1896 950 9.32 1062
10534 43.7 47.8 91.5 64.0 36.7 160.7 260 727 1863 890 10.53 1006
10535 40.3 46.5 86.8 47.5 53.7 101.2 201 658 2016 1050 9.39 1037
Mean 42.72 46.74 89.46 53.64 51.24 104.88 252.8 748.8 1939.6 1011.0 9.686 1025.2

+S.D. 1.73 2.61 3.98 6.91 17.35 18.78 64,2 61.7 61.2 98.0 0.542 25.1
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Appendix 8-3 { continued ) Study No. : SBL75-31

Kidn.L Kidn.R&L

Group Animal No. mg mg
Control 10501 946 1858
10502 1248 2482
10503 933 1884
10504 1112 2256
. 10505 1171 2340
Mean 1082.0 2164.0
+5.D. 138.8 279.6
DBHCB 10511 280 1986
2.5 (mg/kg) 10512 1043 2114
10513 1067 2095
10514 1123 2263
10515 934 1891
Mean 1029.4 2069.8
+5.D. 74.0 140.5
DBHCB 10521 822 1657
25 (mg/kg) 10522 1045 2055
10523 1062 2110
10524 1082 2188
10525 947 1872
Mean 991.6 1976.4
+5.D. 108.1 213.1
DBHCB 10531 984 1984
250 (mg/kg) 10532 1017 2038
10533 996 2058
10534 1036 2042
10535 1008 2045
Mean 1008.2 2033.4

+S.D. 19.9 28.6




1414

Appendix 8-4 Organ weights in female rats (End of recovery test) : Study No. : SBL75-31

Adre.R Adre.L Adre.R&l. Ovary R Ovary L OvaryR&L Thymus Spleen Brain Heart Liver Kidn.R
Group Animal No. meg mg mg mg mg mg mg mg mg mg g myg
Control 10541 31.4 33.4 64.8 46.2 30.5 70.7 277 444 1785 783 6.86 822
10542 32.4 33.0 65.4 44.4 48.0 92.4 393 497 2073 1059 8.01 320
10543 31.2 36.6 67.8 41.4 43.5 84.9 288 437 1948 916 6.92 599
10544 32.7 33.5 66.2 48 .8 39.3 88.1 285 533 1598 873 7.06 10620
10545 34.3 35.8 70.1 38.1 44.6 82.7 372 537 1869 902 6.53 960
Mean 32.40 34.46 66.86 42.58 41.18 83.76 323.0 489.6 1934.6 906.6 7.096 944.2
+5.D. 1.24 1.62 2.13 4.16 6.73 8.16 55.0 47.5 111.8 99.7 0.549 78.3
DBHCB 10546 30.0 31.1 61.1 45.4 38.1 83.5 333 540 1804 877 7.18 923
250 (mg/kg) 10547 32.0 33.8 65.8 45.2 70.4 115.6 314 443 1913 843 6.94 913
10548 47.4 47.0 94 .4 55.4 58.2 113.6 383 643 1885 1067 7.81 938
10549 36.6 37.8 74.4 39.3 36.7 76.0 1194 517 2031 936 8.15 8981
10550 30.3 32.6 62.9 43.0 33.4 76.4 319 415 1841 $21 7.54 350
Mean 35.26 36.46 71.72 45.66 47.36 93.02 508.6 511.6 1854.8 328.8 7.544 941.0
+5.D. 7.28 6.40 13.67 5.97 16.14 19.94 384.1 89.6 86.8 85.5 0.500 26.4
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Appendix 8-4 { continued ) Study No. : SBL75~31

Kidn.L Kidn.R&L

Group Animal No. mg mg
Control 10541 801 1623
10542 924 1844
10543 932 1931
10544 979 1999
10545 1022 1982
Mean 931.6 1875.8
+5.D. §3.0 153.6
DBHCB 10546 908 1831
250 (mg/kg) 10547 947 1860
10548 917 1855
10549 916 1897
10550 935 1885
Mean 924.6 1865.6
+5.D. 15.9 26.0




Appendix 8-5 Relative organ weights in male rats (End of drug administration) Study Ne. : SBL75-31

B.W. Adre.R Adre.L Adre.R&L Test.R Test.L Test.RalL Thymus Spleen Brain Heart Liver Kidn,.R

Group Animal No. (g} mg/100g mg/1009g mg/100g mg/100g mg/l00g mg/100g mg/l00g mg/l00g mg/100g mg/100g g/100g mg/100g
Control 106061 { 402) 6.8 7.3 14.1 3986 387 793 102 197 496 330 3.37 416
10002 ( 455} 8.4 8.2 16.5 354 3440 693 55 187 475 318 3.19 318

10003 ( 444) 6.7 6.2 12.8 385 394 779 103 219 463 307 3.13 339

10004 ( 454) 7.4Q 7.5 14.5 338 343 681 105 169 467 315 3.29 357

10005 ( 499) 4.1 6.2 10.3 326 327 653 72 177 404 301 3.44 324

Mean (450.8) 6.60 7.08 13.64 359.8 360.2 719.8 87.4 189.8 461.0 314.2 3.284 350.8

+5.D. ( 34.6) 1.56 0.87 2.29 30.0 32.8 62.3 22.7 19.4 34.3 11.1 0.127 39,4

DBHCB 10011 ( 466) 7.1 8.2 15.3 359 365 723 93 199 456 358 3.59 359
2.5 (mg/kg) 10012 ( 466) 5.1 5.2 10.3 360 350 711 64 254 426 316 3.37 358
10013 { 421) 6.9 8.1 15.0 388 395 782 80 180 510 328 3.31 398

10014 { 493) 6.8 7.2 14.0 334 328 662 114 234 430 311 3.68 416

10015 { 471) 5.2 7.3 12.5 381 402 783 80 163 443 334 3.77 376

Mean (463.4) 6.22 7.20 13.42 364.4 368.0 732.2 86.2 206.90 4%3.0 329.4 3.544 380.8

+S.D. ( 26.2) 0.98 1.21 2.06 21.2 30.9 51.3 18.6 37.6 34.0 18.4 0.198 24.8

DRHCB 10021 ( 468) 5.6 5.6 11.2 365 376 741 63 194 436 305 4.32 386
25 {(mg/kg) 10022 ( 388) 8.1 8.7 16.7 361 372 733 75 201 565 328 4.40 401
) 10023 ( 449) 6.3 6.2 12.5 337 335 672 90 167 443 . 294 4.01 370
10024 ( 499) 5.7 7.0 12.7 300 296 596 143 257 412 340 5.33 417

10025 { 458) 7.1 7.9 15.0 295 293 588 76 178 431 316 3.98 362

Mean (454.4) 6.56 7.08 13.62 331.6 334.4 666.0 89.4 198.8 457.4 316.6 4.408 387.2

+S.D. ( 36.7) 1.05 1.25 2.20 33.0 35.8 72.7 31.58 35.3 61.2 18.2 0.548 22.4

DBHCB 10031 ( 445%5) 5.5 6.3 11.8 347 340 688 87 165 428 291 4.35 334
250 (mg/kg) 10032 ( 452} 6.1 5.7 11.8 325 329 655 82 169 425 345 5.50 389
10033 ( 432) 6.1 5.8 11.9 380 400 780 127 188 487 336 6.03 401

10034 ( 429) 5.0 5.5 10.5 342 341 683 77 176 470 309 5.32 362

10035 ( 427) 5.8 6.2 12.0 315 310 625 81 208 483 343 6.22 395

Mean {437.0) 5.70 5.90 11.60 341.8 344.0 686.2 30.8 181.2 458.6 324.8 5.524 376.2

+S.D. ( 10.9) 0.46 0.34 0.62 24.9 33.7 58.2 20.5 17.3 30.0 23.8 0.658 27.9
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Appendix 8-6 ( continued ) Study No. : SBL75-31

Kidn.L Kidn.R&L Epid.R Epid.L Epid.R&L Sem.V. Prost.

Group Animal No. mg/100g mg/100g mg/100g mg/100g mg/l00g mg/100g mg/100g
Control 10041 345 679 93 88 181 420 281
10042 339 703 149 146 295 308 250

10043 373 749 170 156 326 354 277

10044 306 613 133 138 272 321 231

10045 347 701 140 137 277 337 339

Mean 342.0 689.0 137.0 133.0 270.2 348.0 275.6

+5.D. 24.0 498.5 28.3 26.3 54.2 43.8 40.9

DBHCB 10046 364 717 113 111 224 490 376
250 (mg/kg) 10047 383 758 139 130 269 350 229
10048 342 700 148 140 288 281 224

10049 351 694 127 124 250 274 260

10050 425 836 152 149 302 393 249

Mean 373.0 741.0 135.8 130.8 266.6 357.6 267.6

+5.D. 32.9 58.7 16.0 14.6 30.9 89.0 62.3
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Appendix 8-~7 Relative organ weights in female rats (End of drug administration) tudy No. SBL75-31
B.W. Adre.R Adre.L Adre.R&L Ovary R Ovary L OvaryR&L Thymus Spleen Brain Heart Liver Kidn.R
Group Animal No. (g) mg/100g mg/100g mg/100g mg/1009 mg/100g mgr/100g mg/100g mg/l00g mg/l100g mg/l00g g/100g mg/100g
Control 10501 ( 230) 19.0 18.3 37.3 21.3 19.1 40.4 76 205 870 374 3.26 397
10502 ( 312) 16.5 13.1 35,6 13.2 12.1 25.4 80 305 629 376 3.71 398
10503 ( 280) 13.0 15.0 28.0 22.0 15.3 37.3 82 280 710 347 3.32 340
10504 ( 308) 13.8 15.7 29.5 16.6 15.6 32.2 85 209 635 390 3.19 371
10505 ¢ 278) 18.7 21.7 40.3 17.4 20.0 37.4 65 261 684 394 4.05 421
Mean (281.6) 16.20 17.96 34.14 18.10 16.42 34.54 77.6 252.0 705.6 376.2 3.506 385.0
+5.D. 32.8) 2.75 2.71 5.23 3.61 3.19 5.90 7.8 44 .0 97.9 18.5 0.365 30.7
DBHCB 10511 ( 293) 14.3 17.3 31.6 14.5 15.9 30.4 122 260 683 338 3.12 343
2.5 (mg/kg) 10512 ( 303) 11.6 11.8 23.4 15.1 17.7 32.8 102 199 617 350 2.97 353
10513 ( 2809 15.9 15.9 31.9 16.4 16.5 32.9 86 318 724 345 3.36 367
10514 ( 303) 15.4 15.9 31.3 16.9 17.8 34.7 82 239 651 332 3.16 376
10515 ( 273) 14.2 14.3 28.5 19.8 15.4 35.2 76 214 711 363 2.88 351
Mean (290.4) 14.28 15.04 29.34 16.54 16.66 33.20 93.6 246.0 677.2 345.6 3.098 358.0
+5.0. 13.6) 1.66 2.10 3.59 2.06 1.07 1.89 18.6 46 .5 43.8 11.9 0.185 13.3
DBHCB 10521 ( 258) 16.6 17.3 33.9 18.6 17.7 36.3 107 218 804 372 3.20 324
25 {mg/kq) 10522 ( 264) 13.3 14.3 27.6 18.9 17.5 36.4 109 218 766 359 3.33 383
10523 ( 286) 16.6 17.9 34.5 23.4 16.1 39.8 125 236 641 355 3.44 366
10524 ( 292) 15.1 15.8 30.9 16.1 16.4 32.5 54 329 671 376 3.38 379
10525 ( 280) 13.5 14.1 27.6 12.2 16.5 28.7 56 198 696 321 3.24 330
Mean (276.0) 15.02 15.88 30.80 17.84 16.84 34.68 90.2 239.8 715.6 356.6 3.318 356.4
+s.D. ( 14.5) 1.60 1.72 3.31 4.11 0.71 4.16 32.9 51.6 67.6 21.7 0.099 27.6
DBHCB 10531 ( 267) 16.2 17.5 33.6 18.7 18.0 36.7 134 285 729 381 3.47 375
250 (mg/kq) 10532 ( 316) 14.1 15.8 30.0 18.2 25.2 43.4 64 261 625 363 3.14 323
10533 ( 280) 14.8 15.3 30.2 17.7 13.6 31.3 87 276 677 339 3.33 379
10534 ( 288} 15.2 16.6 31.8 22.2 12.7 35.0 9¢ 252 647 309 3.66 349
10535 ( 264) 15.3 17.6 32.9 18.0 ,20‘3 38.3 76 249 764 398 3.56 393
Mean (283.0) 15.14 16.56 31.7¢ 18.96 17.96 36.94 80.2 264.6 688.4 358.0 3.432 363.8
+S.D. ( 20.9) 0.76 1.02 1.60 1.85 5.11 4.45 26.5 15.5 57.5 3501 0.203 27.8
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Appendix 8-7

c¢ontinued )

Kidn.L Kidn.R&L

Group Animal No. mg/100g mg/100g
Control 10501 411 808
10502 400 796

10503 333 673

10504 361 732

10505 421 842

Mean 385.2 770.2

+5.D. 37.0 67.4

DBHCB 10511 334 678
2.5 (mg/kg) 10512 344 698
10513 381 748

10514 371 747

10515 342 693

Mean 354.4 712.8

+5.D. 20.4 32.5

DBHCB 10521 319 642
25 (mg/kq) 10522 396 778
10523 371 738

10524 371 749

10525 338 669

Mean 359.0 715.2

+5.D. 30.4 57.2

DBHCB 10531 369 743
250 (mg/kg) 10532 322 645
10533 356 735

10534 360 709

10535 382 775

Mean 357.8 721.4

+5.D. 22.4 48.8

Study No.

SBL75-31



(444

Appendix 8-8 Relative organ weights in female rats (End of recovery test) Study No. SBL75-31
) B.W. Adre.R Adre.L Adre.R&L Ovary R Ovary L OvaryR&L Thymus Spleen Brain Heart Liver Kidn.R
Group Animal No. (g) mg/100g mg/l00g mgs/1009 mg/100g mg/100g my /1009 mg/l00g mg/l100g mg/l00g my/l00g g/100g mg/100g
Control 10541 ( 257) 12.2 13.0 25.2 15.6 11.9 27.5 108 173 695 305 2.71 32¢
10542 { 301) 10.8 11.¢0 21.7 14.8 15.8 30.7 131 165 689 352 2.66 306
10543 ( 262) 11.8 14.0 25.9 15.8 16.6 32.4 110 167 744 350 2.64 381
10544 ( 245) 13.3 13.7 27.0 19.9 16.¢ 36.0 116 218 816 356 2.88 416
10545 ( 276) 12.4 13.0 25.4 13.8 16.2 30.0 135 195 677 327 2.37 348
Mean (268.2) 12.12 12.94 25.04 15.98 15.32 31.32 120.0 183.6 724.2 338.0 2.652 354.2
+5.D. ( 21.4) 0.90 1.17 1.99 2.33 1.93 3.15 12.3 22.6 57.3 21.6 0.184 44.9
DBHCB 10546 ( 278) 10.8 11.2 22.0 16.3 13.7 30.0 120 194 649 315 2.58 332
250 {(mg/kg) 10547 ( 269) 11.8 12.6 24.5 16.8 26.2 43.0 117 165 711 313 2.58 339
10548 ( 282) 16.8 16.7 33.5 19.6 20.6 40.3 136 228 668 378 2.80 333
10549 ( 313} 11.7 12.1 23.8 12.6 11.7 24.3 381 165 649 299 2.60 313
10550 ( 273) 11.1 11.9 23.0 15.8 12.2 28.0 117 152 674 337 2.76 348
Mean (283.0) 12.46 12.90 25.36 16.22 16.88 33.12 174.2 180.8 670.2 328.4 2.664 333.¢0
+S.D. ( 17.5) 2.47 2.18 4.64 2.50 6.32 8.11 115.9 30.5 25.4 30.9 0.107 12.9
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Appendix 8-8

continued )

Kidn.L Kidn.R&L

Group Animal No. mg/100g mg/100g
Control 10541 312 632
10542 307 613

10543 356 737

10544 400 816

10545 370 718

Mean 349.0 703.2

+5.D. 39.4 82.6

DBHCB 10546 327 659
250 (mg/kg) 10547 352 691
10548 325 658

105489 293 606

10550 342 690

Mean 327.8 660.8

+5.D. 22.4 34.6

Study No.

SBL75-31
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Appendix 9-1 Histopathological findings in males [H.E. staining] (End of drug administration) Study No.: SBL75-31

Dose(mg/kg) Control 2.5
Findings Animal No. 10001 10002 10003 10004 10005 10031 10032 10033 10034 10035
Adrenal (Left)
vacuolation, zona fasciculata cell - + - * - - - + + -
Adrenal (Right)
Vacuolation, zona fasciculata cell - t - t - - - t + -

Cecum

Cerebellum

Cerebrum

Colon (Including Peyer's patch)

Duodenum

Epididymis (Left)

Epididymis (Right)

Femoral bone marrow {(Left)

Grade: -: No abnormal changes; +: Very slight; +: Slight; 2+: Moderate;
3+: Marked; P: Non-graded change; NE: Not examined; NA: Not applicable
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Appendix 9-1 (Continued)

Study No.: SBL75-31

Dose(mg/kg)
Findings Animal No.

Control

10001

10002

10003

10004

10005

2.5

10031

10032

10033

10034

10035

Heart
Fibrosis, myocardium, left ventricle

Mononuclear cell infiltration,
myocardium, left ventricle

Mononuclear cell infiltration,
myocardium, right ventricle

Ileum (Including Peyer's patch)

Jejunum

Kidney (Left)

Basophilia, tubule

Hyaline cast, tubular lumen

Mineralization, cortex

Mononuclear cell infiltration,
cortex

Vacuolation, tubular epithelium

+

Grade: -: No abnormal changes; +: Very slight:; +:
3+: Marked; P: Non-graded change; NE: Not examined;

Slight;

2+: Moderate;
NA: Not applicable
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Appendix 9-1 (Continued) Study No.: SBL75-31

Dose(mg/kg) Control 2.5
Findings Animal No. 10001 10002 10003 10004 10005 10031 10032 10033 10034 10035
Kidney (Right)
Basophilia, tubule - - - + - - - - £ +

Mononuclear cell infiltration,
cortex - - - + - - - - - -

Lung (Including bronchus, left)
Foam cell accumulation, alveolus - + - - + + - - - -

Osseous metaplasia t - - - - - - - - -

Lung (Including bronchus, right)
Foam cell accumulation, alveolus - - - - + - + - - +

Mineralization, arterial wall + + - - - - - - - -

Mononuclear cell infiltration,
alveolus - - - + - - - - - -

Lung (Gross abnormal site, right)
Inflammatory cell infiltration,
alveolus, focal NA NA NA NA NA NA & NA NA NA
Grade: -: No abnormal changes; +: Very slight: +: Slight; 2+: Moderate:
3+: Marked; P: Non-graded change; NE: Not examined: NA: Not applicable
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Appendix 9-1 (Continued) Study No.: SBL75-31

Dose(mg/kg) Control 2.5
Findings Animal No. 10001 10002 10003 10004 10005 10031 10032 10033 10034 10035
Lymph node (Mesenteric)

Lymph node {Submandibular,left)

Medulla oblongata

Pons

Prostate

Rectum

Sciatic nerve (Left)

Seminal vesicle (Left)

Seminal vesicle (Right)

Spinal cord (Thoracic portion)

Grade: -: No abnormal changes; %: Very slight; +: Slight; 2+: Moderate;
3+: Marked; ©P: Non-graded change; NE: Not examined; NA: Not applicable
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Appendix 9-1 (Continued)

Study No.:

Dose{mg/kg)
Findings Animal No.

Control

10001 10002 10003

10004

10005

2.5

10031

10032

10033

10034

10035

Spleen

Testis (Left)

Testis (Right)

Thymus

Thyroid (Left)

Thyroid (Right)

Tibial nerve {Left)

Trachea

Urinary bladder

Grade: -: No abnormal changes;

3+: Marked; P: Non-graded change; NE: Not examined; NA: Not applicable

+: Very slight;

+: Slight;

2+

Moderate;

SBL75-31
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Appendix 9-2 Histopathological findings in females [H.E. staining] (End of drug administration) Study No.: SBL75-31

Dose (mg/kg) Control 2.5
Findings Animal No. 10001 10002 10003 10004 10005 10031 10032 10033 10034 10035
Adrenal (Left)

Adrenal (Right)

Cecum

Cerebellum

Cerebrum

Colon (Including Peyer's patch)

Ducdenum

Femoral bone marrow (Left)

Heart

Ileum (Including Peyer's patch)

Grade: -: No abnormal changes; +: Very slight: +: Slight; 2+: Moderate;
3+: Marked; P: Non-graded change; NE: Not examined; NA: Not applicable



0£e

Appendix 9-2 (Continued)

Study No.:

Dose{mg/kg) Control

2.5

Findings Animal No. 10001 10002 10003 10004 10005

10031

10032

10033

10034

10035

Je junum

Kidney (Left)
Basophilia, tubule - + E - +

Mineralization, cortico-medullary
junction - - - - -

Mononuclear cell infiltration,
cortex - - - - *

Kidney (Right)
Eosinophil infiltration,
angitional epithelium, pelvis - - + - -

Poreign material, pelvic lumen - - P - -

Mineralization, cortico-medullary
junction - - - - -

Mononuclear cell infiltration,
cortex - - - + -

Grade: -: No abnormal changes; =*: Very slight; +: Slight; 2+: Moderate;
3+: Marked: P: Non-graded change; NE: Not examined; NA: Not applicable

SBL75-31
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Appendix 9-2 (Continued)

Study No.: SBL75-31

Dose(mg/kg)
Findings Animal No.

Control

10001

10002

10003

10004

10005

2.5

10031

10032

10033

10034

10035

Lung (Including bronchus, left)
Foam cell accumulation, alveolus

Inflammatory cell infiltration,
perivasular

Proliferation,alveolar epithelium

Lung (Including bronchus, right)
Foam cell accumulation, alveolus

Granuloma

Mineralization, arterial wall

Lymph node (Mesenteric)

Increase, dendritic cell-like cell

Lymph node (Submandibular,left)

Medulla oblongata

Ovary (Left)

Ovary (Right)

2+

Grade: -: No abnormal changes; +: Very slight:; +:
3+: Marked; P: Non-graded change; NE: Not examined; NA: Not applicable

Slight;

2+

Moderate;
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Appendix 9-2 (Continued) Study No.: SBL75-31

Dose(mg/kg) Control 2.5
Findings Animal No. 10001 10002 10003 10004 10005 10031 10032 10033 10034 10035
Pons
Rectum

Sciatic nerve (Left)

Spinal cord (Thoracic portion)

Spleen

Thymus

Thyroid (Left)

Thyroid (Right)

Tibial nerve (Left)

Grade: -: No abnormal changes; +: Very slight; +: Slight; 2+: Moderate;
3+; Marked; P: Non-graded change; NE: Not examined; NA: Not applicable
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Appendix 9-2 {Continued)

Study No.:
Dose(mg/kg) Control 2.5
FPindings Animal No. 10001 10002 10003 10004 10005 10031 10032 10033 10034 10035
Trachea
Squamoug metaplasia, ciliated
epithelium - ES - - - - - - - -

Urinary bladder

Uterus

Grade: -: No abnormal changes; %: Very slight; +: Slight; 2+: Moderate;
3+: Marked; P: Non-graded change:; NE: Not examined; NA: Not applicable

SBL75-31
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Appendix 9-3 Histopathological findings in males [PAS-Hematoxylin staining] (End of drug administration)

Study No.:
Dose({mg/kg) Control 2.5
Findings Animal No. 10001 10002 10003 10004 10005 10031 10032 10033 10034 10035
Testis (Left)
Testis (Right)
Grade: -: No abnormal changes; +: Very slight; +: Slight; 2+: Moderate;

3+: Marked; P: Non-graded change; NE: Not examined; NA: Not applicable

SBL75-31
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Appendix 9-4 Histopathological findings in males [Liver, H.E. staining]

(End of drug administration)

Study No.: SBL75-31

Dose (mg/kg) Control 2.5
Findings Animal No. 10001 10002 10003 10004 10005 10011 10012 10013 10014 10015
Liver
Bile duct proliferation, focal - - - - - - - - - -
Mononuclear cell infiltration - - + - + ES + - - -
Vacuolation, hepatocyte - + - + - - - - - -
Dose(mg/kg) Control 2.5
Findings Animal No. 10021 10022 10023 10024 10025 10031 10032 10033 10034 10035
Liver
Bile duct proliferation, focal - - - - - - - - + -
Mononuclear cell infiltration - - - + + - + - - -

Grade: -: No abnormal changes;

+: Very slight; +: Slight:;

2+: Moderate;

3+: Marked; P: Non-graded change; NE: Not examined; NA: Not applicable
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Appendix 9-5 Histopathological findings in females [Liver, H.E. staining] (End of drug administration) Study No.:
Dose(mg/kg) Control 2.5
Pindings Animal No. 10001 10002 10003 10004 10005 10511 10512 10513 10124 10515
Liver
Mononuclear cell infiltration - - - - + - - + - -
Vacuolation, hepatocyte - - - FS - - - - + -
Dose(mg/kg) Control 2.5
FPindings Animal No. 10521 10522 10523 10524 10525 10031 10032 10033 10034 10035
Liver
Mononuclear cell infiltration - - - t + - - - - -

Grade: -: No abnormal changes; +: Very slight; +: Slight; 2+: Moderate;
3+: Marked; P: Non-graded change; NE: Not examined; NA: Not applicable

SBL75-31
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Appendix 10-1

Dose : Control

Animal

No.(F0)
10501
10502
10503
10504
10505
10507
10508
10509
10510

CS: Clinical signs

cs

Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Dose : 2.5 mg/kg

Animal

No.(F0)
10511
10512
10513
10514
10515
10516
10517
10518
10519
10520

No.10506: Non-copulated animal

Ccs

Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Clinical signs in pups (Fl) - Lactation period

Dose : 25 mg/kg

Animal

No.(F0)
10521
10522
10523
10524
10525
10526
10527
10528
10529
10530

Ccs

Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Study No. :

Dose : 250 mg/kg

Animal
No. (F0)
10531
10532
10533
10534
10535
10536
10537
10538
10539
10540

Cs

Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

SBL75-31
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Appendix

Dose
Animal
No. (F0)

10501
10502
10503
10504
10505
10507
10508
10509
10510

Total
Mean
S.D.
n

10-2

Control

External findings at birth (F1)

External findings

No. of Malformations

pups No. of
pups

14 0 0.0
16 0 0.0
11 0 0.0
12 0 0.0
17 0 0.0
17 o] 0.0
12 o] 0.0
13 0 0.0
14 0 0.0
126 0
14.0 0.0 0.00
2.2 0.0 0.00

9 9 9

% Type and number (%)

Dose : 2.5 mg/kg
No. of

pups

Animal
No. (F0)

10511
10512
10513
10514
10515
10516
10517
10518
10519
10520

Total
Mean
S.D.
n

14
17
14
16
11
13
14
11
14
15

139

13.9
1.9

10

Study No. : SBL75-31

External findings

Malformations

No. of

pups

[=]

OO 0O O O0OOo

0

[N ]
[oe B o)

% Type and number (%)

[« 3 el e Nele el e Neo e
OO0 O 0O OO OO

0.00
0.00
10



Appendix 10-3 External findings at birth (F1) ‘ Study No. : SBL75-31

Dose : 25 mg/kg External findings Dose : 250 mg/kg External findings

Animal No. of Malformations Animal No. of Malformations

No. (Fo0) pups No. of % Type and number (%) No. (F0) pups No. of % Type and number (%)
pups pups

10521 8 0 0 10531 12 0 0

10522 14 0 0 10532 17 0 0

10523 14 (1} 0 10533 14 0 0

10524 15 0 0 10534 18 0 0

10525 13 0 0 10535 14 0 0

10526 13 0 0 10536 8 0 0

10527 13 0 0 10537 16 0 0

10528 11 0 0 10538 12 0 0

10529 13 0 0 10539 15 1} 0

10530 14 0 0 10540 13 0 0

Total 128 0 Total 139 0

Mean 12.8 0.0 0.00 Mean 13.9 0.0 0.00

S.D. 2.0 0.0 0.00 S.D. 2.9 0.0 0.00

n 10 10 10 n 10 10 10
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Appendix 11-1 Development of pups (Fl) up to Day 4 after birth

Dose : Control

At birth

Animal Duration of No. of No. of Implantation No. of
No. gestation Corpora implants index born
(FO) (days) lutea (B) B/A ()

(A) (%)

10501 21.5 16 15 93.8 14
10502 21.5 17 17 100.0 16
10503 22.0 13 13 100.0 11
10504 22.5 16 15 93.8 12
10505 22.0 19 17 89.5 17
10507 21.5 18 17 94.4 17
10508 22.5 15 13 86.7 12
10509 21.5 14 14 100.0 14
10510 22.0 17 17 100.0 14
Total 145 138 127
Mean 21.89 16.1 15.3 95,36 14.1
5.D. 0.42 1.9 1.7 5.02 2.2
n 9 9 9 9 9

M : Male ¥ : Female Sex ratio : Female/Total

No.10506 : Non-copulatory animal

No. of
live

(D)

14
16
11
12
17
17
12
13
14

126
14.0
2.2
9

Sex
ratio

.

N

OO0 00000 O0OC
P b PN
N Aoy~

0.53
0.09
9

D/B

(%)
93.3
94.1
84.6
80.0
100.0
100.
92.
92.
82.

> O WO

91.07
7.23

Live birth Viability

index index

D/C
(%)
100.
100.
100.
100.
100.
100.
100.
92.
100.

QWO 00000

99.21
2.37

Male

10

[ IR e O« I < I )

o &

At 4 days

=~
O o O

Female

L= - N - SV B - B - |

No.

live

(E)

14
16
11
12
17
17
12
13
14

Study No.

SBL75-31
Viability Sex
index ratio
E/D
(%)
100.0 0.5
100.0 0.4
100.0 0.5
l00.0 0.7
100.0 0.6
100.0 0.5
100.0 0.5
100.0 0.5
100.0 0.6
100.00 ¢.53
0.0¢C 0.09
9 9
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Appendix
Dose : 2

Animal
No.
(FO)

10511
10512
10513
10514
10515
10516
10517
10518
10519
10520

Total
Mean
S.D.

n

M : Male

11-2  Development of pups (Fl) up to Day 4 after birth

.5 mg/kg

Duration of
gestation
(days)

22.0
21.5
22.0
21.5
22.
22.
22,
22,

22.0

o e o

21.94
0.30

F : Female

No. of

Corpora
lutea

(a)
15
18
15
16
14
15
17
15
19
13

157
15.7
1.8
10

No. of

implants

()

14
18
14
16
14
15
15
12
15
15

148
14.8
1.5
10

Implantation
index
B/A
(%)
93.3
100.0
93.3
100.0
100.0
100.0
88.2
80.0
78.9
115.4

94.91
10.81
10

Sex ratio : Female/Total
No.10519: Copulation not confirmed

At birth
No. of
born
(c)

14
17
14
16
11
14
14
11
14
15

140
14.0
1.9
10

No. of Sex
live ratio
(D)

14
17
14
16
11
13
14
11
14
15

SO0 00O OO OO0

WL a0

139

13.9 0.50
1.9 0.15
10 10

index

D/B

(%)
100.0
94.4
100.0
100.0
78.6
86.7
93.3
91.7
93.3
100.0

93.80
7.00
10

Live birth Viability
index

D/C

(%)
100.0
100.0
100.0
100.0
100.0
92.
100.
100.
100.
100.

o O 0 Q0w

99.29
2.25
10

At 4 days
Male Female
8 6
7 9
9 5
7 8
2 9
8 5
8 6
5 6
10 4
6 9
7.0 6.7
2.3 1.9
10 10

Study No. : SBL75~31
No. of Viability Sex
live index ratio
(E) E/D
(%)
14 100.0 0.4
16 94.1 0.6
14 100.0 0.4
15 93.8 0.5
11 100.0 0.8
13 100.0 0.4
14 100.0 0.4
11 100.0 0.5
14 100.0 0.3
15 100.0 0.6
137
13.7 98.79 0.49
1.6 2.55 0.14
10 10 10
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Appendix 11-3 Development of pups (Fl) up to Day 4 after birth Study No. : SBL75-31

Dose : 25 mg/kg

At birth At 4 days
Animal Duration of No. of No. of Implantation No. of No. of Sex Live birth Viability No. of Viability Sex
No. gestation Corpora implants index born live ratio index index Male Female live index ratio
(FO) (days) lutea (B) B/A (C) (D) D/B D/C (E) E/D
(a) (%) (%) (%) (%)
10521 22.0 16 14 87.5 8 8 0.6 57.1 100.0 3 5 8 100.0 0.6
10522 22.0 16 14 87.5 14 14 0.5 100.0 100.0 7 7 14 100.0 0.5
10523 22.5 16 15 93.8 14 14 0.6 93.3 100.0 6 8 14 100.0 0.6
10524 21.5 17 17 100.0 15 15 0.5 88.2 88.2 7 8 15 100.0 0.5
10525 22.5 16 14 87.5 13 13 0.6 92.9 100.0 5 8 13 100.0 0.6
10526 22.0 13 13 100.0 13 13 0.5 100.0 100.0 7 6 13 100.0 0.5
10527 21.5 13 13 100.0 13 13 0.4 100.0 100.0 7 5 12 92.3 0.4
10528 21.5 17 14 82.4 11 11 0.7 78.6 100.0 3 7 10 90.9 0.7
10529 22.0 15 13 86.7 13 13 0.5 100.0 100.0 5 7 12 92.3 0.6
10530 22.0 14 14 100.0 14 14 0.4 100.0 100.0 8 6 14 100.0 0.4
Total 153 141 128 128 125
Mean 21.95 15.3 14.1 92.54 12.8 12.8 0.53 91.01 98.82 5.8 6.7 12.5 97.55 0.54
S.D. 0.37 1.5 1.2 6.97 2.0 2.0 0.09 13.84 3.73 1.8 1.2 2.1 3.96 0.10
n 10 10 10 10 10 10 10 10 10 10 10 10 10 10

M : Male F : Female Sex ratio : Female/Total
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Appendix

11-4

Dose : 250 mg/kg

Animal Duration of
gestation

No.
(FO)

10531
10532
10533
10534
10535
10536
10537
10538
10539
10540

Total
Mean
S.D.

n

M : Male

(days)

22.0
22.0
21.5
22.0
22.0
22.0
22.0
22.5
22.0
22.0

22.00
0.24
10

F : Female

No.
Corpora
lutea

()
14
18
15
19
17
17
17
15
15
13

160
16.0
1.9
10

Sex ratio

of

No. of
implants

(B)

12
14
15
19
17

8
17
12
15
13

142
14.2
3.2
10

Implantation
index

B/A
(%)
85.7
24.4
100.0
100.0
100.0
47.1
100.0
80.0
100.0
100.0

90.72
16.91
10

Female/Total

Development of pups (F1) up to Day 4 after birth

At birth
No. of No.
born live
(C) (D)
12 12
17 17
14 14
19 18
14 14
8 8
16 16
12 12
15 15
13 13
i40 139
14.0 13.9
3.1 2.9
10 10

of

Sex
ratio

. .

.

OO0 00 QC QOO0 oo
e s P o e
Ul -1 W0 o Ot Uk

0.61
0.16
10

D/B

(%)
100.0
160.0
93.3
94.7
82.4
100.0
24.1
100.0
100.0
100.0

96.45
5.69
10

Live birth viability

index index

b/C

(%)
100.0
100.0
93.3
94.7
100.0
100.0
100.0
100.0
100.0
100.0

98.80
2.55
10

At 4 days
Male Female
4 7
10 7
7 7
9 9
6 8
2 6
2 14
4 8
6 8
6 6
5.6 8.0
2.7 2.3
10 10

Study No. : SBL75-31
No. of Viability Sex
live index ratio
(E) E/D
(%)
i1 91.7 0.6
17 100.0 0.4
14 100.0 0.5
18 100.0 0.5
14 100.0 0.6
8 100.0 0.8
16 100.0 0.9
12 100.0 0.7
14 93.3 0.6
12 92.3 0.5
136
13.6 97.73 0.61
3.0 3.67 0.15
10 10 10
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Appendix

Dose

Animal No.

(FO)

10501
10502
10503
10504
10505
10507
10508
10509
10510

Mean
5.D.
n(dams)
n(pups)

12-1

Control

Day
mal
mea

AN IOV

O,

0w WL

e
n

WO = QRO

0

o}

WO U O

Body weight of pups

female

]
4
Y
=}

VIO BTGy (O Ut
OB IO n
—

L))
0o W O

o]

WO W oyl

Day
male
mean

OO0 O OWw-]
QWO OWHhOoOWTm

=W
0 D W

4

o

WA Oy OV O W

(F1})

female

=
]
w
=}

o

W)W OWw.
YO LVIW Oy 0L O N

[o- Rt el o p¥ed

pry
W MW o OOy~

el

Lactation period

(

g

)

Study No.

SBL75-31
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Appendix 12-2 Body weight of pups (Fl) - Lactation period ( g ) Study No. : SBL75-31

Dose : 2.5 mg/kg

Day 0 Day 4
Animal No. male female male female
(FC) mean n mean n mean n mean n
10511 7.1 8 6.6 6 9.9 8 9.3 6
10512 5.6 17 5.2 10 8.4 7 8.1 39
10513 6.5 8 6.1 5 9.1 9 8.5 5
10514 5.9 7 5.5 9 g.0 7 8.0 8
10515 7.2 2 6.7 3 10.9 2 10.4 3§
10516 6.7 8 6.3 5 10.4 8 10.2 5
10517 6.9 8 6.7 6 $.5 8 9.2 6
10518 6.8 5 6.5 6 10.1 5 9.5 6
10519 6.4 10 6.0 4 9.3 10 8.8 4
10520 6.3 6 5.9 9 8.7 6 8.3 3§
Mean 6.5 6.2 9.4 9.0
5.D. 0.5 0.5 0.9 0.8
n{dams) 10 10 10 10
n(pups) 70 69 70 67



144

Appendix 12~3 Body weight of pups (Fl) - Lactation period ( g ) Study No. : SBL75-31

Dose : 25 mg/kg

Day 0 Day 4
Animal No. male female male female
{FO0) mean n mean n mean n mean n
10521 6.9 3 6.9 5 10.8 3 10.8 5
10522 6.6 7 6.2 7 10.7 7 9.3 7
10523 6.5 6 6.1 8 9.4 6 8.8 8
10524 6.5 7 6.1 8 9.1 7 8.9 8
10525 7.5 5 6.9 8 10.2 5 10.0 8
10526 7.0 7 6.7 6 10.8 7 10.4 6
10527 6.8 8 6.3 5 11.0 7 10.2 5
10528 6.7 3 6.0 8 10.8 3 1¢0.2 7
10529 6.9 6 6.3 7 9.2 5 8.9 7
16530 6.4 8 5.8 &6 9.7 8 9.2 6
Mean 6.8 6.3 10.2 9.7
S.D. 0.3 0.4 0.7 0.7
n{dams) 10 10 10 10
ni{pups) 60 68 58 67
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Appendix 12-4 Body weight of pups (Fl) - Lactation period ( g ) Study No. : SBL75-31

Dose : 250 mg/kg

Day 0 Day 4
Animal No. male female male female
(FO) mean n_ mean n meéan n  mean n
10531 6.7 4 6.6 8 9.6 4 9.6 7
10532 6.7 10 6.0 7 8.9 10 8.1 7
10533 6.5 7 5.9 7 8.9 7 8.3 7
10534 5.8 9 5.6 9 8.2 9 7.9 9
10535 6.8 6 6.4 8 10.1 6 9.4 8
10536 7.0 2 6.6 6 12.9 2 12.5 6
10537 6.3 2 5.7 14 8.8 2 7.5 14
10538 7.0 4 6.7 8 16.3 4 10.2 8
10539 6.5 7 6.2 8 9.9 6 9.6 &8
10540 6.1 7 5.7 6 8.2 6 8.0 6
Mean 6.5 6.1 9.6 9.1
$.D. 0.4 0.4 1.4 1.5
n(dams) 10 10 10 10
n{pups) 58 81 56 80
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Appendix 13-1 Gross pathological findings in pups (F1) at Day 4 after birth Study No. : SBL75-31

Dose : Control

Animal No. of External findings Visceral findings
No. pups Malformations Malformations
(FO) No. % Type and number (%) No. % Type and number (%)
10501 14 0 0.0 0 0.0
10502 16 0 0.0 0 0.0
10503 11 0 0.0 0 0.0
10504 12 0 0.0 0 0.0
10505 17 0 0.0 0 0.0
10507 17 0 0.0 0 0.0
10508 12 0 0.0 0 0.0
10509 13 0 0.0 0 0.0
10510 14 0 0.0 0 0.0

.Total 126 0 0
Mean 14.0 0.0 0.00 0.0 0.00
S.D. 2.2 0.0 0.00 0.0 0.00

n 9 9 9 9 9
Dose : 2.5 mg/kg

Animal No. of External findings Visceral findings
No. pups Malformations Malformations
(FO) No. % Type and number (%) No. % Type and number (%)
10511 14 0 0.0 0 0.0
10512 16 0 0.0 0 0.0
10513 14 0 0.0 0 0.0
10514 15 0 0.0 o] 0.0
10515 11 0 0.0 0 0.0
10516 13 0 0.0 0 0.0
10517 14 0 0.0 0 0.0
10518 11 0 0.0 0 0.0
10519 14 0 0.0 0 0.0
10520 15 0 0.0 0 0.0
Total 137 0 0
Mean 13.7 0.0 0.00 0.0 0.00
S.D. 1.6 0.0 0.00 0.0 0.00

n 10 10 10 10 10

No.10506: Non-copulated animal
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13-2 Gross pathological findings in pups (Fl) at Day 4 after birth

Dose : 25 mg/kg

Animal
No.
(F0)

10521
10522
10523
10524
10525
10526
10527
10528
10529
10530

Total
Mean
S.D.

n

ove

Animal
No.
(FO)

10531
10532
10533
10534
10535
10536
10537
10538
10539
10540

Total
Mean
5.D.

No. of
pups

8
14
14
15
13
13
12
10
12
14

125
12.5
2.1
10

Dose : 250 mg/kg

No. of
pups

11
17
14
18
14

16
12
14
12

136
13.6
3.0
10

External findings

Malformations
No. % Type and number (%)
0 0.0
0 0.0
0 0.0
0 0.0
¢] 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
¢}
0.0 0.00
0.0 0.00
10 10

External findings

Visceral findings

Malformations
No. % Type and number (%)
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0
0.0 0.00
0.0 0.00
10 10

Malformations
No. % Type and number (%)
0 0.0
0 c.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 .0
0 0.0
0
0.0 0.00
0.0 0.00C
10 10

Visceral findings

Malformations
No. % Type and number (%)
0 0.0
[0} 0.0
Q 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0
c.0 0.00
0.0 0.00
10 10

Study No.

+

SBL75-31
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