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[ B2 & 1

o-bIVTURIFELTIF (TSA EHBZE) D0 CEAXE) « 20, 100 BT 500
mg/kg % Sprague-Dawleyd (Crj:CD) T v b DREME (B13VT Bf) o, KECHI 2 BMHB X
ORECHIR 2 B OH%E Ui, 3 61T, HTIIREMEIKR T % 2 80, i TR
=B U CHBRMT 3 B THREZMEE L T, TSA BB 3 AREREEEL LU
HFERABMICOVWTHRET L7, #RiE. DTokoik. EWsh s,

I. Rig#%5HEH e R)
1.

100 mg/kg DI EOBEEIIHWT, BE5EEEN . BRERRD B L UIERAERENR
B o, BEHRRYD O IIRENED S, i, RESEICEERDE X O EHE
OHHE bED o/, LERERICERLAZERRETE. WITNOEBIIOWTH,
TSA #5i2BAL - L EZONAERE IR onEh -7,

HREICEE L MR FERE TR, PERMRKOBRENTXTOD TSA &REFHICh
W, EERIMKINEFZBES 100 mg/kg DL EORGEITEWT, £/, M/MREN
500 mg/kg HEBHICHBWVWT, Thehml i, MBELFERETIE. TXTD T
BEBICBWTTAANY 74 R 7 7 7 —EEEMET L, 100 ng/kg U EORSEDRE
IVRTO—)VEENEIN LI, £, 500 ng/kg REFH T, REQBENEML, A
/Gl 7 ROBBEBLG Y 7 ) £5 4 FEENET L, BEERICOVLTR, FF
BHLUOBEEEN 500 ng/kg BEFHTEWT, 2N SDOHAEMED 100 mg/kg LIED
BEFICBVWTEh TN, 100 ng/kg Y EOHRSRICBVTLRE. FBBLUREER
DHAEB ML 72o SR TIE. 100 mg/kg L LOBRSHOITHE L L UBERBICHE /LD
BWVGEAL ERD S, FEARFERAE TR, BOMTREET 2/ ERLMEHF
fHRAAEAAY 100 mg/ke YL EDREEITEWTERD SN, F£o, BRI TiE eosinophilic
body DHEL L UEEN TSA SEESEHTEML .

2. HEEM)
500 mg/kg HEBICEVT, BREGFHOBICEARENEELEVEE, 550V
ZHUTMA T, 88 LR, HERET. MRERICOEE, MR, WWREED 5V IZBER




BEZRLUIRDOES 3 ~5 BT, 13 3FINET L. 2 FZ8ESR LI, Thod
BYIORESEREN 5. SIROBE AT 5 MEAEBAMIC AR OZ LA Ui b0 &
BIS NI, BIEBERE TR, RO SRR M. SROEREED
BEIAZEtE, 755 VMR BV B EIIERES L OTRIEBEO B LEY S iz
AT, 100 ng/ke DLEORSENC B\ T H REBRD S & OELAES A B,
500 me/ke BEETE. TALNEEE THET 50, MEOMES LULLHEBTE
ROl o, Bl HKRET. AR, BERE > EEHIREIC LIRS S,
BEMBICED SR, TNSO—BIREOE(bDM, KA 100 ng/kg Ll L oikE
BT SN, FERBIMAIE. 100 ng/ky B5EOERMES XU 500 ng/ke
| BREHOREMIC. Fo. EEROMEI. 500 ng/ky RESBORSIIG L O
HiziE» o,

W 4 RICHIE LB E R 3. 100 ng/kg BLEDBRSEICHVCHEEREEEN
S L. 500 me/kg BSEECHVCR. BilH L BB LAEEN I L, BB,
100 mg/kg Dl EORESEOFBICEAS 5\ RIBEASTED Sh. KIIIC/NY LD
SNtee Eho. 100 ng/kg BlEOREE . i & MBS 5\ 3 HEBE & O,
500 mg/kg HEETIE, LABE LEORE. DELIE. WK, &5 RHEMEE
oFE. LEOHB. 1550 LEOEENEE I N, BEASERETHE,
100 mg/kg Bl EOREEICE D HTFHERT 5 /N ERL M ANED 5 h.
500 ng/kg HEBETIE. DAMEOEMLE L OMIDRE. REOBRES b BEOEE
(b X URIIIEAES SNic, ThDOMIC, RPBRAIDS < 1225 5 Kl
DIKES 100 ng/kg DL EDRSEIC, BROEMIFMEORHERE. X CHBICH
I B EIEEOEMES 500 ne/ke HEBHC. Eo. BIREE FOFHIRES TS HHS
100 mg/kg 5B TN RUDEBIRYD Dhis, |

20 mg/ke WEETR. WFRORE - BEEE b, TS HE5OHEBIRD SN
N1,

. ARERAERE

1. AREBEFR |

500 mg/kg £TD TSA & KB HIB KUOZRRICHB LRI o7, 72, TSA #%
FIRERT 3AMBES L UMEREORH bRD SNEM -7,




2. HAERFR _

100 mg/kg LITF o G#HOHAERDOERFME., HLBI KR TSA REDOEEIIER
HoNF, TSA BEICER LU ERE bBEES NN -7 500 ng/kg ?&'s}ﬁt:ﬁh\
THREREERBRINIh -7 BE 0BV L BB 2EFRE. HoLITa
ENMETERZRL. BE 0 B4 Bich T 2 HEEAFRERIETMRD 517,

M.

PIEORBBEN S ARBREGT TiE. TSA ORERGERICET 2 B/EERI,
T3, 20 mg/ke/day ZTEIBETHO, METII, 20 mg/ke/day TH S, EIERLEEM
CET A ERER ., HEMTIRIEEE b2 500 ng/kg/day THO. HAERIIOWVWT
iZ 100 mg/kg/ day TH 3 LRI N5,
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| -1

o-MNWT Y ZIIEYT I K (TSA LEEED) (d. Remsen-Fahlberg TIETHBIEIN
T ATHEHBEREY v 7Y VOEBERARMMTH B o In utero THo H) VIBEZZITT
Ty e, HERGT v A1) VTEBLET AL, BREVNBRIN P e, &
FANOY w71 1) LEMOEIESEHR R X > TBSEShi, Yo Y v EZDOFRH
YICRET 5%  OERN O BEOERMEN, +v 4 ) VICKEITRAL T TSA
TH5BETbNIH, MYy A ) 0Ty MEBELTOBRENERIN LD
50 TSA RERAET VA Y LCREORRERET 359 . BIEHROTEIE -
WTRZ LW EMEELMIT I NI

TSA &, RER VT I VBT 5LaMITH S, RNVFR 0T I NI, MIBEOERE
REMET 26, MEFOY LT »HIE LTHVWORTWS, XVFRrT7 I FOE
BIERR. BKEREEEERTH 20, INEFIHLT, TV -7 3 FZRLU
BEFBFRBDERI N, $. AR VT I FRECKVEEINET Y R~y X
. BEERELEIET A EMS, RN YT I N BRI 2B nEEE LT
bAVShTWEY , X5l KO BHITER LTS v R oW RBEd 5 X)Lk
Y7 3 NI, BOMBEETAIE LTRHVWSNTWS , 295 LEILIER OB T,
ZNARYT I MEREEEROMICT VT I v EOEBMEDH. EYILE VI3 KK

RTETAT I v EHEGLTHEET 2 YEEERRIC U TEREZRBT 2 LY, FRR

RIVE L OSEERE L THIRIBEBRETEELE L, IocPREELZERTH LY.
HEEEFTHILEY BE BAOBEENTABEEZRBETHILNREINT
W5,

TSA DFBHICOVWTR, BREFRELZRN T 2CDICRAEEEZRIEE (1THhT
TW5, £/, ZHARERBRO—RE LT, ABIIKETEEIOVWTETOREND
5% 9, OECDEEEILEMER M EREBETIE, TSA OERILAM TS B4- X FIRY
B2V T IR (RITMBSAE WD) 1CRE9 3 KB SEiE - EEREENMAERN
BICERS N, MBSAOREZERI., REKRSEHICOVWTR 120 ng/ke/day = TE
HBTHO., EHEREBHICOVTIE 300 ng/kg/day THB I LBHEINhTWSB!'Y,

SE, FAa L, 0ECDIC & 2 LFEME O R ARICFRb 2 BHHEEEEO—RE L
T TSA ORIEHRGHN - LEREBEMHFEAREZTV. BLEYOKIES » Ptk




33 RSB 5 CICETE - REBHI OV TR L0 TEORRERET 5.




R MR B L OFE]

1. HRYE

o-MLIYZky7 I K (TSA LBEED) (CAS No.: 88~19-7; #Fz\: C:HsNO:S; &
FE: 171.22; %%: o-toluenesul fonamide; B : 155°C; #B/A : 214°C(1. 33 kPa)) 13,
2R VT 3 PECRT B HEFRRILKRZTD 5o

AEEBRICHA L7 TSA (Lot No. : ; MEEE : 99wt% (R
i IRETTERNCEE L) (Annex 1)) 3. HEMET, ERKRETERTREL.
0.5 BANEFAFLELT—2F bU T L (MC-Na) KIEKR (BRAILAT—ZF b
UL AR, WEES 6100 ; BRESAK | M, BLEES 1 970750
g L. WTNOBERICBEW TS | BIORSKREN Snl/ke HEICEZ LD IKEEEH
#L 7, BEBRPOBRBRYE IR, BEELRHTTOBC L L HHRETHSILNRE
BHEFRICBWTEBLK To- LY ZKRUT I FDSy MIbi) 5 BERZOR
SEna GREB:HEES : A-07-020. DUIF. HE5HER LKLY %) THRIN.
DT (Annex 2). FEUEIZABEHEE L. ARE T HUPRICRES Lo, ARBRICERL
7o TSA OFHERHIEhORE . HEBRE TR, IKBWTHER L TSA 28
BT LTHZE LK (Annex 3), 7o, ARBRICBVTHBMINAKRERED TSA &
BB IO —HIE, BOCIREER LABRSRECEIFERD TSA E—IXE8FIN
TWe 2 EAZBBHEFcE W THOIT LR L7 (Annexes 4. 5o

2. EAEML L UHEEA

SERIC I, MRS b TEESTHA (ATH. MEfE 1998 | A14H) L7cHAF v
— LR« YN—REAERE & —EFED Sprague-Dawley FF v b (Crj:CD(IGS). SPF)
ZHH Uico BALZEMNI. AR%6 B, BMLERBERQCTFRIAT L. TOHEYV
TNOEMIC b—BRBICRENED SNEH - 20T, CHERBRICH LU BHOA
T RER SO BS IR Z . Annex 6 1ITR U7,

K83, HEEBEEER2UL1°C. BLU 50~65%. BKEEGRI5E], ikl
120508 (FRTTHE~FR TH) ICHBSOAEEE (45%) <. @B&y—-Y Q22
X 270> 190 mw) WESICINE L THEE L. BREH (B-2. BARZLTHW) BLU
gk Oklzk. EBTAERIAK) #BHICBRS ¢, ERI4E FETFRERE =10k

}
(‘\/
/




0 H) LigkoB#EmiZ. 7 v MREES — 2 (350x400x180 mm) ICINAE L. FEE LT
L TBIF 5 7 (ALPHA-drie TS %EEAE Ui |

SUBRIIRID, BEFICHTR T L b oAb CllE L FEEOHRS £ o
BEZ. ThEh., 23.5~25.8C. BLU 52.0~66.5% L HEEHBARTHD . FHL
7o, kB L OPREUC I BRICKBEA RS THEEMDEZ SN BBEAMIIL M -2 &N
XN TW3B,

3. BN B X UAEEERI

MEME E HIRSRAEH (%5 1 H) OKEE L L ICEERIBLEEAMEEICE L CHS
U BEHIMEERISILEAL L /e, BANUR. 3XTOM#E. BicmtET7 2V RV T
BB LUEKFESZL L TREZER L. 2EFEy — Vol BFENESEonESR
HEEA L, BIEICBORNL 57— P2 TREZBNORMEIIE Lic, HAERIE. @
HEFAN LIS -7,

4. E5E. BN, REYPEB L CHREAE

AEEREFIRMED T v b BB S VTIT, TSA @0 (0.5 %CMC-Na. 5mL/kg). 125,
250 B& U 500 mg/kg = 8 B S4B MERREOHRE Lo FRAR (GERitEE
5 1 R-97-0100 AR, FiabR L BEED) ICBWT, FEMNG L CEHEINE, JRIRE
B HEBMBHERIG, it L UBEBEEDOHENE W\ - 7RISR HEEEY R 5
nre 500 mg/kg EEHABICREL, INzQLL TRUT, PHBICBTFHREARICE
WTHREHORDZE LD &I 5B LERMPBREICED 507z 125 mg/kg Dl
5D 100 mg/kg ZixE L. EREICIE 20 mg/kg ZRE LT

LT ICBHRE T

P (EvhEs)

HES wERIE k58

(mg/ke) i3 i
1 BEETER (0. 5%CMC-Na) 0 13 (MX01001-013) 13 (FB01001-013)
2 TSA 20 13 (MX02001-013) 13 (FB02001-013)
3 TSA 100 13 (MX03001-013) 13 (FB03001-013)
4 TSA 500 13 (MX04001-013) 13 (FB04001-013)

BSHEORSRFE. HITH L TRZECRTI4E B & REEE 148 Ml L OREHRE T




SUEEOERCAR. ¥, T LT RRERTAR B & BB 1B ROREREH (2
B E) 15N AR L TR OWE 3 B (HEH-WH 0 B %
CHA LB BUREE <Y 5T v I RS —F—THATRRLENL S v NEEEE
FWCEORS L (RERGE. B 51998F | A21H), REHK. HHORD
S B KEIROL S H E RIS L, SHORSE, Rl LT—
EEAIOR GE 0 B~ 121 12170, SBNORSER (5 1l/ke) . #E 5T
I AT & ORI Ol oW T | FOMEKEEHIc, £/, REROMI
SWTIRIERE0 B CREHRE) OHRELEICThZhER L,

5. BEHE

1) #EM

A —BR BB

et > b, 2Bl oV CEELEREE | BN SR L, Erflic oW THRER%E
Bzt U, %70, BE$ CABOTHEENET L\ & HIT S M BB, RRE(T
LEQHWHI L O BB OTEHRNEY & FRESHECHR L,

B. (KEHIE

BERE S b 2B WCHEERAMIATE 1 E (#1851, 8. 15, 22, 29, 36,
A2H . BE 251, 8. 158) BXUHMRBICRIE LT, HEY & RIFPOMIZ, %522
Bz b EELRE Lo Fos REULAMTE, IR0, T 14, 20HIZ, 5T, 2
Uil Tl B8 0 5L U 4 BOKEERE L,

C. EEERE

it & b 2Pl WTHEENER & FRICEERERE L. MER SROMED F
COMOBEREEN Ui, 2 BEORESEHEERENE LN -7, KRk
Cige R 0~T. T~14. LA~20HD. & 5ic, 538 LA MTH, WE 0~4H O
BEE LT

D. [RARE

HOAFIIoWT. BEI2E B RS — 1A LT, 8k, AT TH 4 150
RAFWR LT, REDFEBICDWTREET - 12




H H - I R - X 5 B B &

Dl + #4111 - B EVEL HEMEE 20702 200+ 084 DL
oot )= ’" "
FhuE-EYILE Y ” ’

B. ZHL

ZEZ. #5150y A onkI4BHE. FHEAOIEE 11 TRIB3I ¥ TiT- 70
REBILDOHRIZ. B9, BERBIUVEEELAPOETOFEAEEZRA NS I LITL0iTV,
RENPHERIN/ I, TOHZEROBEEELTHENISHBEL., EIICEABT L, R
BRI, BB VWTIRER (REFVE /XRESHWH X100) | ZhEXR
(EiREMIELCREWIED X100) | EEREA» SREHIEHE TOERELUZD
R ElE L - RIFH OB E KDz,

F. 2% - WEIREBOBRE

REE DREBRIMIZ. 201 ERAEI S, SRRECHRINRAERHE T
FebDITOVWTORT -1 Fhoy EEBETELD - FlITBVT A REO-IEN S
SRIREEOBENHETE 3 bDII>VWTR. ZRETE L, 2BEIWERELEE
L. EBEOBF® =i L7, N

G. DEHOHE

SO, AT 9B~11BHRE L. JOBMEICAEATT LTWA I &2 MR
LBz >\W\WC, OB A25E EHE L, FaillEaE TathiikT LcEmic
SWTR. BAESEE L LT,

AT Lo 2flicoWTHEIRRGE (ER 0 AL SAaAE ToHE) 2HBEL.
R ((hRHEEE ARSI X 100) 2&FTOWTKDI,

H &%

a) HEENY)
LHOVWTRERIESBICRAZEB L. T0BH GRRBIBIS~24EHER) IUTO
BREZIT-> 7

{. MERFRE

Ry bV E Y — VBT TIRBEREBIRE D 7 2 VB YD L (Fo bo B VK
B & OERERS F o VR TS 2 F VEREIER) H A\ id BDTA-2K (2 DittdIREAER)
ZHBERIE LTRIOL. REDHEHIKODWTRAE L7,




H H aoE & B ® %

rimEkEL (RBC) HE (BEIEIUE) Coulter Counter Model §-
PLUS IV (2-My-1bdbuzin)

EIfEE (WBC) v ) Z

Mmeze (}il_:)_) ” (%ﬁ'ﬁﬁ%} ”

PEIGFRIMIKETE MCV) 7 (BRIBIE) 7

[m/J\*}i%z ) ” ( ” ) "

AT b7 ME (D) & (RBCXMCV 0. 001)

SFiEpRImERMERE (MCH) # (Hbx1000,/RBC)
FERIMIRMEFRREE MCHO  ~ (HbXx100,7Ht)

HImEks 48 RE (BROBHIEA, JEFEAMEA
Wright-Giemsa )

7o b oy E U CPT) JERELR CA1000 CGREERET)

EEHA b v RTZ2FY 7 "

B¢ (APTT)

0. kA LERE
SHoWT, MEFREO7ZDORMICE XX, A% U AHEBER & UTRm L.
M3 %538 L CRITOEE I OWTREZET - 72

g H Vil E M # B # 2
REDOEE B Lw hME BOAREFBHSTES
COBAS-FARA (@ 2)
TIVT I VIEBE BCG ”
B3 L7 o — LR COD - DAOS ¥ 4
MU )5 A NBE GPO « DAOS # \ 7
7 NOERE 73 &> —EG66PDH i ”
IREEREE (BUN) 7 L7 —¥6L.DH % ”
P UTF =B Jaffe % 7"
TVAY T+ X777 —¥  GSCC & 7
iEiE (ALP)
GOT ¥&iE [FCC & ”
GPT /&t [FCC ##* ' ”
BEYILE EE Jendrassik/Grof % 7
AT LB 0CPC # ”
F MY LEE A F v ERRE éﬁﬁ%@ﬁﬁﬁ%ﬁg??
7Y LB A A BB 4
ERIRE 14 VEBBE L
mEkY VEE ) 7T UBRERE BLAHREEBEDITER
(Inorg. phos.) COBAS-FARA (o a)
y —GTP /& v I IN-3-hNEy-4-Zha7zy ¥ 7
BHEE
A/Glk itE

N REERE
SFNZH>WTERR L., BE - HBoRBMEEZEK L, OB, M. L. M.
. BB, EE. 3. BEBIORR LEOERLNE L. e THEEE BE

@

o n n T Y T ¥ W



B) 2EH LI, IhoDBEDHI L, BRBIOREE AR 77 ViBicEE L TREL,
ZDMOBEL L ICBHS L BRI, 10%F)V <) VRICERE L TRE L BEES
BOS b, W, BEb L ORI TOREERICOVT, £, TOMOEE IR
BBEIUBHEBHIIDVLWTHRERIK >TSS 74 R EL. AT IRV -2 F DY
REET > CTREBBFEREZT . —HOBY (HHWES : MX01012, MX02013.
MX03006. MX04002. MX04011. MX04013) DIz Tid. periodic acid schiff (PAS)
BB H1T - TREMEBEREZ 1T - 720 oy RS ORELATIHRIFICEEORES
NEBE L. 0% T VIEICEE L TRIEL, BERRE-TI 710 VPR LA
T hFVY U —Tk U U REET - UREBRBFRAEZ L1

b) HEEY))

St LIS O IEIR25 AAES B R YV ROV E S —UIRER T CRIM - BFESE, BiRL
Too Fho DHEUIHEIEHE 4 BICERIC L TER Ui, I - RIEOWTFhoflics T
HIREB LOFEEBIEL, FEIODVWTRERREEA. BROED SN/ Bz itk
Fl& Uiz, DREIZEERBEMS T CHEREEAMERA. 77 viRicBEE L THREF L. T
BIOIEIZ OWTIE, REHESEREZIT > 7o /. B O, BIR. IR, B, &
. BLUBIBERE. BRALFICOWTHIEL., BHEBIUBERE & bIC10%6FL<
U VIBICEELTERE L, BT LOBECLVEENENRETH S LHMS g
HiZoWTi3, MR TbRL -1, BEREDD B, . B, BE. O, Bits
X UM TR TOREEIIOVWT, £, ZOMOFERNEFBLUSHEEICOL
THEIEE T/ 7 4 VU E L. AR MUY v — 2 U U REETT - TRERRREE
BREET o720 INOOBREUATIHRIFICEEIBERINIEEDL. 106KV Vil
WHEELTREL. B>/ 74 YF &L, AT VY v o4 U U Rf%
17 - ORI RE L EB L /.. —HoB) (EES : FB1001. FB04002. FBOA005,
FBO4007. FB04009) DBEBIZOWVTIZ, 0il red 0 Bfa%iTo7. Wb, FRLCAIBITH
EEBEFD S bO& 1 F (EYWES : FB04002, FB04009) i2oWTid. RERRIERAIC
BWT, Bit5oaffEsgEbhnion. BERE L UTRRINIMICMHE L TRES
NTWARRBIZOWT HREERFRELERE L, /. —HOBHORESRELH S
HRERE IR L TRES R TO R (EES : FB01004. FBO300T) &K UHIRME
(B E2 : FB03008. FB04002. FB0O4005. FBO4009) iz oW T HREMMFEREZERL
72




2) HitR
A ERBOEE

BE 0 HICERE ERR+EUR) 28~ SfE (BRI ERER X
100) B UERHESR ((HEERE BRER) X 1000 kbl £, EROMAE
HHOBED LUCRIET~N, EGEROKL (EOERK HMEARE X 100) 2
B L7

B. TV

BT RMAGHEN, AR (GHELRE BRI X 1000 . HERO 4AO
R ((HE 4 BOERE/ WHE 0 BOERE X 100) BLURHE L HICBT 5
W ((E0ERE,/ ERE) X 100} £kl BERIHRL. REOHE, I&
B & CHEE OAIRIBIRE1T - 720

C. HAEHIE

HE 0 BB L0 4 Bic—IEBRA THEMINCHE (litter ER) ZHAEL. (litter
BE/RERY) EEEICOWTRS

D. i

WE 4 Biceflr—F VRAIC LD BESETEHKR L. AEBIUCRHEE ORRL
BEREER L7,

6. HEatRENT

RESH & OZRRICOVTIE Yates DBEESE ¥ REETT » oo WEMBFTR
IZOWTIR, ZL— RSt LieF— o0 Tid Mann-Whitney O URRE'® P9 2HW
TREL., BIES L — FOAEHEIIDWTIE Pisher BEBROFHIRE'D TiT-
fro —RMIREE, FBFTRLLUORREBT —7 20T, HiHBhZiThbEh -7, £D
o7 — 513, FEESEICESHAED BV litter SEOTEE 1BAL LT, &
BEOAEN 0 LD AKEWESIZ. £, Bartlett 'Y KX D ZHOSBO—HRIEIC
SDWTRE L7z, ZORER, HHA—HE ShBACR. —TEBHEOH#MA' Y
2TV, BRIICEBENZED S BAIE. SHOEERENE—THNIT Dunnett
HE19 2V, BT Scheffé E'® Itk b BE L TSA Zi5H L OMTYES
BOEDOKEEIT 720 DEDP—BTREN-7IBE. BRUDEN 0 LR BBENERET S
& &3, Kruskal-Wallis MERIRRTE' D 21T\, BHRICERENRD SNIIBEIT, XMEEE

@




& TSA BIESELOEICHWVT Dunnett &' H5 5L Scheffe %'Y DRFE
EiT-t. BEAKER, 5BBIU1%E LT




( # % 1

1. Rig®RE5EE EEaR)
1. —fRiRRE
1) ## (Tables 1; Appendices 1-1~1-4) _

WENOHEEHT DT H 3 WdHRHMILERD S h i > 7,

20 mg/kg EBICIRBE IRV ONEH -7, 100 mg/kg L EOREH TR, &
Spatkh > B RESRD S L OBEREEIRD S, BSHEOPHN SHEHRD 5
N3 LI -ted, WTFNLBRIHE TITRIEE LI, JOfl, WiEES KU 500 ng/ke
BEBICBENBD SN, WTNBERE TICEE L7

2) #f (Tables 2; Appendices 2-1~2-4)

100 mg/kg DI F O EEHCIZFET B X CHIBEBEAIZ I - 7o by 500 mg/kg REHHIC
BT, EEBRIIENC 3 FIHTEC Ly 2 PIASBEER L1, |
SO H 5\ BHIEER E TORBELITIIRY

#hFEH] (Appendix 2-4)

Ei&ES : FB04003 (&5 3 HEELD

AR 54810 REERD B & OIEBAESD R Shcht, BHOBRSHNTIERNE
LTV, 852 BB X053 B bHEROREEW - 7225 125 3 A ORERITIER
DEHENE L\ FHTFHEARR SN
FES - FB04004 (%53 BFRET)

A 5% ERESRDARB Shizd, BHIZIBRSIRVW IO BRERR
B ONEN T, 35 3 HORSER, BREESHEDL L UVERESENRD oI, T06
AEHEES, %5 3 HOSF HRLEMHER S N7,

BES  FROA00D (%5 3 HFEL)

IS B4 i BB D & CIEBAES R S hie . B E QRSN HERNE

BLTV, 52 ROB5%IC b BRESRD S L VEREErZD SN, &5 3AD
WEFICIL, i, EEAEEE L ORISR N, BORELZRE LSR5 3
HO#ERFV, ik, EAESEE X UILRI T 5 2R L) BRY G
AR S N7

O




BESEREREH (Appendix 2-4)

B ES : FB04002 (5.5 HEIR)

PIEE 5% BRESRDE L CERRENEAD o /o hd, BRICEESIEVWTID
BEIC G BREIRD oEdh » 7o, #5853 k5%, BHRERRE/D B L UREENE
HHI. I HICHYHITIIERAREE & bICHEBENRD o N, #5 4 BOBRSANICIEESH
EBRDARSD Dh. #R54% b BREHED S XL CEASEHSEY S, BHOBRES
HIZ bR, MR FNEE L ORENZED N, KB HET L, BRRELZED SN
Mo e DT, BFEIREE & iy LT L7,

BES ( FBO400T (125 3 A&

VIO SRICIEEAESNED S hicd, BH OEEENTIERNBHE L T, 52
HOEE%IZ. BRERF VS LUERRESENED o, &5 3 HOHMEFNTIE. S
RS S LU BEOEERMRIN. BRRICLRD 6N K57, BDREE
BE LA SHREEZIT > oA\ EFB L UBEEBERENE L TRD ol FIRRSIERD
RO oNEY (EHES  FB04009) AEBICET LD T, ¥ A ¥ TERDOEIE
YR BN 7 AP SHITEIRIEIC & 5 & Bl L TEMR L 72,

HEFEFITIR. 100 me/kg PLEDRSEITBWT. b L UBEEREFICBEESNAD
& ERRS R 5% O BRERB/ O L UERENED S i, 100 mg/kg 58 TIRIEEA
B, BROIZLHABHONT, WTNLEHEFTIREE L. UL, 500 ng/kg #
BT, FECH 5 WIIEIEIRECENHRD o NI, XADEXEBTH B W ITMEE
DRBEZRTH. H5ViE, HE FRET. KR, BERKLEFLTH 5\ FBFCIRED
B & R OIERZRTHIND - 72, 72, Table BXU Appendix IKRFRIMLEh -7
A, 4 B (B4 ES : FBOA005. FBO4006. FBOA00S. FBO4010) . ThZh, &5
3BLUAH, BETA, £53BX04 B, #E54HK, BHAOEERIED ONH
FEFE/OE L UEMEENEE LW E ik L TRD O, Rl LiDoLH 78
FEIFERD 500 ng/kg REBEICRY SN - BN S, X 5% —BiE
Kﬁﬂ\NOmﬂgEﬁﬁtbﬂwéﬂéiﬁuﬂoko:®@\%%ﬁﬁﬁﬁﬁiﬁ
100 mg/kg $2E5BHCRD SNieA, 100 ng/kg BEFHOBE LMK E TITENE L1, 20
ng/kg FREFHIC—RIREBOEERBRIND -7,




2. BE
1) # (Figure 1; Tables 3. 4; Appendices 3-1~4-4)

RERIINEA 100 ng/kg Y LOREHOBRSOHCRED SN, 51 ~8 HOHE
MBEAHBEE LB LTEE (0<0.01) BEEERLI, 2D, 100 ng/kg HEHT
i3 85 8 ~2HOMORAERICBT 2RERL SR EBHE TORAER L TOR
HEINEA, F72. 500 ng/kg REHTIE. %5 8 ~2HOMOERMERICEI BHE
55428 ¥ TORMER  TORBAERINED, ThehBEL LKL THE
(p<0. 01, p<0.05) 7T{EMEZR L7z 20 mg/kg RSBV TR, MEBE ORICEEE
3D SNIEM -T2,

2) i (Figure 2)

(1) z2ECAf (Tables 5. 6; Appendices 5-1~6-4)

500 mg/kg BEBHCHVT, RSMEICHAERMAMEIS N, 5 1 ~ 8 HOMMES
YHBEEEE LEB L THER (0<0. 05) BIREER L7z, ZTD/ed, #5 8 HOKE, R5UTIT
L5158 F ToORBEMEN, FNFNBREE HE L TR (0. 05) TEEZR L
100 mg/kg PIFDOREHOEEIC >V TR, XHEEEOMICABZEZRD LN T,

(2) 1FUREA (Tables 7. 8; Appendices 7-1~8-4)

100 mg/kg 3 EEEDKERMAIE S, 1ER 7T HOKEL X OIER 0~ 7 HOHKE
BEMEASHREEE R U TERE (00.05) 73EMEER LI, 72, 500 mg/kg REHOK
BT HOKELTREES LB L TEE (p<0.05) S{EEAER LIz, 20 ng/kg HEHIT
DNTI, WHEBELOBICEREZERRED LN -7

(3) WHEH (Tables 9. 10; Appendices 9-1~10-4)

100 mg/kg VI L OEEHOEE 4 HOKEN, SHEBEE L L TEE (p<0. 01, p<0. 05)
IEER R Lize 500 mg/kg IR5BEOETE 0 ~ 4 B OMINE GEEOERZR Lk Xt
FREEE WAL TV TSA SEB b EEERED SN - 20 ne/ke BEBOK
BT REE & RRICHER L7,

3. HEE

1) H# (Figure 3; Table 11; Appendices 11-1~11-4)
100 mg/kg DI EOSEEOHSHEICINEINES S, 100 ng/kg REHTIR, &5 1

Ny




~8 B LU 8 ~I5EDEHEN., /. 500 mg/kg HEE T, %5 1~ 8 BOEHEN,
FNTNHBEEEWE L THEE (p<0.01. p<0.05) EMER LI 20 ng/kg 58
IZOWTIE, HIEEEE OICHEEZIRAD NI - 12,

2) Ilf (Figure 4)

(1) 3BT (Tables 12; Appendices 12-1~12-4)

500 mg/kg HRERFOERESHBIICIMENRD o, #5 1~ 8 HOEHENHRE L
HELTHEE (0<0.01) 7S{EEERL 2, 100 mg/kg LLITOREEIC>W\WTIZ, HBEEL
DREICEEZRAD o, -1,

(2) fEfiH (Tables 13; Appendices 13-1~13-4)

500 mg/kg SEOIERMBICHIHEIANGED S, R 0~ 7 B OEHENREE &
LTHE (p<0.05) 7SEMEZER L7 100 ng/kg DITO®REFHCH>VTIE, WBEE O/
KHEEZEIRDONEh T, ’

(3) WEH (Tables 14; Appendices 14-1~14-4)

500 mg/kg HSEEOBEEAR IZEMOMHERZR LA, BB L OMICEREZREZD ON
18in -7z 100 mg/kg LITOBEEICI W TH, WHBRHELOMICEFEZIED LT -
726

4. FRWREFHE (Tables 15; Appendices 15-1~15-4)

20 BELU 100 ng/kg BEFHIBMRICNBHTH - 7.8, TNEN2HBXT1H
o, EBB KT 500 ng/kg HEFHOBMOBMRIGE VI LEBETS
>120 TDOMOBRERBICOVWTIR, REMEZRIHHEIVINOKRSRHITIED SN
M7,

5. MENIRRERR
1) i

(1) IMmkFHdrr R (Table 16; Appendices 16-1~16-4)

SR ERBE LT, $XTO TSA HE5HICHVTHIARMRMEREDLS. £/,
100 mg/kg P L0 ESEOEARMRMEREED, TNEITHEELHELTHE (K
0.05. p<0.01) XEBEER LI, F72. 500 mg/kg HSED M/ NMREA ST BREE & L




LTHEE (p<0.05) SEEER LI, MREEREIZO>VWTIE, 100 ng/kg LI EOHEEE
DO7a oy U REE L L U CTHE (0<0.05) I L ey, EiEHs ho v
BTS2 F VI >WTIR, MBS 1A SR5HLOMTHEEZRRD LNEH
n 1, ZDOMOKREREH L CHMBEA LISV TIE, WHREE TA FRFHEO
BITHEEZERRD oNEh -7

(2) Mk bR (Table 17; Appendices 17-1~17-4)

SHEHERBELT, 7XTO TSA BEHOTAAY 74+ 27 7 5 —EHEENRE
(p<0.01) 7S{EMEZR L. 100 mg/kg BEJ:OD?&“ﬁﬁd%(é:z V27 o— VBENTRE S
L LTEE (0<0.05, p<0.01) ISEEAER LI, Ero. 500 ng/kg HERFTIE XHE
EHELT, REEBEBLY Y - GTPEENMEDETIES2MER (p<0.05) TEE
AR T RoEBE, MY YRS A FBEBICA/GHAFEE (p<0.05, p<0.0D
HEEER L, ZOMOBEEBICSWVWTIR, WREL TSA SREHLOMTEH
BEEBRDONLEN T

(3) AR (Table 18; Appendix 18)

FFiC i, 20 ng/ke BESBICEERBDH ONED - 72h 100 ng/kg K EORSR
B EALAERD S, 500 ng/kg RSB TREANRBOD oNc, £z, HEWSRED
KO0 100 mg/ke HREEIC, NESEDHRILL 100 mg/ke REBHT, SMIERBLUE
RED/NESBERCE N T hED L hvd,

BTk, BA. BElBLOCERMEEOREEAN 100 ng/ky Kl EORSH IR
Hohiz, i, Rl LOEAIREOER 100 ng/kg HERH I, REDKRLIA
20 mg/kg BESHER ( KIFEHIC. BROUSRSHERE B LU 100 ng/kg HE5H#
1., FLERIROFREIEAY 20 mg/kg HEBICENTIEEINIS

iR, U o SERCRBERA 500 meg/kg B THEI NI,

BT, 9NTO TSA EBT/NEYLAER0 S

T3, RSB LUBBENEES LU 500 ng/ks BEBHTED 517

TR, NSRBI SN, |

ZDfti. 500 mg/kg HSEOZRAERKPIERICHERBIARD Sl

(4) BEEE (Table 19; Appendices 19-1~19-4)

500 mg/kg BEEICHWTHRBOBEABE LB LTERE (p<0. 01D IEWVEZ
T Lt FRBERI 500 me/kg BEEHICHBVT, ZOHAEEE 100 ng/kg PlLEoBS

O

O




BIChWT, #NFRWBEE L TEE (p<0. 05, p<0.01) HEMARD oI, B
I oW HERT, EE2I3 500 ng/kg HEEITHWT. ZOHAEERER 100 ng/kg 2
FoBEBIIBWT, FNEFNABEEE E L TEE (p<0. 05, p<0.01) SEMAGED 5
N, o, OiE, BB B L OEROLEEMED 100 mg/kg L EOTEERFICB W
Ty ZNFNSHBEEE B L TEE (p<0.05, p<0.01) ixHL 7o F/zy 100 mg/kg &
SHORE A AEELS B & B L TER (p<0.05) 3L 7. 20 ng/ke &
SROBREEERLIJUHAEEICIIREL OMTEEZRED S dh -7

(5) REHMERRR (Table 20; Appendix 20)

PR, BEE. AL BERE. MEEB X OMR AL ST, HIREFICEEOBRES NI
BIUHEKICUTOREMRES N/ B BiR. L. BIBBIURBEEHICI, &
BIED NS -7,

CHhiee

100 mg/kg Pl EOBERIcHWT, NETLEOIFHIRIEANRD o1, 15Okl
Bid. BTS20, BOBTFEEEL TV (Photo 2~4), ZODE(LOHEES L
URRERABICKEL TR L., PIIRABEEOIEIEOIE LS J O/ NAFEI. SR
BASUERERICED SNz, 100 ng/kg BEFITE T 2/ NEFEOHEED SN, X
FREE - B LTEE (p<0.05) BEETH 720 ZHSOFROBEIIOWVWTIZ, XTEE
& TSA BREBEOMIC, Z2RBHONLED -, TOHM. WETICRREEOEILRE
At B S L O 500 mg/kg BRSEIC. WD K CBET ORBMERELD S5 TICEK
BLOSBERENNBECBEEINLN, IRSOREORES JUHEEICIBE L
TSA B 5L OMTERRD SN -7

(B0

SHEBEE ST K13 58ET eosinophilic body 23ER® Hhfed (Photo 5. 6) XfMREE
kg 5L, TSA RSB THES JUREREVLEE (0<0.01) <87, Eosinophilic
body BB SN 7TH (BHFES : MX01012. MX02013. MX03006. MX03012, MX
04002, MX04011. MX04013) DB >\W\WT PAS BEAEHEL 72, WThOBERBIZ LG
R SZERD SNIED » Foo REOIFEERME bHBHZ L IRESHRH ok
AR, STREEELTSA BIFSHLE OB, BEDLEEOERRD ONBh -7, JOft,
BEOWE. BEICY v HoREE. &5 VIIREERHELS. ZnTh, WRELLU
100 mg/kg HEFICBH LN, KHED 2 WIFLETOLELEDN. 20 ng/ke RE#HE




B BBERIC, RIEOBEIA 20 ng/kg BT 500 ng/kg MREBICR®D >N,
CNLORREORES X CHEEIC VLT b, IS TSA BIREHEOBTERRD
S T,

CEERE)

EHRERO 2 IORBEERIC) L BPFRRORMAL SN, 2055 500 B
XTF 100 mg/kg BESBEDHNCIZ. MELROUE AlED 2\ RRBHOBIE bR
S fht (Photo T SHABES TSA S4E5E L O, BES X OHEEOH L 2
HER BN A- 72,

CHEERRD

BE % M L7 s IREES KO8 500 ng/ke BEBORHIEAENS X BBARD
ENEEIND, Tho O ROBEICHESHEE TERRD oIS, - 1,
(HEBLH & OHEB )

BT M L7y BB K O 500 ng/ke RSB ATEMIORMADE S BT OF
BARD 5. 205 LOMBEREO LBIICET 1 74 v EMEOUE AMOBBRAED
b, i, BELATE, MBEOMEC Y v/ SROBMAED i, B
R EEERADETORDS 5V IIEENBR S N, CROOFROEES X
- UBEERSVWTIR, SRS 500 ng/ke REHE O TEIRRD SNl -7,

(MBS RS

B S AR & N BN RIS O HMAY, RSB & U EEOBES hi
SRR DI AR OBEN, BEAELCHEAOEES N 500 ng/ke &5
FHomicid, BEkEOHMEB X CIEEEBOERENBRE INT,

ISR EOEBOBZE S Nz 500 ng/keg G DOBRROMFEICITHIMNRD 5
iz

2)

(1) &i#prR (Tables 21\ 21-S/D, 21-L; Appendix 21)

#RASETH (Table 21-S/D; Appendix 21)
EES  FB04003 (85 3 BREL)

M7k ErE U FiofRelds KUBEARNRD S, /o, BROKESERMIcH
AR S ERIRERD HBHRD S i,

O




EYES  FBOA004 (125 3 BFEL)

Bk ST L B i3KES L UBRBOMEBIBEEINIL, o, FBOEANERE
3N BB BB i,

BES : FB0A009 (3}5 3 HIED)

BIKAREER L. WosR b X OB E DREHNRY b, BRI EEmIH
&L, BEEREICZREBEN A SN, ol BIRO/N LS X CBRBEIOERD Sl
WA AR AEERRIC. RERE L LTERSNIFICHM L TREINTHIAEE
BEHELILL A, MINEEAIBRINI,

BIFEERF (Appendix 21)

EFS - FRO4002 (%5 5 B¥liR)

BT U BidkES X OREAEEL. IrERES X UCERESEE L T\,
F7o. BERORBERBICIIFREASEBD N WIRZAEB L TV, REEBEHREE
BRI, RESRE L LTSN LIRESNTWREEZBERELCE L
5. BB L URIBOAE T IsREBENBEINT,

&S - FBO400T (5 3 BEIR)

BIRAEFE U FiCi3kES K OBRBOFRENEE I N/, il FRo#E/l. &
ORI, OIS X KBRS SN, REHEIC BEERNRD Shi,

TERIRESE (WE 4 BB KRR B2 B &R, Appendix 21)

FFRET 1. 20 ng/kg S BHT LS IR DA Ao 2%, 100 mg/ke DLED RS
EANED 51, 500 ng/kg HEHTREO/MIRBDON/, Fio. HBPWREIC
RO o, Zofh, HREIEWTRER—EEORBREO—RIHRBETHEI BN, £
OTHTKBEALE LS /NEUENED SN, ZOFITIE, BELOEE RO oM,

BT, WS XU 20 ng/kg HEEICEFE IR SN o 72hN 100 ng/kg #%
BEICHKBANRD SN,

BE il STBEOFBORREICEENRD N/ FIEHERL OBEBLUER
MIDFENBREI NI,

HIRRCIE. 100 mg/kg Ll EOREEHI/NMENBEE I N, MBHB LU 20 ng/kg &
EBIcEEIRDONEN T,

BIECE. 20 mg/ke IEBICEBIIRD SNIEM - 7h, 500 ng/ke BEEHTEAN,
F7o. 20 mg/kg BEEHEZR SREHICRBIIBREI N,



BT, 500 mg/kg $REHIC, LAE & LEORE. LEEM. WIR. H2W3HE
Mol & R, LEOEE. 5T LEOREAEES i (Photo o % DIIORS
ﬁ@@ﬁuiﬁmﬁ%éhm#oto

fCid. XtHBEEB LU 20 ng/kg BEFICRERRD SN -7, 100 ng/kg 2L
DESEICHERIEE OBEL L OREDED 5 WITFEENED 5. 500 ng/kg HEE
IR & DBE B L UBREDED 5 WFEEN R Sz, Fio, WEBKEE DR
ENRHontc 100 mg/kg REFHOEEMIC, AHBROMENERINI,

TEAETIE. 100 ng/kg LI LOBREEFICEANEEIN,

VEDRROfIC, WBEICIT, RENFED SN, F/o. HEBOBKREICEEDLRD S
NI PlOERIRICIIEIHEAR & OB ENBE I N, 20 ng/kg BEFHTIE. HBTE
HZ@XTHHELLEh»cicdicHlg L - FloARFERICHREERNRD o i, &
7. 100 mg/kg HEHOTIBHEICIABEANRD St

(2) "EEE .

a) WE 4 G&RE) (Table 22; Appendices 22-1~22-4)

100 mg/kg L EOBSEOLMRIFOKRE ITRE L LE L TEE (p<0.05. p<0.01) i
BEWEZRL7, SHERECERICIINMBE L TSA FREHLOMTERZEZIAY
SN o Fo N HFEEICOWTIR, 100 mg/kg LIEDREEOIFE (p<0.0D). 72
5T 500 mg/kg GO (p<0.05). B (p<0.05). BLUBIET (p<0.01) H
SHEREE & R U CHBICEWEE R L,

b) WFEBRNIS X CIER25 AR BRG] (Appendices 22-1~22-)

500 mg/kg HEFICHBWTHREER U Bid. RIBOWE 4 H3lkkf & LT, &l
BREFEE. iR L CRBOER & 2115 OLUFEBNMEEOER AR L. NLAEED
FURER & 2 OHERENSHEOMER %R L1,

SHEDERD NI - fo iz, RSB Y B IC IR U8OSR AE S L UHRE
DEBLENOOUFEHICOVTR, BICEEREIRD oG -7,

(3) JRIEMEMSERT R, (Tables 23, 23-L. 23-S/D; Appendix 23)

FPAeL. B, KRR, OBE. MR, B L UOBEICLITORENEE I N, B, BIB.

- KRB, BLUOARNEEMOMBICEE IBEEINL ) -7, HRFICREVRDON
REBICDODVWTHEE LAY, Z2N50 ) bORKE L CEERICHEL 1§ EBmE
5 1 FB03003) LIS TEEFICERERBERE I -7, $o, REMAMBEER, B

)

—

O

T X % & % v ¥ 3 R X



BRE L LTERSNMAE L TREINTW A AEEXHERENICEREL /2L 25,
BIARD Sz, FHHEIORE @EWES  FB0002 3. JE. B&. MbL
CLE. BB S : FB04009 3. KB, AE. B IUHRE IKoW TS oiiRALE
My BEEHIC. Zho0BYOfic. —EOEY (EES : FB03008 . FB0400T)
DEAICSWTHEREL T, AE., L. Wil O cEmRsEmsni, L
InL. GBI L e —S OB OR (@ES : FB01004. FBO300T) B L UHIKER (#
¥1&5 : FB03008. FB0OA002. FB04005. FBO4009) (TIZBREEBEINLh -7,

(FFED

100 mg/kg YU EOBEEIZE VT, MIRENBYMIEBOHFREET 5/ NEP OO
MBEERDEE B L URE & bICHRIKE LT L7 (Photoes 8. 9)o ZOBRI,
500 mg/kg REE TR, THRLIFIOLHAIRD LN O T, EPHIRE GETHIHB &
CHBERBRF)) 1TI33R0 SNIEh - 2. FIRBEAKOIFIOEILE. BT ETE
HEFICED LN, HEBIUOERICE., HREE TSASKRSHLEORKEZBD SN
o tze TOFTRIZ. 500 mg/kg BEETR. BPEUR Lc2FlicBD Shich, EXE
HEITIZ L AlOSIICEBD S, MATFENFEEB LT 100 ng/kg REFHITED L
N, HREHCRIREICEELRD S BEoFIC . BIRECER, Hilldk L U
b, BEALEI. 75 O IR OEH(LE L CHIRRENZY Shic, CThoDRROHE
BLUBEIOWTH, SHEEEE TSA SBRE5HLOMICEFEEREDoNLE M -7,
CEFHgO

500 mg/kg TS EHITHBWT L H (B ES : FB04002. FBO4005. FBO4007. FB
04009) OEMEMEICKEH OB LS LB EERMIEREINT, URED
14 (By#&EE - FBOL00D) A#XRE LT, ThS5oBc >0, 0il red 0 Hf%
1T- 758, AARAEDIBHERTH 5 Z PRI, £/, TOHERIREL T
BLTHE (p<0.05) BElEER LIz, TOZEK. FiZ. fREIFIGED N/ HD
T, RSB 2EEB JUBEENEE L EET 5L FEEEED ONED -
7o (Table 23-1). ZERIZEEA. 500 ng/kg BEHOEHMHHHIO 1 flicRBH o0
M, BEPEIRENICIZEEI NS - e, ZEREHOHEB LUOBREIS OV T, XIREL
DOREIICEBERIRD ST, ZOfh, 500 mg/kg BEHOEHFHFIC. AR
BROIFPIREE. BEEEOREBOFTHE LY v/ KORENBRESI NI,
NoOFROEES L VBB DLW TR - OMICEEZRIBY o - oo KE




OFHEEIERINE 2. HBEASOAESEIRD b, D X ORRE I 33
L OTSA BIEEBEOBTERED SNIEM»Tee & iy HREIC GREEOBIELL
p%. 20 mg/kg WHECQRIED Y Lo SRR, B URES 3\ IR O ALY
Rz NENED S, WABE XU 500 ng/ke 1 5EHT 38R HORME O
PEB NN, CNHOFEOEES X OBECHERE T5A ZE5HEOMTH
BRI SN I

(D)

500 mg/kg HEEBUCBOT, FIEES X URBHOBEN RS S, Th 5O
BEEHB L TEE (0€0.05) HEETH -7, RO, . RrhsRFIER
BN bOTH D FEBOEEL RIS B SNT | BPEREIT~TIcH
B ENFZALTSH S (Table 23-8/D)o BT MRS 251 3 S0 % ST HARE & B
93 E. HRERRBONEL o7 (Table 23-L), BAEIMS & CBEERD
HERBRL SO R EHOLMICHES N, ¥, BIEONFRMAHBRS
1020 ng/kg BEEIC, WEOBHILAHIBECBES i, Ch5ORROHK
BB L ORI IR TSh S48 ORI THBERED bNEH -7, |
GO

500 mg/kg HSHOELIEHIBIC, OAEOBEILS X CHBREN S 5 hic, L4
BOMIEEMEIZ. EBEET - RPHRHIC SR SH., CREOHROBER. &
BRI AEHEE LT (Table 23-1). 500 ng/ke REHOLHERRE LTH
(Table 23). AL WL THE (<0.05) HEETH %, £z, 500 ng/ke 5
DREHHRFIT LS T OMBIEEA, #72, AhSIRHIS X MRS LA
DERLENBES N, Ch5OFROEES X OB >V Tid, BREE Oflich
BB SN T,

D

500 ng/kg S EORPEIRGIS & LRI RV BRI N, T OHER. EH
WEPIOAEMEE LTh, 500 ng/ke BESBORFIERRE LT, MR BT
BE (0<0.05, p<0.0D) BHEMETH 720 F/o, 100 mg/kg DLEOHBEFITHNT, KK
OB KIE. 5 RS, 15 5 IR L OFFHRE B GBI 5.
500 mg/ke BSEHCEY B N5 DR BOMEE SRR E BT 5 &, 2FEHRICT 3
LA D & CHIEEAEE (0<0.05, p<0.01) BEHEAETRL (Table 23), &

O

.

()




ARG 2R &5 & WEORM LS LUHERENEER (0<0.05) BEEERLL
(Table 23-L)o 100 mg/kg #SEHI DV, MBH L OMICEEZ D SN ED -1,
Cof, 100 mg/keg R5EHCE, BRIR LORYIPFENREI N, ZOEEICOVT
. MRS OBICERZREBD SNIED -7,
(BEbED
500 mg/kg #E5EHD | FlOMEBERBIC. Y o BB L OCHDHROBRFESELE L ¥
DKESBED St (Photo 10) @A i TSA BEHORBERBICL, U /K
DiRiEH 5\ VIIKENE | BRI NN, BHBOEEICZFEDSNEH) -7,
(SRR RERE) '

500 mg/kg HEEOMIIE. FpHRHB X OEFEEIS & bicRBtEO M. Fok
BLOY v BROMRRBARD S, APHRFICIKES L U</ 0T » — Y 0EM
13 5N IR L iciFhik e SUBHEYINRD S i, JOBHEMICENMORBREAL TV 54
bRH LN, Fiz, 100 ng/kg BSEL S T 500 mg/kg RSB EHBEEIFIC
(STAKM DR L VRO ERE SN, 100 ng/kg FRESHL S KIT 500 mg/kg
BEEOARDLBRAIIT. MEOMIZZEIEEI N/, Ol 100 ng/kg HSHTIZ
Mohs b RYNFEIEESI NI

IBIERE 21T - o8P ERE 2 FIOBEICT VW TR, 1#lic. ZFA. MEBIUHED
i, FPEROEREE S I AEBEME T B L UREO MR I, o 1 Flicidl
IRERER TS FALDRD S NN OB RICEE JEED Shish - 7o, Kl ki
. A TBIAES SN, BEMLEES A, $io. RIS M
EABEIN. FhEREECBEMLED Shic, B E OBEIBE I NI REF
DREFEIEIC > W TR, BEIRICPEEAR. S KTHIMARED St

P topRofhic, REARD SNICHBBEORFICREADRDN, £o, FEAIC
RBsETR DR ST 20 ng/ke RSB OFEPEIC BB OBIEEID S,




. HFEFEERHNE
1. A5ERERT R
1) #HCHUAE (Table 24; Appendices 24-1~24-4)

500 mg/kg HEEETR, WLdH 5 W\ FHIEERRIC & b RRECHT B ED Liciawn,
—E OB FNE OHEY & RE X720 RERB L UREEMEN SRXEBRILET
CE L HE % ORICENR L RIEWOB, 15 TcRhRIE. EFRATRES ¥
72bD L BMLBEHY EXMI /T bDLRAFETH > 7co Fiow TS OISR
& TSA BEREHEOHMTHERZRRD LN -T0

2) Sk X UREIKE |
SieE L OHEFREOER RO TNOBREEHOEBNI BRD oNEh -7,

3) HiEERE L UMEIERART (Table 25; Appendices 25-1~25-4)
HEERE X IR I REE S TSA RIREHORMTHEREEERD oL -1,

4) SEREAE. BRI L USERE (Table 25; Appendices 25-1~25-4)
IEIR RS, BRE B JUBERRICHEEE T0A JREROMTREZEEAY S
NnNIiEh -7,

2. HERFTR

1) &7t (Table 25; Appendices 25-1~25-4)

BERS. HAERBEOFERD 4 HOARRICR T5A KHEEH L NBE L OMIcE
EELRD LNty oy BHIZOWTOHERE T S5 OBCEE
SN NI - T2 500 mg/kg BREEICHEVWTHER, WE 0 HOAFERK, BLU
A R EE SR DB E D B B R L 7o dt. SIRBEE DR ICH B A A - oo 100
ng/ke Bl F QRSB 5T, KA FIETH - 720

2) {kE (Table 26; Appendices 26-1~26-4)

500 mg/kg HESEEOMIEHEIRDOAER. WHE0HBLU 4 BOWTN OIIEF L iR
LTHEE (p<0.05, p<0.0D) 7S{EMZERL7hs, 100 mg/ke PIT O 5BHz >\ T il

O

O




EHITHBHLEDBITHEEZRBRD oG >7,

3) FHE (Tables 27. 28)
BEOAICERLAEROARBEETE. WTFNOBYICLRBEREBZEINE ) -

7o (FEiTFRE),

HWE 4 BichiF 3 HERDERICBVWT ., WINORSHOHARICLEEIRD S
N -7,

FUROERTH, BEIRIVITNORSEHICHEBED o NED -7,




( 2 % 1

TSA @ 0. 20. 100 & B\ d 500 mg/kg %. HEICIZA2E R, HEIC 32SALAT 2 BRI
5. ASECHARS. PRI & OV 3 B ¥ TRIEENIRS LT, TSA OffEYICTd
Rig#5EMS L BB BRI L1

1. igkGEH

T, 100 ng/kg DUEOREBRCHNT, RERITS & CRERD RSB
IR i, —AHREBIZ O WT IR, BRESH R X RSN SRR O,
F 1o, RENREDHA SEH SN, WIN B HE TIREE L TV, FRERT
i3, B85 3 HICEBLRBREICBVTT VA YRS 2 WIZEB KIS EHRD 5T,
ARETIREL2BICRRELER L7, BIKGI. 20 BLU 100 ng/kg HREHD
IDEFNCRD SN DA TH - 12, BIMRIEOEE I TSA DB ICEE L 7RI
DONEM -7 E, BLU TA KX BBEREGOEREINTWBROTILA YL
BRI S N S ORIEHED SHTWS T b, TSA #5ICER L EVERIZ(LT
b5 EHE I N, FOMDIFHITIE, WTNOREHLEBEZIRD oNLEN -7
12 A R SR OO MEERE TR, FARMRMERES TSA FRSHICE
WT, Fro, EERIMRMEREES 100 ng/kg Y EOREH BV TE L E NN
Lize LU, IHOOEBEOEHOERE 5 - /o, MERES K UFRMBKED 5 i3
< h Yy MEIRIZ TSA ORBIIRELAZEMRBOOALNI I LMo, 05
OEIEDOLEEZ. BRINZLTH BRI E V. O, 500 ng/kg HERTRIM/IMR
BB U7z, BEMORRE RENTH 505 TSA OHBIRFEL TELLTWB I &b,
TSA B 5IC kL 2B TH 5 LRI NS, MFEEREKEII>WTE, 7o bo B U
A 100 mg/kg M EOBRESBTEBE LA, Thid, HREIC o oy EVERO
HEHWEVEMNE EN TV H T, 100 ng/kg Y EOESHOMER, EFES KIS
NBIETH »7ee BHEA b oY £75 2F VIBRIE 50T, SERE TSA %5
BELDEITERBROONLEH -7 EN S, TSA BEIIMESERRICHEZRITI TV
boEEZ OGNS,
EHYOMBEFRE TR, TXTO TSA BEHITBWTTIAAY T+ AT 7

& —EEEAMMET Ly 100 ng/kg DLEOREFCB VTR VAT o0 — VREAEML 7.

O

O




2Nk v T 3 FEIRBRE RV E v OSBEIRIT 200 L TAAY 7+ X7 77 —HiE
HOBTFTHL UMb a L X7 o0 — VEED FRI, FREEERTOBRIC RO ONEE
hTHa'™ , £, 500 ng/ke BWEHRTHT NOBEESIU MY 7Y €54 N
EAMET Lzht. XLk y7 3 R, 4 VR Y U EEELTY FUBEREZET
XEBEALEDSNTVBILE S, INLDOE/LEZILR VT I FEILAONBE
LEBREL 7 E L TH B I bz, LvL, XLk 7 I METSH BMBSAICDWT
B XN RERSHN - ARBESHOAER'Y TR TVAY T+ R T 7 5 —EE
e, M2V 2Fo—LBEBLUT FUEREINSBAOEBIEEBD SN ~7. Eio,
100 mg/kg Pl EOBRERHO—MOMEBMO PRI, 725 CicBE B LT 100 ng/kg &%
5#0% | FIOBEBOREIC >WTER L L MBFRE TR, T #5E0EEEREKY 5
BRERBDSNED 572, #E->T TSA BAILERCT I FEUTHRES K CERICHE
ZRFTAMRRBEE TV, ZRRARSEEZLLEI ITVRHISEETH S
¥ I NI, TOfh, T VEHOEMIC LS LB ONARERRBEDENELUV
y —GTPEEDLERED 500 ng/kg ICBWTRD SN/cd, BHIESE(TH -7, &
BEERIZOVTE, 500 mg/ke HERHICEVLT, FRERS L CBREREI L. 20
5DWAEEEN 100 mg/kg Sl EORSETEML 72, REABFERETHE., oD
BEBICR DN TFROFMEO/NERMERANRD STV B I EM S, HFRERDE
Mid. FEBEAEZRB LA bDOEEZ NS, BRICOWVWTE. KME LEICBY
% eosinophilic body FERXDIEEATNTD TSA #EFHICBWTERD NI, Ll
S E B AEMEOMEMIZ. eosinophilic body MWK I N7V 500 me/ke 58
DBV T HED SN, Ofh. 100 ng/kg LI EOREEICEWCAIBERIAEHE
DML, EELPPEMERL TSI &L LHTIT 500 ng/kg HGEOMEIC
BOWTHRBOZMNRDONTVB I EN D, TSA BERLZFETHLEELONS
. REEEERE TR, e DICEIBcERRBEINE N -7 100 ng/kg LILED
BERICBOTOE. BELLUEE LA HAEENEMU A, T5A ORRICKT
LicZ k@B ohnihor, Yok i, ARBRTE, §XTORHED TSA
TAAY T+ AT 7 5 —ERERETIE, BEOKME LKITET S eosinophilic
body DR ARRI /-2 &5, HEMITTT S TSA OREERIIRDONUEN -7,
iz oW Hy 100 mg/ke PLEDIRERIZEW T, BRESHREDE L OIEEAEZ L
o o —fRIREED BB MR ERIE% A S S, & 5IT. 500 ng/kg BEBICHVTR




52HED L INOOERVEEBHIZE > THHELLEWV, 550 E I SITEITLT,
PEER. MR, ABRET. MERCOHELLEOREEZWD, #E53IBEN L5 HOM
IR & 7 REFEIRERIC E B FIAERD S i,

LD 5WIZEASMOIRTIL. WTNOBIC LK OITENBRE I N, REHRE
FRETIE., RikiESL X UREL & OSSR B RIROMIR B % £ 5B H LK., O
SNROERLE. MOKE. REELIMZ S I REMEORERENBDHONI, 35
I, EEBREL L TREINIME L DICEFL TV R 2HAORBEICODWTRRLALED
5. HiIEB X OREMIBOEEEE D BILH 2\ W iR OB YT O REFRMEDREA
PRDHNI, TNHDI LMD, WENOEMY bIENERROEIC LD RETH B
BEFREBICE > 7o b D EHr S i, —FA. BElRS5ERTR., RTBHYIONRESIFR
Ao, FEREEOPRINETH 2 LRl THW 53, AFERICBWTH. BREERD,
REBARES, SHEML L, BERSHRBRICBEVWTAONO SFEL L ED, BEHBWIE
BFEBIMI CIICE L < 300 S et ORISR B\ TR EE BR s h
T LERDECERICHBEANDEZEN X IO > 72D E IMNIARRTH 5,

HEFORICE RPERA & EREIIC. BRERRED. BEARS. EELCE(NE
HETEELEWHONBO 0N, o, EEFIOELEETIZ. 100 ng/kg Pl EDE
SIS, BPHAPICA SNIOREORIBER(LEHZ 50 5. RENENERROEE
REMNRY o, FEEBFERETIE. oo ts K UHlnRE. B4R
B ENRD o LARORME( S K UHlRE. 725 I BB DR b X O
%@@@ﬁﬁﬂ%Mbto%5f\:m%wiﬁ%KE&%mﬁ®%ﬁ%§wﬁ%EM%
NEBRRRORIEN D > 7 bD EHERIS N B,

HEHE S BT, 500 mg/kg BESEICH VT, BEED LUOKERSMOMTD SR IR
Bohf, ECITHETR, MENEROREZRR T BREDRD SNIEh - 1 flic b &
UNMEAERZD®, BHICE - T O EDOERMEE U WFIHEZED 541, TSA 50
BN, MEE L - TIREMPISED S, 2R, EERSRBICBLWTHES L
LDsofEICHHANT WS, 29 Lo, SHRKRICH NI HEL L URHOR#HIz>WTIE,
TSA ORBPMNEE L TV ATREREND 5, T78b b, BOKS XN/ TSA O
e, Wistar REES v FPERAWTENICBE TR, TSA 0K FRHFUCHEE XN,
2ARFRASEM R IE TSA O EEIMICHEVET LT, 200 ng/kg 5 Ti343%1c13 5,
TSA 3. RT3, FIZ, 2-sulphamoylbenzyl alcohol, B3 Wid, FD 7N s

(\.
"//

O

TR . ¥R P E 3



B idEas ks LTEDONBE I EN D, TSA 55 2-sulphamoylbenzyl alcohol
~DEHUI, Pos o KEBALBERIZ X DTN B bDEEZ SN B, Pus o KB EBERORBUC
SWTREENEL L, Eo. FEEZPDPITVIEAMONTVE?Y 5T,
Pus o KEELBER D RIIAVDISVIET I3, TSA DOEEMBN TER BN, 8515 K
EREIT K D & HITBRRENE LT, BRARBIN OO LHBAME NS, 100 ng
/kg PLEDRSHOEEIE X CEFR OB TR, FEERS 2\ (32 0 HAEEN
BANL . RIMEMERE ISV ONERUETFBIIEANED Sz 2 &, BXU, Th
S OEYOFFHIISMIIE i3, BETRS 2, BOMFEEEL TV LR, BEHE
W7 L AXHT IR TS EEZX B,

SEESIP OFREAARE T, 500 ng/kg RS BHTH\CHIIROEH ORI A L
foo BEBEALELES bOTREL, Fio. EBMCREROELIRERD SNIEH - 7208
BREEROAICEEINLENTHE N0, TA BEICL BB TH S EELLNS,
Fo. WE 4 BOHRITH VT, 500 mg/kg RESHOBML L UBIEICH S EEELL
ERIAVERBIAED Shic, HICHEROEMIRBOSNTNEIENS, TSA &
Bk A THHLEL DN, O 500 ng/kg HSHTI, MEAEEL ML
Fohs. BEABES{LRED S, BRI TSA ORBICKE LAELRBREY S
niEMm-7,

20 ng/kg WEHOMIIZ. TSA #5OBBERERT ZELRIBHONLEL -7,
T, HcHd 3 TSA ORIERSHEICET 2 BEESI. 20 ng/ke/day TH B L
x5,

2. HFEFAEEM

HFEBMIC OV TR, RER, SR, REF TOHE L 2 oIcEYF L RiFL O
B, IERE AR O NCEREUC TSA BE50FBRIRBHONEN 72 EN D, 500 ng/
kgE TO TSA BEEESMOETEENICHEEREFINTVWLDEEL NS,

WA Iz DWW ld, RGBS BEM% 250 ng/kg/day E TORARD TSA TREORE
BT2L. TSA ODFRICKEL T, £RIGHOHAERICRBEENRD 505 L ENRE
INTVBYA, &4 BICER L ARBROBERIEEREIBD S0 dh-T, L
L. HE 0 Bll:!‘o‘ﬁ%éifﬂ%iﬁm“ 500 mg/kg REEHICEWTCHDOERER L. 7
tagl K IR HERIC HIETOEEIED o, ILIKHE0BIVLHIIEITSH




CERGEMMET L. 500 ng/kg @ TSA i, HAEROEFERLE I UAEICEEERIETY
LD ST 5t FREDZEALIZ. RERTH BV IERIE N S 250 mg/kg/day
D TSA TROBZEINEMOHERY ¥, 5543 MBSA OHFEHEERY KBV THR
BENTVB, Rk YT I P& » CHIRBBEETAFERINGY 2% BRE, &
V3B ERBRIVE UARET B LRERENEI 22 , TSA OfFEE
DSBS L CEABTRICOVWTRAME TS D BEYE L OFEROBIRIICNIRIER
BEERINSh -1, o, DEFITES B 100 ng/kg BT 500 mg/kg HEHOR
iz > \WCEME L FREORERMRE CRERIBRINIh o/ INHDTLE
o, FHEROEEMES X OEERMOMEIL. TA BEICIIFETHLLELOND
2. BEWE L OFEROBRERLE VAW EOBEEII DV TREISIKRNEZET S
bOLEZONB, 100 ng/kg DTOREEICIE. TSA BEOEBIIFD NN -1
Eng, TSA QRIS 2 EEERI. 100 ng/kg/day TH B LRSS,

3. \EER

PllomgEs s, ARBEATICETS TSA ORPERET. REKRSEHICEL
Tid. T, 20 ng/kg/day 2 TEIZEBTHO., HEITOWTIE, 20 ng/ke/day THB L
EHahs, EEREEHICEL T, BEREMTIE 500 ng/ke/dayTHD . HARIC
ST 100 mg/kg/day TH D LRI NS,

~39—
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Fig 1. Body weight of males
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Food consumption (g)
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B'TSA 100 mg/kg/day
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Fig 3. Food consumption of males
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~ [TABLE INDEX )

TSA: combined repeat dose and reproductive/developmental toxicity screening> '

1

gy T e WD

-3

10

11
12

13

14

15
16

17

18
19

20
21
21-5/0

test in rats

Table no, {(appendix no.)

(1-1 ~ 1-4)
(2~1 ~ 2-4)
(31~ 34
(4-1 ~ 4-4)
(5-1 ~ 5-4)
(6-1 ~ 6-4)

(7-1 ~ 74
(81 ~ 8-4)

(%1~ 9-4
(10~1 -10f4)

(11-1 ~11-4)
(12-1 ~12-4)

(13-1 ~13-4
(14-1 ~14-4)

(15-1 ~15-4)
(16-1 ~16-4)

(17-1 ~17-4)

(18-1 ~18-4)
(19-1 ~15-4)

(20-1 ~20-3)
21-1 ~21-4)

Table title
Clinical signs of Fo males
Clinical signs of Fo females
Body weight of Fo males
Body weight gain of Fo males
Body weight of Fo females during pre-mating period

Body weight gain of Fo females during pre-mating
period

Body weight of F, females during pregnancy period

Body weight gain of Fo females during pregnancy
period

Body weight of F, females during lactation period

Body weight gain of Ro females during lactation
period

Food consumption of Ry males

Food consumption of Fo females during pre-mating
period ;

Food consumption of Fo females during pregnancy
period

Food consumption of Fo females during lactation
period

Urinalysis values in Fo males on day 42 of treatment

Hematological findings of Fo males after oral
administration for 42 days

Biochemical findings of Ry males after oral
administration for 42 days

Summary of macroscopic findings in Fo males

Absolute and relative organ weights of Fo males
after oral administration for 42 days

Summary of histopathological findings 1n Fo males
Summary of macroscopic findings in Fo, females

Summary of macroscopic findings in Fo females in
a moribund condition or died




21-L
22

23
23-L

23-5/D
24
29
26
21

28

(22-1 ~22-4)

(23-1 ~23-4)

(24-1 ~24-4)
(25-1 ~25-4)
(26-1 ~26-4)

Summary of macroscqpic findings in Fo females at
the end of the dosing period

Absolute and relative organ weights of Fo females
on day 4 of lactation

Summary of histopathological findings in Fo females

Summary of histopathological findings in Fo females
at the end of the dosing period

Summary of histopathological findings in fo females
in a moribund condition or died

Reproductive performance of Fo animals

Development of F; pups up to day 4 of lactation -
Body weight of Ry pups up to day 4 of lactation

Summary of morphological findings in F. pups on
day 4 of lactation

Summary of morphological findings in F, dead pups




Table 1
TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Clinical sighs of Fo males

TSA Initial number Number of animals with clinical signs
Clinical signs of Dosing period

(mg/kg} animals ] ~73 8 ~14 15~21 22~28 29~135 36~42 Taotal

| 0 13 0 0 0 0 0 0 0
| Decrease in locomotor activity 20 13 0 c 0 0 0 0 0
1 100 13 13 13 13 13 13 13 13
‘ 500 13 13 13 13 13 13 13 13
] 0 13 0 0 0 0 0 0 0
i Prone position 20 13 0 0 0 0 0 0 0
g 100 13 6 2 6 4 3 1 10
500 13 10 10 13 11 12 11 13
0 13 0 0 0 0 0 0 0

Temporary salivation 20 13 0 0 0 0 0 0 0

100 13 0 0 2 9 9 10 11

500 - 13 0 0 1 il 10 11 12

0 13 0 0 0 1 1 1 |

Loss of fur 20 13 0 0 0 0 0 0 0

100 13 0 0 0 0 1 1 1

500 13 1 1 1 2 2 2 2

2} Treatment days
B): Vehicle control, 0.5% CMC-Na (5 ml/kg)




Table 2

TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Clinical signs of Fo females

TSA Initial number Number of animals with clinical signs

Clinical signs of . Dosing period .
(mg/kg) animals 1 ~7% 8 ~14 15~21 22~28 29~35 36~48 Total

¢ > 13 0 0 1} 0 0 0 0

Decrease in locomotor activity 20 13 0 0 0 0 0 ¢ 0
100 13 12 12 i3 13 13 12 13

500 13% 13 8 8 8 8 8 13

0 13 0 0 0 o] 0 0 0

Prone position 20 13 0 0 0 0 0 0 0
100 13 4 0 7 2 10 7 13

500 13 13 8 6 6 8 8 13

0 13 0 0 0 0 0 0 0

Temporary salivation 20 13 0 0 0 0 0 0 0
100 13 0 0 1 6 4 0 7

500 13 0 1 2 K] 3 3 3

0 13 0 0 0 0 0 0 0

Sedation 20 13 ] 0 0 0 0 0 0
100 13 0 0 0 0 0 0 0

500 13 6 1 ¢ 0 0 0 7

0 13 0 0 ] 0 0 0 0

No startle reaction 20 13 0 0 0 0 0 0 0
100 13 0 0 0 0 0 0 0

500 13 2 0 0 0 0 0 2

0 13 0 0 0 i 1 1 i

Loss of fur 20 : 13 0 0 0 0 0 0 0
100 13 0 0 0 1 i 1 1

500 13 0 0 0 0 0 0 0

0 13 0 0 0 0 0 -0 0

Dyspnea 20 13 0 0 0 0 0 0 0
100 13 0 0 0 0 0 0 0

500 i3 1 0 0 0 0 0 1

: Treatment days
: Vehicle contrel, 0.5% CMC-Na (5 mi/kg)
: Died of day 3 of treatment (FB04003, FB04004, FB04009), sacrificed at moribund on day 3, 5 of treatment (FBO4002 FB0O4007)

O - O



Table 2 (continued)
TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Clinical signs of Fo females

TSA Initial number Number of animals with clinical signs
Clinical signs of Dosing period

(mg/kg) animals ] ~72 8~14 15~21 20~28 29~35 36~48 Total

(Il 13 0 0 0 0 0 1] 0

Subnormal temperature 20 13 0 0 0 0 0 0 0
100 13 0 0 0 0 0 ¢ 0

500 13% 2 0 0 0 0 0 2

0 13 0 0 0 0 0 0 0

Reddish tear 20 13 0 0 0 0 0 0 0
100 13 0 0 0 0 0 0 0

500 13 3 i 0 0 0 0 3

0 13 0 0 0 0 0 0 0

Lacrimation 20 13 0 0 0 0 0 0 0
’ 100 13 0 0 0 0 0 0 0

500 13 1 0 0 0 0 0 1

0 13 0 0 0 0 0 0 0

Chromaturia 20 13 0 0 0 0 0 0 0
100 13 0 0 0 0 0 0 0

500 13 2 0 0 0 0 0 2

0 13 ] 0 0 0 0 0 0

Ataxic gait 20 13 0 0 0 0 0 0 0
100 13 0 0 0} 0 0 0 0

500 13 3 3 0 0 0 0 6

0 13 0 0 0 0 0 0 0

Extension limbs 20 13 0 0 0 0 0 0 0
100 13 0 0 ] 0 0 0 0

500 13 1 0 0 0 0 0 1

a): Treatment days
®: Vehicle control, 0.5% CMC-Na (5 ml/kg) ,
x: Died of day 3 of treatment (FB04003, FB04004. FB04009), sacrificed at moribund on day 3, 5 of treatment (FB04002, FB04007)



E F % ¥ b

|

Table

3

TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of Fo males (g); mean * S.D. (N)

Compound TSA

Dose group

(mg/ke) 0 20 100 500

Days of treatment
1 (Initial weight) 333.1 ¢ 7.4 13) 333.7 ¢+ 8.2 13) 333.7 ¢+ 8.3 ( 13) 333.7 ¢+ 7.8 ( 13)
8 370.5 * 13.3 13) 366.1 * 11.7 13) 354.2 * 13.8% ( 13) 348.9 *+ 14.8%7 ( 13)
15 405.2 * 19.0 13) 402.3 + 16.6 13) 383.6 * 18.3% ( 13 380.2 t 21.0% ( 13)
22 430.5 + 22.1 13) 429.4 * 19.3 13) 408.8 * 22.0% ( 13) 405.6 + 23.6% ( 13)
23 456.0 + 29.7 13) 451.9 s+ 21.4 13) 435.1 * 27.7 ( 13) 426.9 * 25.2% ( 13)
36 483.8 * 33.0 13) 478.1 = 24.0 ( 13) 460.1 * 28.8 ( 13) 449.4 + 26.3% ( 13)
42 503.4 * 35.9 13) 497.1 * 25.8 13) 479.6 % 32.4 ( 13) 467.4 ¢ 26.9% ( 13)
®): vehicle control, 0.5% CMC-Na (5 ml/ke)
* ¢ significant difference from control, p<0.05 (by multiple comparisons)
**: significant difference from control, p<0.01 (by multiple comparisons)

VR



Table 4

TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight

gain of Fo males {g); mean * $.D. (N)

Compound TSA

Dose group

(mg/ke) 0 20 100 500

Days of treatment
1~ 8 37.4 ¢ 7.9 ( 13) 32.4 ¢+ 7.0 13) 20.5 & 11.1% ( 13) 15.2 + 12.1% ( 13)
8 ~ 15 34.7 + 7.5 ( 13) 36.2 ¢+ 7.2 13) 29.4 ¢+ 6.5 ( 13) 31.4 = 9.6 ( 13)
15 ~ 22 25.3 ¢+ 6.5 ( 13) 27.2 ¢+ 4.0 13) 25.1 + 8.4 ( 13) 25.4 * 6.1 ( 13)
22 ~ 29 25.4 ¢+ 9.7 (13 22.5 + 4.8 13) 26.4 + 7.4 ( 13) 21.3 = 6.1 ( 13)
23 ~ 36 27.8 + 5.4 ( 13) 26.2 + 5.6 13) 26.9 £ 6.0 ( 13) 22.5 ¢+ 5.3 ( 13)
36 ~ 42 19.7 ¢ 5.8 ( 13) 19.0 ¢+ 6.9 13) 19.6 * 6.7 ( 13} 17.9 & 4.3 ( 13)
1 ~ 15 72.1 ¢ 13.9 ( 13) 68.5 + 11.8 13) 49.9 2 16.2* ( 13) 46.5 + 16.8% ( 13)
1~ 22 97.4 + 16.8 ( 13) 95.7 t 14.2 13) 75.0 * 19.4% ( 13) 71.9 + 18.7% ( 13)
1 ~ 28 122.9 + 23.8 ( 13) 118.2 * 16.1 13) 101.4 * 24.2% ( 13) 93.2 & 20.9% ( 13)
1~ 36 150.7 ¢ 27.3 ( 13) 144.4 * 19.1 13) 126.3 ¢ 25.1% ( 13) 115.7 + 22.1% ( 13)
1~ 42 170.4 *+ 30.4 ( 13) 163.4 * 20.6 13) 145.9 * 28.0 ( 13) 133.7 & 23.0™ ( 13)

a)

* %

: vehicle control, 0.5% CMC-Na (5 ml/kg)
. significant difference from control, p<0.05
: significant difference from control, p<0.01

(by multipie comparisons)
(by multiple comparisons)



Table 5
TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of Fo females during pre-mating period (g): mean * S.D. (N)

Compound TSA

Dose group

{mg/kg) 0= 20 100 500

Days of treatment
1 (Initial weight) 216.3 * 6.2 ( 13) 216.4 * 5.5 ( 13) 216.3 £ 5.8 ( 13) 216.1 ¢+ 6.3 ( 13)
8 232.9 * 7.9 ( 13} 232.2 + 7.7 ( 13) 226.5 £ 9.1 ( 13} 215.4 + 17.1% ( B)
15 251.3 * 15.6 ( 13) 250.9 £ 12.9 ( 13) 241.9 ¢+ 8.1 ( 13) 234.3 £ 17.2 (  B)

2): vehicle control, 0.5% CMC-Na (5 ml/kg)
* © significant difference from control, p<0.05 (by muitiple comparisons)



Table b
TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight gain of Fo females during pre-mating period (g); mean X S.D. (N)

Compound : TSA

Dose group
(me/ke) 0* 20 100 500

Days of treatment

1~ 8 16.6 + 7.6 ( 13) i5.8 *+ 5.7 ( 13) i0.2 ¢ 7.8 ( 13) -0.9 * 17.2*% ( 8)
8 ~15 18.4 * 10.6 ( 13) 18.7 £ 7.5 ( 13) 15.4 ¢+ 8.6 ( 13) 18.9 + 16.4 ( B)
1 ~15 35.0 ¢ 14.5 ( 13) 34.5 ¢ 11.4 ( 13) 25.6 + 3.2 ( 13) i8.0 * 12.9* ( 8)

2): vehicle control, 0.5% CMC-Na (5 ml/kg)
* : significant difference from control, p<0.05 (by multiple comparisons)



At ® 3

Table 7

TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of Fo females during pregnancy period (g); mean £ S.D. (N)

Compound TSA

Dose group

(mg/kg) 0= 20 100 500

Days of pregnancy
0 255.2 ¢+ 15.9 i0) 256.6 + 13.1 ( 13) 246.5 *+ 9.3 12) 237.2 £ 16.3 7)
7 303.6 * 19.4 10) 300.6 * 12.5 « 13) 282.2 = 10.3% 12) 278.4 + 23.5% 73
14 341.1 * 26.3 10) 340.9 * 18.2 ( 13) 319.5 * 12.1 12) ' 315.% t 26.2 7)
20 414.5 + 35.2 10) 409.9 ¢ 35.3 ( 13) 389.1 & 18.7 12) 375.9 * 40.0 )

2): vehicle control, 0.5% CMC-Na (5 ml/kg)
* . significant difference from control, p<D.05

(by meltiple comparisons)



Table 8

TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight gain of Fo females during pregnancy period {g); mean * S.D. (N)

Compound TSA

Dose group

(mg/ke) 0= 20 100 500

Days of pregnancy
0~ 7 48. * 8.6 10} 44.0 ¢+ 5.4 13) 35.7 * 5.2% 12) 4a1. + 13. 7)
7~ 14 37. k4 B.6 10) 40.3 + B.1 13) 37.2 + 4.0 12) 37. + 6. 7)

14 ~ 20 73. + 13.9 10} 69.0 * 21.9 13) 69.7 *+ 12.1 12) 60. + 16. 7)

0~ 14 85.9 + 16.8 10) B4.3 *+ 11.2 13) 72.9 ¢+ 6.9 12) 78. + 17. 7)
0~ 20 159.3 * 23.5 10) 153.3 + 29.0 13) 142.6 + 15.7 12) 138.7 + 32. 7)

2): vehicle control. 0.5% CMC-Na (5 ml/kg)

»

: significant difference from control, p<0.05 (by multiple comparisons)



Table 8

TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of Fo females during lactation period {(g); mean = S.D. (N)

Compound TSA

Dose group '
(mg/ke) 03} 20 100 500

Days of lactation

0 313.1 £ 18.7 ( 10) 303.7 ¢ 21.3 ( 12) 296.2 + 23.2 ( 12) 284.9 + 23.7 ( T

4 344.1 * 19.7 ( 10 337.0 * 19.6 ( 12} 317.6 + 24.8% ( 12) 299,8 *+ 17.0™ ( T

s

*): yehicle control, 0.5% CMC-Na (5 ml/kg)
* . significant difference from control, p<0.05 (by multiple comparisons)
**: significant difference from contrel, p<0.01 (by multiple comparisons)



Table 10
TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight gain of Fo females during lactation period (g); mean % S.D. (N)

Compound TSA
Dose group
(me/kg) 0* 20 100 500
Days of lactation
0~4 31.0 + 12.3 ( 10) 33.3 £ 16.9 ( 12) 21.4 + 15.9 ( 12} 14.9 * 25.1 7)

2): vehicle control, 0.5% CMC-Na (5 ml/kg)



Table 11

TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Food consumption of Fo males (g); mean = S.D. (N)

Compound

TSA

Dose group .
(mg/kg) 0=’

20 100 500

Days of treatment

1~ 8 199.0 * 17.8
8§ ~ 15 i98.1 * 18.0
23 ~ 36 207.9 t 22.8
36 ~ 42 181.8 * 21.4

13)
13)
13)

13)

194.3

199.3

209.5

180.9

1+

11.4 ( 13) 179.4

1+

17.2% ( 13) 166.5 %

1+

12.6 ( 13) 181.6 * 14.6% ( 13) 187.2 #
+ 13.7 ( 13) 204.0 * 15.8 ( 13) 201.5 %
+ 11.9 ( 13) 176.4 * 18.7 ( 13) 174.0 %

12.0% (
14.1
14.5
12.1

13)

13)

13)

13)

2): vehicle control, 0.5% CMC-Na (5 ml/kg)

£ .

LR XY

O

: significant difference from control, p<0.05 (by multiple comparisons)
: significant difference from control, p<0.01 (by multiple comparisons)



Table 12
TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Food consumption of Fo females during pre-mating period (g); mean £ S.D. ()

Compound TSA

Dose group

(mg/kg) 02? 20 100 500

Days of treatment
1~ 38 136.9 + 11.5 (13) 137.3 ¢ 8.9 ( 13) 123.6 * 12.2 ( 13) 93.9 2 20.3% ( 8)
g ~ 15 146.1 *+ 13.6 ( 13) 151.3 + 10.8 ( 13) 136.5 * 8.8 ( 13) 127.8 + 23.6 ( 8)

221 vehicle control, 0.5% CMC-Na (5 ml/ke)
**: significant difference from control, p<0.01 (by multiple comparisons)



Table 13

TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Food consumpticn of Fo females during pregnancy period (g); mean = S.D. (N)

Compound TSA
Dose group
(mg/kg) 0’ 20 100 500
Days of pregnancy
0~ 1 180.4 + 18.8 ( 10) 182.6 + 11.0 ( 13) 162.2 + 10.9 ( 12) 148.2 + 24.9% ( T}
7~ 14 197.4 + 28.5 ( 10) 201.2 + 16.1 ( 13) 181.3 t 13.8 ( 12) 178.1 * 20.6 t 7)
14 ~ 20 £ 16.0 ( 10) 149.7 ¢+ 9.8 ( 13) 140.3 & 13.2 ( 12) 130.6 £ 20.3 « 7

147.6

2): vehicle control, 0.5% CMC-Na (5 ml/ke)

*x .

. significant difference from control, p<0.05 (by multiple comparisons)



Table 14
TSA: combined repeat dose and reproductive/developmental toxicity screeding test in rats

Food consumption of Fo females during lactation period (g); mean * S$.D. (N)
Compound TSA
Dose group
(mg/ke) 1A 20 100 500
Days of lactation
143.3 *+ 16.9 ( 10) 148.5 & 25.6 [ 12) 136.0 + 19.4 ( 12) 117.6 * 14.0 7)

0~4

2): yehicle control, 0.5% CMC-Na (5 ml/kg)



Tabie 15

TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats
Urinalysis values in Fo males on day 42 of treatment

Number pH Protein® Glucose® Ketone?>  Bilirubin® Occult blood®  Urobilinogen®
Group of
(mg/kg) animals 6.57.07.58.0 8.520.0 — * + + — - + + - - *+ + +
0¥ 13 1 6 1 0 0 5 0 2 9 2 13 3 5 5 13 13 0 0 13
20 13 0 5 6 0 0 .2 1 0 8 4 13- 3 4 6 13 11 0 2 13
100 13 0 4 5 0 1 3 1 4 6 2 13 3 8 2 13 12 0 1 13
500 13 0 2 3 5 2 1 1 7 3 2 13 9 3 1 13 13 0 0 13

a) vehicle control: 0.5 % CMC Na (5 ml/kg)

b) —: negative, =£: trace. +: 30 mg/dl, ++: 100 mg/dl
¢) —: negative :

d) —: negative, =*: trace. +: slight

e) =: 0.1 EU/d]



Table 16

TSA: combined repeat dose and reproductive/developPmental toxicity screening test in rats

Hematological findings of Fo males after oral administration for 42 davs

_— RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet P T APTT
(%104 /mn3) (g/d1) (%) {(Za3) (pg) (%) (X104 /mm3) (se¢) (sec)
(mg/kg)
R (13) (@) (13) (13) (13) (13) (13) (13) (13)
0 835 14.9 45.4 54.3 17.9 32.9 96.5 29.9 26.9
£29 +1.3 3.9 +4.1 1.4 +0.5 7.8 8.8 2.5
(13) (13) (13) (13) (13) (13) (13) (13) (13)
20 830 15.5 46.6 56.2 18.7* 33.3 97.0 31.1 28.0
+36 0.6 +1.9 1.6 0.4 +0.6 7.9 7.2 $3.1
(13) (13) C(13) (137 (13) (13 (13) (13) 13)
100 820 15.5 45.8 55.9 18.9%% 33.9%x 99.6 22.7% 24.2
+31 +0.5 £1.6 1.3 0.4 £0.7 5.9 5.2 +3.3
(13) (13) (13) (13) (13) (13) (13) (13) (13)
500 822 15.5 45.1 54.9 18.9*x 34, 4%% 104.7* 21.6% 24.6
*37 £0.5 £1.7 #1.3 £0.4 0.6 6.8 +5.8 2.5
Band Segmented
T WBC neutroprhil neutrophil Eosinophil Basophil Monocyte Lymphocyte
SA
(x100/mm3) (%) (%) (%) (%} (%) (%)
(mg/kg)
13) (13) 13 (13) (13) (13) (13)
0%’ 69 : 0 12 0 0 1 87
20 *0 8 * 0 ] +9
(13 (13) 13 (i3) (13) (13) (13)
20 57 15 1 0 1 83
*14 0 17 *1 0 ] 4
(13 (13) (13) 13) (13) (13} 13
100 61 0 16 0 0 1 83
118 0 7 £1 0 *1 7
(13 13 13) (13 (13) (13) (13)
500 68 0 16 1 0 1 83
115 0 £7 1 0 1 7
Parameter, meanztS.D. *, significantly different from control. p<0.05%
( }. number of animals **, significantly different from control. p<0.01

' . vehicle control, 0.5% CMC-Na (5 mi/kg)



Table 17

TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Biochemical findings of Fo males after oral admin;stration for 42 days

Total Albumin A/G BUN Creatinine Glucose Total Tri~ Total
_— Protein cholesterol glyceride bilirubin
(mg/kg) (g/dl) (g9/d1) (mg/4dl) (mg/d1) (mg/dl) (mg/dl) (mg/dl) (mg/dl)
{13) (13) (13} (13) (13) (13) 13 {13) (13)
0 5.4 3.0 1.29 17 0.7 144 37 45 0.08
0.2 0.2 £0.14 *2 0.1 £10 6 *15 £0.03
(13) (13 (13) (13) (132 (13) 13) (13 (13)
20 5.3 2.9 1.19 18 0.6 142 39 35 0.08
0.3 +0.2 +0.13 *4 +0.0 13 8 +i4 +0.01
(13) (13 (13) (13 (13 13 (13) 13 (13)
100 5.4 3.0 1.26 19 0.7 135 49% 39 0.09
0.2 0.2 +0.13 3 0.1 *11 13 13 +0.02
(13) {13} (13) (13) (13) (13) (13) (13) (13)
500 5.6% 3.0 1.15% (1] 0.6 128%* 66** 27%* 0.10
+0.2 +0.1 +0.10 *2 +0.1 14 - +16 . +11 $0.02
Na K Cl Ca Inorg. : ALP GPT GOT 7-GTP
rhos.
TSA
{mg/ka) (mEq/1) (mEg/1) (mEg/1) (mg/dl) (mg/dl) (U/1) (/1) (/1) (U/1)
(13) (13) {13) (13) (13) (13) 13 (13) {13)
0 145.1 4.14 108.4 8.7 6.5 261 32 69 0
0.8 *0.15 0.8 0.2 *0.5 35 *7 14 0
(13) (13) (13) (13) (13) {13} (13 (13) 13
20 145.1 4.13 108.9 8.6 6.3 218*x% 32 68 0
0.7 +0.26 1.1 +0.1 0.4 *40 7 +10- 0
(13) (13) (13) (13} (13) (13) (13) (13) 13
100 145.1 4.04 108.6 8.8 6.0 21 6%** 28 63 0
*0.9 +0.16 #1.0 0.1 0.6 34 33 7 +0
{13} (13) (13) (13) (13) (13) 13) {13) (13)
500 145.0 3.99 107.6 8.9 5.9 199*x 38 71 o*
£1.0 30.21 1.1 0.3 +0.8 +31- 15 323 1

Parameter, meantS.D.
( ), number of animals
21 vehicle control, 0.5% CMC-Na (5 ml/ke)

)

*, significantly different from control, p<0.05
**, gsignificantly different from control, p<0.01

O



Table 18

TSA: combined repeat dose and reproductive/developmental toxicity screening study in rats
Summary of macroscopic fTindings in Fo males

Group Control 20 mg/kg 100 mg/kg 500 mg/kg
Grade - - - -
(Liver) [13] [13) [13] [13]
Enlargement 13 0 13 0 13 0 8 5
Dark 13 0 13 0 11 2 4 9
Yellowish 12 1 13 0 12 1 13 0
Accentuated lobular pattern 13 0 13 0 12 1 13 0
Small, left lateral lobe
and caudate lobe 12 - 1 13 0 13 0 13 0
(Kidney) [13] [13] [13] [13)
Enlargement 13 [0} 13 0 12 1 7 6
Dark 13 0 13 0 10 3 g 4
Pale 13 0 13 0 12 1 13 0
Recessed area, cortex 12 1 13 0 12 1 12 1
Area, pale. cortex, left side 13 0 13 0 12 1 12 1
Dilatation, renal pelvis 12 1 13 0 12 1 13 4]
Red, papilla 13 0 12 1 13 0 13 0
Cyst. cortex, right side 13 0 13 0 12 1 13 (o)
(Spleen) [13] [13} [13] [13]
Dark 13 0 13 0 13 0 12 1
Indistinct follicle 13 0 13 0 13 0 12 1
(Thymus) [13) [13] [13} [13)]
Small 13 4} 9 4 10 3 9 4
(Testis) [13] [131 [131] [13]
Small 12 1 13 (4] 13 0 13 0
(Lung) [131 [13] [13] {13]
Spot, dark 11 2 13 0 13 0 12 1
Spot, white 12 1 13 0 13 0 12 1
(Eye ball) [13] [13] [13] [13]
Dark red, internal, left side i3 0 13 0 13 0 12 1

—. Negative; +, Positive

[ 1. Number of animals examined
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Table

19

TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Absolute and relative organ weights of Fo males after oral administration for 42 days; mean * S.D. (N)

Compound TSA

Dose group

(mg/ke) g2 20 100 500

Terminal body weight (g) 469.6 *+ 33.8 13) 464.0 * 24.8 ( 13) 443.9 + 30.7 13) 432.7 ¢ 26.4% ( 13)

Liver (g) 12.27 + 1.49" ( 13) 12.30 # 1.15 ( 13) 12.40 ¢ 1.25 13) 14.37 & 1.18% ( 13)
2.61 ¢ 0.20°9 2.65 * 0.14 2.79 + 0.16% 3.32 ¢ 0.17%

Brain (g) 2.04 + 0.06 13) 2.04 + 0.05 ( 13) 2.00 ¢+ 0.08 13) 1.98 + 0.09 ( 13)
0.44 + 0.02 0.44 + 0.03 0.45 + 0.04 0.46 + 0.03

Heart (g) 1.33 =+ 0.13 13) 1.35 ¢ 0.13 { 13) 1.35 + 0.09 ©13) 1.31 ¢ 0.12 ( 13)
0.28 = 0.02 0.29 &+ 0.02 0.31 + 0.02% 0.30 + 0.02%

Spleen (g) 0.75 = 0.09 13) 0.79 = 0.11 ( 13) 0.76 * 0.10 13) 0.75 ¢ 0.12 ( 13)
0.16 ¥ 0.02 0,17 * 0.02 0.17 ¢+ 0.02 0.17 & 0.03

Thymus (mg) 351.3 + 86.3 13) 319.8 + 86.5 ( 13) 311.5 '+ 82.5 13) 278.6 * 56.9 ( 13)
74.9 + 18.3 68.9 * 17.8 70.7 + 20.1 64.2 ¢ 11.8

Kidneys () 3.15 ¢ 0.24 13) 3.24 ¢ 0.18 ( 13) 3.27 + 0.24 13) 3.54 ¢+ 0.23% ( 13)
0.67 ¥ 0.05 0.70 + 0.03 0.74 + 0.07% 0.B2 + 0.06™

Adrenal grands (mg) 54.3 ¢+ 9.1 13) 58.5 + 11.1 ( 13) 59.4 ¢+ 8.7 13) 62.2 + 4.8 ( 13)
i1.6 ¢+ 1.8 12.6 ¢ 2.0 13.4 ¢+ 1.6% 14.4 £ 1.1*

Testes (8) 3.03 + 0.75 13) 3.40 & 0.20 ( 13) 3.36 ¢+ 0.26 13) 3.35 ¢+ 0.21 ( 13)
0.65 ¢ 0.16 0.74 = 0.06 0.76 + .0.08% 0.78 = 0.05%

Epididymides (&) 1.09 + 0.21 13) 1.22 + 0.09 ( 13) 1.17 + 0.09 13) 1.04 + 0.09 ( 13)
0.23 + 0.05 : 0.26 + 0.02 0.26 * 0.03% 0.24 + 0.03

2): vehicle controi, 0.5% CMC-Na (5 ml/ke)

b}

(-]

%

: absolute weight
. relative weight (g or mg per 100g body weight)
: significant difference from control, p<0.05 {by muitiple comparisons)
: significant difference from control, p<0<:i>(by multiple comparisons)

O



Table 20
TSA: combined repeat dose and reproductive/developmental toxicity screenlng study in rats
Summary of histopathological findings in Fo males

Group Control 20 mg/kg 100 mg/kg 500 mg/kg
Grade - * + ++ ++t Pos. - * + 4+ +++ Pos. + ++ +++ Pos. + 4+ ++ +++ pos.
(Liver) [13] [13] {13] [13])
Hypertrophy, hepatocyte, centrilobular,
ground glass appearance 13 0 0 0 O 0 13 0 0 0 O 0 2 8 3 0 Os«11#%# 0 7 6 0 Ow»l3##
Fatty change, hepatocyte,
periportal 0 4 9 0 0 13 0 310 0 0 13 0 4 9 0 0 13 0 8 5 0 0 13
Microgranuloma 110 2 0 0 12 4 6 3 0 O 9 7 4 2 0 O G# 012 1 0 0 13
Necrosis, focal, .
subcapsular area i0 1 2 0 © 3 13 ¢ 0 0 0 4] 13 0 0 0 O 0 11 1 1 0 0 2
Fibrosis, focal,
subcapsular area/capsule 12 0 1 0 o 1 13 0 0 0 o 0 13 0 0 0 O 0 13 0 0 0 ¢ 0
Mineralization, necrotic area 12 0 1 0 0 i 13 0 0 0 © 0 13 0 0 0 O 0 13 0 0 0 O 0
(Kidney) [13] [13] [13] [13]
Eosinophilic body 10 11 1 0 3 2 4 7T 0 O« 11## 0 0 5 6 2««13%#% 0 2 3 6 2#%13##
PAS staining, [1] [1] [21] [31]
eosinophilic body 1 0 0 6 o 4] 1 0 0 0 O 0 2 0 0 0 O ] 3 0 0 0 o 0
Basophilic tubule, cortex 5 8 0 0 ¢ 8 6 7 0 0 O 7 4 2 5 2 0 9 2 9 1 ¢ 1 11
Dilatation, renal pelvis i2 0 1 0 O 1 i3 0 0 0 O 0 12 0 1 0 O 1 13 0 0 0 0 0
Mineralization,
cortex/papilla 12 1 0 0 O 1 13 ¢ 0 0 O 0 11 2 0 0 O 2 12 1 0 0 0 ]
Cellular infiltration,
lymphocyte, interstitium 12 1 0 0 0O 1 13 0 0 0 O 0 12 1 0 0 O 1 13 0 0 0 0 0
Cyst, tubule 13 0 0 0 O 4] 12 0 1 0 O 1 13 0 0 0 O 0 11 2 ¢ 0 0 2
Fibrosis, focal 12 1 0 0 O 1 13 0 0 0 O o] 12 1 0 ¢ ¢ 1 13 0 ¢ 0 0 0
(Urinary bladder) [131] [13] [13] {13}
Hyperplasia, mucosal epithelium,
diffuse/focal 13 0 0 0 O 0 13 0 0 ¢ O 0 12 1 0 ¢ O 1 111 c 1 0 2
Cellular infiltration,
lymphocyte, lamina propria 13 0 0 0 O 0 1T 2 0 O O 2 11 2 0 0 0 2 12 1. 0 0 O 1
Cellular infiltration,
neutrophil, lamina propria 13 0 0 0 O 0 13 0 0 0 O 0 13 0 0 0 O o] 12 1 0 0 0 1
(Spleen) [13] [ 0] [ 0] [13]
Hematopoiesls, extramedullary 011 2 0 0 138 9 4 0 0 13
Deposit, pigment, brown 0 9 4 0 0 13 O 4 9 0 0 13
(Testis) [13] [ 0] [ 0] [13]
Atrophy, seminiferous tubule 9 3 06 0 1 4 i0 2 1 0 O 3
Decrease, germ cell,
seminiferous tubule 9 3 0 0 1 4 10 2 1 0 0 3
Hyperplasia, Leydig cell,
diffuse 12 0 1 0 0 1 i3 0 0 0 0 0
(Epididymis) [13] [ 0] [ 0] [131
Cell debris, lumen 12 01 ¢ 0O 1 12 1 0 0 © 1
Decrease, sperm, lumen 12 0 0 0 1 1 12 1 ¢ 0 O 1
Cellular infiltration,
lymphocyte, interstitium 11 2 0 ©0 0 2 13 0 6 0 © 0
—, Negative; %, Very slight; +, Slight; ++, Moderate; tt+, Severe; Pos., Total of positive grade (continued)

[ 1, Number of animals examined

#, Significantly different from control p<0.05 (Two-tailed Mann-Whitney U test)
#%, Significantly different from control p<0.01 (Two-tailed Mann-Whitney U test)
#, Significantly different from control p<0.05 (One-tailed Fisher exact test)
##, Significantly different from control p<0.01 (One-tailed Fisher exact test)



Table 20(Continued)

TSA: combined repeat dose and reproductive/developmental toxicity screening study in rats
Summary of histopathological findings in Fo males
Group Control 20 mg/kg 100 mg/kg 500 mg/kg
Grade - + + 4+ +H pos. - 1+ 4+ ++ 44+ pPos. - + 4+ ++ +++ pos. - + 4 ++ +++ Pos.
(Brain) [13] [ 0] [ 0] [13]
No remarkable change
(Thymus) [13] [ 01 [ 0] {13]
No remarkable change
(Heart) [13] [ 01 [ 0] [13]
No remarkable change
(Adrenal gland) {13] [ 01 [ 01 [13]
No remarkable change
(Bone marrow of femur) [13] [ 0] [ 01 [13]
No remarkable change
{Lung) [ 2] [ Ol [ 0] [ 11
Hemorrhage, focal i1 0 1 0 ©O 1 01 0 0 O 1
Accumulation, foam cell 11 0 0 0 1 0O 0 1 0 O 1
(Eye ball) [ 0] [ 0] { 0] { 1]
Hemorrhage, vitreous body 0 0 0 1 O 1

—, Negative; %, Very slight; +. Siight; +}, Moderate; +++, Severe; Pos., Total of positive grade

[ ], Number of animals examined

O



Table 21

TSA: combined repeat dose and reproductive/developmental toxicity screening study in rats
Summary of macroscopic findings in Fo females

Group Control 20 mg/kg 100 mg/kg 500 mg/kg
Grade - - - ~ +
(Liver) [13]) [13] [13] [13]
Enlargement 13 0 13 0 11 2 10 3
Dark 13 0 13 0 13 0 12 1
Pale 13 0 13 0 13 0 12 1
Yellow 12 1 13 0 13 0 13 0
Small, caudate lobe,
unilateral 12 1 13 o] 13 0 13 0
Pale, caudate lobe,
unilateral 12 1 13 0 13 0 13 0
Enlargement, caudate lobe,
unilateral 12 1 13 0 13 0 13 0
Dark red, caudate lobe,
unilateral 12 1 13 0 13 0 13 0
Adhesion, with stomach 12 1 13 0 13 0 13 0
(Kidney) [13] [13] [13] [13]
Pale 13 0 13 0 11 2 12 1
Red, :
cortico-medullary junction 13 0 13 0 13 0 12 1
White,
cortico-medullary junction 13 0 13 ] 13 0 12 1
(Spleen) [13] [13] [{13] {13)]
Small 13 0 13 0 13 0 11 2
Pale 13 0 13 0 13 0 11 2
Adhesion, with adipose tissue 12 1 13 0 13 o} 13 0
Attachment., clot, white 12 1 13 0 13 0 13 0
(Thymus) [13] [13]) [13] [13]
Small 13 0 13 0 11 2 10 3
Whitish cloudy 13 4] 13 0 13 0 12 1
(Adrenal gland) (13] [13] [13] [13]
Enlargement 13 (1} 13 [} 13 0 12 1
Pale 12 1 13 0 <] 4 10 3
(Heart) [13] [13] [13] [13]
Adhesion, epicardium,
with pericardium 13 1] 13 0 13 0 10 3
Adhesion, pericardium, with
lung/thymus/costal pleura 13 o] 13 0 i3 0 10 3
Whitish cloudy, pericardium 13 0 13 0 13 ) 9 4
Thickening, pericardium 13 0 13 0 13 0 10 3

—, Negative; +, Positive
[ 1, Number of animals examined

(continued)



Table 21(Continued)

TSA: combined repeat dose and reproductive/developmental toxicity screening study in rats
Summary of macroscopic findings in Fo females

Group Control 20 mg/kg 100 mg/kg 500 mg/kg
Grade - - + - + - +
(Thoracic cavity) [13]} [13] [13] [13]
Hydrothorax 13 0 13 0 13 0 8 5
(Lung) [13] [13] [13)] [13]
Edema 13 0 13 0 13 0 10 3
Red 13 0 13 0 13 0 10 3
Insufficiency, retraction 13 0 13 0 13 0 12 1
Adhesion, with costal pleura 13 0 13 0 12 1 11 2
Adhesion, with diaphragm 13 0 13 0 13 0 9 4
Attachment, clot, yellowish white, )
adhesional area 13 0 13 0 12 1 13 0
Spot/area, dark red 13 -0 13 0 13 0 9 4
Spot/area, pale 13 0 13 0 12 1 12 1
(Esophagus) [13] [13}] [13]} [13]
Perforation 13 0 13 0 13 [ 11 2
Area, red, subadventitia 13 0 13 0 13 0 12 1
(Diaphragm) [13] [13] [13] {13]
Adhesion, with adipose tissue 12 1 13 [ 13 0 13 0
Attachment, clot, white 13 0 13 0 13 0 12 1
(Forestomach) [13] [13] [13] {13]
Spot, white, mucosa 13 0 13 0 12 1 13 0
{Glandular stomach) [13] [13] [13] 113}
Pale, mucosa 13 0 13 0 13 0 12 1
Area, yellow, mucosa 13 0 13 0 13 0 11 2
(Uterus) {13) [13] [131 [13] :
Rest, placenta, right side 13 0 12 1 13 0 13 .0
(Pituitary gland) {13] [13] [131] [13])
Enlargement 13 0 13 0 11 2 12 1
(Eye ball) [13] [13} [13] [13]
Whitish cloudy, left side 13 0 13 0 13 [4] 12 1
(Skin) . {13} [13] f13} [13]
Alopecia 12 1 13 0 13 0 13

—, Negative; +, Positive
f 1}, Number of animals examined

O

O



Table 21-L
TSA: combined repeat dose and reproductive/developmental toxicity screening study in rats
Summary of macroscopic findings in Fo females at the end of the dosing period

Group Control 20 mg/kg 100 mg/kg 500 mg/kg
Grade - + - + - + -
(Liver) [13] [13] [13] [ 8]
Enlargement 13 0 13 0 11 2 6 2
Dark 13 0 13 0 13 0 T 1
Pale 13 0 13 0 13 0 8 0
Yellow 12 1 13 0 13 0 8 0
Small, caudate lobe,
unilateral 12 1 13 0 13 o] 8 0
Pale, caudate lobe,
unilateral 12 1 13 0 13 0 8 o]
Enlargement, caudate lobe,
unilateral 12 1 13 [ 13 0 8 0
Dark red, caudate lobe,
unilateral 12 1 13 0 13 0 8 0
Adhesion, with stomach 12 1 13 0 13 0 8 0
(Kidney) [13] [131] [13) [ 8]
Pale 13 0 13 0 11 2 8 0
Red,
cortico-medullary Jjunction 13 0 13 4] 13 0 8 0
White,
cortico-medullary junction 13 0 i3 0 13 0 8 0
(Spleen) {13] [13} [13] [ 8]
Small 13 0 13 0 13 0 8 0
Pale 13 0 13 0 13 D 8 0
Adhesion, with adipose tissue 12 1 13 ¢} 13 0 8 [}
Attachment, clot, white 12 1 13 o] 13 0 8 o]
(Thymus) [13] [13] [13] [ 8]
Small 13 0 13 4] 11 2 5 3
Whitish c¢loudy 13 0 13 0 13 0 8 0
(Adrenal gland) [13] [13] [13] [ 8]
Enlargement 13 0 13 0 13 0 7 1
Pale 12 1 13 0 9 4 5 3
(Heart) [13] [13] [13] [ 8]
Adhesion, epicardium,
with pericardium 13 0 13 0 13 0 5 3
Adhesion, pericardium, with
lung/thymus/costal pleura 13 0 13 0 13 0 5 3
Whitish c¢loudy. pericardium 13 0 13 0 13 0 4 4
Thickening, pericardium 13 0 13 0 13 0 5 3
-, Negative; +, Positive (continued)

[ }+» Number of animals examined



Table 21-L(Continued)

TSA: combined repeat dose and reproductive/developmental toxicity screening study in rats

Summary of macroscopic findings in Fo females at the end of the dosing period

Group Control 20 mg/kg 100 mg/kg 500 mg/kg
Grade - - + - + - +
(Thoracic cavity) [13] [13] [13] 8]

Hydrothorax 13 0 13 0 0 8. 0
(Lung) [13] [131 {13] 8]

Edema 13 0 13 0 13 [ 8 0

Red 13 0 13 0 13 0 8 0

Insufficiency, retraction 13 0 13 0 13 ] 8 Q

Adhesion. with costal pleura 13 0 13 0 12 1 T 1

Adhesion, with diaphragm 13 0 13 0 13 0 68 2

Attachment, clot, yellowish white,

adhesional area i3 0 13 0 12 1 8 0

Spot/area, dark red 13 0 13 0 13 0 6 2

Spot/area, pale 13 h] 13 (1] 12 1 7 1
(Esophagus) [13] [13] [13] 8]

Perforation 13 0 13 ] i3 0 8 0

Area, red, subadventitia 13 ) 13 0 13 0 8 0
(Diaphragm) [13} [13] {13} 8]

Adhesion, with adipose tissue 12 1 13 0 13 0 8 0

Attachment, clot, white 13 0 13 0 13 0 8 0
{Forestomach) {13] [13] [13] 8}

Spot, white, mucosa 13 0 13 0 12 1 8 0
{(Glandular stomach) [13]} [13] [13] 8]

Pale, mucosa 13 0 13 0 13 0 8 0

Area, yellow, mucosa 13 0 13 4] 13 (4] 8 o]
(Uterus) [13] [13] [13] 8]

Rest, placenta, right side 13 0 12 1 13 0 8 0
(Pituitary gland) [13] {13} {131 81

Enlargement 13 0 13 0 11 2 7 1
(Eye ball) [13] [13] [13] 8]

Whitish cloudy, left side 13 0 13 0 13 0 8 0
(Skin) [13] {13] } [13] 81

Alopecia 12 1 13 0 13 0 8 0

-, Negative; +, Positive
{ 1, Number of animals examined

O

O



Table 21-S/D
TSA: combined repeat dose and reproductive/developmental toxicity screening study in rats
Summary of macroscopic findings in Fo females sacrificed in a moribund condition or died

Group
Grade

Control

20 mg/kg
- +

100 mg/kg
- +

500 mg/kg
- +

(Liver)
Enlargement
Dark
Pale
Yelliow
Small, caudate lobe,
unilateral
Pale, caudate lobe,
unilateral
Enlargement, caudate lobe,
unilateral
Dark red, caudate lobe,
unilateral
Adhesion, with stomach
(Kidney)
Pale
Red,
cortico-medullary junction
¥hite,
cortico-medullary junction
(Spleen)
Small
Pale
Adhesion, with adlipose tissue
Attachment, clot., white
(Thymus)
Small
Whitish cloudy
(Adrenal gland)
Enlargement
Pale
(Heart)
Adhesion, epicardium,
with pericardium
Adhesion, pericardium, with
lung/thymus/costal pleura
Whitish cloudy. pericardium
Thickening, pericardium

[ 0]

[

0]

0]

0]

0]

0]

0}

[ 0]

[ 5]

[9 I

[$ 4] oo SN RAN/) > .-~ (4 4] [3)]

[21 4 4] o

[oRw] o (o] O OO

[

[y

OO =mO OoOOowWkh

oo ©

—, Negative; +, Positive
[ 1, Number of animals examined

(continued)



Table 21-S/D(Continued)

TSA: combined repeat dose and reproductive/developmental
Summary of macroscopic findings in Fo females sacrificed

toxicity screening study in rats
in a moribund condition or died

Group
Grade

Control

20 mg/kg
- +

100 mg/kg
- +

500 mg/kg
- +

{(Thoracic cavity)
Hydrothorax

(Lung)
Edema
Red
Insufficiency, retraction
Adhesion, with costal pleura
Adhesion, with diaphragm

Attachment, clot, yellowish white,

adhesional area

Spot/area. dark red

Spot/area, pale
(Esophagus)

Perforation

Area, red, subadventitia
(Diaphragm)

Adhesion, with adipose tissue

Attachment, clot, white
(Forestomach)

Spot, white, mucosa
(Glandular stomach)

Pale, mucosa

Area, yellow, mucosa
(Uterus)

Rest, placenta, right side
(Pituitary gland)

Enlargement
(Eye ball)

Whitish cloudy, left side
(Skin)

Alopecia

0]
0]

0]

0]

0]
0]

0]
0]
0]
01

0]
0]

0}

0]

0]
0]

0]
0]
0]
0]

0]
0l

0]
0]

0}
0]
01
0]
0]
0]

5]
5]

5]

5]

5]

5]

5]
51
5]
5]

o

vt s

g g Wk 1 AU AW IO OB N

RO RN ONO NREREWW o

o

o O Nm

—y Negative; +, Positive
f J» Number of animals examined

O



Table 22
TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Absolute and relative organ weights of Fo females on day 4 of lactation; mean = S.D. (N}

Compound - ' TSA
Dose group
(mg/kg) 0 20 100 500
Terminal body weight (g) 44,1 = 187 ( 10) 337.0 + 19.6  ( 12) S 317.6 = 24.8%  ( 12) 299.8 * 17.0%*
Liver {g) 13.57 * 0.99 0 ( 10) 13.96 = 1.3 ( 12 14.20 = 171 ( 12) 15.12 * 1.54
3.85 = 0.30 ¢ 4.14 % 0.31 4.46 % (.34%* 5.05 = 0.40**
Brain () .94 = 0,08  ( 10) 84 % 0.07 (12 1.87 * 0.07  ( 12) 1.86 = 0.10
0.56 % 0.03 0.55 = 0,03 0.59 * 0.05 0.62 + 0.04*
Heart (g) 0.98 £ 0.07 ( 10) 0.95 = 0.07 ( 12) 0.97 £ 0.10 { 12) 0.93 + 0.12
0.28 + 0,02 0.28 * 0.02 0.31 *+ 0.02 0.31 * 0.04
Spleen (g) 0.70 £ 0.15 (10 0.66 = 0.06 ( 12 0.70 = 0.13  ( 12) 0.65 = 0.10
0.20 + 0.04 0.20 = 0.01 0.22 = 0.03 0.21 % 0.04
Thymus {mg) 276.4 = 51.0  ( 10) 219.3 + 60.5 { 12) 217.0 £ 97.4  { 12) 188.8 = 68.5
80.3 = 13.7 5.3 * 18.3 67.8 + 28.6 62.1 *+ 21.3
Kidneys {g) 2,10 £ 0,20 ( 10) 2.08 = 0.23 ( 12 219 £ 015 ( 12) 2.19 % 0.28
0.61 * 0.06 0.62 *+ 0.05 0.76 = 0.10 0.73 = 0.08"
Adrenal glands (mg) 7.6 = 10.8  ( 10) 78.6 =+ 8.3 (12 752 = 8.0 { 12) 85.5 *+ 16.4
21.7 + 3.1 23.7 £ 3.5 23,8 = 3.0 28.6 = 5.7°*

=Y. vehicle control, 0.5% CMC-Na (5 ml/kg)
®): absolute weight '

e) .

: relative weight {g or mg per 100g body weight)
: significant difference from control, p<0.05 (by multiple comparisons)

e

: significant difference from control, p<0.01 (by multiple comparisons)
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Table 23
TSA:

combined repeat dose and reproductive/developmental toxicity screening study in rats
Summary of histopathological findings in Fo females

Group Control 20 mg/kg 100 mg/kg 500 mg/kg
Grade - + ++ +++ pos. - + + ++ +++ pos. - + + ++ +++ pos. - + + ++ +++ pos.
(Liver) [131] [13] [13] [13]
Hypertrophy, hepatocyte, centrilobular,
ground glass appearance 13 0 0 0 0 0 13 0 0 0 O 0 3 8 2 0 O=»10## 5 0 8 0O O== 8##
Fatty change, periportal 6 68 1 0 0 7 6 7 0 0 O T 10 3 0 ¢ O 3 7 4 2 0 O 6
Microgranuloma 10 3 0 0 O 3 13 0 0 0 O 0 12.1 0 0 O 1 13 ¢ 0 0 ¢ 0
Necrosis, focal 13 0 0 0 O 0 12 1 0 0 O 1 11 2 0 0 O 2 13 ¢ 0 0 O 0
Necrosis and hemorrhage,
caudate lobe 12 0 0 0 1 1 13 0 0 0 O 0 13 0 0 ¢ O (4] 13 0 0 0 O 0
Fibrosis, caudate lobe 12 0 0 1 0 1 13 0 0 0 O 0 13 0 0 ¢ O 0 13 0 0 0 O [4)
Hematopoiesis, extramedullary 12 0 0 1 0 1 13 6 0 0 O 0 13 0 0 ¢ ¢ [¢] 13 0 0 0 O 1)
Fibrosis and cellular infiltration,
capsule 0O 0 1 0 1 13 ¢ 0 0 O 0 13 0.0 0 O 0 13 0 0 0 O 0
(Kidney) [13] [13] [13] [13] .
Basophilic tubule, cortex 10 3 0 0 O 3 7 5 1 0 0 6 8 5 0 0 ¢ 5 9 4 0 0 O 4
Degeneration, fatty,
proximal tubule i3 0 ¢ 0 © 0 13 0 0 0 O 0 13 0 0 0 ¢ 0 g 1 1 2 0O 4%
Degeneration vacuolar,
proximal tubule 13 0 0 0 O 0 13 0 0 0 O 0 13 0 0 0 O 0 12 1. 0 0 O 1
Cellular infiltration,
lymphocyte, interstitium 13 0 0 0 O 0 i2 0 1 0 O 1 13 0 0 0 O 0 13 0 0 0 O [¢]
Cyst, tubule,
cortico-medullary junction 12 1 0 0 0 i 13 0 0 0 O 0 13 0 0 0 O 0 11 2 0 0 0 2
Mineralization,
cortex/papilla 13 6 60 0 O 4] 11 2 0 0 0O 2 13 ¢ 0 ¢ O o] 13 0 0 0 O 0
Fibrosis, focal i2 1. 0 0 O 1 13 0 0 0 O 0 i3 0 0 0 O 0 13 6 0 0 O 0
Cecllular infiltration,
neutrophil, lumen, papilla 13 0 0 0 0 0 13 ¢ 0 0 O 0 13 0 0 0 O 0 12 1.0 0 0 1
Cellular infiltration, neutrophil and lymphocyte,
lamina propria, pelvis i3 0 0 0 0O v 13 ¢ ¢ 0 O o} .13 0 0 0 ¢ 0 12 1 0 0 O 1
(Spleen) [13] {13} [13] [13]
Hematopolesis, extramedullary 0 5-7 1 0 13 0 4 8 1 0 13 0 6 7 0 ¢ 13 0O 9 4 ¢ 0 13
Deposit, pigment, brown 0 4 9 0 0 13 0 3 9 1 0 13 0 112 0 0 13 0 4 9 0 O 13
Atrophy, white pulp 13 ¢ 0 0 O 0 13 0 0 0 0 0 183 0 0 0 O 0 8 1 2 2 0 5#
Atrophy, red pulp 13 0 0 0 © 4] 13 0 0 0 0O [} 13 0 0 0 O 0 8 1 4 0 O o#
Granulation tissue, capsule 12 0 1 0 © 1 12 1 0 0 o 1 13 0 0 0 O 0 13 0 0 0 O 0
Fibrosis, capsule 12 0 1 0 0 . 1 i3 0 0 0 O 0 13 0 0 0 O 0 13 0 ¢ 0 O 0
(Heart) {13] {131 [13} [13]
Fibrosis, epicardium 13 0 0 0 o 0 i3 0 0 0 O 0 13 0 0 ¢ O Y] 9 0 1 3 O 44
Cellular infiltration,
epicardium 13 0 0 0 o 0 13 0 0 0 0 0 13 0 0 0 O 0 8 1 4 0 O 5#
Cellular infiltration,
subepicardial area 13 0 6 0 O 0 13 0 0 0 0 0 13 0 0 0 O 0 11 0 2 0 O 2
Deposit, pigment, brown,
epicardium 138 0 0 0 O 0 13 0 ¢ 0 O 0 13 0 0 0 ¢ 0 ‘11 0 2 0 0 2
—, Negative; *, Very slight; +, Slight; ++ Moderate; +t+, Severe:; Pos., Total of positive grade (continued)

{ 1, Number of animals examined

%, Significantly different from control p<0.01 (Two-tailled Mann-Whitney U test)

#, Significantly different from control p<0.05 (One-tailed Fisher exact test)

##, Significantly different from control p<0.01 (One-tailed Fisher exact test)

O

O



Table 23(Continued)

TSA: combined repeat dose and reproductive/developmental toxicity screening study in rats

Summary of histopathological findings in Fo females

Group Control 20 mg/kg 100 mg/kg 500 mg/kg
Grade - + + ++ ++ pos. - * + ++ +++ pos. ~ + + ++ ++ pos. - * + ++ +H Ppos.
(Thymus) [13] [13] [13] [13]
Atrophy 13 0 0 0 O 0 13 0 0 0 O 0 13 0 60 0 O 0 7T 1 1 3 1 Gi##
Fibrosis, capsule 13 o 0 0 0 0 13 0 0 0 © 0 12 0 1 0 O 1 10 1 2 0O 0O 3
Edema, capsule I3 0 0 ¢ O 0 13 0 0 0 O 0 12 0 1 0 O 1 9 0 3 1 0 4%
Exudate, with neutrophil,
on capsule 13 0 0 ¢ ¢ 0 13 0 0 0 O 0 12 0 1 0 O 1 10 2 0 1 O 3
Cellular infiltration,
capsiule 13 0 0 0 O 0 13 0 0 0 O 0 12 0 1 0 O 1 7 5 1 0 O G##
Foreign body granuloma,
on capsule 13 0 0 0 O 0 13 0 0 0 O 0 12 0 1 0 O 1 13 0 0 O o 0
(Urinary bladder) [13] [13] [13] f131
Edema, lamina propria i3 0 0 0 O 0 12 1 ¢ 0 0 1 13 0 0 0 O 0 12 0 0 1 0O 1
Cellular infiltration,
lymphocyte, Jlamina propria 13 0 0 0 o0 0 13 0 0 0 O 0 12 ¥+ 0 0 0 1 12 0 1 0 0 1
Cellular infiltration,
neutrophil, lamina propria 13 0 0 0 O (4] i3 0 0 0 O 0 13 0 0 0 O 4] 12 0 1 0 0 1
Mineralization,
lamina propria 13 0 0 0 O 1) 13 0 0 0 O 0 13 0 0 0 O 0 12 1 0 0 0 1
(Brain) [13] [ 0] [ 0] [13]
No remarkable change
(Adrenal gland) [13] [ 0] [ 0] [13]
No remarkable change
(Bone marrow of femur) [13] [ 0] { 6] [13]
No remarkable change
(Lung) [ 0] [ 0] [ 21 [ 8]
Hemorrhage, focal 2 0 0 0 O 0 i 4 3 0 0 7
Edema 2 0 0 0 0 0 5 1 2 0 0 3
Cellular infiltration,
macrophage 2 0 0 0 0O 0 7 0 0 1 0O 1
Cellular infiltration,
neutrophil 2 0 0 0 O 0 5 1 2 0 0 3
Cellular infiltration,
lymphocyte 2 0 0 0 0 (4} 6 0 2 0 O 2
Accumulation, foam cell 0 2 0 0 O 2 5 1 2 0 0 3
Fibrosis, pleura 0 0 1 1 0O 2 S 0 1 2 0 3
Foreign body granuloma,
on pleura 0 0 0 2 O 2 8 & 0 0 O ¢
Exudate, with neutrophil,
on pleura 2 0 0 0 © 0 5 0 1 2 0 3
Foreign body, in exudate 2 0 0 0 O 0 7 0 1 0 0 1
Cellular infiltration, pleura 0o 0 1 1 0 2 6 1 0 1 0 2

-, Negative; %,
{1

#, Significantly different from control p<0.05 (One-tailled Fisher exact test)

##, Significantly different from control p<0.03 (One-tailed Fisher exact test)

Very slight; +, Slight; ++, Moderate; *++t, Severe; Pos., Total of positive grade
Number of animals examined

(continued)



Table 23(Continued)

TSA: combined repeat dose and reproductive/developmental toxicity screening study in rats
Summary of histopathological findings in Fo females

Group Control 20 mg/kg 100 mg/kg 500 mg/kg
Grade - * + 4+ +++ Pos. ~ * + ++ +H Pos. - + 4+ H +++ pos. - + + ++ +++ pos.
(Esophagus) [ 0] [ 0] [ 0] [ 2]
Perforation i 0 1 0 0O 1
Degeneration,
mucosa and muscular layer i1 0 1 ¢ o 1
Cellular infiltration,
neutrophil 1 0 1 0 O 1
Hemorrhage, subadventitia
and in thoracic cavity . 1 0 ¢ 1 0 1
{Diaphragm) [ 1] [ 0] [ 0] [ 1]
Granulation tissue,
peritoneum ¢ 060 0 1 0 1 1 6 ¢ 0 ¢ 0
Fibrosis and hemorrhage,
peritoneum 0O 6 0 1 ¢ 1 i 60 0 0o ¢ [¢]
Exudate, with neutrophil,
on pleura i1 0 0 0 O 0 0O 0 1 0 O 1
Cellular infiltration, pleura 0O 0 O O 9] ¢ 0 1 0 O 1
(Uterus) [ 0] [ 1] [ 0] [ 01
Rest, placenta, endometrium 0O 0 1 0 0 1
(Skin) [ 1] [ 01 [ 0] [ 0]
Decrease, hair follicle ¢ 0 1 0 O 1 '
(Forestomach) [ ol [ 01 [ 11 [ 0}
No remarkable change
(Glandular stomach) { 0] [ 0] { 0] [ 31
No remarkable change
(Pancreas) [ 1] [ 0] [ 1] [ 0}
No remarkable change
(Thyroid gland) [ 0O} [ 0] [ 1] [ 3]
No remarkable change
(Pituiltary gland) [ 0] [ 0] [ 1] f-11
No remarkable change
(Eye ball) { 0] [ 0] [ 0] 1 11
No remarkable change
(Ovary) [ 3] { 0] [ 1} [ 11

No remarkable change

—, Negative; %, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade
{ ], Number of animals examined



Table 23-L
TSA: combined repeat dose and reproductive/developmental toxicity screening study in rats
Summary of histopathological findings in Fo females at the end of the dosing period

Group Control 20 mg/kg 100 mg/kg 500 mg/kg
Grade - + + ++ +++ pos. - + + + ++ pos. - * + ++ +++ pos. - + + ++ ++ pos.
(Liver) [13] [13] [13] [ 8]
Hypertrophy, hepatocyte, centrilobular,
ground glass appearance 13 0 0 0 o0 0 13 0 0 0 O 0 3 8 2 0 O0O#«10## 0O 0 8 0O O#» 8##
Fatty change, periportal 6 6 1 0 O 7 6 7 0 0 O 7 10 3 0 0 O 3 7 1 0 0 O 1
Microgranuloma 10 3 0 0 O 3 13 0 0 0 O 0 12 1 0 0 O 1 8 0 0 0 o0 0
Necrosis, focal 13 0 0 0 o 0 12 1 0 0 O 1 11 2 0 0 O 2 8 0 0 O O 0
Necrosis and hemorrhage,
caudate lobe 12 0 0 0 1 1 13 0 0 0 0 0 13 0 0 0 0 0 8 0 0 0 0 0
Fibrosis, caudate lobe. 12 0 0 1 o0 1 13 0 0 0 O 0 13 0 0 0 O 0 B 0 0 O O 0
Hematopoiesis, extramedullary 12 0 0 1 O 1 13 0 0 0 O 0 13 0 0 0 O 0 8 0 0 O ¢ 0
-Fibrosis and cellular infiltration,
capsule 12 0 0 1 0 1 13 0 0 0 0 0 13 0 0 0 O 0 8 0 0 O O 0
(Kidney) [13] [13) [13] [ 8]
Basophilic tubule, cortex 10 3 0 0 O 3 7T 5 1 0 0 6 8 5 0 0 O 5 6 2 0 O 0 2
Degeneration, fatty,
proximal tubule 13 00 0 O 0 13 0 0 0 O 0 13 0 0 0 ¢ 0 7 1 0 O O 1
Degeneration, vacuolar,
proximal tubule 13 0 0 0 O 0 13 0 0 0 O 1] 18 0 0 0 0 0 7 1 0 O O 1
Cellular infiltration,
lymphocyte, interstitium 13 0 0 0 O 4] 12 0 1 0 O 1 13 0 ¢ 0 O 0 8 0 0 O O 0
Cyst, tubule,
cortico-medullary junction 12 1. 0 0 © 1 13 0 0 0 o0 0 13 0 0 0 O 0 G 2 0 0 0 2
Mineralization,
cortex/papilla 13 0 0 0 O 0 11 2 0 0 0 2 13 0 0 0 O 0 8 0 0 O 0 0
Fibrosis, focal 12 1 0 0 O 1 13 0 0 0 O 0 13 0 0 0 O 0 8 0 0 0 O 0
Cellular infiltration,
neutrophil, lumen, papilla 13 0 0 0 O 0 13 0 0 0 O Q 13 0 0 0 O 0 7 1 0 0 O 1
Cellular infiltration, neutrophil and lymphocyte,
lamina propria, pelvis 13 0 0 0 0 0 13 0 0 0 0O 0 13 0 0 0 O 0 7 1 0 0 0 1
(Spleen) [13) [13] [13] [ 8]
Hematopoiesis, extramedullary 0 5 7 1 O 13 0 4 8 1 0 13 0 6 7 0 0 13 0 4 4 0 O 8
Deposit, pigment, brown 0 4 9 0 0 13 0 3 9 1 0 13 0 112 0 0 13 0O 1 7 0 O 8
Atrophy, white pulp 13 0 0 0 O 0 13 0 0 0 O 0 13 0 0 0 O 0 7 0 1 0 O 1
Atrophy, red pulp 13 0 0 ¢ O 0 13 0 0 0 O 0 13 0 0 0 O 0 8 0 0 O O 0
Granulation tissue, capsulc 12 0 1 0 O 1 12 1 ¢ 0 O 1 13 0 0 0 0 0 8 0 0 0 0O 0
Fibrosis, capsule 12 0 1 0 O 1 13 0 ¢ 0 O 0 13 0 0 0 0 0 8 0 0 O © 0
(Heart) [13] [13] [13] [ 8]
Fibrosis, epicardium 13 0 0 ¢ O 1) 13 0 ¢ 0 O 0 13 0 0 0 o 0 4 0 1 3 0 4%
Cellular infiltration,
epicardium 13 0 0 ¢ O 0 13 0 0 0 O 0 13 0 0 0 o© 0 4 1 3 0 O 43
Cellular infiltration,
subepicardial area 13 0 0 0 O 0 13 0 ¢ 0 O 0 13 0 0 0 0 0 8 0 0 0 © 0
Deposit, pigment, brown,
epicardium 13 0 0 0 O 0 13 0 0 0 O 0 - 13 0 0 0 O 0 7 0 1 0 ¢ 1
—, Negative; I, Very slight; +, Slight; *++, Moderate; *+++, Severe; Pos., Total of positive grade (continued)
[ 1, Number of animals examined

#%, Significantly different from control p<0.01 (Two-tailed Mann-Whitney U test)
#, S8ignificantly different from control p<0.05 (One-tailed Fisher exact test)
##, Significantly different from control p<0.01 (One-tailed Fisher exact test)



Table 23-L(Continued)
TSA: combined repeat dose and reproductive/developmental toxicity screening study in rats
Summary of histopathological findings in Fo females at the end of the dosing period

Group Control 20 mg/kg C 100 mg/kg 500 mg/kg
Grade - t + H ++ pos. - 1+ + ++ +4++ pos. - 1 + ++ ++ pos. - + + ++ ++H+ pos.
(Thymus) [13] [13] [13] [ 8]
Atrophy 13 0 0 0 ¢ 0 i3 0 0 0 0 0 13 0 0 0 O 0 5 1 1 1 O 3%
Fibrosis, capsule 13 0 0 0 o 0 13 0 0 0 o 0 12 0 1 0 O 1 5 1 2 0 0 3#
Edema, capsule 13 0 0 0 0 (1] 13 0 0 0 0 0 i2 0 1 0 O 1 T 0 1 0 O 1
Exudate, with neutrophil,
on capsule 13 0 0 0 0 4] 13 0 0 0O O 0 12 0 1 0 O 1 8 0 0 0 O 0]
Cellular infiltration,
capsule 13 0 0 0 O 0 13 0 0 0 0O 0 12 0 1 0 0 1 5 3 0 0 O 3#
Foreign body granuloma,
.on capsule 13 0 0 0 O 0 13 0 0 0 O 0 12 0 1 0 O 1 8 0 0 0 O 0
(Urinary bladder) [131] [13] [13] [ 8]
Edema, lamina propria 13 0 0 0 O 0 12 1. 0 0 O 1 13 0 0 0 O 0 7 0 0 1 O 1
Cellular infiltration,
lymphocyte, lamina propria 183 0 0 0 0 0 i3 0 0 0 O 0 i2 1 0 0 o0 0 7 0 1 0 O 1
Cellular infiltration,
neutrophil, lamina propria 13 0 0 0 0 0 13 0 0 0 O 0 13 0 0 0 O 0 7 01 0 O 1
Mineralization, :
lamina propria 13 ¢ 0 0 ¢ 0 13 0 0 0 O 0 13 0 0 0 O 0 7.1 0 0 © 1
(Brain) [131] [ ol . [ 0] [ 8]
No remarkable change
(Adrenal gland) [13] [ 0] { 01 [ 81
No remarkable change .
(Bone marrow of femur) [13] [ 0] [ 01 [ 8]
No remarkable change )
{Lung) [ 0] [ 0] [ 2] [ 3]
Hemorrhage, focal 2 0 0 0 O ] i1 1 0 O 2
Edema 2 0 0 0 O 0 3 0 0 0 O 0
Cellular infiltration,
macrophage 2 0 0 0 O 0 3 0 0 0 O 0
Cellular infiltration,
neutrophil 2 0 0 0 O 0 2 0 1 0 O 1
Cellular infiltration,
lymphocyte ’ 2 0 0 0 O 0 2 0 1 0 O 1
Accumulation, foam cell 0o 2 0 0 O 2 01 2 0 O 3
Fibrosis, pleura 0 0 1 1 0 2 0O 0 1 2 O 3
Foreign body granuloma,
on pleura 0 0 0 2 O 2 3 0 0 0 O 0
Exudate, with neutrophil,
on pleura 2 0 0 0 O 0 3 0 0 0 O 0
Foreign body, in exudate 2 0 0 0 O 0 3 0 0 0 O 0
Cellular infiltration, pleura 0 0 1 1 O 2 3 0 0 0 O 0
—, Negative; *, Very slight; +, Slight; ++, Moderate; tt+t, Severe; Pos., Total of positive grade (continued)

{ 1, Number of animals examined
#, Significantly different from control p<0.05 (One-tailed Fisher exact test)



Table 23-L(Continued)

TSA: combined repeat dose and reproductive/developmental teoxicity secrecening study in
Summary of histopathological findings in Fo females at the end of the dosing period

rats

Group
Grade

Control
+ + ++ +++ Pos.

20 mg/kg
- t + 4+ 4+t Pos.

100 mg/kg
- + 4 ++ +++ Pos.

500 mg/k
-t

g

+ F+ +++ pos.

(Esophagus)
Perforation
Degeneration,
mucosa and muscular layer
Cellular infiltration,
neutrophil
Hemorrhage, subadventitia
and in thoracic cavity
(Diaphragm)
Granulation tissue,
peritoneum
Fibrosis and hemorrhage,
peritoneum
Exudate, with neutrophil,
on pleura
Cellular infiltration, pleura
(Uterus)
Rest, placenta, endometrium
(Skin)
Decrease, hair follicle
(Forestomach)
No remarkable change
(Glandular stomach)
No remarkable change
(Pancreas)
No remarkable change
(Thyroid gland)
No remarkable change
(Pituitary gland)
No remarkable change
(Eye ball)
No remarkable change
(Ovary)
No remarkable change

0]

1}
0
0
1
1

0]

1]
0

01}

0]

1]

0]

0]

0l

3]

o0 o o

o0 © O

[ 2 -]

oo

0}

0]

1]
0 0 1.0 0 1
0]
01]
01
0l
01
01
0]
0]

0]

01}

0]
01
1]
0]
1]
1]
1]
0]

1]

0]

0]

01
01
0]
0]
0]
1]
1]
01}
1]

—, Negative; *, Very slight; +, Slight; ++, Moderate; *+++,

[ 1, Number of animals examined

Severe; Pos., Total of positive grade



Table 23-S/D
TSA: combined repeat dose and reproductive/developmental toxicity screening study in rats
Summary of histopathological findings in Fo females sacrificed in a moribund condition or died

Group Control 20 mg/kg 100 mg/kg 500 mg/kg
Grade - & + +H +H+ pos. - + + + +H+ pos. - + 4+ H ++ pos. - + + 4+ +H pos.
(Liver) { 0] [ 0] { 0] [ 5]

Hypertrophy, hepatocyte, centrilobular,
ground glass appearance
Fatty change, periportal
_Microgranuloma
Necrosis, focal
Necrosis and hemorrhage,
caudate lobe
Fibrosis, caudate 1lobe
Hematopoiesis, extramedullary
Fibrosis and cellular infiltration,
capsule
(Kidney) [ 0] [ 0] [ 0]
Basophilic tubule, cortex
Degeneration, fatty,
proximal tubule
Degeneration, vacuolar,
proximal tubule
Cellular infilltration,
lymphocyte, interstitium
Cyst, tubule,
cortico-medullary junction
Mineralization,
cortex/papilla
Fibrosis, focal
Cellular infiltration,
neutrophil, lumen, papilla
Cellular infiltration, neutrophil and lymphocyte,
lamina propria, pelvis
(Spleen) [ 0] [ 0] [ 0]
Hematopoiesis, extramedullary
Deposit, pigment, brown
Atrophy, white pulp
Atrophy, red pulp
Granulation tissue, capsule
Fibrosis, capsule
(Heart) [ 01 [ 01 [ 01
Fibrosis, epicardium . :
Cellular infiltration,
epicardium
Cellular infiltration,
subepicardial area
Deposit, plgment, brown,
epicardium
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-, Negative; *, Very slight; +. Slight; ++ Moderate; ++, Severe; Pos., Total of positive grade
[ J» Number of animals examined
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(continued)



Table 23-S/D{Continued) .
TSA: combined repeat dose and reproductive/developmental toxicity screening study in rats
Summary of histopathological findings in Fo females sacrificed in a moribund condition or died

Group control 20 mg/keg 100 mg/kg 500 mg/kg
Grade - t 4 ++ ++ pos. - * + 4+ 4+ pos. - * + ++ +H Pos. - & + +t +H+ pos.

(Thymus) [ 0] [ o] { 0} [ 5
Atrophy
Fibrosis, capsule
Edema, capsule
Exudate, with neutrophil,
on capsule
Cellular infiltration,
capsule 2
Foreign body granuloma,
on capsule
{Urinary bladder) [ 0] [ ol [ o] (s
Edema, lamina propria
Celliular infiltration.,
lymphocyte, lamina propria
Cellular infiltration,
neutrophil, lamina propria
Mineralization,
lamina propria
(Brain) [ 0] [ 0] [ 0] I 5
No remarkable change
{Adrenal gland) [ 0] [ 0] [ 0] [ S1
No remarkable change
(Bone marrow of femur) { 0) [ 0] { o] [ 5]
No remarkable change
(Lung) [ 0} [ 0] [ ol [ 5]
Hemorrhage, focal Y
Edema 2
Cellular infiltration,
macrophage 4
Cellular infiltration,
neutrophil 3
Cellular infiltration,
lymphocyte
Accumulation, foam cell
Fibrosis, pleura ¢
Foreign body granuloma,
on pleura 5
Exudate, with neutrophil,
on pleura :
Foreign body, in exudate
Cellular infiltration, pleura
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—, Negative; %, Very slight; +, Slight; ++, Moderate; +H, Severe; Pos., Total of positive grade (continued)
[ 1, Number of animals examined




Table 23-S/D(Continued)
TSA: combined repeat dose and reproductive/developmental toxicity screening study in rats
Summary of histopathological findings in Fo females sacrificed in a moribund condition or died

Group Control 20 mg/kg 100 mg/kg 500 mg/kg
Grade - & + + +H pPos. - * + + +H Pos. - % + ++ +H Ppos. - + + + ++ pos.
(Esophagus) I 0] [ o1 [ 0]} [ 2]
Perforation 1 0 1 0 ¢ 1
Degeneration,
mucosa and muscular layer 3] 0 1 0 O 1
Cellular infiltration,
neutrophil i 0 1 0 0O 1
Hemorrhage, subadventitia
and in thoracic cavity 1 0 0 1 0 1
(Diaphragm) [ 0] [ 0] [ 0] [ 1]
Granulation tissue, .
peritoneum 1 0 0 0 O 0
Fibrosis and hemorrhage, .
peritoneum 1 0 0 0o O 0
Exudate, with neutrophil,
on pleura 0O 0 1 0 O 1
Cellular infiltration, pleura 6 0 1 0 ¢ 1
(Uterus) [ 0] [ 0] [ 0] [ 0]
Rest, placenta, endometrium
(Skin) [ 01 [ 0] [ 0] [ 0]
Decrease, hair follicle
(Forestomach) [ 0] { 0l [ o1 [ 0]
No remarkable change
(Glandular stomach) [ 0] { 0] . [ 0] [ 3]
No remarkable change »
(Pancreas) [ 0] [ 0] [ o] [ ol
No remarkable change
{Thyroid gland) [ 0} [ 0] . [ 0} [ 2]
No remarkable change
(Pituitary gland) [ 0] { 0] [ 0} [ 0]
No remarkable change
(Eye ball) i 0} [ o] { 0] [ 1]
No remarkable change
(Ovary) [ o] [ 0] [ o] - [ 0]

No remarkable change

-, Negative; %, Very slight; + Slight; +, Moderate; +it, Severe; Pos., Total of positive grade
[ }s» Number of animals examined



Table 24

TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Reproductive performance of Fo animals

Compound TSA
Dose group

(mg/ke) 0 20 100 500%? 500°
Number of mated pairs 13 13 13 8 5
Number of copulated pairs 13 13 13 8 5
Copulation index 100 100 100 100 100
Number of pregnant animals 10 13 12 7 5
Fertility index 76.9 100.0 92.3 87.5 100
Pairing days until copulation

Mean = S.D. (N) 2.5 £ 1.3(13) 2.9 = 1.8(13) 2.7 £ 1,8(13) 3.0 = 2.2(8 2.0 £ 0.7( 5
Frequency of vaginal estrus

Mean = S.D. (N) 1.1 = 0.3(13) 1.1 4+ 0.3{13) 1.0 = 0.0(13) 1.0 = 0.0( 8 1.0 = 0.0(5)

2): vehicle control, 0.5% CMC-Na (5 ml/ke)
®): dosed males X dosed females
©): dosed males X untreated females

Copulation index = (number of copulated pairs / number of mated pairs)X 100, %
Fertility index = (number of pregnant animals / number of copulated pairs)X 100, %



Table 25
TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Development of F: pups up to day 4 of lactation; mean *+ S.D. (N)

Compound TSA

Dose group

(mg/ke) 03a) 20 100 500

Number of pregnant females 10 12 : 12 1

Number of pregnant females with pups alive 10 12 12 7

Gestation index 100 100.0 100 100

Gestation length in days 2.6+ 0.5 (10) 2.6 0.5 (12) 226+ 0.5 (12> 23.0 £ 0.0

Number of corpora lutea 6.7 3.4 (10) 1723 = 1.1 (12) 17.8 £ 2.9 (12) 179 = 4.4

Number of implantation sites 150+ 2.7 (10) 15.0 £ 4.4 (13) 153+ 29 (12) 159.6 £ 3.4

Implantation index 90.8 £10.5 (10 93.4 x 6.2 (12) 86.8 = 124 (12) 87.7 £ 5.0

Day 0 of Jactation ‘
Number of pups torn 13.6 £ 2.1 (10) 1.7 43 (18) 140 £ 383 (12) 1224 = 4.8 7)
Delivery index 91.2 = 7.9 (10) 84.9 =267 (13) 91.5 £ 13.0 (12) 78.4 + 20.6 7)
Number of 1live pups 13.5+ 2.1 (10) 13.6 = 43 (18). 13.¢9 £ 83 (12) 11.4 £ 4.0 7)
Birth index 9.5+ 7.8 (10) 84.5 = 26.9 (13) 9.0 £ 18.0 (12D 73.0 = 18.7 7)
Live birth index 99.3 + 2.1 (10) 99.4 £ 2.0 (12) 9.4+ 1.9 (12) 03.8 £ 8.6 7)
Sex ratio o 44 +13.8 (10) 52.8 16,2 (12) 49.8 = 11.5 (1i2) 50.9 + 17.6

Day 4 of lactation
Mumber of live pups 13.3 £ 1.9 (10D 14.8 £ 1.4 (12) 13.5 £ 3.0 (12) 1t.1 £ 3.8 7)
Viability index 8.8 40 (10> 100.0 £ 0.0 (12) 97.5 £ 40 (12) + 4.4 7)
Sex ratio 45.1 * 14.3 (10) 52.8 £ 16.2 (12) 49.4 £ 11.9 (12D 50.6 = 17.8 7)

a): vehicle control, 0.5% CMC-Na (5 ml/kg)

Gestation index = (number of pregnant females with live pups / mmber of pregnant females) X 100, ¥

Ipplantation index = (number of implantation sites / number of corpora lutea) X 100, ¥

Delivery index = (number of pups born / number of implantation sites) X 100, ¥

Birth index = (mumber of live pups on day 0 / number of implantation sites) X 100, ¥

Live birth index = (number of live pups on day 0 / number of pups born) X 100, %

Sex ratio = (number of male live pups on day 0 / number of live pups on day 0) X 100, %

Viability index = (number of live pups on day 4 / number of live pups on day 0) X 100, % »

Sex ratio = (number of male live pups on day 4 / numbij live pups on day 4) X 100, ¥ Q



Table 26

TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of Fi pups up to day 4 of lactation; mean + S.D. (N)

Compound TSA

Dose group
(mg/ke) 0 a) 20 100 500

Day 0 of lactation

Number of live pups 1.5 £ 2.1 (10) 14814 (12) 13.9 £33 (12) 11.4 = 4.0
Male 6.1 £ 2.3 7.9 2.9 6.8 1.7 6.1 £37
Female 7.4 + 1.6 6.8 % 2.0 7.1 £ 2.3 53 =* 21
Weight of pup (g)
Male 7.4 1.0 (10) 7.1 £ 07 (12) 6.8 08 (12) 8.2+x0.7xC 7)
Female 7.0 07 (10) 6.7 07 (12 6.4 =06 (12) 58 £ 0.7x( 7)
Day 4 of lactation
Number of live pups 1383 1.9 (10) 14814 (12) 185 £ 30 (12) 1.1 £ 3.8
Male 6.1 £ 2.3 7.9%+ 29 6.6 = 1.6 6.0 = 3.8
Female 7.2+ 1.6 6.8 £ 2.0 6.9 22 5120
Feight of pup (g)
Male 120x 1.3 (102 11.5+09 (12) 1.0+ 1.5 (12) 94X24x( 7))
Female 1.6 £ 1.1 (10) 108 1.0 (12D 10.4 = 1.4 (12) 8.7 24%( 7)

a): vehicle control, 0.5% QUC-Na (5 ml/ke) :
¥ : significant difference from control, p<0.05 (by multiple comparisons)
¥x: significant difference from control, p<0.01 (by multiple comparisons)



Table 27

TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

“ Summary of morphological findings in F: pups on day 4 of lactation

Compound TSA
Dose group
(mg/kg) 0= 20 100 500
Number of pups examined
External observation 133 177 162 78
Visceral observation 133 177 162 78
Number of pups showing abnormalities :
External malformations 0 0 0 0
Visceral malformations 0 0 0 0

*): vehicle control, 0.5% CMC-Na (5 ml/kg)

O



Table 28
TSA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Summary of morphological findings in F:1 dead pups

Compound TSA
Dose group
(mg/ke) 02 20 100 500
No. of dead pups examined
External observation 2 0 3 7
Visceral observation 2 0 3 7

No. of dead pups shewing sbnormalities
ties

Extcrnal abnormalitie ] H 0 0
Visceral abnormalities
Major abnormalities (0 0 0 0
Minor abpnormalities 0 0 0 0

a): yehicle control: 0.5% CMC-Na (5 ml/kg)
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