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Findings of pups
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OECDI&3EFILENBORLEARCFSBEAETRO—RELT, 2-4F
V=5 —=pbaRvEsy2NAVBOTy PERAVEROREC L ARERSHEEB LY
EEREBEHAERBRET e TbLE, 2 AFIN -5 - buXRV¥Er2ANKR /B
D0 (EHEEAK) « 175« 350BX Ti0ng kgD HEAE Sprague— Dawley 5w b
(Cri:CD) &, MWK 1 4 HAiHORENMER CHRATHETOH49b 3
Wiz 5 0 BRE. BB 1 4 BHirh o REME. REBEIROERBRE L X UL kE
BTHBEIBEETOHA41~4 8 HERORE L, REBRSGC X SHEEYICE T 5 — /%
ENHFALEEIRRT I L bic, HERE. RETEY., ZERBIUZHK -HELLO
4Rk, RIEROREBIUVRBEREIHEIIDLVTRE L,

I. RESEEE
1. i (P) tRIETHE

T0ng / ke 5B cBE VT, —RIRBTHEB, —HIrREE2ETIRE. EHEBH. IL
FMAEOBEYRE XCHE, FETHMNE. BERBTEESBD Shl, -, MEFR
HETEHFRMRARE S K CFYRMRMERBOEE, MELFRETRERER LU
¢, —7u7) yAERROEEARD O, AS5CHEERBCBV T, ARNIKE
OBEBRBOEE., BREOHFREALER. HBFENCEERNEEOBER. BMHEMKEKED
£, BREOEMLZERHEHMAS Shi, BHERELIVREEORF—VYHEICE
HRYEREORBRIEYONEh s, 15ing /B ERIcBVL TR, REFRETH
REcEOBRROEE. MBFNICRRABREEOBIEE. BFISEEOBHNS ST,
—RRE, FE, BER. NAFRE,. BHEBREBIUVMEREFRECIERYERS
OREBIBHONU -, [T/ B ERICBVTR, —RRE, KE, BER. M
BERE, BHAERE. NBLEREL XVFEERBAOVThIC bRV ERS OLE
BED Lo I,

2. tf (P) KRIZTHE

T0tag /L SR ICHV T, ~BRETHLAROER A, BAOEAIL, ¥,
TE. BREGHORD, KEET. RERHOBOER LK, 2 MART & 712 UiE Y
Shic, $h, KETHMOMAER. FELRETCHENCEORRBOEE., BEO
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BEORE S BE & — RN, MEENCERABREKROBIE., BMEEKOER. KRB0
BEWMIEBEHNAS N, BRERBCIHRYERSEOLBIZD OhEh >, 350
ng /RS HCE VTR, WEFRETHRFENCEABMNBR OB K. HPBKEOE
fEhds o, 1Ting/lBREHIKEOTE. —BIRE. FE, BHEBL I OHREERE
DT HEBRYEARSORERED ShLh -1,

PEomd. FRRZHATICHT 32— BRBEUFHTREERIMAE L b1 175 kg
dav &ﬁ%énéo

0. EREREEN
1. 8B (P) OERMREBRRETHE

T00ng ke 5B BV T H. MOMENS L CRHBEREEK. BEOXREE T
ELAAN. KRBBLOCZRE, BOMREHM. HEX, ARBLCHERE. 35
REGH. BRERS LOBKRE, FLERHERS LCAREO VTR b KRYERS
DREBIFED ST - 2,

2. AR (F, ) tRZTRE

T00ng kgt S EICcH VT, MEAEORBEEM AR L BICE T 5 EFRICEMBER
r@RYohtc, Lhl. HECHOEFRE., HERKMS K UHAR, HHicgkRYER
S5O0 BIRDONT ARBRER AOWE Do, $h, ER4BCBTZHRICD
WTHREREDH ST h - I,

Do, XABLETIC B 24 MBEHEHNTERERIMEEL i T00ng, ke
Sday  BiERT 350mg kg day LHEEX R B,
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FREBIZ., OECDI L AEENEVHORLUARCRIBURAEERXO-BRLL
T, BAESEBHEBOKEI LD, FUEWEN L MBI RS N A 0 BE
ANOHEAMET LD, OECD Guideline for testing of Chemicals, Combined
Repeat Dose and Reproductive /Developmental Toxicity Screening Test X » THEHE
Ltco T8bb, 2—-2FN—-5—=buxrE¥raltrvBEMHES v bic1 510,
HEWCRIRERE L4 80h OXEPMERTHRAEBETOH 4955 WE5 0 HMHE. #
CRRERE L 4 HO SRR, RBRIROERIMSLIUIRERTHEIDZ
TOH41~4 SHERDOHBRE L. RERSICIIMESMICL T 2 - RESENLTEE
ERRFT B L L b, WM, TRAB. ZRELTME - WES E O AR, Ki
ROBEBIURBEREITHEBECDVWTRREL K,

k. ARRIE [FREEUECRIARRUEELENECRIEEROBEOER
E2EHINSBARCEETAEBRBERICo>WT (HMSE I AIBD ; BEEEIESRE
BFAERERRE. EREN SEEEEERERR. ARSI S EHEXAERER
BE&LER) —WIUE (BRIGEILABORAHE 2335, #AEI8. 3ER 823 1«
EDD [FHEAFEVECRIABRICEELCEVECRIEEROHAOHESEL2ED S
SEBARCHET SRRBR T S EE | KESVTEBL .,
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REBRME B L UFHE

BRI E B X OBk

wERME

BEBRYMETHE2 —AFIL-5~-~=baXr P2t Bt

TRt hi, BRYBEOBHELUTIIRL .,

woE i
& R 2—AFN-5—=buRyE¥Fr2lt /R

(2-Methyl-5-nitro-benzensulfonic acid)
CASES 121-03-9
BERE I RER sout

CHs
‘ NO2

oy FES
#li B 9. 60 %
23 VN wBEEE (BRI
5 F B 211. 2
- J=4 133. 5 CELF
REH®E ISR

b, HRYBNS 28 R L L THERELHRV I Y —F 2 v 5 —ARIBHE
mw%%Eﬁﬁiu%%L\ﬁ%a%%T&uﬁﬁ®m$%Em¥ﬁivéé
KEML, W ZEKEL, TORE. MBEBEENRS VI EnEREXHh

3

B &
® & £
oy FPES

ReEF &

- (Attached Data 1) o

ESAK (BXAERL. hA2ERKEUETIS)
6J83
EREHE

3) EREORBL X CRMEER
BEREBCLCHRYEOLERLTRNL., EHAKCERL TLEBECHERL
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foo A, WERMIE IR 256 THERE L ABREZRML o, AHBYWED | ~
NKBDOEFHAKBREZ. ER2 ARHERSITBE (4C) SHEIRERELER
2AMBRERICBVWTRETH A EAERINTVWS (Attached dats 2) T &h
O, AWM 1EMc 1ELEOEETIT -, HEROKRER. 18T >BEYS
AMCAEL. BB BRAEL . Sk, NRHORSB (EHAK) bEHRICFEE
Lo

BBEOBERIZEHOBRERENMBXVHORESRRAD 26, B IC#H
LAEBBERCDVWTHPLCHRRELIVKASHR/ VY -F 5 —TEBL K
B WFhbEZERBECHITZEHERI~ 1H%OHEATHY, BERIBEVTH-
(CAttached data 3. 4) ,

2. ABRSY

Sprague—Dawley FSPFF v b (Crj:CD (SD) \ HEF+ =LA » Y-
REt) OMEMER6 20 (FEXIEE : 26 0L) 2 T:BETAFL. 1 HEMKRE « B/LHE
BLAR, #E—BREBCRENGL, BEEMPRFTEM4 SR S ARTRE
LB LIc, MB2EHYORBXATE2ENL THRAMZBHEL, HAMICRES T &
ERENABFC—BRECREENZDONBVWEYHL SN2 BT 3 BMTHRELHIBL -,
Kk, REBEHOGERBAEBRET 309~335s. MT 202~3UTh- 1

3. HELH

B3, R Bk XUBIMRRMIMEE L CREN~4 5°C. HMEEL. 5~T71.5
%, HMTE 1M1 O0~15E. BHLHE12EE (FliTHE~FRTE) ORBTE
(910%%) THBLL,

B, REMMBLCERL TELOSHBEABZ CONMERE, &2ENEYr — v
(W 410X D 350X H 1Tlmm: V= FLoo=7 Y v/ BREAE) 24P E T2
R zhZTh@HcRELL,. XREPMPRESFHrOBHETCOMBSRYUMEy — v
(W 410xD 350xH [Tlan: Y= Fx oy I=7Y V7 HRRASH) o 28
BIROH2ILENAB L, BiC2>WTRER1 TEXSHE4HE TOMIZ, KB Gk
TA4 P2V —2 t HEF v =R« YNXN-BHAKH) 2ANLETSAF o 7@z r—
U (W 340XD 400X H 185m: BEZ L7HREHE) THEHHSHTL 2z, WFh b EHHE
B RESRREENME 4 ) 2 2 VBB TERRAH) BXUREK GRIEHY

O

™R T W ¥ i
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AEK : HERKEBHER) 2HHCENS S, BB, 77 AF v /8o r—JK
X2HAEHEDORKIE, BAKEERVWTIT- o,

fANBLTCRBPOFRMEOHITR, HEBIEABRERST LY 5 —-THRBLILAT
F—=7 %, KEOKDOSITIE, KEBCERL KEOS 2 WEHEARREAEENERE
Ty —ICERHN (EA4RD CEEL, Bo5hicTF—sE2Z2hThAF L. AHBRORE
WEEOBVWILEHEAL, REL

4. EEBAIB LY - IV~DFER

B, BRI - BULHR I FEE S TRERNET - k. Tk, HEY— Vo
BRILKBAT LT —YI_NEDY ., RBES. BERE, R5E. . BNES
BLOHEBESERLL Lo

5. 58, BERELUBHYH

BB, tRYEESHICHRBEEMA 4BERE L. 1 HOBYREMER12TL
Lice AT, BNJLHOKE, BRE - BLHRhO —BRIRE, BEE, HEHOH
BHRCIVHYZERL KR, YHOKETEILL, BROVEEKENTE KT
—tnB&5ava—SeRVkToy /) REESLIUVEERMBEOMESYE (Fay
IEBETSHESEEZBRL., #ERBIUCBROEAKBZES 2B/ERCHINTS) itk
DEBL, BAUGRBREBERCT -/t BAUROKBIVRI - F VEKBICLD
LRSI, BERBITUHBERRETRICRT,

B ®RE5 8 85 Ht L

(wg kg) | BE CRK%) #9998 |0 ES IR | BV ES
x ROB 0 0 12 1001~1012 12 1101~1112
EHER 175 3.5 12 2001~2012 12 2101~2112
h H B 350 1 12 3001~3012 12 310L~3112
mHER B 100 14 12 4001~4012 12 4101~4112

6. RERLZOHBERN
B582E., Sy PrAVAEHELRAR (S8 : 00 500, 10003KT2000mg, kg)
BLU2EAREORSFHRAR (MARHEKV IS -F L5 RBEBES : U~
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1237, B58: 0. 115 . 350 BEXE T0lag k) ORBEEBER LTREL %o ¢
Hhb, BEBERRTE. 000/ RSROBBICETMIZASNIEh - b, 101
g kR R OMER S AP 1AL 000ng ke SBHOHS PL2F LS Fldh 4 AIART
L BB L1000ng ki 5SRO MBS X 0 2000ug,/ B EHOM 1 flic TR0 S
LHEREAD B VWIERBOMENRA LN, 2HBMOEORS TR, T B E5H
OHETHBEEIVUERGONE., #HTIREBOBKRER, SO THREROSMEN
BoNte, Hlug/ GUTOBRSHTRESHBERESONEI T TNOLDOERENIS,
ZRBROBARE., BUHERIRTLOORELEBLERERIBVWENEESLS 101
pg/kgE Ly I FTRAK 2 THBUT $50ing kg2 hHEBI., 1T/ & ERHBCHEL .

7. BERR. B#E5EHEBIUREHM
2—%%»—5¥;bu&y€yxw$y@m\%ﬁbrﬁumuknﬁménéﬂﬁ
HHAELOSNB L, £, OECD Guideline for testing of Chemicals | Combined
Répeat Dose and Reproductive/Developmental Toxicity Screening TestiCfEWENOKRS
ZREBRUI:, BEHRE, LEEOFAFSA V- T, HIIRZER 1 MLV ZD
BREMIHETOAL 95505 0HM., BTRIZERI1 4 HE, ZXBRHHE (KBK1 4
HE) MBS L CHE 3 E (BIRATH) $T041~48HBEL, 1ALE,
08 : 00~15: WOoMicEBUE Y VTZ2HVWTHAEORES Ui, BRI ICIIEE (EH

HK) O3 ERBRICERE L. BREFRE (i /HNgFEL L, BFECREHEI.

BREFUEHOKEL, BRI > VWTRREMNBLXOREMMPRISZANELORKRE, EiRY
MbREROR, TH, 14B88&U21HOKE, RAPHDPRIHEHFOHOKEL KL
WKEHL

8. K. WE. REOHED X UCHE
1) # (P)
(1) —BREDHE
—RREOBEBEE, &5, BEERDLURE 2BN%RO 1 H3E. hEE
RELCTHEEOEREBEE L, HL. KEOBKIRSH B LCREEED 2
B& L. #8E SR LEE L,
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() EENE
HEI, #5HBE (5105 ( 546, 88, 11H, 158,
22H, 29H, 36H, 438, 498B&UERE (REMHBERS O0BLTS 1

H) @08:00~12: J0DOEICHEEL 7o

(3) BwEENE
BERR,. REHBLHBREZRL . AENELRETEO8 : 00~12 : O HE
HERELAEL. HiHOKERLOENG 1 HENBEREMHL 2,

() mEkFRE
BREMHKRTREHORBREIRBICHTHED —K (W1 68 RESELL2EED
MEL—TIVKERTTHREL, BEXBR,S®ML 72,

OEXBRL,- SHEER (EDTA-2K) TmAHFMEY (SB-41 : REE
HEFHRILH) CRMUOEZHOTUTOREZTT - o

REHH M ¥ FH #
IR (RBC) BRUERE RIS
NESot R (Hb) VT UAINESODE VKDY

AMNEZOE B (pet Hb) Van Assendelft &
A< bhbZ7Yy ME (Ht)
EERMBRARE (2 ) xFKRMmERE (104 Awn® ) @
103

FHRMmER (MCV) BRUERE LRI E

FHrmexkmaRE (MCH) NEJUbEVER (g de ) X1
FRIMBRE (10° mn> )

SRR NEFSOEVE (1 d2 ) X102 @
meXEE (MCHC) ANThZ )y Ml (%)

4 7% I FR 3 Brecherit

I/ B BRERERHE

B (WBC) BRERZELRHEY
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REWHHE W E A5 B
AR E SR Maiy—Giemss HefBic &k 28ERE

@M L.mE%:3. 8 27 BF MYV LEMALEREICED, BOLH8 (3000
fpm 1 Oﬁ}ﬁiﬁ) &\ f%“oﬂf:lfﬂﬂﬁ’&mh‘(ﬂ—l"‘@ﬁ'lﬁ’éﬁo fCo

REHEE , # E A &

Fo bo YU (PT) sy b

EHAESES Pa RS XF L ER 7ay b

(APTT) O
PR WL VS - fa v RFSZF ke -
{5 RIGE SR

1) a3 —-2BH8HEBEMRT7T+54¥— T8990 (BRNLaR#®
b) 43¥XEEH UVIDEC-66 (BkX&tt HERHFKRAF 4+ HIL)
¢) MEBEESREEEBE ACL100 (Instrumentation L aboratory )

(5) mALFMmE
MEFRED - ORI & FRKICEABR, SBRL cMEEA VT, UTokE
ZfT- T : _ .
ORML M@ 2ABREICE b8 (3000 ooy 104RD L. BohimiiHA

O

OTETORERTT - o

REHEE WoE

A¢ P Bessey —Lowryik®

#8373V 250—A (T, cho) CEH-COD-POD#®

FUZ YT A K (TG) GK-GPO—-POD¥.®

yoiE®E (PL)Y PLD-ChOD~-POD#®

8 (Fe) roeXa—-)VBEY

WBEkEAE (TIBC) sawXa—VBE?

Aeafestae (UIBC) BBLURERAE, SHEH

T ¥ X T ¥ 3 T &
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BEYIEY (T.bilitubin)

I ¥&

REZER (BUN)
sVTF =
FhrUTAL (Na)
AU A (K)
HHE (C1)
ANTT L (Ca)
Y~ (P)
BEBHE (TP)
A/GH
ERHENE

QERBRNSANRY U EMAFRBCTERL cMBEZ2E D528 ( 3000ma, 104
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W E B &
TYYEYUINWNE VU EY
Hexokinase —G6PD®EY

Urease —GLDHBE?

Jaf fa sk

A4 VBREBE®

A4 Vv BIRBEEY

A% vEBREBEY

OCPCH?

) FTFUOBREKY

Biuret #&®

EnESBHRMSEH

A —-RAT7E7F— PERKKXIZBERAKB &

B L. BohklBfEHOCTUTORMELZIT- 2o

RAEHHE
GOT
GPT
LDH

{56 FH 0052 B 23

d) 2889 E Moenarch (I nstrumentation

M E H

UV —rateE?
UV —ratetk?
UV —ratex®

Laboratory )

e) 2BHETKEEE CLINISCAN SA-V

(6) #ipx

(BRA L&AV FHEHR)

SEFEYVEREESOER (REMKBRO0H : &1 ~6%., BSBHKBKRS5 1
H:BRT~128) chS2HNELALER, 2 —FVHBRTTRMLU. SR L &,

o, B L. [EXZEUHN. B, FR. TEE, LR/MEESUFERE, B

10 —
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B, MOBR. PR, B, SR, BEELASIUCARMRERMERNL, BEBLU
BREAR 7T VB, 20MOBEBIUMBIR Y vBE®H (1. /15M, pH
TI~7.4) THELALL0%F V<) VEEEL ko

(1) BEERNE

BEER . OB, RIR. . SR, BE. BR BELRCODLWTHIEL., &
KEBEE,MSHINBEERZEHL
3) BERBERE

HEMASAIIC>VWTKRIBEBHEZIEML. May—GinssBEXREZFER L. HEE
LLRHBBICOVWTREL 2.

) WEMBFENRE _ ,

SEMIcOV T, B DI, R . BB, M. 3. BELEBLUER
R574 088k, E03 5, B2V TR. HBRVERSOBEREDbII /Y
MEHLSHBRICOVT, ZOMORE - HBIHBBLGHEBRC VT, £/,
HRFONRMIE WAL HBCHARES, UAZERL AT F V) o F Y
SRR OER L

(1) EHEDR T — VB

BRBIUBRLACDVWTHRATIFF VY Y e 2 AT UBBIRHIICPAS
RELZFTONBELIESHARREZERT LI, HHBDORF~ 2% [ ~VI, VII
~VII, I~XBET XI~XIV e ¥,

2) i (P)
(1) —fREOEE .

—RREOBEREH, BE5H. REERBIURE 28M%O 1 B 3E., |hEiE
REBEIVTHREHEOFEEBE LA, HL. KROBEIBEHBLIUCBREERD 2
E&L, #Hi@gEEMRAIIEE L7,

(2) HEAHORE

MEMOBHER. REREREELORBAEEINIETHEABI A 7TERRL,
BRL, REFOBREHMhIEZ A 78RS, REH. RERHBLUR
BRLEHCAEL, REHERBRNED XUREHISRORENE TORY (BE
M 2FE, BB REWMPRIEX A TRHOBFOERL AR,

() EAZE
BB, RGRAEGH (51 H0KRER) | #54H, 8B, 1 1HBXLU15H,

- 11 —
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SEHEDRIRS2 28, BERABNREROE. T, 14HBXU'21H, HHE
PR EETOEB LT A4HDE: (0~12: JDMICREL o
(1) JREEAE
FEHEE., XEMNKFEMNELACE. EEAMPRERIE. 78, 148X
C21H,. BHEEMPIEE 1L 4HO8 : 10~12 : NORICEHERR% HE
L. fiBEOKREERLOX, o 1 A ERBEZREHL £,
(5) B LUHETEE
BEHYRERIB Y. ARAREOFEEZBE L. PBRKRTORZIIIER2 1
BhoiER2 48 TEA4F . FRO20., HRE2 5 BEFFH 1LETV, 25BN
:NETEETLTVRIBE, TDHEMEOBE L, TRICABLLBAER.
VHAWEOBE Lk, XEBRK25HOI0: WETEABENASHED - it
FREO 26 (No, 1108, 1110) < 350ng kg8 ESHO 1 H (No. 3102) BXT 700
pg kg S BD 1L H (No. 4108) ooV TR, T—FVHMT CRINBFL S ELBIC
SRl BRORBERELLLLEIA, TERNRBRPED WG h-c D RiE
&HIME U 7o
SRR THIEZEINBEPROVTRHEREHEI S, BED. RED, B
DEEZEEL L THEREBEOBEELEWMEA4HE TERIT» 1,
6) # ®
HWEA4ABCBBYLA - FURBR M THRMBAI ELRICHRL, BEEB X
UERBHERA . o1, B, DI, [EXZE&UH. B, FiE. TEE. LK
IMEEZESUCHRE. BIT. MR, BB, BB, PR, 73, BE2RIL. V) VB8
W (1715M, pH 1.I~7.4) THMLAL10%+tLA<Y VBCEEL . RES
MBELE T00ng kR EROECH M LA (No 4110 LULEBEREWLH (No.
{11 2V T HRERICME L 7=,
(1) BEERAME
HREERE., LB, RWR. FE. BB BRBRSIUCHRC>LVTHEL, BREE
POoEMNBEEEREELL .
(8) WEMHMFIRE
LEPIcoOVT, M. DR, iR, BB, BI®. BE. BEBXUCBE 574 0
"L, 2035, B2V TR, HRYERSORENEO I LHHBRE L2
HEBBRIC VT, ZOMOBE - MR HBELGAHBH IO VWT., £/, 5IRED
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WRAREHAGARCEREL, UREARL. AT YY) v ez 4 Vv aE
TOERL oo
3) Hgy (P) ok
REHIIC L 4 BBIcbl> TRE LR, A—BROKESE 1 1 OMsAbE T,
KEREIE L, ARMMIREEL 4ABHEELT, REBXEREIhIETE L, BR
OHZIZEY. BERERD 52 VIEEPOETFORRICLIDITV, ThoXEZILL
e RHEMELT. TOBEEIR0OBE L, KB, Tileg kgt 58 TRECH I
CHE LB (No 4110) AT LD, REMEFOHE (No, 4010) 3ENEME (Tag
No. 453 ) EXREBEH 1,
4) FHER (F )
1) HEROBRE
HWEOHIKAERK., RERBEZHA. ARREOFREHBEL . £FERIHR
EZHEL, RELEMELBRCLALBBYICHTF I, /2, TERIBEOE
LubDERBRVWTY VEBEHK (1 /I15M. pH T.I~7.4) THEBLAL10%KNL
<) YBICEEL. REL K,
(2) WEROBESL X URE
HWHRC2VTR, AROBEELEALEHT> /-, AEIEI. MB0H (HER) b
KCA4HEHEL, BEABKAHARZL—FAURER T THRMOBIES € /-%,
BLU7,

9. RETFENFHE
M ENHERROBREEZRAVTITL, FRKBRSFBLT1%E L, BB, B3
—EOFEE B & L, |
1) 2ERE
BartlettBICKXDBBROSHOY—MOREET >/ ZORE, DHIY—DB
GRE—TEERIC L5 TV, BMCERZVNED SN BE. Dunnetti
PHOTHBREBRERLO—MEBRRELT > ko KBNS —THVIEAITIE,
Kruskal = WallisDERREZTV. BERTHO NIEIHNBH EABRER L OFESEIEMND
ZIZDOWT, DunnettBOBREETT - 7o
HE. BEE. REPERAEK. AN, BEER. TREM. DEFRER. I
BLEREM, BHEREME,. BEER. REK. HRER. HERK. SRR, ik,

»

@




SR HAER, HEREFR

2)

3)

4)

5)

Wilcoron DMEHRLFIRR E
BHEDATF—VRAEOKREE

x? RE
RRE, ZhE, HEXR

Mann —Whitney® UKRTE
REHEFHIRECEI3MRORBHEBLIUBEOEBIT >V TIT» 7,

EBF— s OBMR

RER (%) = (REERZHUE ZERSGHEO X100

SHE (%) — GERBIN ZERIBHE) x 100

MES (%) = CERMESBYE ERSHME x 100

EREE (H) —WEO0H (MR®BRE) —EHE0 B

#H L=t (Hf+if)

FAERAEE (%) = (AE400LERE/WHO0EOERID x10)
SEE (%) = GEHMERE BREZ) x100

HAEER (%) (HEOCHDEFRE BHERE) %100

BRE (%) = GEHREHHRER x100

]

R-67%
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ABRMER

. RERS5E%
1. # (P) KRETHE
1) —3IRAEE (Table 1. 2. Appendiz 1~8) |
BEHED, BBCRTHEYIRS ONE o205, T00ng/ kil 58D 45 (No.
1007, 40104 4011, 4012) K TFTRERTERFBES L,

BHE S BER Lt 0 RBERKR
4007 B E19~90H g A
4010 w5188 wE (-§rEeEETE)
B519~238 e
011 BWE1T~41H e
®519H i R i
B 519~21H B P B 0 75 4
HE~428 HE
1012 B E20~23. 31, 50, §1H I 18
350ng /KR FOREBICE W TREERZBES RS- o,
2) k& (Figure 1. Table 3. Appendix 9~12) _
T00ng kel BB ICE W THERMOMMARE 4 BUMS >h, #5165 BB O

BNBECHREELEESBD ORI, £, AHOREHMbOKEBMNEBRE
BEhr-f, 300ng /P TOREHOFERIREHB 2B THBER L IZER
KHEEL, BUEHOBRESIUCRSHEhORER MR I RE &L SR EK
EROMIcEERBY B 1,
3) EHEE (Figure 2. Table 4\'Appeﬁdix 13~16)

1000g/ kB 5B BV THREROEEEMIRE 295X 03 6 Bic, ARLE
ERRE43IBBOh, 5lng, L TFTOREHTREESHMEZHE L THRBR
LIRIFFEIBROMEERL. BUEHOHHBICINBH LA HBRYERSEOMIcEI
BHohiidh-71,
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4) Mm#EFERE (Table 5. 6. Appendix 1 7~24)

T00mg./ kg 5B Ic bW CEEFRMBARSL L PR MR REOH H 5 EM
NEBohi, e/ U TOBREEHTROVINORERERE DAL ZFREEKL
EERL. HRBELERBRUBRSROBICEREY ShEh -,

5) BHGgHmAE (Table 7. Appendix 25~2 8)

BEPRAT (85495415 0H) OBHOSRIICT - o
MR ARMBERL LOCEHRRERERE S TICM /EHRIIHEE LS ERYE
BEHOBICERED SMBH -k,

6) mk{bEaE (Table 8~10. Appendiz 29~40)

HEHEET %5494 1350H) OBHOHBREICIT - 1,

o/ B EBELBVWTREABKERUEENA LN, BANEKE T 3 a
—7u7Y VABERRCEREEENRD SN, . ABROMESRcERSEE
BED SN, Blag LU TFORSHTRVTHORERR LBV TOHRARLE
WRYBERSHEORICERED SNEh- 1,

T) IR (Table 1 1. Appendix 41 ~44)

HOBRBOEEN 350ng k5RO 1H (No 3001) BET T00ng kel s
D@ (No 4001, 4002, 4003, 4005, 4006, 4007, 4008, 4009, 4012) kWL TAH
Shte, . LREMLOASNA 100ng kB 5HO 1A (No. 4003) TREFO
BFREA. o 1H (No 1008) CREBOBEMLARL TV,

oM. T0ng kg SR TRHRO—HMBEAN1H (No 4011) | WEOZERL
Bl (No, 4012) \ XRHETERO—MMEH (Aft) A LA (No 1004 . BRERXK
DRMEET () 218 (No. 1006) &5hi,

8) J/EEHE (Table 12~15, Appendix 45~60)

AHEOBE>VWTHEROAHETHMEL .

THng /MR EBHBICBVWTHRBROBHEROEELXEM., . BUBIUBEL
FEORHEROGELEBEHIED SNz, 5l U TFORERTRAEL VT
NOBE MBORAERSLCANERC b BH L EHRYERSHOMIcER
EHoNEh T,

9) FREMMFEEYRE (Tadble 16~18. Appendix 6 1~66)

BRROBERSOBEBAEON B>V TR, HERSLUCL2HRME, 2040
B DB, BRBE. BIRE. OB, B, MRS IOMEEKICOVWTIR. HREE 100
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ng /K EBERE LI, £/, 1000y kRS RONRNBE LI >\ T bRE
L7, '

§  CKBEIRUBEORRBEBOBLR 1500y RSB O

(No, 3001, 3002, 3004~3008., 3011, 3012) & T00me/ kgiEE5EBD

118 (No, 4001~4009, 4011, 4012) i, TR EEF - 3EEDOER

EHBEDOERMS 350mg /KR EHWD OH (No, 3002~3005, 3007~3010,

3012) & T00ng kel EROLRFIC. o< BEH 5 B O E O BEMN
(BEMBREBREET) 5 100ng kgl 58D 6 B (No. 4003~ 4005
1008 4010, 4011) o OCBEE - REEOKREOREE I 100

pg kg SO 5 H (No, 4003, 40045 4006 4009, 4010) A Sht,

ChoFRDOI b, BARKEOBER & B OERE O RBHE
BEA INBLT T /R EHTERICEL. o ZOREER 3150
ng kg EEBLHAN THng /R EHTHERL AN, £, BRE
OEEM (EMERBEZSE) ORBEED ey, B EHTHEBRCSE
o t,

ZOHMOBECRUTOFRRAShic, IROFEMBENKEL XTCHRERD
EMicES> RBEEOHMMEBEOMBARD OB VI LIS, TNTHRRYER
ELOBKRREVWEO L HETL 72,

i g C<BEOLHOEM /HEIEN T00ng ke 580 24 (No. 4004,

4009) kA S,

B OB CKEBEXABBEC/)DAFESMBEBED 56 (No, 1003, 1006, 1007,

1009 1011) & T00mg  kgBeE5ED 38 (No, 4001, 4003, 4005) &
bhic,

B OB K BESAIEEOMAENL FRRHoBEBERLENNBERBLT
T00ng kg5 HOLMics dhiz,

B  BuBBCPEEORBICE ARBMERMEIAS LA (No 1004 : FEREY
C-HENE LCEDERE) K BEE - RBEORMECITFEE
BAEAT 2B (No 1004, 1006) | BEORME LRICH T 2 FRH/ME
A1H (No, 1002) AS5hi,

BELE BEOMTAFEIHERO 1A (No, 1006 : AIRMICEHMETE LT
@) s shiz,

O

~—
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BELILZTOMOBECRIREFHRRBALONLE I - 12,

WERMEFERAL : T00og kB ERTH MO —HBEAL (No, 4011) BHEBE
MIcBEORY /EMROAFE, WIROERE (No. {012) dHEBFN
KHbBEOEmME L THEIQ,

10) BMMBEDOZRF— SN (Table 1 9. Appendix 6 7. 6 8)
BHEDZRT— U L ~VI, VII ~VII. [I~I1B LT XI~XIV OHEMHRBEE

BB LE T0ng /ESEOMICERED oL - 1,

2. i (P) e hiFTEE
1) —fdREE (Table 20~22, Appendix 6 9~80)
T00mg kg 5B ICH O TREMBgC L Hl (No, 4110) RCE2#E L. ERMM
i 16 (No. 4112) VBB LIz, £/, Tilng ke 580 3 H (No. 4102,
4104, 4105) K TFTRICRTERNBEI NI,

BhEs iE R & 2 o # H R K
RS R z & B Ui W B # M
4102 - - ftk2, 6~120 %% k%3, 40 68, RE0KRE
4104 H588:%% - ERI~120: 68 -
4105 - fRIH %8 -
4110 - B519~26H %%
VAR =4 §522, 268 KE (-§FRELETE)

B5238: Erokat
#524~260 : KARRORE, NE

B52TH: LR
4112 B512H:%% - i 3~50 : B8, BRER
(aER) i TN EE
KRS H : M, AREHOND.
KRET, HRUORD,
YRR
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B, BRTR. No ALI0CHIE, IPABORKYE, WK, BBS X CFEOER
BLUMOEANA LN,

No 4I12THBOER. BIBOEKR. BEBLUBEON 2B LK. REO—X
RIE, i, vE, ERERIS SN,

I500g /P TOREBE BV TREBLCREERIL., REATH X UEEHIM.
HERBEL S CCHEREZEC CA NP - T,

2) 48 (Figure 3. Table 23, 24, Appendix 81 ~88)

TWng /i 5HOKER. REMBREGHMOKRE8. 1 18XU1 5HCEREE
RAA L. YZBHOFERNRCERLEEIZD O, AFOFEOEME
MRS KRB B P OREL 0, BUELOKREL XUCBHPMPOKEREN
BB LOBCERERBDORE D o1, 00 Pl FOREROKER.
REA. ERVMBICHEFRNZEC CHRBLEIRBRICHEE L. BAEHOK
BEBIUEHMGTOREEMBICUNBHRLEAUBRYPBERSROBICZIED LT
Mot

3) BHE (Figure 4. Table 25. 26 Appendizx 89~96)

350 LT T00mg kg SHOMMEE I TEA . ERPBS XUCHENMEZEL T
WEHLBERABOBEEZRL. FUEHOBHEBICIHBRLAHRYERSROM
KERBOONLho e, 1Thag/ BSHORERE, HR2 | AERLTEEN
Zoonlch, TOMOPBIIHERLEHRYERSHOMICZRAD AL,
=3 (A

4) #mm R (Table 27, Appendix 97~100)

BEOBABGOEELN T00ng IS HO 26 (No. 4104, 4107 iASHh, 5B 1
Bl (No. 410D iKRBIRBORFEABESHRL T, 4. RE ORI
T00mg ke SB D 16 (No 4103) KB SN,

ZToftt, BREOBRBAHN ing /B EHO 1H (No, 3104)  JhiD B &S
175mg ke EBD 14 (No, 2111) | FiOBEREHS T00ng keS80 16 (No,
{10) \ ABBLUABROKRREN T00ne kg 5H/ O LH (No. 4102) s 5N,

5) BEHER (Table 28, 29, Appendix 101~108)

HREOBELEDVWTRERGDOAHBETHMEL .

T0ng kg BB IcHVT, LEBLUVEROBNEBOFRLENAZD SR
M. N BERICEESR Mo, 35lng /B TORER TR, AIELLVWEHRD
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BE - HBOBXERSLICHENERC b BRLZHBRYBESHOMICERRY
5o e,
6) WEMGFEHRE (Tadble 30~34., Appendix 109~114)

T00ng g EBHICBISRCEH 1A (No {l10: 52 T7THELT) &ULEEBR
B 1B (No. 4112 : RS BULEER) ZRAEL -, /o, HROESSOHKEMN
BbhliBieovTik, BESIUCLHBELEL. oo, L. R, BIE.
B, SR XUHEC>VLTIR, MBEL Tl BEBHERELL, 35K,
158K T0lag /R 5EHORBENRERMICOVTOHREL 1.
@ T00ng /i 5EHORCHY & UERREBY

No 4110 (FBL) TR, MEBEOMKEXEEIC B 2 REMREME. WIRC
BEOER., BBCHSEOERL IS BEEORRBIcET 2 8RBENE. FE
CBECEENA LN,

No. 4112 (VEEER) TR, BREEORBEHEOHEE.,. BREKETHBORE
OHMEPEEORE,. PEEORB B A REMRRBELIUC IS BEOER
BOBER. +EB. ARSI CEHBI IS BEOKMBERR. BB chESEOER
LI BEORBBICEI IBEERUENS SN,

QEFEHY

B IHKEEFLUBEORABNEOBIENS 3150ng/ LS5O 3 f
(No. 3101, 3106, 3108) & TWwg kg SEED TH (No. 4104~4109.
HID &, TBESAIEEOEMEEROZERI 35log ke 58
D 3F (No 3104, 3109, 3111 & THng kg EHOL2HIc, T8
EXtdBEORBOEM (BMEEEZE0) & T f5ED
5# (No, 4102~4104. 4108, 411D i BEORBEOXREH HIIN
T00mg ke SBD 1L # (No, 4108) A bhiz, THOFROS B,
BABHBEOBIRE L CEMAKKSEOEMORESHBES T00ng, etk
SHCTHBILE -, ZTOMICBE ORI EMEORBEEBHFEAH 3150
ng kg SEO 1A (No. 3108) icdohrh, BREREISHBRYE
HE LMV &L,

ZOMITORBELHRNA oM, IROKREMBENRESIUVRERD
B REAFEOEMEBEORBIRD ALV LS, TRTHRYYE
BELOBRIEIIEWHD AL,
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O W BEOLHOEM B REL T00n R EBOR 1A (No.
_ 1107, 4104) kA BN,
OB CKEEO/NAFESMBRE 100 /B EBOK 1A (No 1108,
10D o, S BEOMABMABREE 1000/ R EROE 2 H)
(No, 1103 1105, 4104, 4106) icA SN i,
OB CCBEEARBEOMABNERREICSY 3 BOnRLE B
& T00ng ke SBORMIA S HE,
BELZZOMOBERBREFRES ShEh- 1,
RIRAIREIAL : 1150 R ERTALONFOBERBA (No, 2111) 3B
FHc S BEORBMHN TS ~ 2. 1000/ 5B TE AT ~
FIROKRE (No 4100) BHEBFHICEEORRE. IO RRE A -
(No. 4103 BMEFENIC O BEOBBEOREMMEE L HMTH
o fre

0. AREsAEsn
1. 88 (P) CRiETHE
1) B8 (Table 35, Appendix 11 5~118)
BRBRYEESRIC Y AN, $UbbRBYREERS X UREES S ROR
R TORBRHERLAERASTHY ., NEBLAERWERSHOMICERE
BEDENED o, BHITE, [T50g/ k580 1H (No. 2101 icH0TH
53HM51 0BT THRIENIBGEL TEEShEN, 851 1 FclERRESL ®
B, REFBR2BERENED M, HBABMREAIMICASNB VI ENS,
FPOBEFABREIBRRYERS LEEO T VBRUELLEL SN B,
2) BREHIUZIEE (Tadble 36, Appendix 119~122)
- XRBEEO 1T (No 1006 X No, 1106) MN3REBAMKBE 6 Hic, T0leg ki EED 1
# (No. 4011X No. 411]) P REBBEE Bt hThRR LM, hoMEE LR
ERG%RS5 BUNEZRL, ZSBORBRRII %$THof, $i. REETIEL
< T KRR S A WRYE R S B ORICERERED SN h - o EIRKT
i, REEED 24 (No 1008X No, 1108 No. 1010X No, 1110) . 3500y, kg 5.8
D1 (No 3002%xNo, 3102) LU ?BOmﬁ/ksi&’:}ﬁ@ 14 (No. 4008%x No, 4108)
ARCHAR LBV TRY SN, BB EARBRYBRESRICH Y 5 2RRcERE

T = % 7 ¥ &+ ¥ T T TR R
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BREDohiih- I,
3) FHERMEME. EIRPM. 2B ICHERE (Table 3 7. Appendix
123~126)

Sﬂ‘ﬂﬂﬁonzéﬂ (No. 1108, 1110) « 350mg ket 52D 1 H (No. 3102) BXE
00ng, ke SBO 16 (No. 4108) 3. ZERIZEZ25HICEVTHARMNEERS
NP DR UIER. ARETH o TOMOXNBELIUHBRYMERSH
TRER2 SRETEARKTHRRS L, RPN BE L ZUBRMERSHO
MCEBEREDONLE D o1, o ARAFIBESIhT, HERIEH LB
100 % TH - o

HEHERETR, BB L CEHBYERSROVTIOAICBEVWTHREED, R
EWBIUCRARBLEOHBETHILRERADS Shiladh -1,

4) BAEH. EXREH. BRBHLUHERMER (Table 37, Appendix 123
~126)

BRYERSBICBY 3 REN. ERERBIUSRBRINBH L 2XRAKOEE
Tl MEHLAHRYERSHOMCERERZD OG-k, T, RERR
WREO 1 B#F (No. 1103) 1. 17w k580 184 (No 2105 21 #.
350mg kg S ED 1 Bk (No J10) K 1MASKhAEDAT, HBRYERSE S
JA3HERBEHEHRLEZTERROELZR L. HERE KU RRICHBAE & ZSWER
MBRSHOBCARZERZD oG - T,

. FER (F ) tRETEE

1) b, AXRBEEBLTEGEER (Table 3 8. Appendicx 127~130)
ISR L RERYEREBOMICAREZERZD S hkdh -, HIERDH
FHEBCBOV TR, MERBLUCEERDEBRSHROVWTHEORFERIZAD o h
st, HEBRYBEBREH T AEFRESICHERINBH L BIEROMELR L.
MEHLAEBYERSHEOMICERERIRD OB o, LAL, £ 4B % T
ORICET U FERZ, SHBEEO 2 844 (No. 1103, 1104 =3t 28, 175mg kg
BREBO 284K (No. 2103, 211D F 3. 350ng kg 58D 4 8Bk (No. 3104,
31064 3107, 3108) W6 MBELY Tilng 1B BB D 4 8 (No, 4102, 4103,
{104, 4106) kEF19MASh, Timg kR EHOLERLIHicB I 2L FERICEM
BHRARD o,
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2) thE (Table 3 9. Appendix 131~134)

WRYERSHCEY 3 AR L CER A HOKER. T00ue/ ki SBOMHH
LI ERERSED SN, 350/ U FORER TN BE L SHRYERS
BORICH S MIERRD SNED - T,

3) B E (Table 40, Appendix 135~138)
EgABIBY3EBICBVT, BN, RERBORA T10lug/ L5
- BO18ME (No 4100) MBS 1ABLT 35ing ke 580 1 84 (No, 311D
KHEL A, BRAROICVIED T00ng ke 58O 1 &4k (NO, 4109) i1 #lA S
Nilc, £l BANV=_TH 350ng kB 58O 1 BE (No. 3112) 1S Shi, M

N
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% K

2-AFN-5-=baNUE /AN VRO 0 GERAK)Y ¢ 175, 350K TF 100
mg kgDFHERE Sprague—Davwley FZ v b (Crj: CD) T, HBREL 4 HAIH 53
RHEEETHRAMDETOH 4962025 0 A, B3R 1 4 HEiH S RHIRE.
RRBVLEHEOERBMS XUCIMREZFZTCHEIAETOHA 1 ~4 88MROREL. K
HHREC L IMETHYICH T 52 - RBERFOTEEBLERRT & L bic, HRBE, BB
T8, ZHRELUSHE - WELSEOLRHEN. REROREL L UCRFICRITST HBC-
WTRHEL .,

# (P) O—BENPHEREBCHL T, —RRECEVTREBARSE 1 7 82 100
0/ MBEBO4Plics SR, DLT—ROBYIc—BHEBLETIHKE, 73K
W APIEE OB RS K CHENS SN, KA 4 ¥ ORICHE. R hSE
OHBUEEZET A LEBHONTVAEY , Lich-> T, RBIAFOFOHSH O Hukic
FOBEDPBREAOMBMICEBEEL/AEEEI o, HEBHE IS RIEMOWERK & 2u L
el l k280 —HAKHAEICL > TEFBENECEKOWTFic L O HLENIKEL
frbolifEfEhiz, . MM EAROFBRELCHERIKFENBDOLTCVWE I L2
BREOE{CEELAEAEEZELA SN, —HEPBEREETIREIERYERECXS
MEOEMLIRBHEMERBRL-bD LRI,

HREBLCEHRTR. ey kSR THRE 4 HUBICAEEMOMENS S,
B#E5E29~43HoREBICEEEMNE - ZEREXED SN,

MEFRETIE. 7000 ke S TEYRMBRAR B & 0T 157 1M 5R 10 & % 8 o K
AEHONI, AROKMRENSETH >/ 1 (No, 4012) 2BVBE, fiRDE
fLEMANESS e EVBBLXUAT M7 Yy MEZBEHE (NEJSOE VR : MHEED
15, $g/deicxt LU 700mg kg SBTIUL 9g dew "< b2 Uy Ml HRBEOLU% K
L T00ng ke 58 TLY%) KA LN, MBEHRCBESRD A, LML, BlERE
TEHLHEEARS OGNS, A AT o EVERARNAONBVI LA S, BOESE
KBET A EVS LV RELAERR S KEIsMBEROARICHT 2 BYEHLS
DEENRRBI N, B, #RSZUHBEMOBE I VTR, @RAMKCEN., BHE
REKCEYAROFRMALR, M/ELORESICFHICHBEORRENTVWI L
Mo, BEGEEEL SN,
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BHERETE. HRPERSOBBIRD O, T,

mEtERETIR. oy REFETRERECEBEB L UEOAEICE TS a  —
ya7) yAERROBERBD SN, FRILUERCEGENTRE £ o286k
EFT2RBT 3E/ARAD ShEh- o,

SREENRETE. ARNIE 500/ G LORERTHOBRBOEE. 35 1)
g kRS CTIREOBKREA L ER. MEFIIC e, P EOBRER THEABRIE
DB BAMIEEOER. o1 Ty /B EHTREOEM L ZBHHMAA S
hic, BRABKEOBEKR. REOERMCLRE TS BNHAEMELRBORG LBIILE
LEBENECEhs, HORLBFMOMBEC LS bOLEL bk, ZOMI 100
ng /R ESBOFBOENERICER., T, HESIUOHEEEOENERCEBENE
Bohleh, #aH3VIHEHGEROAOE(THY ., EABICERITZENLLEZLS N,
MBMFHCRENSVI &S, BHFHLERICVLO LN 7,

BHEOAT —VABICREBRYERSORBRIED NS 2,

# (P) O—BEEFVTEEBEL TR, —BREBIKBWT T0lng /BE58HT1 #
DT EZEREL. 1AEUAEERRL I, VABRBYRAEOR D LBIEROEE. K,
BRSOt 23 REOEBNERNS O, RRMICHEILED N A LR, B8RS
BB oHmERE, +2E8B. ZTHHPIXUCRBOKMEBERI AN, Sy FTRA
MrHETLEHABEOHENEL, HCEEZ I ENAFEINRTHE? Y, KERICBL
THROBE L AHEEEETIHRBEOBWIC L D BREAET S Lk » THRER
BEL, ZROBFICE D NEBEMEELLEEL SR, CACHESEARE L TR
ERMbOOBRRICE - LEA SN, BUHYICDVTREENBD L, HE, —#H
BAa2ETs%E. Bnogpft,. LMEBROERE LI THENS O, HEFERET
(B. MNB, RBRARELOIDLH) E. BMBEIXUFEOEHILRDON, )
HERBYLERICHEEBEORD., WRBRBIUVERELSOHIMERBRT 32 -HARBEE
THRE. EMMREEZRBRTI3ENOERIEABALATVWAI NS, VEBREHLE
BURBBTRICE > TSN EA N, TOMIT, HE &Rk, WEREK O R B i< B
Lic&EZ DN ZEEBA 1000 kiS58 3Mics Shik,

FETE. oy RS HTHS S HUBICFEEMONFERNS Sh i,

HREETE, HRYVERSORBEIBRD O D » /o,

REZHRETER, #EHAR. T/ UBEESHETARNICEOERBORE, BED
B ARG AMAE & — MRS &, MM S/ Ll LORER THABKE OB

N
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Eik. BPISREOER. & 5ic T000r kgl 5B CIHE O BM & XM IHMA S 5 hic,
HBY (P) OAMBEBMCRIETHECMLT. 1000/ k5850 T bID
WRAES X CRENERAEN, BEOREE TREL - EHR. SRES L OZREICR
BT HRRBRYBRSORBEBREDY NI o, o, HOBES LUHE EAICHSSEM
BEABSTREHEDORF - VRARRRFRED LN MFOREBLURB IS
BB GV EE LS N, BEMTH. RS & U5 i RE LS & h.
B, EREMN. BRR. FERMEN, HAERELCAREE L RRNEREORE
BEDOoNLh-T, IS, FRBEOHETHICLRERED Ao, Lichi-
T, e OB BOVTOERSIYOEMBENCRITIREEIRVWEEZI LT,
HFHER (F ) CRIFTEEICELT. 10 BB E5ERCEWTHLHEERICAZRS
R b S, M. ERM. BERNE O R KRR RS O BB RS b4
Hinoteo UbnLy T000g/ kel GEEO MRS O SEER &% 4 Bic by 5 EFRD
ERBEENED 5 i, FEALRREOERS X CHEBRMhC 51 3 BRELICERT

B KA & RS AL

PEom. ~BEHFHLEECEL T, i/ /Rl LoRs5Bo#TcEOBER
BEEOBER. BPIMEBEOER. X5k e, UBREHOMETHSORER LRE
M. RWR, ~HNPREEZETIRE, BEEBELRENRA K, Tk, #BOTHE
EEMOMKE. HEBOKME., FHRORFREELCEERNRNEZROBE. BEA
BidUa , — 707 Y VAEREOEME., BICBEWTRETH LA, UEERN1HH
S, REHEMOMEERLSZD Shic, BERBHMOLEMENBEL TE. T00ng kg
BERICBVWTLHRYERSOREBREYONE -, FHERORAEBIUVEBOR
BELTR., Mo gk S5HOMBEFAECEERERLARIDCEY 2EHEROEME
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Figure 1 Body weight changes of male rats in combined repeat dose and reproductive/developmental

toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration
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Table 1 Clinical signs of male rats in combined repeat dose and feproduct1ve/developmenta1 toxicity
screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration
Dose  Findings Day of administration

ng/kg 1 2 3 4 5 6 17 8 9 10 11 12 13 14 15+ 16 17 18 19 20 21 22 23 24 25
0  No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings ¢ 0 o0 o0 0 O o O 0 O O O O O O O O O O0 O O0 0 0 0 O
175  No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings ¢ o0 0 o0 0 0 ¢ ¢ 0 O O 0 O O O O O 0 O 0 0 O 0 O O
350  No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings ¢ ¢ o0 0 ¢ 0 ¢ 0 0 0 O O O 0 O O O O O O 0 O 0 O O
700  No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings o ¢ ¢ 0 0 0 0 o0 0O 0 O O O 0 0 O0 1 2 3 4 4 4 3 1 1
Wheezing ¢ 0 0 0 0 ¢ 0 o0 0 O o0 0 0 ¢ ¢ 0 1 1 3 4 4 4 3 1 1
Soft feces (black change in part) ¢ ¢ o ¢ 0 ¢ O O 0 O O o0 O ¢ o0 O O 1 0 O 0 0 0 0 O
Abdominal distention ¢ ¢ ¢ 0 ¢ o0 0 o0 0 O O O O O 0 O O O 1 o0 O O 0 0 O
Smudge of peri-anal area 6 06 6 0 0 ©¢ 0o o0 O 06 o0 O O O 0 © 0 o0 1 1 1 ¢ o0 O O

# : Commencement of pairing
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Table 2 Clinical signs of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration
Dose  Findings Day of administration
mg/kg 26 27 28 29 30 31 32 33 34 3 36 37 3B 39 40 41 42 43 44 45 46 4T 48 49 50a) 5la)
0 No. of animals 12 012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 ¢
No. of animals with abnormal findings ¢ ¢ 0 0 0 0 0 O O O O O ¢ O O O 0 O O ¢ O O 0 O 0 0
175 No. of animals 12 12 12 12 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6
No. of animals with abnormal findings o ¢ 0 0 0 o0 6 0 0 o6 O -0 O O O0 0 0 O O O O 0 0 0 0 0
350  No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6
No. of animals with abnormal findings 6 o ¢ o o0 ¢ 0 O © 0 0 ¢ oo 0 O O O O O O O O 0 0 0 O
700  No. of animals 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6
No. of animals with abnormal findings 11 1 1 1 2 11 1 1 1t ¢t 1 1 11t ¢+ 1 1 0 O O O O o0 O 1 1
Wheezing 111 1 ¢ 2 1 1 1 1 1 1 1 1 1 1 1 0 O O O O 0 0 1 1
Unkempt fur ¢ 11 11 1 1 1 1 11 1 1 1t 1 1 1 0 O O O O O 0 O O
a): Autopsy day
O O
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Table 3 Body weights of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Methyl-b5-nitro-benzensulfonic acid by oral administration

Dose Day of administration Gain
mg/kg 1 4 8 11 15 22 29 36 43 49 1-49
: No. 12 12 12 12 12 12 12 12 12 12 12
0 Mean 323 343 364 381 399 421 450 477 499 517 194
S.D. 8 9 13 13 15 18 19 20 22 26 23
No. 12 12 12 12 12 12 12 12 12 12 12
175 Mean 323 339 361 379 398 422 451 473 495 513 190
S.D. 8 9 13 15 15 13 14 20 24 28 24
No. 12 12 12 12 12 12 12 12 12 12 12
350 Mean 323 341 362 380 398 420 445 466 430 509 187
S.D. 8 8 12 15 18 20 25 32 35 41 37
No. 12 12 12 12 12 12 12 12 12 12 12

700 Mean 323 335 349 365 380+ 3754 400%+ 418« 432 454 % % 131
S.D. 8 12 21 19 19 47 50 55 50 48 45

Unit : ¢

No.: No. of animals
# : p<0.05 ; #* : p<0.01 (Significant difference from control group)
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Table 4 Food consumption of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

Dose Day of administration
mg/kg 1 4 8 11 15 29 36 43 49
No. 12 12 12 12 12 12 12 12 12
0 Mean 33 34 34 34 34 34 34 34 35
S.D. 2 3 3 3 2 3 3 2 3
No. 12 12 12 12 12 12 12 12 12
175 Mean 32 33 33 33 33 34 34 34 36
S.D. . 7 3 4 3 2 2 3 3 3
No. 12 12 12 12 12 12 12 12 12
350 Mean 32 34 34 34 34 35 33 34 37
S.D. 2 1 2 3 3 3 2 3 3
No. 12 12 12 12 12 12 12 12 12
700 Mean 33 34 33 34 33 31 31 30%+ 34
S.D. 2 3 4 3 3 4 3 4 2

Unit : g/rat/day
No.: No. of animals
#% . p<0.01 (Significant difference from control group)
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Table 5 Hematological examination of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

RBC Hb metHb Ht MCV MCH MCHC  Reticu- Plate- PT APTT Fibri-

Dose No. of ' locyte let nogen
mg/kg animals X10%/mm?® g/dl % % M3 pg % %o X10*/mm® sec, sec. mg/dl
0 12 Mean 816 15.9 0.40 48 56.6 19.5 34.4 20 105.6 12.3 14.4 264
S.D. 31 0.4 0.08 1 1.0 0.5 0.6 3 10.0 0.3 1.3 20

175 12 Mean 835 15.9 0.46 46 55.3 19.0 34.4 20 103.5 12.3 13.9 267
S.D. 41 0.4 0.09 1 1.5 0.8 0.9 3 12.5 0.5 1.5 31

350 12 Mean 824 15.8 0.42 46 56.0 19.2 34.2 21 106.6 12.2 14.1 272
S.D. 47 0.6 0.11 3 1.2 0.4 0.8 3 11.7 0.4 1.1 17

700 12 Mean 855 15.3 0.44 45 52.8%» 17.0%» 33.8 22 114.5 12.0 13.7 254
S.D. 70 1.3 0.09 4 2.7 1.3 1.2 3 15.3 0.7 1.3 18

#% : p<0.01 (Significant difference from control'group)
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Table 6 Hematological examination of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

WBC Differential leukocyte counts (%)
Dose No. of

mg/kg animals X10%/mm® Lymph. Stab Seg. Eosino. Baso. Mono. Others
0 12 Mean 112 88.4 0.0 10.8 0.7 0.0 0.1 0.0
S.D. 26 3.0 0.1 3.0 0.5 0.0 0.2 0.0
175 12 Mean 117 86.6 0.0 12.9 0.4 0.0 0.1 0.0
S.D. 23 4.5 0.0 4.2 0.4 0.0 0.2 0.0
350 12 Mean 108 86.1 0.0 12.8 1.0 0.0 0.1 0.0
S.D. 22 5.2 0.0 5.2 0.7 0.0 0.2 0.0
700 12 Mean 124 84.4 0.0 14.9 0.5 0.0 0.2 0.0
S.D. 38 8.9 0.0 9.2 0.7 0.0 0.2 0.0

No significant difference in any treated groups from control group.
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Table 7 Myelogram examination of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Methyl-5-nitro-henzensulfonic acid by oral administration

Dose (mg/kg) 0 175 350 700
Type of cells (%) No. of animals 12 12 12 12

Erythrocytic cells
Proerythroblast
Basophilic
Polychromatic 2
Orthochromatic

Myelocytic cells
Myeloblast
Promyelocyte
Myelocyte
Metamyelocyte
Band form
Segmented form
Eosinophil
Basophil

Other cells
Lymphocyte
Transitional cell
Monocyte
Megakaryocyte
Plasma cell
Mast cell
Reticulum cell
Mitotic phase
Others
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Mean + S.D.
No significant difference in any treated groups from control group.



Blood Chemical examination of male rats in combined repeat dose and reproductive/developmental

R-675

Table 8
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration
GOT GPT LDH AlP T.cho TG PL T.bili- Glucose
Dose No. of rubin
mg/kg animals 10/1 10/1 1U/1 10/1 mg/dl mg/dl mg/dl mg/dl mg/dl
0 12 Mean 52 44 36 201 63 52 104 0.13 154
S.D. 7 5 9 46 10 16 17 0.02 14
175 12 Mean 54 44 36 2086 58 58 96 0.13 145
S.D. 12 7 12 54 10 19 14 0.02 16
350 12 Mean 54 42 37 218 64 61 103 0.13 146
S.D. 13 6 9 48 14 21 17 0.01 13
700 12 Mean 60 48 37 221 66 66 109 0.13 145
S.D. 22 13 12 41 13 23 18 0.02 20
No significant difference in any treated groups from control group.
TN N



Table 9

Blood Chemical examination of male rats in combined repeat dose and reproductive/developmental

toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

R-675

BUN Crea- Na K Cl Ca P Fe TIBC UIBC

Dose No. of tinine
mg/kg animals ng/dl mg/dl mEq/1 mEq/1 mEq/1 mg/dl mg/dl Hg/dl #g/dl pg/dl
0 12 Mean 16 0.62 143 4.1 109 9.5 7.5 104 504 400
S.D. 1 0.04 1 0.3 2 0.3 0.6 43 37 54
175 12 Mean 16 0.62 144 4.3 109 9.5 7.7 102 500 398
S.D. 3 0.03 1 0.2 2 0.3 0.7 40 44 62
350 12 Mean 16 0.65 143 4.2 109 9.3 7.8 107 501 394
S.D. 2 0.05 1 0.3 2 0.2 0.6 52 32 56
700 12 Mean 15 0.60 144 4.2 109 9.4 8.2 159+ 535 377
S.D. 2 0.03 1 0.3 2 0.3 0.8 58 60 76

# : p<0.05 (Significant

difference from control group)
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Table 10 Blood Chemical examination of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

TP A/G Albumin Globulin (%)

Dose No. of
mg/kg animals g/dl % @1 a2 B T
0 12 Mean 6.3 0.79 44,0 22.4 10.0 17.8 5.7
S.D. 0.2 0.04 1.3 1.2 0.7 1.2 0.6
175 12 Mean 6.2 0.75 42.8 23.6 9.9 18.3 5.4
S.D 0.2 0.06 2.0 1.5 0.8 0.8 0.7
350 12 Mean 6.1 0.77 43.4 22.7 9.9 18.4 5.8
S.D. 0.3 0.06 1.8 1.9 0.7 1.1 0.7
700 12 Mean 5.0x+ 0.79 44.1 20.5# 10.5 19.0 5.9
S.D 0.4 0.06 1.7 2.3 0.9 1.0 1.1

* : p<0.05 ; #» : p<0.01 (Significant difference from control group)

O
O
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Table 11 Gross pathological findings of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

Dose (mg/kg) 0 175 350 700
No. of animals examined 12 12 12 12
No. of animals with abnormal findings (%) 2 ( 16.7) 0 1 ( 8.3) 10 ( 83.3)
Thymus
Atrophy 0 0 0 1 ( 8.3)
Lung
Focal brown change 0 0 0 1( 8.3)
Stomach ‘
Thickening of limiting ridge 0 0 1 ( 8.3) 9 ( 75.0)
Dark red spot in glandular stomach 0 0 0 1 ( 8.3)
Erosion in glandular stomach 0 0 0 1( 8.3)
Kidney
Recessed area (unilateral) 1( 8.3) 0 0 0
Epididymis

Nodule in cauda (unilateral) 1 ( 8.3) 0 0 0
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Table 12 Absolute organ weights of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

Body Thymus Heart Liver Spleen Kidney
weight
Dose  No. of (R) (L) (R+L)
mg/kg animals g ng g g g g g g
0 12 Mean 486 350 1.44 14.08 0.77 1.65 1.89 3.34
S.D. 24 65 0.15 1.19 0.09 0.13 0.14 0.24
175 12 Mean 481 326 1.45 14.01 0.77 1.69 1.72 3.41
S.D. 22 57 0.12 1.35 0.09 0.13 0.15 0.27
350 12 Mean 480 345 1.38 13.77 0.73 1.60 1.61 3.22
S.D. 38 78 0.12 1.95 0.17 0.13 0.15 0.28
700 12 Mean 424 %% 273 1.33 12,29+ 0.71 1.58 1.58 3.16
S.D. 54 90 0.13 2.17 0.16 0.16 0.14 0.29
# : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
,»‘\
O O
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Table 13 Absolute organ weights of male rats in combined repeat dose and reproductive/developrmental
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

Testis Epididymis
Dose No. of (R) (L) (R+L} (R) (L) (R+L)
mg/kg animals g g g mg mg mng
0 12 Mean 1.67 1.69 3.36 629 634 1263
S.D. 0.11 0.11 0.22 46 89 133
175 12 Mean 1.69 1.66 3.35 631 617 1248
S.D. 0.11 0.11 0.21 42 46 87
350 12 Mean 1.68 1.66 3.34 618 611 1229
S.D. 0.11 0.10 0.20 48 29 73
700 12 Mean 1.64 1.64 3.28 625 592 1217
S.D 0.09 0.10 0.19 64 66 125

No significant difference in any treated groups from control group.
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Table 14 Relative organ weights of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

‘ Thymus Heart Liver Spleen Kidney

Dose No. of : (R) (L) (R+L)
mg/kg animals ng% g% g% g% g% 2% g%
0 12 Mean 72 0.30 2.90 0.16 0.34 0.35 0.69
S.D. 13 0.03 0.17 0.02 0.02 0.03 0.05

175 12 Mean 68 0.30 2.91 0.16 0.35 0.36 0.71
S.D. 12 0.03 .17 0.02 0.03 0.03 0.05

350 12 Mean 73 0.29 2.86 0.15 0.34 0.34 .67
S.D. 19 0.03 0.25 0.03 0.03 0.02 0.06
700 12 Mean 63 0.32 2.89 0.16 0.38## 0.38 0.75+
S.D. 16 0.03 0.19 0.02 0.03 0.03 0.06

# : p<0.05 ; #» : p<0.01 (Significant difference from control group)
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Table 15 Relative organ weights of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

Testis Epididymis
Dose No. of (R) (L) (R+L) (R) (L) (R+L)
mg/kg animals g% g% g% mg’% mg% mg%
0 12 Mean 0.34 0.35 0.69 130 131 261
S.D. 0.03 0.03 0.06 12 20 31
175 12 Mean 0.35 0.35 0.70 132 129 260
S.D. 0.03 0.03 0.05 10 12 22
350 12 Mean 0.35 0.35 0.70 129 128 257
S.D. 0.03 0.04 0.07 11 11 22
700 12 Mean 0.39%» 0.39%« 0.78%#% 149+%» 140 280+«
S.D. 0.04 0.04 0.08 15 10 23

# : p<0.05 ; »# : p<0.01 (Significant difference from control group)
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Table 16 Histopathological findings of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration
Dose (mg/kg) 0 175 350 700

Organs No. of animals 12 12 12 12

-findings Grade 0 123 4P 0bs TE 0123 4P 0bs TE 0123 4P Obs 1TE 2 3 4P Qs TE
Stomach

-hyperplasia, mucosa, limiting ridge 12 12 12 12 3 81 9 12 5 11 12se
-atrophy, mucosa, cardiac region 12 12 12 12 3 6 3 9 12 9 12 12
-erosion (including healed erosionr},

glandular stomach 12 12 12 12 12 12 3 2 6 12
-hemorrhage, superficial, glandular stomach 12 12 12 12 12 12 2 5 12
0 : No remarkable changes 1 : Slight 2 ; Mild 3 : Moderate 4 : Severe
P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)
Obs : Observed number
TE : Total Examined
s : p<0.05 ; ## : p<0.01 (Significant difference from control group)

) O

-
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Table 17 Histopathological findings of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

Dose {mg/kg) 0 700

Organs No. of animals 12 12

-findings Grade 0 1 2 3 4 P 0bs TE 0 1 2 3 4 P 0Obs TE
Cerebrum 12 12 12 12
Cerebellum 12 12 12 12
Heart

-myocardial degeneration/fibrosis 12 12 10 2 2 12
Liver

-microgranuloma ) 5 12 9 2 1 3 12
Adrenal 12 12 12 12
Spleen

-hematopoiesis, extramedullary 11 1 12 12 11 1 12 12

-deposit, brown pigment, red pulp 12 12 12 12 12 12
Kidney

-fibrosis, cortical, focal 11 1 1 12 12 12

-basophilic tubule 10 1 1 2 12 12 12

-eosinophilic body, tubular epithelium 11 1 1 12 12 12
Testis 12 12 12 12
Epididymis

~granuloma, spermatic 11 1 1 12 12 12
0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate 4 : Severe

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)
Obs : Observed number
TE : Total Examined

No significant difference in any treated groups from control group.
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Table 18 Histopathological findings in gross lesion of male rats in combined repeat dose and reproductive/
developmental toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

Dose Animal

mg/kg number  Organs Gross pathological findings Histopathological findings
700 4011 Lung -focal brown change -granuloma, foreign body/giant cell (+)
4012 Thymus -atrophy -atrophy (+)
+ 1 Mild




Table 19 Staging of seminiferous tubules of male rats in combined repeat dose and reproductive/developmental
toxieity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

R-675

Stage (%)

Dose

mg/kg [ ~VI VI~V X~XI II~XN

No. 12 12 12 12
0 Mean 47.0 26.8 8.4 17.8
S.D. 2.3 5.0 1.8 4.4

No. 12 12 12 12
700 Mean 46.3 28.5 7.0 18.3
S.D. 3.3 3.3 1.8 3.3

No significant difference in treated group from control group.
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Table 20 Clinical signs of female rats during the pre-mating and mating periods in combined repeat dose
and reproductive/developmental toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid
by oral administration

Dose  Findings Day of administration

ng/kg 1 2 3 4 5 6 7 8 9 10 11 12:13 14 15+16 17 18 19 20 21 22 23 24 25 26 27

0  No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 16 8 1 1 1 O
No. of animals with abnormal findings 6 0 0 0 0 0 0 0 O 0 0 0 0 0 06 0 0 0 00

175 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 4 3 O
No. of animals with abnormal findings 6 0066 0 0 0 0 0 0O O0CO0OO0COC OO0 0 O

350  No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 5 3% 1 O
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 ¢ 0 0O 0 0 0 0 0 0 0 O

700  No. of animals ’ 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 5 5 3 2 22 1 1 1 1 1
No. of animals with abnormal findings b ¢ 0 0 OO O 1 O OCODTI1I OCO®ODCOCOODTOTIITI T T 111 111
Wheezing 6o 0 06 0 0 ¢ 0 10001060 000011 11 11110
Soft feces (black change in part) 6 o 0o 0 0 0 O OCOTO0OCOCCO0OTOTO0OO0OCODOCCO0OTOCO0OTO0OTI1I OO0OO0CTI1IO0
Smudge of peri-anal area 6 o0 000 0 0 00 O0CO0CO0O OCCOCCO0OCDCOTONECOCCOEO0OOCT 1L IO
Emaciation 6 06 00 0 0 0 0 0 0 0 0 0 O0OCGCO0COCCOCO OO0 O0OT1T 1 10
Paleness of pimna 6 06 00 0 0 0 0 0 0 0 0 0 0 0 0 0 06 06 0 06 0 1 0 0 0 0
Death o 0 06 0 0 0 0 0 0 0 0 O0 0 0O O0OOCO0OCO0OCO0TO0C OO0 OC O 0 0 1

+ : Commencement of pairing
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Table 21 Clinical signs of dams during the gestation period in combined repeat dose and reproductive/
developmental toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration
Dose  Findings Day of gestation

ng/kg 61 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23
0 No. of dams 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 7
No, of dams with abnormal findings 6 00 0 0 0 O0C GO0 O0OO0OCO0CO0OCO0OTO0CTO0CTO0CTC0C O0OTO0CTO0C 0O T0 0
175  No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8
No. of dams with abnormal findings 0o 6 0 00 0 0 0 OCO0OO0CTOCOTO0OTO0OCOO0OTOCOTO0OC O OCO0O O
350  No. of dams 1111 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 8
No. of dams with abnormal findings 6 6 0 6 0 0 C 0O O0C O0C 0O O0COCO0OC 0O 0O O0CTO0O O0O0O D0 0 0 0
700 No. of dams 10 10 10 10 10 10 9 9 9 9 9 9 9 9 9 9 9 9 ¢ 9 9 9 9 3
No. of dams with abnormal findings 6 ¢ 1 38 2 2 2 2 2 2 2 2 2 0 0 O OC O OO O 0 0 0
Wheezing 6 01 3 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 ¢
Abdominal distention 0 00 111 0 0 OCO0CO0CO0OO0OCTO0OO0OCO0OCTO0CO0OTO0CO0O O OO O
Piloerection 6 0 06 0 1 1.0 0 0 O0OCOCCO0CO0OTO0OCCO0CO0ODO0OTO0C OO0 O 00 ¢
Hypothermia ¢ 6 0 06 1.0 0 0O0CO0CCO0CO0O0OCO0OCO0OCO0TO0OCO0CO0OTDO0DO0OCO0C O
Decrease in spontaneous movement ¢ 0 0 00 20 0 0 O0CO0O0OO0OCCO0CO0OCO0OCOGC OO 0O OO O
(1igopnea 6 06 0 0 0 1 0 0 06 000 O0O0C O OO0 0C OO O OO0 0
Emaciation 6o 00 ¢ 0 1 0 0 0 0 0 O O0OO0OCO0OO0OO0OTCOTO0OC O O O O
Sacrificed moribund 0o ¢ 6 0 0 &1 0 O O OCOCOOCOCTOTOCTOTO0OCTOTO0OCTDO0O OO0 0
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Table 22 Clinical signs of dams during the lactation period in combined repeat dose and reproductive/
developmental toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration
Dose Findings Day of lactation

mg/kg 0 1 2 3 4
0 No. of dams 10 10 10 10 10
No. of dams with abnormal findings 0 0 0 0 0
175 No. of dams 12 12 12 12 12
No. of dams with abnormal findings 0 0 0 0 0
350 No. of dams 11 11 11 11 11
No. of dams with abnormal findings 0 0 0 0 0
700 No. of dams 9 9 9 9 9
No. of dams with abnormal findings 0 0 0 1 1
Wheezing 0 0 0 1 1
Nipple immaturity 0 0 0 1 1

O



R-675

Table 23 Body weights of female rats during the pre-mating period in combined repeat‘dose and
reproductive/developmental toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid
by oral administration

Dose Day of administration Gain
mg/kg 1 4 8 11 15 1-15
No. 12 12 12 12 12 12
0 Mean 216 223 235 243 257 41
S.D. 9 14 15 17 19 13
No. 12 12 12 12 12 12
175 Mean 2186 226 237 244 257 41
S.D. 8 11 12 11 12 8
No. 12 12 12 12 12 12
350 Mean 216 226 237 244 254 38
S.D. 9 10 11 12 11 8
No. 12 12 12 12 12 12
700 Mean 215 221 227 236 245 30+
S.D. 9 10 16 12 12 11

Unit ; g

No.: No. of animals
# : p<0.05 (Significant difference from control group)
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Table 24 Body weights of dams during the gestation and lactation periods in combined repeat dose and
reproductive/developmental toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid
by oral administration

Dose Day of gestation Gain Day of lactation Gain
mg/kg 0 T 14 21 0-21 0 4 0-4
No. 10 10 10 10 10 10 10 10
0 Mean 265 312 356 464 199 335 352 17
S.D. 24 26 27 35 23 34 35 11
No. 12 12 12 12 12 12 12 12
175 Mean 268 313 358 462 194 337 366 29
S.D. 14 17 20 26 18 29 24 17
No. 11 11 11 11 11 11 11 11
350 Mean 268 316 362 481 213 337 361 24
S.D. 14 14 12 15 12 18 21 22
No. 102) o?) 9 9 9 9 9 9
700 Mean 259 297 341 443 183 327 336 10
S.D. i5 28 28 38 27 29 40 22

Unit : g

No.: No. of dams

a) : One female died on day 27 of administration.

b) : One dam was sacrificed on day 5 of gestation because of moribund.
No significant difference in any treated groups from control group.
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Table 25 Food consumption of female rats during the pre-mating period in combined repeat dose and
reproductive/developmental toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid
by oral administration

Dose Day of administration
mg/kg 1 4 8 11 15
No. 12 12 12 12 12
0 Mean 24 24 24 26 25
S.D. 3 2 3 4 3
No. 12 12 12 12 12
175 Mean 24 26 26 24 25
S.D. 2 4 4 3 3
No. 12 12 12 12 12
350 Mean 22 24 25 25 25
S.D. 3 2 3 4 3
No. 12 12 12 12 12
700 Mean 24 23 23 24 24
S.D. 3 3 8 4 4

Unit : g/rat/day
No.: No. of animals
No significant difference in any treated groups from control group.
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Table 26 Food consumption of dams during the gestation and lactation periods in combined repeat dose and
reproductive/developmental toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid
by oral administration

Dose Day of gestation Day of lactation
mg/kg 1 7 14 21 1 4
No. 10 10 10 10 10 10
0 Mean 27 33 34 24 27 49
S.D. 3 3 4 7 10 10
No. 12 12 12 12 12 12
175 Mean 28 34 36 31 30 55
S.D. 6 3 3 4 6 6
No. 11 11 11 11 i1 11
350 Mean 29 35 36 27 28 55
S.D. 3 2 3 4 8 9
No. 102 g0) 9 9 9 9
700 Mean 25 32 34 27 30 49
S.D. 8 5 4 5 7 14

Unit : g/rat/day

No.: No. of dams

a) : One female died on day 27 of administration.

b) : One dam was sacrificed on day 5 of gestation because of .moribund.
#% . p<0.01 (Significant difference from control group)
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Table 27 Gross pathological findings of dams in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

Dose (mg/kg) 0 175 350 700
No. of dams examined 10 12 11 9
No. of dams with abnormal findings (%) 0 1( 8.3) 1( 9.1) 4 ( 44.4)
Lung
Dark red spot 0 1( 8.3) 0 1( 11.1)
Stomach
White spot in glandular stomach 0 0 1( 9.1) 0
Recessed area in glandular stomach 0 0 0 1( 11.1)
Thickening of limiting ridge 0 0 0 2 ( 22.2)
Disseminated red spots in glandular stomach 0 0 0 1( 11.1)

Nipple and mammary gland
Immaturity 0 0 0 1 ( 11.1)
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Table 28 Absolute organ weights of dams in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration
Body  Thymus Heart Liver Spleen Kidney Ovary
weight

Dose No. of (R) (L) (R+L) (R) (L) (R+L)
mg/kg dams g ng g g g g g g ng mng ng
0 10 Mean 352 224 1.03 14.47 0.65 1.17 1.17 2.34 57.0 53.0 110.0
S.D. 35 77 0.07 1.78 0.12 0.08 0.09 0.18 9.5 8.6 12.2
175 12 Mean 366 244 1.08 15.89 0.70 1.22 1.22 2.44 58.7 56.9 115.7
S.D. 24 48 0.07 1.26 0.12 0.06 0.07 0.12 4.8 10.9 13.0
350 11 Mean 361 237 1.06 15.81 0.71 1.26 1.27 2.52 56.6 59.4 116.0
S.D. 21 75 0.07 0.93 0.09 0.12 0.11 0.21 6.7 9.4 12.7
700 9 Mean 336 218 1.04 14.81 0.64 1.24 1.23 2.47 56.2 57.1 113.3
S.D. 40 67 0.11 2.37 0.11 0.14 0.15 0.28 12.1 12.4 15.7

No significant difference in any treated groups from control group.

N —



R-675

Table 29 Relative organ weights of dams in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

Thymus Heart Liver Spleen Kidney Ovary
Dose No. of (R) (L) (R+L) (R) (L) (R+L)
mg/kg dams mg% g% g% g% g% g% g% mg% mg% - mg%
0 10 Mean 64 0.29 4.11 0.18 0.33 0.34 0.67 16.4 15.1 31.5
S.D. 21 0.03 0.20 0.02 0.04 0.03 0.07 3.2 2.4 4.3
175 12 Mean 67 0.30 4.35 0.19 0.33 0.34 0.67 16.1 15.86 31.7
S.D. 12 0.01 0.30 0.03 0.02 0.02 0.04 1.8 2.9 3.9
350 11 Mean 66 0.29 4,38 0.20 0.35 0.35 0.70 15.7 16.5 32.1
S.D. 20 0.01 0.22 0.03 0.03 0.02 0.04 1.5 2.4 2.9
700 9 Mean 64 0.31+ 4.39 0.19 0.37+ 0.37 0.74+ 17.3 17.3 34.6
S.D. 15 0.01 0.44 0.02 0.04 0.03 0.06 6.0 4.7 9.2

# ! p<0.05 (Significant difference from control group)
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Table 30 Histopathological findings of female rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

Dose (mg/kg) : 700

Dead/moribund animals

Animal number

Organs

-findings _ 4110 4112a)
Cerebrum 0 0
Cerebellum 0 0
Heart 0 0
Lung

-inflammatory cell infiltration, peribronchiolar 2 /
Stomach

-necrosis, mucosa, glandular stomach A 4

~hemorrhage, submucosa, glandular stomach A 2

-edema, submucosa, glandular stomach A 3

-inflammatory cell infiltration, glandular stomach A 3

-erosion, limiting ridge A 1
Duodenum

-atrophy, mucosa / 1
Jejunum

-atrophy, mucosa / 1
Tleum

-atrophy, mucosa / 1
Cecum / 0
Colon / 0
Rectum / 0
0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate 4 . Severe
A : Autolysis :
/ : Not examined due to no macropathological findings
a): Sacrificed moribund on day 5 of gestation.

_ O

\J .
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Table 31 Histopathological findings of female rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

Dose (mg/kg) : 700

Dead/moribund animals

Animal number

Organs
-findings 4110 4112a)

Liver
Adrenal
Thymus

-~atrophy 4
Spleen

-atrophy

-deposit, brown pigment, red pulp
Kidney
Ovary
Uterus

-atrophy 2

o O

0
0

OO W
~

O O W

~

0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate 4 : Severe
/ : Not examined due to no macropathological findings
a): Sacrificed moribund on day 5 of gestation.
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Table 32 Histopathological findings of female rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

Dose (mg/kg) 0 175 350 700

Organs No. of animals 12 12 12 10

-findings Grade 01 23 4P Obs TE 01 23 47P Obs TE 0123 4P Obs TE 0123 4P Obs TE
Stomach

-hyperplasia, mucosa, limiting ridge 12 12 12 12 8 21 3 11(1) 3 1 6 T 10
-atrophy, mucosa, cardiac region 12 12 12 12 8 3 3 11(1) 2 8 10 10#s
-erosion (including healed erosion},

glandular stomach 12 12 12 12 1 - 11(1) 5 2 3 5 10
-hemorrhage, superficial, glandular stomach 12 12 12 2 1 11(1) 9 1 1 10
-hyperplasia, mucosa, forestamach, focal 12 12 12 12 10 1 1 11(1) 10 10

0 : No remarkable changes 1 : Slight 2 Mild 3 : Moderate 4 : Severe

P : Present {used when grading of severity was not done, such as case in the neoplastic lesion)
Obs : Observed number

TE : Total Examined

{ } : Number of lost specimens

#+ . p<0.01 (Significant difference from control group)
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Table 33 Histopathological findings of female rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

Dose (mg/kg) 0 700

Organs No. of animals 12 10

-findings Grade 0 1 2 3 4 P 0Obs TE 0 1 2 3 4 P Obs TE
Cerebrum 12 12 10 10
Cerebellum 12 12 10 10
Heart

-myocardial degeneration/fibrosis 11 1 1 12 9 1 1 10
Liver

-microgranuloma 11 1 1 12 9 1 1 10

-hematopoiesis, extramedullary 10 2 2 12 8§ 2 2 10
Adrenal 12 12 10 10
Spleen :

-hematopoiesis, extramedullary 6 6 12 12 3 7 10 10

-deposit, brown pigment, red pulp 9 3 12 12 9 1 10 10
Kidney 12 12 10 10
Ovary 12 12 10 10
0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate 4 : Severe

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)
Obs : Observed number
TE : Total Examined

No significant difference in any treated groups from control group.



Table 34

Histopathological findings in gross lesion of female rats in combined repeat dose and reproductive/
developmental toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

R-675

Dose Animal

mg/kg number  Organs Gross pathological findings Histopathological findings
175 2111 Lung -dark red spot -hemorrhage, focal (+-)
700 4102 Mammary gland -immaturity -undevelopment, lactating gland (+)
4103 Lung -dark red spot -inflammatory cell infiltration, focal (+-)
-hemorrhage, focal (+-)
+- : Slight + 1 Mild
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Table 35 Estrous cycle in female rats during the pre-mating period in combined repeat dose and
reproductive/developmental toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid
by oral administration

Dose No. of Count of estrus Mean duration
Mean+S.D. of cycles
mg/kg animals 0 1 2 3 4 Mean+S.D.

0 12 0 0 0 7 5 3.4+0.5 4.2+0.5
175 12 0 0 1 5 6 3.4+0.7 4.8+2.0
350 12 0 0 0 7 5 3.4+0.5 4.3+0.4
700 12 0 0 0 6 6 3.5+0.5 4.3+0.4

No significant difference in any treated groups from control group.
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Table 36 Reproductive performance of male and female rats in combined repeat dose and reproductive/
“developmental toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid
Male Female
Dose No. of Days until Copulation Fertility No. of Days until Copulation Fertility
copulation index index copulation index index
ng/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) b)

0 12 2.8+1.3 12/12(100.0) 10/12( 83.3) 12 2.8+1.3 12/12(100.0) 10/12( 83.3)
175 12 2.3+1.2 12/12(100.0) 12/12(100.0) 12 2.3+1.2 12/12(100.0) 12/12(100.0)
350 12 2.5+1.3 12/12(100.0) 11/12( 91.7) 12 2.5+1.3 12/12(100.0) 11/12( 91.7)
700 12 2.6+2.2 12/12(100.0) 11/712( 91.7) 11 2.7+2.3 11/11(100.0) 10/11( 906.9)

a): (No. of pairs with successful copulation / No. of pairs mated) X 100
b): (No. of pregnant animals / No. of pairs with successful copulation) X 100
No significant difference in any treated groups from control group.



Findings of delivery on dams in combined repeat dose and reproductive/developmental
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Table 37
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration
No. of Implan- Live
No. of No. Gestation  Gestation No. of implan- tation No. of No. of birth Delivery
Dose pregnant females index length corpora  tation index still live index index
mg/kg females % b) lutea sites % c) born born % d) % e)
Total 10 10 100.0 185 180 1 155
0 Mean 22.7 18.5 18.0 97.1 0.1 i5.5 99.6 85.5
S.D. 0.5 2.4 2.7 3.1 0.3 4.7 1.4 21.5
Total 12 12 100.0 226 212 1 187
175 Mean 22.7 18.8 17.7 94.1 0.1 15.6 99.5 88.8
S.D. 0.5 1.6 1.7 8.3 0.3 2.0 1.8 8.9
Total 11 11 100.0 214 206 1 193
350 Mean 22.5 19.5 18.7 96.3 0.1 17.5 99.5 94.5
S.D. 0.5 2.0 1.8 3.7 0.3 1.6 1.7 6.5
Total 9 9 100.0 163 161 0 147
700 Mean 22.3 18.1 17.9 98.8 0.0 16.3 100.0 91.5
S.D. 0.5 2.7 2.8 2.5 0.0 2.6 0.0 6.4
a): No. of females with live pups
b): (No. of females with live pups / No. of pregnant females) X 100
c): (No. of implantation sites / No. of corpora lutea) X 100
d): (No. of live pups onn day 0 / No. of pups born) X 100
e): (No. of pups born / No. of implantation sites) X 100

No significant difference in any treated groups from control group,
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Table 38 Findings of pups in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration
Day 0 Day 4
External b) Viability
Dose No. of : No. of No. of Sex malfor- No. of No. of index
mg/kg dams males females ratio a) mations (%)c) Live pups live pups % d)
Total 78 77 0 155 153
0 10 Mean 7.8 7.7 0.53 ( 0.0) 15.5 15.3 99.0
S.D. 3.0 4.0 0.18 ( 0.0) 4.7 4.5 2.1
Total -9 98 0 ' 187 184
175 12 Mean 7.8 8.0 0.49 ( 0.0) 15.6 15.3 98.2
S.D. 2.7 2.7 0.17 ( 0.0) 2.0 2.3 4.4
Total 94 99 0 193 187
350 11 Mean 8.5 9.0 0.49 ( 0.0) 17.5 17.0 97.0
S.D. 1.3 1.5 0.07 ( 0.0) 1.6 1.5 4.5
Total 69 78 0 147 128
700 9 Mean 7.7 8.7 0.47 ( 0.0) 16.3 14.2 85.9
S.D. 1.9 2.6 0.11 ( 0.0) 2.6 5.6 28.2
a): No. of males / No. of live born pups
b): No. of live born pups with external malformations
¢): (No. of live born pups with external malformations / No. of live born pups) X 100
d): (No. of live pups on day 4 / No. of live pups on day 0) X 100
No significant difference in any treated groups from control group.

S O
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Table 39 Body weights of pups in combined repeat dose and reproductive/developmental toxicity
screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

Dose Male Female
mg/keg 0 4 0 4a)
No. 10 10 10 10
0 Mean 7.2 11.3 6.9 10.8
S.D. 0.8 2.7 0.7 2.2
No. 12 12 12 12
175 Mean 7.2 11.1 6.8 10.5
S.D. 0.7 1.2 0.6 0.8
No. . 11 11 11 11
350 Mean 7.0 10.7 6.7 10.1
S.D. 0.5 0.8 0.5 0.7
No. 9 9 9 9
700 Mean 6.7 10.0 6.3 9.5
S.D. 0.3 2.3 0.4 2.2
Unit : g

No.: No. of dams
a) : Day after birth
No significant difference in any treated groups from control group.
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Table 40 Cross pathological findings of pups in combined repeat dose and reproductive/developmental
toxicity screening test of 2-Methyl-5-nitro-benzensulfonic acid by oral administration

Dose (mg/kg) 0 175 350 700
Male
No. of pups examined 78 90 90 59
No. of pups with abnormal findings (%) 0 0 1 ( 1.1) 1( 1.7
Undernourishment 0 0 0 1( 1.7)
No milk curd in stomach 0 0 0 1( 1.7)
Umbilical hernia 0 0 1 ( 1.1) 0
Female
No. of pups examined 75 94 97 69
No. of pups with abnormal findings (%) 0 0 1( 1.0) 2 ( 2.9)
Undernourishment 0 0 1( 1.0) 1 ( 1.4)
No milk curd in stomach 0 0 1( 1.0) 2 ( 2.9)
O 9
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