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-ANWHT bR A IFT—) (CAS No.583-39-1) #MEME>w bic L H | [H., 28
HRMEREL TEORS L, FOBRMEICOVWTREIUE, £/, —Ho8Mmico>nTiE 14
HioEEHE £ 0~ R5®IL 1.2, 4, 12 BLO 40 ng/kgz L. HWE UTHHED
0.5 % CMC #REHETIT =,

1. —f3IR8E : 40 ng/keBEOMTIE., 5 18 BUB~HEHE 8 HET 1~3 HiTHENS
RARDBASN, BETE. 85 24 Hio 1 #IBECLE,

2. RE : 12 ng/kgBOMIZIRE 18 Hh o, 40 ng/keBOEERS 11 Hr 5., #iX
BE5 15 H»S, WThBREBSHE CHEBELEEMNMELBDO SN,
EE AR TIX. 40 ng/keBEDOMEIE L & F B TG S L TRD SN,

3. WAER : 12 ng/keBEOETIIRE 2 B S, 40 ng/keBiOMBIRS 1 @D S,
WTFh 685 4 BETHEREEIRBDS Nk,
EE AR CiE, 40 ng/keB¥IERE Y & A EMEEI MR L TED S5 iz,

4. FAR: FRSFCRILPRBEEAERLALD,. RERIKELELEHIROON
BhoTze

5. FRIEE 40 ng/kgBOBETREDEBEREMEE. 12 ng/kell L OB DM TRILED
BEREEEZTRLUE,
MEENT. BEIEBHRERTEIICIZEEL =,

6. MEFEARE © /MBS & CHRTR MER B o EE 72 5 U2 E 7R MER M3 RIEE
OBEMED 12 ng/ksA LOBEOREE 40 ng/keBr DT, FEFRMRBEHOEMED 12 ng/
kel Lo o T, ROBREOBEED 12 ng/kel LoBOMET, AT b7V v MEDOKSE,
Jobrore VREOERD 40 ng/keBO M T, EHEARHIF Mo RTI XF UV RMO
ERED 40 ng/keBEDE T, SMREOEED 12 ng/keFE DML 40 mg/keFFOMETHD S
Nz,

ER AR TRRIZ I, 40 ng/keBt i cA~ b2 ) v ME, T HRIMERE D EMHE 254k
LR SN =Mz, ETHRORBOEE, BETATI/nE VEOMBME. HTHMmR
HOBENPBD BN, —F. FHRMERGEREE XECEE. MIBUIIET. R
ISR CEETH D, REVMBR TR IFOREER U,

7. MIE{CEERE : K OEMEA 4 ng/keld E OBOMRET. Ca OIEEA 4 ng/kelbl b
DEOMT,. 0l BELT 0T OEMEMR 12 ng/kell EOBOMHT. BEH. REEE.
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LPFz, BaVAFoa—)VoRED 12 ng/kel EOBOMEYE 40 ng/keBfOMT, v
“GTP, PNVT I U BOEED 40 ng/keBEOMIET, -7 OT YV, B-FOTY U

MNITUESA R, B > OEMED 12 ng/kebh LOBOBET, 7NV T IV A/G L,
BEIVNWVEOBRMED 40 ng/keBEOMEET. 7R oEOBEMED 40 ng/keBEDlET. Na OF
AN 12 mg/kgBEDIEL 12 ng/kebd LOBOME T, GPT DEKMEDS 4 ng/keBtDift L 12 ag
/keBEDMRETED SN,

EERKR TEICIK, 40 ng/keBEDRET GOT, G-/ 07V U HOEEIMELTRD S
hi=flic, #T GPT OEME. Na OBRME. BTEK) VD ORESF RSN — 7.
REH, JVPFoVEHET, TRUEREBECEE, B8 VEIETSETHD . REH
MR TR IEOREZT LR,

8. BIMATR : 4 ng/kel LOBOMMTIE, FRIBROARBMEHEAShE, EEMART
BRICH . EROFFRBES O,

9. BREHEE : 4 ng/kgl LOBEDOEB LT 12 ng/kell LoBOM Tld, HRIEESE
EBLTHENERDNCDICHERBERZRLE, RERHERTHRICEKEHOREEZLCPHE
KBo272bDOD, 40 ng/kg BEOMETHRSHMKRTHEBEOERREB MR L TR
o=,

10, WEASENRE  FRIBTE. BEMAROEEB L CEARS 12 ng/kell Lo
DlfEcH SN, BIBTIE. REMROEMLD 40 ng/keBEntcH SNz, BHE
MR TRICE., FREBXUVRIBOEIIBENSTE ko,

BEICED, 2-ANAT IRV IFY— ) VidEl#ee, PR, FRESIUER
ERECEEERIET PRI, YHREFAFTICBI S 28 HEREROKREI
KHBEENEEERE. |2 ng/kekK@LEZL SOz,
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2-ANWHT IRV A IS iE, TLAOMKERERH 2 N TEMLRFEAE LTI L
TERICBOTEHELEHAINTWS, S0, FE S (YWESEOEICHERE L T A ICER
ENERAOBREAOEELEET 2010, LEEOBMERBEN A Ko 14 V-
T 2-ANAT bRYYALIFT )V EBEES Yy M2 1 B 1 E, 28 HEER LU TREOR
5L, 208—-BOBMIcoWT 14 B EEHBERG -RERSBERRE R L
2o

B, YHEET v MoNTIRBOH 2 WERAREC L FREROEMN, FRED
X, BIROBBRRORESHENZ ZPHEIN TSR3 Y,

B EL D L URBR TR

1. WSMEB L URE

WEMED 2-ANHT bRV A IHY—)b (CAS No.583-39-1) (&, #F& : 150, @
M8 304 CTKRIIFLAEBIRWVEREBOBHERTH D, URBRICIE, ¥ 5 £ 9
A 10 Hiz oI DEHWE (

Lot No. fiE :98.5 %) o AF®RIIDETOHEIL.
B [ERETHAREROURYERERZOFEEICERTCREL . 2B, 4t
BROBRERTRIIBRVBYEO - 2BETICRM LT U AER. MEX 98.5 %
THH . FRERMPIRETCH PRI N,

BEE LT, 0.5 BHANERFIUAFNVENVO—RF MY T LAKBBERER W, WV EX
YAFNENO—=ZAF YL (BLUTF CHC, Lot No.2407, RAEEM4NESRE, ¥k 4 £
TH 16 HEA) &, AFRIABRBRORBWEREZORERICZERTCRE L,

2. BRERBEBLUBERESR

HERME AR L, FEAK (Lot No.3E0ON, HXE&MABEE T, AR : 1998
FAH)ICED 0.5 RBERELUE U ICBB LU TLEREORGREBEZRAB L, &
B, HBRMHEOMEBEILAWTEFAERTRRL I,

REFBRS LURSHMR TRICHV 2 ERSREBTOWHBRYEBEE £ | HEREH
ATHERICLDHZEL 2. ZOBR, WRMWEHREIRFBED 98.3~102.1 %T. &
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EUEHEEFRER (RREED+ 10 %LH) 2R 0., MRICHBEZ2» 5= (Attached
table 1. 2) o

0.5 % CMC BT 0.6, 10 BELU 40 ng/mlMRE O HWER MR 3. ANRIL D - BXT
T 7T HME, 51CEE - BETT 4 BEORERETCRETCHA L BBERI M-
(Attached table 3) , ZZ T, YMERMENOKRSMARIT | AHC 1 HULEOHEHE
TREL. | HAGARUTHE - BETTREL., ABZRICRUTREICH W,
YBRELTORSRERITARARE U, ARBEIERP RS ICHVE, 228, B5K
TROBREGGREBIIBEL =,

3. WEREM B L UHEEFE

1) AERENH

BRI, BERBRCBRCHNONTWIEWET., ZORBEBEPHELLTH D,
EE/T—4 bHi> T35 Sprague-Dawley KUM= w b [ (SPF) . Crj: CD (SD) ] #H
Wizo BIWE, 4 ABOEB LY 3 BROMEFER 6 £ 2 B 23 Hicghzh 13 LY
D&, Fy—)VZ - UN—HKAEH (HFHEL Y —) poHALE, AF 2 HROK
B, D T5~98 g, MEH 45~62 gTHH -,

2) BRE - BlEB LB TE

AFUEEWE. 5 HREoREHMB Xvrzok, #ix 7 BHE. i 14 HE OB
MzE®RT . CORMICHER 3 B, #id ¢ HOoREHES JUHEH-RREOBEE2{T-
THRE -8t U, —RIREBBICRERBIIRFORD 520w 6 B0z #S
U UTHREICHWE,

FREEEHICHT R, BELSHMEREC LIV EHOEHEEB L UFEHMZEFELL
BBEII, REMBORBICEHS T Lz, —BHOoBWEE., gL 10 H20E 15 T
oL Lk 8B, BHOKBECLHTHIIFHE,LS £ 20 R E2HEI TRV L&
Ul BAUROBRREMIE, AEREGHICT -7 )V TRHEBEERICERELS L .

3) fE A

R - BIERIRFR o8I AFHICHE S 7 R IRBRICKIREEICLD ., BS
ROMIIBRIILIREBEBLVCENVFEEHAL RN LEZ, 512, RE - 8
LHIMF O R - VIR RES. AFEAH. B L TIEEHNBETELZALZIA
W, BATBROBF —VIERBRES., BEE,. EHBLUHMESELAL, BIL
WEBSFLUEINNVER DT,

4) MMETRE
BWid. =R 20~24 °C, EEE 40~70 % . BARER 12 RERY (HRER : FHT 6 W~F &
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6 BF) . MEEIE 12 BB (74008 — 10X DRELEFBER) CHRE L SMEH
E (CH 11 B8) THELE,

EE Uik, B - BMEEER g s> L A EMER ) — Y (W: 240 x D 380
X H:200mm) ZHOT 1 y—VYHkb b RETCORMEL L, BHURIZEATF VR
BT — (W: 755 x D: 210 x H: 170 nm) 2HOTEBIFAE Uiz, X7 ¥ L ARME
Ry —VBIURAF YV ARAEYT —VOZFIMAHR, HKERBRIE 18RI 2 BEE,
AF VLV ABMER T — VOXBBLCRAF VYV ARTERE VO (HBEEL ) &
2 A L BUETo R, 28, BIMATEZOER (KOREMER) B LU 500 HHR
WEEEBRF M) Y AKBETOROE Yy 7R EICL Z3HBERERIT> o

5) fARB & UARK

fFRLE, AFHR 3 HAMAOBEESR (CRF-1, ) = Uy VB TEKKX L) &G
fEERIC AN, BHHICENI Y-, MoSERE. HHEADERRGT L V4 —B&
AV =Yy VEBERTEGASELSAF LR,

BORl K, KEKERKEEZHCCTEHRICENS® /=, K KOKEREIX, XX 3 X
AE (4 B/F) CHHAEARBRRARBEREL YV —CEBL-BBEAFLUE,

RN BLUBMEKOARTOHERE., WTNOREBERIRBHESR cCED R EEEDOREN
THolz,

4. BN, REHED LUCEER

1) REBEBBLUZDEREH
2-RNWAT IRV A I =)V F R L CRONIICAICBENE N 3 REPZ 60
2720, YBoRSEBIBORS L Uk,

2) 5 5%

SEEZOBY VFEMOMIE TS RF v I BT 4 AR—F T NVEFEHBZHENT, &
FIRO/E Lz,
REBREIBEHEROEVWHEHOGREZE#EL L, 5 nl/keTHEHELE, BER. F
BT 9 B 28 205 11 B 58 B ETOMIZITH Iz, BEHBRBOEEREIT. #H 167~
195 g, DS 139~164 sTH 5 120

BEMMEE, CBEOR V7V -y BEHEREV R CC 1 H 1 BT 28 HHERE
BEL Uk, £/-. 28 BHMOBEHBIC—HOEBMIc>nT 14 BHEOEBEHM LRI -,
7. YERSHERE | He L, BRESHO¥HZEE | HE Uk,

3) BEBRBLUEBREE
BRI, UToMmce Uiz, $abS, HRMERSHL LT 4 BEREL., Zoft
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BB AR =, ~FoWEE. Mz e @D L CREFBREIIE SRR
THREIRE 10 pC & EERMIR TREIRG) 5 IMO&E 15 e Lk, 7=, HERMEOE
HE., THREBS JUBEAERT. M7 L2085 IR TRERE 10 BL Uik,

B kR5®E (BE) i (HmEs) M (BMES)

BB MM (0.5 % CMC) 0 mg/kg (0 %) 10%+5#(001~015) 10%+5#(051~065)
BE2BE 2-AMD7° M UYL - 1.2mg/kg (0.024%) 10%  (101~110) 10%  (151~160)
BESEE 2-AWA7°MAT UYLV - 4 mg/kg (0.08 %) 10%  (201~210) 10%  (251~260)
BEARE 2-2007° PN VY439V -0 12 mg/ke (0 24 %) 10%+  (301~310) 10%  (351~360)
SEOBE 2-ANA7°MATUYLISTY - 40 mg/kg (0.8 %) 10%+5#(401~415) 10*+5#(451~465)

* 1R SRR TREEIIR GUEL, #: R AR TR BTR B11EK

4) REBI|EDHH

RERE, MHESY PEREWE 2 BRBREIC L3 FHAR (RS 0. 6.25, 12.5,
25, 50, 100 B KTF 200 mg/kg., —8E 5 ) OFERICLODIEEL . T2 B, 200 ng/
keBECIMEREL HIRE 5 BETICLHH, 100 ng/keBETIEIBE 13 HECICH 4 Hle i
OLFBFET U=, 50 ng/kg UTORSHETIE. —BRREBIZBEREEIAS R, —F.
25 mg/ked EIRSBET ILMEMEE & REIIENMEMERTH D ETIE 25 ng/keBRT RS
BfG 15 Hiz. 50 mg/ke BEIIHS 1l HBLURSHE 15 HCEBEENRDOLNEZY
Z2T, YRBOBRSARIBEHAMEZERL T, 25 ng/kg & 50 mg/keDfFO AR D
40 mg/kg & L. AT 3ok v 12, 4, 1.2 ng/kge L=, B, MBEL UTHERY
BrE—EROBE (0.5 % CMC) 2185928 2HRT7-,

5. BIEBLUREEE

1) —BRIRRE
—BRREBLVECOFEEZ, RSMMTIIHRS - &0 L B 2 B (2L, KA
& 1 Bo#k) 2o CIEEAFEFIEEE | HREL .

2) BEAE
BREEMTBLUCEEBRE TS | BRI 2 BRELE (WEH 85 1, 4, 8, 11,
15,18, 22, 25, 28 H. [ 1, 4. 8, 11, 14 H) o

3) EHEERAE
BRESHETB L CEERB R 1 BRI 1B GEf 2 HEE2Z{ELT | HE
ZEHE) WEL, BEBORTIRBONEL (FEH: &5 3. 10, 17, 24 H, HE

_6_



3. 10 H) & Uk, &b, BIRETHOFE 4 FrodMRE Uz,

4) BKBPE
BABWEL BRI CTBABENE L (220, #RFEFIEREKETZ) o

5) RIRE

BEHERTHCRSHMR THROSRHENM 2, £/-EHEAME T EEHBRT
BOSHMBASMIZIOWTER L. T8b5. REVF—VEAWTHER - BKTT 3 K
THREUER (3 BfER) LB &MV THEE - B/KTT 21 BETHRINL 2K (21 BREEK)
BREVICENS 2AFHUEAR (24 BRER) o0, UTOREEERLEZ, 2B RE
BORIZEEL -,

3 RRMER G, ABHEE LA, b, #ilL, EH. B Y P UE oy =
YL EUIEYE, AR =Ty VHREK (TA VR - ZEERS) CR2HE
T, 2 —LAZXRMIE (FUV=ZFwy 200, ¥4 VR - ZHEHREH) 2HNTRE
L7zo RICHEIT ., MEEZREEREBR TREBRIEEMBET CER UL, &b, RSHHE
OEKIE. YHOMBRERIZIT> =,

21 FRfEIRR « LEE (S.6.) 2. BIWRICL D BITRLES () Ry b - 11D, #Xx4t
—ary) BHOTHEL =,

24 BERAMK - K& (UV) 2EBICXDEIELE,

6) Ml FAIIRE

BRBREOBAS JUCEEHMR TR, Y MOVESY =L F MY D ADEEANRS
(%7 40mg/kg) X ARFEET ©, BABRIP SO L —Yarick bmEERE L, U
TOMBEBFHIRELER U2, B, BRMBILEEL =,

7o ba e EE (PT) BLOEEAES oy RT 5 XF VR (APTT) &, 3.13
%o BT MY ATRELEMFC>NT, BEYEREARIC & b MEERE I TEE
(a7r<2x4 -1, Z&%ELaE) 2HCTHEL =,

FRIDEREL (RBC) . NEV/DEVE, AT M7 )y ME, M/MRES L O HMERE (WBC)
X, EDTA-2K 2 —5 4 > UJz Sysmex ¥ 7NHhy ZICIREIL I >WT ., $EE
BEMERAT#EE (Sysmex E-2000 \ HEEAETFHARM) 2HVCTHZELZ, 512,
FRIFRMKEE (MCV) | FHFOKMEFEE (MCH) BLUEEFMBROEREE (MCHC)
EREUE,

R RMERE (RET) (. EDTA-2K JLIE L /=M1ER% Brecher #EIC L hBEKRE L TR
T4 M5 RCEHKE. Giemsa R U -REREER U CHEMET c/RklER 1000 FF oK
BEHEL LT,

HMmBRE S RE, EDTA-2K ME L AMBEE X5 4 K75 22EHK L, May-Giemsa L
AR CEMBETTHMER 100 %588 LU =,



7) MEEFARE

MR FR IR F o 9 & RS S 2 A BIAR 2> & FREX U 7= i & S8 (8 4 °C. 3000
rpm, 15 M) LCHRLEMAEICONT, MTFOMBELZORELER L, &b, HIEH
M HER E TEREE (<80 C) WIZHREL . REFAMBIRREESREREI TS
HE (-80 C) MIZHEE LT,

GOT B XU GPT (& Henry Ei#E. ALP (X p-NPP BB, v -GTP (& v -G-P-NA EEE.
% (TP) X Biuret ¥%. Y ) )VE >~ (T-BIL) (& Azobilirubin . REZE (BUN)
(& Urease-GIDH 3£, 7 L7 F =& Jaffe ¥, 7 F¥iL Glucose dehydrogenase .
BaL X5 —)b (T-CHO) {& COD-DAOS . bUZUEZ 1 K (T6) (X GPO-DAOS .

Ca |& 0-CPC ¥k, #E#1) > (IP) (Z Molybdenum blue #ick b, HEIAERE (AU 500,
) R FTEMAET) 2AVWTHIE L,

Na BLU K (F4 4V @REBMEICL, Cl FEBBEEICELD., WThb L HEH
BAWER (FAV4, XNt A& T) Z2ZHVTHEL =0

BEAHEHIZ., HBEKKIMEE (AES 600, AV U SANETEKRXESH) 2HVTHE
L7z,

PVTIVBEIBEOBRBIUEHSEE®S A/ (P70 7) YY) RITE
HABEED» S EH U,

8) &

BRBESOEHB JUHEEBHMK TROSREIC, BIRFTIRZER Lz, $4b5, L
D 6) BLUT) OEHTHROUEEZ S S ICHMBITSE-%IC, BE - HBOWR
MEEEITo 7z, BRORBOS ORI >E. KERFAODEEEZRE L .

9) BEEROWE :

iR, UTOREEEEZHELE (2L, NBEERF—HETR) . 512, BIIRET
KHIZE U-EEERL LT, #EEBOREL (HYNER) 2BHUE,

B OB, /. EESE) . PR, B, 8%, PR (ERMEZETR) BRELE
BI& o

10) REMEMERNRE
UToREEFHEE2MHELT 10 T EBRERLVT) V& (220, BREINVS
—WVFNFE R RV ) V) CEEL., IO WTEIEIZR> T/NT 7 4 » TIERE
FEERU .

O, B, . B, B, BR. BK. SR, NE, TEL, BIF. BRI (L&D
thE&te) | B (KRB, /DA, ESE) . BRIk, 28 (KEE) .
BEHMRTRIROAONBHES LUBREHE (40 ng/ke) HoOME. FE. BiES L
UBRicoWT B-F REEBES2AERL | FEESZORERT k. 512, HRE
RAHEORANBLNFRE (EE/NMEZEED) BLAURSHEETEOD 40 ng/kef#o
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BB TAMERCHE LT REF AR THWBNE » - FEE . RSN TRB LU
EHHMR TRONBEBHELSOLSBRSBHOMEC DV TERICRE L2, £, LT HOH
RTREMPASNEMB LTRBIZOVWTHREL 2,

BERFIC. KBAOEREREL -,

6. MiatFEH 7%

FEEOMHFNFEITHOLS CSELERELTV., ARERTIINERL 2-X
WHT IRV AL I NVOBREBLOMTITo e WTROREIZBWT S, BER
L5 %RRWEEEEE L. 5 %KM (p<0.05) & 1 %R (p<0.01) LIZAHIFTERLE,

HE, RER, fKkB. RE. RHEE. MEFEORE., MELFORE, KEER (H
MNEBESL) oW TiX, EHCENEBLUCBEERELEH UE, SEILERETIX.
Bartlett WRIC K2 FFBEORELZITH., FH/B RS F—TEERICL 29I ET V.
BELS INBE L OBMEILEE Dunnett #F (FIEAPBELWEE) £/20 Scheffd #%
(BIEHE LS RWBE) 2RVWTITo e —F. S4B LBDSN R =BEE. E
fiEf AU = —TREE L2347 (Kruskal-Wallis ORE) 2170, HERS (0B
& DORFRLBIIIEM 2R A U7z Dunnett 3 (FIEDBH L WEE) £/ Scheffé & (il
BHELIRWEE) 2HNTIT> 2o



OB M

1. —A%IR#E (Table 1-1~1-2, 2-1~2-2, Appendix 1-1~1-7. 2-1~2-7. Table 3-1
~3-2. 4-1~4-2)

1) 851

NERBEB LU 12 ng/keA FTOBFO MR 5T 40 ng/keBo Tk, BERERIHE
INBM,o Tz, 40 mg/ke BofETiE, 8|S 18 HLUMEIHREET 1~3 §l (BMES
456, 461, 463) THWENRATRMBA LN, BE 24 Hiz, 40 mg/ke #HD 1 H (No.
453) ML Uz, UAITIE. ECHHE CREERIBERI MR Pk,

2) EERRH
40 mg/ke BHOMTIE, BEHAMFILFEHNT 1~2 FITHENLRARBA SN2,
B8 9 HEAREIC EEREIHEER L. Toficid, BEERIHES W b o7k,

2. {6 H (Table 5. 8. Fig.1. 2. Appendix 3-1~3-5., 4-1~4-5)

1) #E5HARH

4 mg/ke L FOBOMHB LU 12 ng/keBEoi0FEIL. NBEHE FFERKROEB LR
Ulzo

12 mg/kg OB TIINBEICEL TRE 3 AED SEEHMMGEIER . &5 0 IXF1E
BEBCHELTEHLEZTRIHOSY, 85 18 Hr s BREREHETHEEENTDLN,
40 mg/kg BETIX. HEEEE BRI L TRE 2 BE» S KEEMNMGIER. $H2
WISETEEBICE LT ERT B  H b, HITRE 11 Hhs, BEERS 15 G»5
WTFNHBRIREHETHEEXPROON . ~BRRBOBHRTHENLRTIRMALNE
3PIDBEEIL, AEATHOPENETHER Lz, 2B, 40 ng/ks BOMDOFETHTIZ.
B-HEAOMOEICEE U THREERBICRERASNRD 2,

2) EEMRF

40 mg/kg BT, MEEL HICEHEMEFOGEEMBEINEFLDOREDP 12D, H
# 14 BETHREREE #ELTED LN,
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3. B (Table 7. 8, Fig. 3. 4. Appendix 5-1~5-5, 6-1~6-5)

1) #5HlETH

{ ng/kell TOBOMBEB LT 12 ng/gBOMOBERIE., SBHRLITIEEKOHER %
r Lk,

12 mg/kg BOBTIIABRCLLLUTEETH D, &5 28 (10 B) »o&E ¢ #
(24 H) THEEVTZDO>hI=,

40 mg/kg BT, ML HHEE (A (3 ) »oH5 (B (24 H) ETERRERE
ERLE. ~BRBOBETHENXRRRETH o= 3 FlORD 2 #] (No. 461, 463) DR
HEBIZ, BWERZRTHIEAOhE, 2B, 40 ng/ks BOMOFETHITIE. BE—HADMH
DOEWICLE LU TCREEERICERRIA Shib o,

2) EIEEAR S
40 mg/kg BT, ML b ICEEBHTORERIREHPHPTORAL D DT HLOHE
IR DS pibh=h, NREICHE L TERREEIME L TED SN,

4. BxkE (Table 9. 10, Fig. 5. 6. Appendix T-1~7-5, 8-1~8-5)

1) #&E5 R

FREHOTKERIZ, HHEL SNBEHICL L UIEARE,COPEEFERTH > 2. A
BRFEOEVWEBHE LT, 1.2 ng/keBoiETHRS ( # (24 B) CEERRBEIRDS
hize BB, 40 ng/ks HOMDTEH TIEE—BHADMOBWICL LT, BKEHBICE
BEAashkboi,

2) EIEEARGH
SRBICIE LT 40 ng/keBEDEIXIZIEARBRE., MEEETH =0, AREIRDSH
7::#')7::0

5. RR&E

1) |EHEEKTE (Table [1-1~11-2, 12-1~12-2, Appendix 9-1~9-5, 10-1~10-5)
REIZ, HBBICLE LT 12 ng/kebl LOBDMEE 40 ng/leHEDETHIETH D, ET
EEBRENTRD L,

PRECEIX, MIBEICEE LT 12 ng/kebl EOBOMETEMTH . 12 BLY 40 ng/
keBFOETERENRED O N,

@, i, BEE. B, S MUK BUNEY B, oY) ) —FUBLUMER.



SRGHOMEL & BB (ZITERTH > =,

2) EIEMARASRTHT (Table 13-1~13-2, 14-1~14-2, Appendix 11-1~11-2, 12-1~12
-2)

RBIL, 40 ng/ke HOMTREWHR THOEERBEICAD Y, HEREMER Lz,
7z, REEE 40 ng/ksBOMETH I ERZEELBOS N,

G, o, BH. #. r & By B, vovY) =Ky BLUWEI.
40 mg/kg BoOMEHE YL d MHBE L ZIFERTH - 1=,

6. MEFEKRE

1) B5HETE (Table 15, 16, Appendix 13-1~13-5, 14-1~14-5)

4 ng/kgBl FOBETIE. MELHIZWThORBEEE L b NBELIIFEBECH ., &
BEIBOOSWEDo =,

12 mg/kg BT, METHRORBOMMEIZ . BT FELHFRMEREHE. m/NRE . HHRARMER
BB IUCHMRBOEELR S CLENFRMRAERBEOFBEICEREPTVO SN,

40 mg/kg B TIE, 12 ng/ke BizAH S M HMERKOBEEUAOERICME ., A<
MU MEDE@EBLTT O MO Y E VR, BEEHS O YR TS 2T CERROE
BIAEBESREOL N, BTE, FORKOBEMEIZME. A< b2 Yy ME, FRH5RM
ERimEFEE, MM, BRFNEREB LT O bo Y e BRI EEBROE#BNR
HENT=, 52, BTIIHMKRENEBEREEEZR L,

2) EIEAMMTE (Table 17, 18, Appendix 15-1~15-2, 16-1~16-2)

REMB TRICERD 5Nz 40 ng/keBE DM DR MIRE DO KES L CHEDO~<T M7 Y
v MEOBREREESHIE L THAO N, #z, HTHROKEKS L UCHMERE. #iET
NET O VBOEENEOSN, —77. T D oYU VREOER, HTEY
FRAREES L CIU/MUOROEE, BIEEHI o oR 737 VHHOER, M T ¥
FRORMBRBEOEE, MRARMOREOEMES LCHOKKOEBEOLFEEIHEL
Fzo BB, WTHFEFMMMOARBEIBELZ., MRARORBEFEL, #ETR/MMIEUL
HiEEZTL, REVERTREIEOEREDVEDS Nz,

7. MEIEERE
1) {5 HARA# T (Table 19, 20, Appendix 17-1~17-5, 18-1~18-5)
1.2 mg/keBETid. ML DICWThoRBEB L bXNRBEL ZEEEETHL . BFEE

@O SR 2Tz,
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4 mg/ksBET (L, MEMET K M, T GPT BLU Ca WEELEKMERLE,

12 mg/kg BT, 4 ng/ksBETHSNILEMIIA, HET GOT, Cl O{fEE Na OF
., T a,-Vu7) s B-yua7y vk, MU EI 4 P, ERY COEE. £
BEH, a7y vt REBE, JL7F=> . BaLVAFu— VORE, #§7T GPT
DEEICERENBOL N,

40 mg/kg BECIL. 12 mg/ke BTHSNLMED T ORKEBLVHED Na, a,-7'0
7V HOBHEUAOERICIME, BET v-6TP. PV TIVEBOEE. BTTNVT I
th, A/GEE. BEVVECOBHE, BTRER, REER, /L7572, JFUHB R
IVATFO—=NVOBRBEICEEEZVROLNE,

2) EEHAMIMK TE (Table 21, 22, Appendix 19-1~19-2, 20-1~20-2)
BREMMERTREERC. 40 ng/ke BT T BLO 8- u 7y VIEHEERE
BERUE, FmZ, BT Na OFRLREME. (PT OFBEREME. HTER) CoBFER
BEXBO SN, B, ETXER) U OEEE2. BEA. VL7 FUMEfE . i
TE7 FOEMEEEZR L., BREBRR TR IFEOEREIRD SNz,

8. BIMRFTR

1) % 5HAMR TH (Table 23, 24-1~24-2, Appendix 21-1~21-5, 22-1~22-5)

4 ng/kgl EOBORMETIE, FRFOKRED 5~10 #l (£H) ITHBNT=, ZOff
Wik, EEEFHSNERDP o=,

FEEH (M 16D cid, BREBEoXRE ATk () 78, MRoEREL,
fEDRgFREADBAHS Wi,

2) EIHHARI# T8 (Table 25. 26, Appendix 23-1~23-2. 24-1~24-2)
REPRIR TR EREIC. 40 ng/ke BolfEo 2T HRIBORBEBA SN, ZD
fiizik, EBEEIAS MR Do =,

9. REEER

1) 5 T (Table 27, 28-1~28-2, Appendix 25-1~25-5, 26-1~26-5)

4 mg/kgl EOREF T, AREICH L CHEL S CFREBOMNERS LUHENER
MEBHICHEMETHO. 4 ng/kgl LORESHOMB LT 12 mg/kel LOFOMTHERED
mOONz. FOMIC, M, TR, B, B8, BEHZWINRTHEEESRD SN
W HNERLENBEEC-EAAOEH TR, 2,
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2) GBI THE (Table 29, 30, Appendix 27-1~27-2, 28-1~28-2)

40 mg/keBETIL, MRBCEUTHRBOMNERS L UCHNERS L S ICER R EME
ZRUED, TOREBEREHMETRICX DB/ Bo 2, Fofic, B, R, B,
BEHDVWEHRTCHEESTDoNED, BN ERCHENERT - EHFROEH T dR
Motz

10. WEMERENRE

1) SRR THE (Table 31, 32-1~32-2, Appendix 29-1~29-5, 30-1~30-5)

FRER « MM O ES X UFEA (Photo.1, 2) A, 1.2 mg/kel LoBOMHED 4~
10 # (£6)) KHbhiz, YFMREZRIHPEBLOCHEBELOREIZEEE ICHE
REERS bR, 1.2 ng/ke B TITHEBANIKBE~BETH> =5, 40 ng/ke
BT LPIPREOETH > =,

BIE : FEMAO L (Photo.3) A5, HTEXEED 3 #. 1.2 ng/kel LoBD
4~10 B (£F) 1o, HTIE 40 ng/keBED 5 Flicad i, BT, YFRE2T T8
BB L UCHEBECOBBECARKEES > 2BDN, MEEB XU 12 ng/kel TOBTE
IBETHo =M, 40 ng/kg BTRIFLALPEEOERTH>~,

Zofic, LDETHE~NOMIZE., FRCRFE. BEcHAEn., ERcREEZED
LIRS L UIFRESEER EBAO NN, BEBEIIBETHL, AU L flosdrd b
WERBEICOTOLNIEBETH > =,

FEATH, BRIRTREMBEOHMEBIUCRANAS N, £1-. FETHRIEED.
BiCS oMb, B LUOBRTEERELEAS N,

2) EEARGAE T (Table 33, 34, Appendix 31-1~31-2, 32-1~32-2)

BIRAR : 40 mg/ke HOMBELFITRIEMEOBEES L TERBHLNTH, ZOREE
BREMHRE TRICEELTHRD, ICBETH 2,

BlE  REMEoZ=RAS. BoNEBERD 3 B LT 40 ng/kef#D 4 FlicH SNz,
ZAEORBEINERO 1 SIPBETH UM, TL<EBEBTH .

ANWVATIRYYA IFY =)V EMES Y Mz 1.2, 4, 12 BXT 40 ng/ksD HEER
e 1 B 1 H., 28 HEERL CROBRE LRERSBERBREER Uz, 2. W1
BEBLU 40 ng/kgBEicid 14 HE O EEIMZRD , KB L BEEECOOVTRE L,
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—HBORIETIX . BEHIOBYE 40 ng/keBFOREDDEPITHENRARDBH S NTZH,
NS DOBFITCEEBATOREMNTIHIEKS . BHERLLRVE IA DS | KEEHIH .
BHBOBMICMHEL -ELE BN, ARTEBEHBFRC | fIKFECLEDP, —K
REE, REHER, HEBER, BARESRYICERIASKT ., LD JURER
BENREBEICL>CHRECFRIGHS pTidedr >k,

REE 12 ng/keBOREL 40 ng/keBtOHEETEEIRO SN, REBROEMFEICERL
REHEEDNE, HEHMTO 40 ng/keBoFEEMBENRRL O S RE, HHAR
HREHEOBRE L b HEERS S pobhizs, EERLEEISBRL RO NE,
Lieh->T, REBLCEERIARIC L VEIEERIES DR 3600, BEEEIMAD 2
BEICER+FTHoEEILNT,

RIRETIE, 12 ng/kell EOBOBTRIEEOEM, 40 ng/keBOHTIREOREENT
DENT=. MBEZAMETIT 12 ng/keBEDREL 40 mg/keBOMEECRFBREB L VY
L7F = v 0RBEFBDLATVWEZ L, BRECHEHNAONDZ IS, BHEBED
BETICHELAELEHENIAE, LALAads, BROBEMERFZORETIE 40 ng/
keBE O BEZE (R REY B E A S N BEAME TRICGRBB LTI L7 F o
W EEERLTWR 2, RILE, RE. REZR, VL7 FZVOEMIARER
ko THEIET 2 HELZEX SN,

MEFRIRETIE. 12 ng/kgd EOBEDRE, M F 7z JBERETHRMEREL. ~~ 7Y w b
fill . MUMRE. HRFRMERMB LCHMBREOEME, o5z ho vy ke EE
L& bo Y RT S5 25 YIREOERSRD SN iz, FEFMREEOMKE, FIYRMmxK
MERBEOGEHEIL., FLLTAT M Dy MEDEEICERL ZEBE Bbh/, KE
WED, NS DOEMONT FEFMREHE. 7o bo v yBiB LUEEREES o
YRTIGAFUDOBEBEEIFHEEL, BIC/MIEB L CRRAMEREITREEL, FEFRT
RMERREIEEER Uiz, —7 ., FRORB. AETOEVYBBLUATYT I I v ME
DIEMED 40 ng/keBEDBEHET . BRI OEMES 40 ng/keBHEOHETCRO SN2 L DB
ChLOREBORBICIRMASLBEE IS Z e BRI N, FEEAZFRET
. HEMEREBIIAEYFY VB RS OFRMBRIEEEL TR T 3 HEBELESASNT
WiWwZ e s, BEOEMBENHORELEZ SN,

MBAEFORETIE. 4 ng/ked LOBFORE, MEE =X HEET v-0TP, BREH. 7NV 7
IVE, BEESHME, REYIVEY BV XFO—), 7RO, MU ES A R
EDEL UTHMEE. H2VWIEREBE. VL 7F =, Na, (1, Ca, Bi) > &E
EUTEHMEIET 2REBEOLREPROSNAED, FLALERRCLVEES 3V
EEMBEPAHS Nz, &8, Ca BIXFREBEELOBEEBISATE D, BRIBOEE
BLUHBREICRESAS N TEIEHIRDOS NP0 0D, HTIE 4 ng/ke
HroRBoshTwazehrs, FIRIFEEDH 2 MIBEBELICHE> b0 RSN,
F/z, GOT, GPT TIHEMEIRDSN=H, BEERTBEICLL TEEERBT 3BT
WENEEDbNREZ, B, AREMEE & Yo ZITEERS v P OEEF —5 5 OEEN
DEETH>T=,
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HEER T, PRIRERORMENED Shiz, HEMBENRE CIRIMOME
BLURKHEAED 1.2 ng/kglErSBdh, COMBELIBERMMOREELEZ S
hizo BB, YHEBELORERPPH RS OOEE MK THRIZ & AHEOMEBBGE S
HOENTED, TEEOERLTRSH 2H 2 AMOEEBEHcE R +aTchoEEBbhiz,
k. BBCAShEREMEOERLS . 2 AROKREI L BEHEM LR T TEME
ETHo7k,

FRBOEMLIR, -ANWATIRIYSLIFV-VOREREICLDBREBRINVEZOD
BRSMEIZTNhZER, MPOFRBEFIVEVEENRD L, hds TSH OEREZFIEL
THERBOERZRBETILEZIOATNDY,

FYEDOZFDOHOBMICOVWTIE., Gaworski 52X S5 v hORERABURBEZTV.
FRREREM. MRERRD. QmRERD. ik, EREFBRLY, 2L 27D —
VIEKEI, GPT BLURRBREMEHBLTWS, £/, JIFESY XSy bTORER
OS5 ERIC X D REMMIE, BEER Y. qiRkEE . AlufHn (EES) |
REZR - JVXFO—)b - y-6TP ¥, MREERDEZHERL (WS, SEDEELD
BEE. ChoDRELEFIF-BTI2HDOLBEDhE, B, PEADEEIZODWTIHE
MOAFHEBNZED, REPEREREZTDRI O,

BEDESIT, -ANVATIRYYVA IFY—)VidEMEEE. FRIE. FREBLUVE
MR SICEERRITT BRI, YEBRFETICBITS 28 HEREZORS
KX2BMENELERIE, MHEZD 1.2 ng/ksRk@EFTEI 5N,

ERB LU

) BAREEFERCERERLPRENREGE, FE BEAREORN (LZEI
EH#ME, FR 4 E 2R 19 H) »55(A

2) Janssen, F.W. et al : Biotransformation of the Immunomodulator, 3-(z
Chlorophenyl) -2, 3-dihydro-3-hydroxythiazolo [3,2a] benzimidazole-2-
acetic Acid, and its Relationship to Thyroid Toxicity. Toxicol. Appl.
Pharmacol. 59, 355~363 (1981)

3) Gaworski, C.L. et al. : Prechronic inhalation toxicity studies of 2-
mercaptobenzimidazole (2-MBI) in F344/N rats. Fundam. Appl. Toxicol.

16, 161~171 (1991)
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4) JHws  HFED o T LAEAAPSIER 2-Mercaptobenzimidazole < w b 28 HRIZOKE
BEICLZ2PRBEEECOVWT. & 2 DEASRESYOVS L - BEE.
ek 6 FE 6 B 9 H (K) 10 H (&) (1994F, #LIgR)

b) F2-ANHTRRYWA IFV—) (CAS No.583-39-1) dF v M B
33 28 BEEORSBLY (4 HEEEIC L 2 RERSBEARO TR
DORMKRHEESE (HBRBS :50230) (KA EENSNAM AV —FLYF— N
BIFEAT. TRk 6 4 10 8 28 H)

6) Background Data, Blood chemical analyses, Male and Female Rats, 8~10 weeks,
(Nihon Bioresearch Inc. Hashima Laboratory) 1994.5
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Table 1-1. General sign of male rats during administration period in repeated dose toxicity study of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Number of males Days of administration
(mg/kg) and general sign 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 28 294
Control O | Number of males [ 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 1S 15 15 15 15 15 10
Normal 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 10
1.2} Number of males | 10 10 10 10 10 10 10 10 1 10 10 10 10 10 10 10 1 10 10 10 10 1 10 10 10 10 1 10 10
Normal 10 10 10 10 1 10 10 10 1 10 10 10 10 10 10 0 10 10 10 10 10 10 10 10 10 10 10 10 10
4 { Number of males |10 10 10 10 110 10 10 10 1 10 10 10 10 10 1 110 10 10 1 100 10 10 10 10 11 110 110 10 10
2-Mercaptobenzimidazole Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 0 10 10 10
12 { Number of males { 10 10 10 10 1 1 10 10 10 1 10 10 1 1 110 10 10 10 1 1 1 10 10 10 10 110 10 10 10
Normal 10 10 10 10 10 10 10 10 106 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 10 10 10
40 | Number of males } 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 1S 15 15 15 15 15 15 15 10
Normal 15 15 15 15 15 15 15 15 15 15 1S 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 10

#: The day of necropsy.
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Table 1-2. General sign of male rats during recovery period in repeated dose toxicity study of 2-Mercaptobenzimidazole
by oral administration for 28 days and recovery for 14 days

Group Number of males ‘ Days of recovery

(mg/kg) and general sign 1 2 3 4 5 6 7 8 9 10 11 12 13 S#

Control O | Number of males| 5 5 § 5§ 5 5 5 5 5 5 5 5 5 5 5
Normal 5 S 5 5 5 5 5 5 5 5 S 5 5 5 5

2-Mercaptobenzimidazole} 40 | Number of males | 5 5 5 5 5 5 5 5 5 5 5 5 S 5 5
Normal 5 5 5 5 5 5 5 S S S 5 S S 5 5

#: The day of nccropsy.
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Table 2-1.  General sign of female rats during administration period in repeated dose toxicity study of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days
Group Number of females Days of administration
(mg/kg) and general sign 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 "24 25 26 27 28 2%
Control 0 Number of females| 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 10
Normal 1S 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 i5 15 15 10
1.2 | Number of females|{ 10 10 10 10 10 10 10 10 10 10 10 1 10 10 10 1 10 10 10 10 10 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 1 10 10 10 1 10 10 1 10 10 10 0 10 10 10 0 10 10 10 10 10 10
4 Number of females| 10 10 10 10 10 1 10 10 10 1 1 10 10 10 10 10 10 10 1 10 10 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10 10 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
2-Mercaptobenzimidazole| 12 | Number of females| 10 10 10 10 10 10 10 106 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Normal 10 10 10 10 16 10 10 ¥ 10 10 10 10 100 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Number of femalesj 1s 15 15 15 15 15 15 15 15 15 15 15 15 1S 15 15 15 15 15 15 15 15 15 15 14 14 14 14 9
40 Normal 15 15 15 15 15 15 iS5 15 15 15 15 15 15 5 15 15 15 13 13 13 13 13 13 1 11 i1 11 11 8
Rough coat 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 2 2 2 2 3 3 3 3 3 1
Death 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0

#: The day of necropsy.



- vz.

Table 2-2. General sign of female rats during recovery period in repeated dose toxicity study of 2-Mercaptobenzimidazole
by oral administration for 28 days and recovery for 14 days

Group Number of females Days of recovery
(mg/kg) and general sign 1 2 3 4 S5 6 7 8 9 10 11 12 13 14 15
Control 0 | Number of females| 5 5 5 S 5 5 5 5 5 5 5 5 s 5 5
Normal 5 5 5 5 5 5 5 5 5 5 5 5 S ] S
Number of females | 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Mercaptobenzimidazole | 40 Normal 3 3 3 3 3 3 3 4 5 5 5 5 5 5 5
Rough coat 2 2 2 2 2 2 2 1 0 0 0 0 0 0 0

#: The day of necropsy.
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Table 3-1.

Mortality of male rats during administration period in repeated dose toxicily study of 2-Mercaptobenzimidazole by oral adminisiration for 28 days and recovery for 14 days

Group Number of Days of administration Total number
(mg/kg) males 1 2 3 4 S5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29* |of deaths
Conuol 15 o 06 o o0 0o 06 0 0 0 0 0 0 0 0 0 0 O0 O O O O 0 0 O 0 O 0 o0 o 0
2-Mercaptobenzimidazole 1.2 10 6 0 0 0 o 0 o0 ¢ o0 0 0 0 0 0 0 0 O O 0 O O G O O O O o0 0 O 0
2-Mercaptobenzimidazole 4.0 10 ¢ ¢ ¢ 0 0 0 0 0 0 0 0 o0 0 0o 0 O 0 O O O O O o0 O O O O o0 0 0
2-Mercaptobenzimidazole 12 10 ¢ 0 o0 0 0o 0 0 0 0 0 0 0 0 0 0 O O O 0 O o 0 O O O 0 0 o0 o0 0
2-Mercaptobenzimidazole 40 15 O 6 0o 0 0 o 0 6 0 0O O O O 0O O 0 0 O 0 O O O 0 ©o 0 0o 0 o0 o 0

*: The day of necropsy.
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Table 3-2. Montality of male rats during recovery period in repeated dose loxicily study of 2-Mercaptobenzimidazole by oral adminisiration

for 28 days and recovery for 14 days
Group Number of Days of recovery Total number
(mg/kg) males 1 7 8§ 9 10 11 12 13 14 15% |of deaths
Control 5 0 0 0 0 0 0 0 0 0 0 0
2-Mercaptobenzimidazole 40 5 0 0 0 o0 o 0 0 0 0

*: The day of necropsy.
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Table 4-1.

Mortality of female rats during administration period in repested dose toxicity study of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Number of Days of administration Total number
(mg/kg) females 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 28 29* lof deaths
Control 15 6 06 o0 6 0 6 0o 0 0 0 0 0 0O o0 0 0 0 0 0 O O 0 O 0 O O O0 0 O 0
2-Mercaptobenzimidazole 1.2 10 o o 6 0o 0 0 0 0 0 0 o0 0 0 0 0 o0 0 O O O O o 0 0 O O 0 o0 o 0
2-Mercaptobenzimidazole 4.0 10 6 ¢ o0 ¢ ¢ ¢ ¢ © 0 0 © 0 ¢ ¢ ¢ 0o 0o 0 O O O o0 0 O O O O 0 O 0
2-Mercaptobenzimidazole 12 10 0 0 0 0 0 o 6o 6 0 0 0 0 0 o 0 0 0 o0 o 0 0 0 0 O 0 0 0 o 0 0
2-Mercaptobenzimidazole 40, 15 0 0 0 0 0 o 0 6 0 0 o0 o0 g 0 0 6 0o o0 o 0 0 0 0 1 6 o0 0 o 0 1

*: The day of necropsy.
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Table 4-2.

Mortality of female rats during recovery period in repeated dose toxicity study of 2-Mercaptobenzimidazole by oral administration
for 28 days and recovery for 14 days

Group Number of Days of recovery Total number
(mg/kg) females 7 8 9 10 11 12 13 14 15* |of deaths
Control 5 o 0 0 o0 o0 O o0 o0 o0 0
2-Mercaptobenzimidazole 40, 5 0 0 0 0 0 0 0 o0 o0 0

*: The day of necropsy.
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Table 5. Body weight of male rats in repeated dose toxicity study of 2-Mercaptobenzimidazole by oral administration
for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazole

(mg/kg) 0 1.2 4 12 40

Number of males 15 10 10 10 15

Days of admin-

istration 1 179.7 % 7.6 180.0 = 7.9 179.9 = 8.8 179.7 %= 8.1 179.7 = 7.4
4 204.1 = 10.1 204,5 =x 9.1 204.8 £ 10.1 208.5 % 7.9 204.3 % 9.4
8 235.5 = 13.3 240.0 = 12.1 235.7 £ 11.3 236.7 %= 7.9 226.1 = 9.9
11 259.3 + 15,5 265.7 £ 15,5 260.4 * 131 252.4 = 2.2 234.6 = 12.1xx
15 288.6 * 18.2 298.1 * 17.8 289.2 = 141 269.7 £ 12.7 23%.9 *  12.7xx
18 308.9 + 23.3 317.0 = 23.3 308.9 = 14.3 276.5 *  15,5xx 241.0 =  13.0xx
22 333.8 = 26.0 341.9 = 28.2 332.9 = 16.6 278.8 *  17.4xx 242.9 *  13.1xx
25 347.9 £ 27.2 355.9 £ 30.46 345.4 % 17.7 278.3 % 18. 2xx 241.9 = 14.3x%xx
28 364.5 + 28.0 375.3 £  30.9 360.6 % 18.6 280.5 + 18.1x 243.8 * 12.8xx

Number of males 5 0 0 [ 5

Days of recovery
t 388.4 £ 28.7 - — —_ 242.0 * t4.1xx
4 403.2 = 30.4 — — — 243.8 = 13.8xx
8 419.6 % 33.3 —_ - — 261.2 * 13.3xx
1 421.6 £ 31,1 — — — 277.8 = 8. 1xx
14 439.2 + 28.9 — — — 300.8 =+ 8.1xx

Each value shows mean (g) *S.D.
Significantly different from control (x:; P<¢0.05, xx: P<0.01),
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Table 6.

for 28 days and recovery for 14 days

Body weight of female rats in repeated dose toxicity study of

2-Hercaptobenzimidazole by oral administration

Group Control 2-Mercaptobenzimidazole

(mg/kg) 0 2 4 12 40

Number of females 15 10 10 10 15

Days of admin-

istration 1 151.0 * 6.1 152.9 = 6.7 151.5 = 6.8 150.9 =® 7.9 151.7 = 6.0
4 156.5 =+ 7.9 158.6 * 9.9 159.6 =+ 7.9 161.2 % 8.6 156.5 = 7.7
8 169.8 % 2.8 171.0 * 10.8 171.0 = 9.3 174.0 % 10.2 170.9 =* 8.8
1" 177.46 = 9.7 179.6 = 12.5 179.5 = 11.0 180.8 = 10.7 172.5 = 10.8
15 189.8 +* 10.9 190.7 % 12.8 187.2 = 10.9 191.4 % 10.8 172.2 = 11.4xx%
18 199.9 = 12.5 196.5 = 12,3 197.2 = 11.8 202.5 = 15.7 170.7 = 14.0xx
22 209.3 = 13.0 206.3 = 12,5 205.7 = 13.1 207.2 * 14.5 176.1 = 9.1xx
25 211.9 = 18.7 210.9 = 12.9 206.8 = 16.6 210.7 = 17.8 170.5 = 13.8xx  (14)
28 224.1 * 14.17 221.4 * 12,7 216.6 + 12.8 222.3 * 171.0 175.7 + 2.5xx  (14)

Number of females 5 0 0 0 5

Days of recovery
1 222.6 10,4 — - — 176.2 = 9.6xx
4 228.0 = 13.7 — - —_ 171.6 =+ 9.8xx
8 235.8 * 14.8 — — — 184.2 =+ 9.7%x
11 237.0 = 16.9 — — — 192.4 = 4. 4xx%
14 247.2 * 16.8 — — — 200.4 = 4.9%x

Each value shows mean (g) *S.D.

Figures

in parentheses indicate number of females.

Significantty different from control (xx: P<0.01).
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Table 7. Food consumption of male rats in repeated.dose toxicity study of 2-Mercaptobenzimidazole by oral administration
for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 1.2 4 12 40
Number of males 15 10 10 10 15
Days of admin-
istration 3 24.3 = 1.5 24.5 = 1.1 24.5 % 1.4 22.8 1.0 20.46 % 1. 3xx
10 25.9 % 2.3 26.9 % 2.7 26.1 % 1.7 21.9 = 1. 4%xx 19.4 = 2. 4xx
17 27.2 2.9 28.1 2.7 27.6 % 1.6 20.1 = 1.9xx 17.7 = 2.0%xx
24 27.1 * 3.0 27.2 % 2.7 26.3 * 3.1 17.2 * 1. 4xx 15.2 + 1.8%x
Number of males 5 0 0 0 5
Oays of recovery
3 31.0 % 2.0 — — — 19.8 = 1.5xx%
10 33.2 * 2.6 — — — 20.6 * 2.3%x%

Each value shouws mean {(g/day) *S.D.
Significantily different from control (xx: P<0.01).
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Table 8. Food consumption of female rats in repeated dose toxicity study ot 2-Mercaptobenzimidazole by oral administration
for 28 days and recovery for 14 days

Group Control 2-Hercaptobenzimidazole
(mg/kg) 0 1.2 4 12 40
Number of females 15 10 10 10 15
Days of admin-
istration 3 17.4 x 1.7 17.3 %= 2.1 18.0 = 0.7 17.3 = 2.0 13.2 =+ 2.2x%xx%
10 18.7 = 2.2 18.9 0.7 19.3 % 1.5 17.4 = 2.2 15.1 = 2.8x
17 20.1 = 2.3 19.6 % 2.5 19.6 = 2.0 17.6 % 2.1 13.9 + 1.6xx
24 20.5 + 2.2 20.3 * 2.1 20.6 + 1.8 19.0 + 2.0 14.3 * 2. 3xx
Number of females 5 0 0 1] 5
Days of recovery
3 20.8 = 2.0 —_ - — 16.4 =% 0. 9xx
10 21.4 1.9 - — — 17.6 =+ 1.5%x%

Each value shows mean (g/day) =£S.D.
Figures in parentheses indicate number of females.
Significantly different from controlt (x: P<0.05, xx: P<0.01).



Table 9. Hater consumption of male rats in repeated dose toxicity study of 2-Mercaptobenzimidazole by oral administration
for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 .2 4 12 40
Number of males 15 10 10 10 15
Days of admin-
istration 3 27.8 * 2.8 27.2 %= 2.3 29.4 * 3.9 28.5 = 3.0 28.4 =x 3.7
10 30.7 * 3.3 33.6 * 8.7 34.5 % 5.5 31.3 % 3.1 31.6 = 5.1
17 31.7 3.5 37.2 £ 7.8 36.0 £ 4.5 31.7 = 3,5 35.3 £ 3.8
24 31.5 * 3.0 39.3 + 4, 8xx 36.5 * 6.7 30.9 + 4.1 35.4 > 4.0
Number of males 5 0 0 0 5
Days of recovery
3 39.4 % 5.2 - - — 36.0 % 4.4
10 34.2 * 4.8 - — — 33.6 = 4.1

-EE_

Each vatue shows mean (ml/day) =S.D.
Significantly different from control (xx: P<0.01).
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Table 10.
for 28 days and recovery for 14 days

Water consumption of female rats in repeated dose toxicity study of

2-Mercaptobenzimidazole by oral administration

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 .2 4 12 40
Number of females 15 10 10 10 15
Days of admin-
istration 3 23.0 % 2.9 22.8 % 2.8 24.3 % 2.7 25.2 = 3.8 20.5 = 7.0
10 24.7 % 3.4 23.8 * 2.4 28.8 % 3.7 26.7 % 3.7 25.0 * 5.8
17 25.9 * 4.6 26.6 * 4.4 29.2 % 4,0 31.8 £ 7.1 28.4 = 3.9
24 29.7 * 7.1 29.6 =+ 2.7 31.4 * 6.0 32.5 + 4.2 30.1 =+ 5.9 (14)
Number of females 5 0 0 0 5
Days of recovery
3 25.8 4.2 — — — 36.2 = 6.9
10 27.0 * 3.5 — — — 34.2 + 7.3

Each vatue shows mean (mt/day) =S.D.

Figures in parentheses indicate number of females



Table 11-1. Urinalysis of male rats on termination of administration period in repeated dose toxicity study
of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazole
(ma/kg) 0 .2 4 12 40
Number of males 10 10 10 10 10
Volume (g): MeanxS.D. 15,25 = 4,41 17. + 3.57 19.10 = 7.05 17.34 % &.06 23.43 = 6. 4hxx
Specific gravity: MeanxS.D 1.0543 * 0.0117 1.0493 £ 0.0124 1.0441 % 0.0130 1.0348 = 0.0092x 1.0255 =+ 0.0043xx
Color
Light yellow 9 9 8 10 10
Yellow i 1 2 0 0
pH
6.0 0 0 0 1 0
6.5 0 0 0 0 2
7.0 1 0 0 4 3
7.5 1 1 2 3 4
8.0 2 4 6 2 1
8.5 4 3 2 0 0
29.0 2 2 0 0 0
Protein
Negative 1 1 2 1 5
Trace 1 2 0 3 2
30 mg/di 8 7 5 3 3
100 mg/dl 0 0 3 0 o]
Glucose
Negative 10 10 10 10 10
Ketone body
Negative 8 7 7 7 10
5 mg/dl 1 3 0 3 0
15 mg/dlL ! 0 3 0 0
Bilirubin
Negative 10 10 10 10 10
Occult blood
Negative 9 10 9 10 10
Trace 1 0 1 0 0
Urobilinogen
0.1 E.U./dL 7 7 5 10 10
1.0 E. U, /d1 3 3 5 0 0

Significantly different from control (x: P<0.05,

xx: P<0.01).
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Table 11-2.

Urinalysis of male rats on termination of administration period in repeated dose toxicity study
of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Controtl 2-Mercaptobenzimidazole
(mg/kg) 0 .2 4 12 40
Number of males 10 10 10 10 10
Urinary sediments
Epithelial cells
0~20 cells/100 fields 10 10 8 9 9
21~100 cells/100 fields 0 0 2 1 1
Erythrocytes
0~20 cells/100 fields 10 10 10 10 10
Leukocytes
0~20 cells/100 fields 10 10 10 10 10
Casts
Not observed 10 10 10 10 10
Crystals
Not observed 2 4 5 2 0
Observed 8 6 5 8 10
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Table 12-1. Urinalysis of female rats on termination of administration period in repeated dose toxicity study
of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 1.2 4 12 40
Number of females 10 10 10 10 9
Volume (g): Mean=xS.0. 12,29 x 4,97 18.18 =+ 5.53 11.65 % 6.61 23.32 £t 27.80 = 13,46
Specific gravity: MeanxS.D 1.0367 = 0.0098 1.0326 = 0.0133 1.0492 £+ 0.0208 1.0274 *+ 0.0170 1.0190 = 0.0078
Color
Light yellouw 10 10 8 9 9
Yellow 0 0 2 1 0
pH
6.0 0 0 i 1 0
6.5 0 0 1 2 0
7.0 0 3 0 2 2
7.5 1 2 1 2 4
8.0 6 0 2 1 2
8.5 2 5 5 2 1
29.0 1 0 0 0 0
Protein
Negative 6 7 5 4 8
Trace 1 3 1 5 1}
30 mg/dt 3 0 2 1 1
100 mg/dl 0 0 2 0 0
Glucose
Negative 10 10 10 10 Q
Ketone body
Negative 9 10 7 9 g
5 mg/dl 1 0 3 1 0
Bilirubin
Negative 10 10 10 10 9
Occult blood
Negative 9 10 10 10 9
Trace 1 0 0 0 0
Urobilinogen
0.1 E.U./dL 3 5 5 5 8
1.0 E.U./dt 7 5 5 5 1
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Table 12-2. Urinalysis of female rats on termination of administration period in repeated dose toxicity study
of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazote
(mg/kg) 0 1.2 4 12
Number of females 10 10 10 10
Urinary sediments
Epithetial cells
0~ 20 cetls/100 fields 9 10 10 7
21~100 cells/100 fields 1 0 0 3
Erythrocytes
0~20 cells/100 fields 10 10 10 10
Leukocytes
0~20 cells/100 fields 10 10 10 10
Casts
Not observed 10 10 10 10
Crystals
Not observed 3 4 ) 4
Observed 7 6 4 é
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Table 13-1. Urinalysis of male rats on termination of recovery period in repeated dose toxicity study
of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 40
Number of males 5 5
Yotume (g): Mean=xS.D. 17.20 = 2.87 11.86 = 1.51%x
Specific gravity: MeanxS.D 1.0450 = 0.0150 1.0456 = 0.0095
Color

Light yellow 5 5
pH

8.5 3 0

=29.0 2 5
Protein

Trace 1 2

30 mg/dlL 2 2

100 mg/dl 2 1
Glucose

Negative 5 5
Ketone body

Negative 1 1

5 mg/dl 2 3

15 mg/dt 2 1
Bilirubin

Negative 5 5
Occult blood

Negative . 5 4

Slight 0 1
Urobilinogen

0.1 E.U./dL 2 2

1.0 E.U./dt 3 3
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Tabte 13-2, Urinalysis of male rats on termination of recovery period in repeated dose toxicity study
of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazole
(ng/kg) 0 40
Number of males 5 5
Urinary sediments
Epithelial cells
0~20 cells/100 fields 5 5
Erythrocytes
0~20 cells/100 fields 5 5
Leukocytes
0~20 cetls/100 fields 5 5
Casts
Not observed 5 5
Crystals
Not observed 2 0
Observed 3 5
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Table 14-1, Urinalysis of female rats on termination of recovery period in repeated dose toxicity study
of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Controt 2-Mercaptobenzimidazole
(mg/kg) 0 40
Number of females 5 5
Volume (g): Mean*S.D. 10.38 = 3.72 14,00 %= 7.43
Specific gravity: Mean®xS.D 1.0594 *= 0.0096 1.0398 = 0.00%94x
Color
Light yeltlou 5 5
pH
7.5 2 0
8.0 1 0
8.5 1 2
Z9.0 | 3
Protein
Negative 3 4
Trace 0 1
30 mg/dl 2 Q
Glucose
Negative S 5
Ketone body
Negative 4 5
5 mg/dl 1 0
Bilirubin
Negative 5 5
Occult blood
Negative 5 5
Urobilinogen
0.1 E.U./dL 1 3
1.0 E.U./dL 4 2
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Table 14-2. Urinalysis of female rats on termination of recovery period in repeated dose toxicity study
of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 40
Number of females 5 5
Urinary sediments

Epithelial cells

0~20 cetls/100 fields 5 5
Erythrocytes

0~20 cells/100 fields 5 5
Leukocytes

0~20 cells/100 fields 5- 5
Casts

Not observed 5 5
Crystatls

Not observed 0 2

Observed 5 3
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Table 15,

study of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Hematological finding of rﬁale rats on termination of administration period in repeated dose toxicity

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 1.2 4 12 40
Number of males 10 10 10 10 1a
RBC (10° ./ wms ) 778.5 = 28.0 785.3 = 29.9 753.1 =% 27.6 802.6 * 28.6 788.1 * 28.4
Hemoglobin (g d) 15.28 = 0.41 15.15 % 0.28 14.83 = 0.57 15.48 * 0.7§ 15.07 = 0.381
Hematocrit (%) 45.50 * 1.17 44,96 % 0.97 43,79 =+ 1.3 44,67 x 1.86 43.12 % 2.2%9xx%
MCV (pma ) 58.48 * 1.69 57.28 =% 1.32 58.17 = 1.33 55.64 % 0.97xx 54.49 = 2.28xx
MCH (r2) 19.65 * 0.70 19.31 =+ 0.55 19.69 = 0.59 19.27 %= 0. 41 19.13 = 0.91
MCHC (g/d) 33.5%9 % 0.54 33.70 % 0. 41 33.86 % 0. 51 34.64 % 0.38xx 34.96 % 0.45%xx
Platelet (10* / oma ) 105.46 = 13.77 108.15 %= 3.06 99.46 % 1,17 84.61 * 9. 77xx ?1.03 %= 8.65x%
RET (%) 30.3 + 3.9 26.8 =+ 4.6 28.3 4.8 10.8 3. 0xx 11.0 % 2.3xx
PT (sec.) 14.67 = 2.08 13.99 = 1.85 13.08 = 0.56 14.24 * 0.64 17.87 = 2.86x
APTT (sec.) 30.36 = 3.28 29.29 * 2.56 28.98 =+ 2.58 26.95 %= 2.29 35.13 = 4.33xx
WBC (1 / om3 ) 62.3 %= 13.0 70.2 % 18.8 67.1 = 25. 4 42.2 % 15.2x% (7.1 % 11.2
Differential (eukocyte (%) -
Lymphocyte 94.3 % 3.3 94.4 x 1.9 95.4 = 3.3 94.2 * 4.4 92.4 % 3.4
Keutrophil 4.9 2.7 4.8 % 1.9 4.0 % 2.7 5.4 % 3.9 7.0 % 3.2
Eosinophil 0.5 + 0.7 0.4 % 0.7 0.1 % 0.3 0.2 * 0.4 0.2 * 0.4
Basophil 0.0 = 0.0 0.0 * 0.0 0.0 = 0.0 0.0 * 0.0 0.0 * 0.0
Monocyte 0.3 + 0.5 0.4 =* 0.5 0.5 =+ 0.8 0.2 + 0.4 0.4 = 0.5
Each value shows mean *S.0.
Significantly different from control (x: P<0.05, xx: P<0.01).



Tabte 16.

study of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Hematological finding of female rats on termination of administration period in repeated dose toxicity

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 1.2 4 12 40
Number of females 10 10 10 10 9
RBC (10* / mma ) 794.1 % 28.1 773.5 % 36.3 760.3 = 28.0 735.1 % 41.8% 728.8 + 40. 3xx
Hemoglobin (g./dl) 15.10 = 0.32 15.02 = 0.75 14.76 = 0.49 14.56 = 0.72 14.23 % 0.82
Hematocrit (%) 44.32 £ 0.96 43.72 = 1.77 42.87 1.13 42.01 £ 1.92 39.97 = 2.22x%
MCV (pm2 ) 55.86 + 1.46 56.56 * 1.29 56.43 = 1.94 57.21 % 1.96 54.84 =+ 1,22
MCH (re) 19,02 =+ 0.55 19.43 * 0.60 19,43 =+ 0.56 19.81 = 0.60 19.52 = 0.42
MCHC (g/dl) 34.07 0.39 34.35 = 0.61 34.43 * 0.463 34.65 = 0.54 35.62 * 0.48xx
Platelet (0* / mm3s ) 106.63 = 10.15 97.13 =+ 7.28 101,67 £ 12.73 100.11 %= 0.10 €6.71 *£  13.96xx
RET (%) 28,7 * 6.9 25.0 % 5.1 26.7 6.8 21.6 * 7.5 10.0 = 3. 4xx
PT (sec.) 12.04 0.39 12.16 = 0.30 12.04 =% 0.36 12.45 = 0.50 12.78 + 0.41xx
APTT (sec.) 21.19 = 1.63 20.14 x 0.87 21.03 % 1.15 21.89 =+ 1.3 22.91 = 2.23
WBC (107 / mm2 ) 47.5 = 11.2 44,2 = 9.6 42.3 = 16.3 38.5 % 12.8 28.6 = 9. 6&x
Differential Leukocyte (%)
Lymphocyte 94,0 % 2.0 93.9 =+ 3.0 93,4 = 3.2 94.0 £ 2.6 94.4 = 2.7
Neutrophil 5.2 * 2.0 5.4 + 3.0 5.7 = 3.2 5.3 % 2.5 5.1 2.5
Eosinophil 0.2 0.4 0.3 = 0.5 0.4 % 0.5 0.2 * 0.4 0.1 = 0.3
Basophil 0.0 = 0.0 0.0 0.0 0.0 * 0.0 0.0 * 0.0 0.0 * 0.0
Monocyte 0.6 « 0.8 0.4 * 0.7 0.3 + 0.5 0.5 * 0.5 0.3 =* 0.7
Each value shows mean *£S.0D.
Significantly different from control (x: P<0.05, xx: P<0.01).
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Table 17. Hematological finding of male rats on termination of recovery period in repeated dose toxicity
study of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for t4 days

Group Control 2-Mercaptobenzimidazale
(mg/kg) 0 40
Number of males S 5
RBC (0% / nm2 ) 858.2 =  37.9 721.2 = 33.5xx
Hemoglobin (g d) 16.00 = 0.32 13.30 = 0.92xx
Hematocrit (%) 46.56 £ 0.97 39.76 % 1,98xx
MCV (yms ) 54.30 * 1.29 55.16 = 1.63
MCH (pg) 18.66 = 0.48 18,42 £  0.55
MCHC (g/dl) 34.386 % 0.23 33.44 % 0.84x
Platelet (10°/ mma ) 110.22 =+ 6.23 126.04 = 19,02
RET (%) 26.2 * 6.3 55,0 * 13.2xx
PT (sec.) 12.76 = 0.49 12.38 * 0.39
APTT (sec.) 25.82 1.74 24.32 * 1.15
WBC (1% / mms ) 119.2 = 20.1 57.8 + 17.1%x
Differential leukocyte (%)
Lymphocyte 95.46 =+ 0.9 93.6 % 2.3
Neutrophil 3.8 = 1.1 5.6 ® 2.4
Eosinophil 0.2 * 0.4 0.2 = 0.4
Basophil 0.0 * 0.0 0.0 % 0.0
Monocyte 0.4 =+ 0.5 0,6 + 0.5

Each value shows mean x=S5.D.
Significantly different from control (x: P<0,05, xx: P<0.01).
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Table 18. Hematotogical finding of female rats on termination of recovery period in repeated dose toxicity
study of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 40
Number of females 5 S
RBC (10 / mms ) 822.2 = 34.3 713.6 = 23. 0xx
Hemoglobin (g./dl) 15.32 0.87 13.10 =+ 0.22xx
Hematocrit (%) 44.50 & 2.02 38.52 £ 0.29xx
MCV (yms ) S4,12 = 0.99 54.04 % 1.37
MCH (pg) 18.64 0.31 18.38 = 0.58
MCHC (g/d) 34.42 % 0.41 34,02 * 0.51
Platelet (10 / mma ) 102.76 = 11.74 122.26 = 10,03«
RET (%) 28.6 % 6.2 40.8 = 1.9
PT (sec.) 12.46 * 0.55 12.38 % 0.83
APTT (sec.) 21.30 %= 1.03 19.60 % 1.48
WBC (102 / nmz ) 45,6 * 28.0 51.8 % 15.8
Differential leukocyte (%) .
Lymphocyte 96.0 * 1.6 95.6 =+ 3.4
Neutrophil 3.4 ® 1.9 4,2 % 3.1
Eosinophil 0.2 0.4 0.2 * 0.4
Basophil 0.0 % 0.0 0.0 = 0.0
Monocyte 0.4 * 0.5 0.0 + 0.0

Each value shows mean *=S.0,
Significantly different from control (x: P<0.05, xx: P<0.01).
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Table 19. Blood chemical analysis of male rats on termination of administration period in repeated dose toxicity
study of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 1.2 4 12 40
Number of males 10 10 10 10 10
GOT (1) 76.21 + 12.80 75.58 = 13,52 70.69 *  8.10 54.61 *  7.40xx 45.54 = S.49%x
GPT (/1) 19.93 = 3.08 18.93 £  3.63 15.87 = 2.04x 15.24 £  2.80xx 20.04 4.03
ALP (lu-/1) 122.79 = 14.99 135.29 = 32,41 119,59 = 27.29 100.34 = 16.14 112,10 = 28.14
Yy -GTP (ly/ 1) 0.00 *  0.00 0.00 =  0.00 0.00 =  0.00 0.11 * 0.35 1.32 = 0.70xx
TP (g7 d) 5.47 = 0.22 5.35 = 0.19 5.42 ®  0.24 5.80 *  0.27x .12 * 0.39%x
Albumin (g/dl) 3.039 % 0.149 2.904 = 0.149 2.876 £ 0,135 3.180 £ 0,149 3.638 = 0.161xx
Protein fraction (%)
Albumin 55.58 *  2.63 54.29 =  2.57 53.10 % 1. 71 56,91 = 3.44 59.60 = 3. 24xx
ar-glo 21,44 = 2,32 22.60 £ 2,42 24.81 = 2.42 27.01 = 3.75%x 21.84 = 4.23
a2-glo 5.21 £ 0.71 5.13 £ 0,59 3.94 % 1.02 2.14 *  0.36xx 2.43 % 0. 44xx
m-glo 5.52 = 0,40 5.81 =  0.42 5,47 0.37 5.14 = 0.21 5.24 0.64
g -glo 10,10 = 0.41 10.22 = 0.82 9.90 =  0.45 8.85 *  0.44xx 9.14 =% 0.71xx
v -glo 2.15 % 1,27 1.95 = 0.72 2.58 = 0.92 1.95 £ 0.59 1.75 = 0.78
A/G ratio 1.250 £ 0.145 1.187 £ 0.130 1.125 £ 0,078 1.216 £ 0,182 1.474 £ 0.211xx
T-BIL (mg/dl) 0.059 = 0.011 0.054 = 0,008 0.062 = 0.009 0.090 * 0.034 0.138 = 0.043xx
BUN (vg / dl) 13.97 = 2,08 15.33 = 1.18 14.76 = 1.92 19.53 =  2.33xx 23.23 = 4.00%x
Creatinine (ng 7 dl) 0.442 = 0.033 0.463 = 0,022 0.469 = 0,022 0.541 £ 0.038xx 0.546 = 0.020xx
Glucose (mg 7 dl) 123.23 = 11.30 130.96 = 13,70 122.86 = 13.24 118.10 * 4.83 126.48 = 8. 84
T-CHO (mg ./ dl) 61.94 = 9.87 65.53 =  7.83 66,97 = 10.95 138.39 =  34.92xx 207.11 % 24, 74xx
T6 (ng /dl) 76,17 £ 22,77 92.09 £ 29.56 45.50 +* 15,18 24,57 £ 4.70xx 32.04 % 8.61xx
Na ( nEg/ 1) 145.83 + 1.15 145,55 =+ 1.37 146,66 = 1,52 147.34 = 0.99x 146.89 * 1.29
K (mEg/ 1) 4.372 £ 0,146 4.510 = 0,289 4.065 = 0.263x% 3.514 = 0.133xx 3.054 = 0.273xx
cl (mEg/ 1) 104.93 =% 1.17 104.28 = 1.25 102,64 = 2,64 101.30 = 1.52xx 99.54 * 1.01xx
Ca (mg ./ dl) 9.89 =  0.23 9.87 = 0.16 9.58 * 0.22% 9.27 £  0.27xx 9.59 =+ 0.29x
1P (mg /dl) 7.70 = 0.48 7.95 = 0.47 7.41 =  0.28 .20 £ 0.41%xx 5.70 =+ 0.49%x

Each value shows mean *®S.D.
Significantly different from control (x: P<0.05,

b 3 4

P<0.01).
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Table 20. Blood chemical analysis of female rats on termination of administration period in repeated dose toxicity
study of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days
Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 1.2 4 12 40
Number of females 10 10 i0 10 ?
GOT (lurs 1) 71.75 = 10.95 73.67 = 16.10 69.20 = 9.51 54,33 * 8.42x 52.26 6. 18xx
GPT (lu/ 1) 19.43 = 2.25 18.86 *  2.95 16.79 = 1.45 15.01 %= 1.72xx 18.19 = 2,31
ALP (/1) 102.02 = 25,40 88.54 = 18.73 83.02 * 24.58 77.72 = 18.86 88.14 x 29.53
v -GTP (lu/ 1) 0.11 = 0.35 0.22 = 0.4 0.11 * 0.35 0.33 % 0.53 1.22 = 0.66%x
TP (g/dl) .10 * 0.34 5.94 % 0.33 5.98 + 0.29 6.26 % 0.38 7.00 = 0.35xx
Albumin (g a) 3.513 = 0,286 3.471 = 0.18} 3.433 = 0,243 3.649 = 0,201 4.092 = 0.197xx
Protein fraction (%)
Atbumin 57.56 * 2.65 58.45 & 2.04 57.37 = 2.18 58.36 * 2.64 58.48 =+ 2.35
ar-glo 20.%90 =* 2.81 19.3%9 = 1.56 20.92 % 3.23 20.74 * 2.29 20.27 * 3.40
az-glo 3.33 0.89 4,08 %= 0,47 3.52 =+ 0.77 3.14 + 0.90 3.38 = 1.33
a3 -glo 5.12 *= 0.51 4.95 % 0.49 5.04 = Q.42 5.03 * 0.41 4.69 = 0.63
B -glo 10.09 = 0.83 9.85 * 0.88 9.94 % 1.06 10.12 x 0.99 10.19 = G.%4
vy -glo 3.00 = 1.01 3.28 =*= 0.91 3.2V % 1.16 2.61 = 0.57 3.00 = 0.57
A/G ratio 1.352 £ 0.147 1.399 = 0.115 1.337 = 0.116 1.396 £ 0,157 1.404 *  0.147
T-BIL (mg ./ dl) 0.091 = 0.021 0,089 = 0.011 0.082 = 0.014 0.079 = 0.017 0.102 = 0.017
BUN (mg ./ dl) 20.69 = 1.38 19.72 % 1.37 20.82 = 1.85 21.7) % 5.66 32.13 = 3.96x
Creatinine (mg ./ dl) 0.501 £ 0.028 0.500 = 0,024 0.529 = 0.040 0.598 = 0,099 0.664 = 0.074xx
Glucose (ng / dl) 120.85 = 13.21 121,11 % 11,52 118.47 = 10.13 126.22 = 14.35 143.87 = 4.08xx
T-CHO (mg 7 dl) 63.11 = 10. 44 68.75 = 8.71 66.89 = 10.41 77.27 % 11.31 141.36 % 14.83xx
TG (mg.7dl) 34.78 % 7.94 35.16 % 7.85 28.31 =+ 7.52 26.53 % 5.10 28.89 = 3.91
Na ( &g/ 1) 143.78 % 1.17 144.07 % 0.43 144,57 * 0.69% 145.30 = 0.95x 147.40 = 1.56xx
K (mEg/ 1) 4.304 * 0.218 4,263 = 0.270 3.852 = 0.363x 3.179 *+ 0.336xx 3.030 + 0.239%xx
ClL (mEg/” 1) 105.96 * 1.37 105.61 %= 0.99 104.13 = 1.17 98.00 =+ 3.50xx 26.60 = 2.4 xx
Ca (mg /dl) 10.30 % 0.29 10,27 * 0.26 10,03 = 0.38 10.05 = 0.26 10.18 = 0. 20
1P (mg .~ dl) 6.81 + 0,60 6.63 1.00 7.09 * 0.9%94 6,56 + 0.78 6.861 * 0.63

Each value shows mean *=S.D.
Significantly different from

control (x: P<0,05

XX

P<0.01).
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Table 21, Blood chemical analysis of male rats on termination of recovery period in repeated dose toxicity
study of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 40
Number of males 5 5
6ot (I 1) 74,46 % 6. 71 59.00 % 3.26x%x
GPT (17 1) 24.04 % 3.78 16.92 =+ 2.84xx
ALP (s 1) 123.84 = 9.75 126.36 = 15.90
y -GTP (U7 1) 0.00 =% 0.00 0.00 = 0.00
TP (g /dl) 5.82 + 0,22 5.44 *  0.18x
Albumin (g/dl) 3.090 £ 0.082 2.974 £ 0.110
Protein fraction (%) ]
Albumin 53.08 =  0.77 54.66 % 1.59
ai-glo 22.50 % 1.00 23.30 = 1.61
az2-glo 4.64 £ 0,45 4.30 = 0.54
az-glo 5.2 = 0.40 5.78 £ 0.40
g -glo 10.40 = 0.82 9.20 £ 0.63x
v -glo 3.76 % 0.75 2.76 % 1.05
A/G ratio 1.120 £ 0,034 1.192 £ 0.078
T-BIL (mg ./ dl)} 0.076 = 0,013 0.070 = 0.019
BUN (mg.7dl) 17.46 =% 3.26 15.50 =  2.55
Creatinine (mg / dl) 0,496 £ 0.034 0.430 £ 0.020xx
Glucose (mg ./ dl) 131.14 £ 15.52 119.26 = 17.24
T-CHO (mg./dl) 75.80 £ 18.63 88.42 £ 12.41%
16 - (mg./ dl) 78.54 = 28.09 107.80 = 16,17
Na ( mEg/ 1) 143.26 = 0.67 144,88 = 0,29xx
K (mEg/ 1) 4.552 + 0.054 4.562 = 0.183
cl (n&/ 1) 102.56 =  0.93 103.42 = 0.55
Ca (mg 7 dl) 10.04 = 0.09 9.82 = 0.27
1p (mg / d1) 7.22 £ 0,33 8.72 *  0.55%x

Each value shows mean =*3S.D.
Significantly different from control (x: P<0.05, xx: P<0.01).
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Table 22, Blood chemical analysis of female rats on termination of recovery period in repeated dose toxicity
study of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 40
Number of females 5 5
607 (/1) 67.94 =+ 9.88 76.86 % 8.98
GPT (/1) 19.62 % 3.39 17.78 = 2.17
ALP (/1) 77.46 = 15,49 68.14 = 15,24
Y -GTP (v 1) 0.00 =% 0.00 0.00 = 0.00
TP (g/dl) 5.66 % 0.11 5.54 * 0.28
Albumin (g/dl) 3.368 = 0.094 3.206 £ 0.153
Protein fraction (%)
Albumin 59.48 * 1.10 57.90 % 2.20
ar-glo 17.90 1,07 20,46 % 2.30
az2-glo 3.62 x 0. 41 3.66 % 0.50
m-glo 5.36 * 0.51 5.40 * 0.32
g -glo 10.04 =+ 0.79 9.36 % 1.09
vy -glo 3.60 x 0. 84 3.22 + 1,27
A/G ratio 1.456 = 0.067 1.366 = 0.122
T-BIL (mg /7 dl) 0.102 = 0.018 0.102 * 0,028
BUN (mg/ dl) 17.60 = 2.43 18.460 = 3.62
Creatinine (mg 7 dl) 0.492 = 0.025 0.464 £ 0.013
Glucose (mg 7 dl) 125.46 6.20 111,08 + 8. 84x
T-CHO (mg 7 dl) 67.08 = 16,99 82.12 = 19.49
16 (mg /7 dl) 52.82 * 20,77 44,48 = §. 44
Na ( mEa/ 1) 143.54 = 0.32 143.42 * 0.87
K ( nEg/ 1) 4.370 = 0.234 4,640 £ 0,164
cl ( nEg/ 1) 106.60 * 0.90 107.32 = 0.60
Ca (mg ./ dl) 10.18 * 0.24 10.16 = 0.1
1p (mg /dl) 5,72 +  0.5¢ 7.30 £ 0,75xx

Each value shous mean *S.0.
Significantly different from control (x: P<0.05, xx: P<0.01).
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Table 23. Necropsy finding of surviving male rats on termination of administration period in repeated dose
toxicity study of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for !4 days

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 1.2 4 12 40
Number of males 10 10 10 10 10
Normal 10 10 1 0 0
Thyroid

Large 0 0 9 10 10
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Table 24-1. Vecropsy finding of surviving female rats on termination of administration period in repeated dose
toxicity study of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days
Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 1.2 4 12 40
Number of females 10 10 10 10 9
Normal 10 10 5 0 0
Thyroid
Large 0 0 5 10 9
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Table 24-2. Necropsy finding of dead female rat during administration period in repeated dose toxicity
study of Z-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group 2-Mercaptobenzimidazole
(mg/kg) 40
Number of females 1

Pleural cavity

Pleural effusion(colorless) 1
Thymus

Dark red 1
Lung

Dark red 1
Thyroid(bilateral)

Large 1
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Necropsy finding of surviving male rats on terminaticn of recovery period in repeated dose toxicity

study of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Table 25.
Group . Control 2-Mercaptobenzimidazole
(ng/kg) 0 40
Number of males 5 5
Normal 5 0
Thyroid
Large 0 5
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Table 26. Necropsy finding of surviving female rats on termination of recovery period in repeated dose toxicity
study of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 40
Number of females 5 5
Normal 5 0
Thyroid
Large 0 5
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Table 27. Organ weight of male rats on termination of administration period in

by oral administration for 28 days and recovery for 14 days

repeated dose toxicity study of 2-Mercaptobenzimidazole

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 .2 4 12 %20
Number of males 10 10 10 10 10
Body weight (9) 331.6 % 24.5 347.4 % 30.3 337.9 = 18.1 262.8 % 16.9xx 227.8 * 14.0xx
Brain (9) 1.966 = 0,081 1.998 = 0.074 1.969 = 0.088 1.889 = 0,051 1.829 = 0.0689xx
(g9%) 0.596 = 0,049 0.578 = 0.043 0.584 = 0.025 0.722 £ 0.055xx 0.805 * 0,049xx
Thyroids (mg) 22.58 =* 3.57 26.18 = 4,25 48.76 x 7. 9%4x%xx 59.30 = 15.94xx 99.01 *  23.11xx
(mgZ) .89 * 1.53 7.59 * 1.38 14.43 % 2. 14x 22.43 = 5.30xx 43.37 = 9.03xx
Liver (g) 10.348 = 1,119 11.262 = 1,732 11,054 = 1,111 8.930 £ 0.579x 9.735 * 0.601
(g%) 3.117 £ 0.175 3.227 * 0,237 3.265 £ 0.208 3.398 = 0.106xx 4.278 = 0.214xx
Kidneys (g) 2.488 = 0.248 2.564 = 0.200 2.749 £ 0,171xx 1.933 = 0.155xx 1.805 = 0.118xx
(g%) 0.751 = 0.051 0.740 = 0.059 0.813 = 0.034x 0.737 £ 0.046 0.792 £ 0.055
Adrenals (mg) 55.35 = 8.94 49.40 % 4.82 53.78 = 7.42 39.12 5.01xx 39.45 = 3. 34xx
(mg%) 16.69 = 2.34 14,32 = 1.89% 15.93 £ 2.08 14,90 = 1.68 17.35 =+ 1.32
Testes (g) 2.929 x 0,245 2.988 = 0.218 3.002 = 0.129 2.976 * 0.247 2.902 = 0.137
(g?2) 0.888 + 0.07¢6 0.863 * 0,065 0.890 *+ 0.035 1.137 £ 0.140xx 1.278 +  0.0%94xx
Each value shous mean *S.D.
Significantly different from control (x: P<0.05, xx: P<0.01).
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Table 28-1.0rgan weight of female rats on termination of adaministration period in repeated dose toxicity study of 2-Mercaptobenzimidazole
by oral administration for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 1.2 4 12 40
Number of females 10 10 10 10 9
Body weight (g9) 206.5 % 17.2 204.8 = 1.9 201.0 = 11.6 204.8 = 16.9 158.3 = 8.%xx
Brain (g) 1.837 = 0.040 1.779 = 0.059 1.816 = 0.037 1.812 = 0.053 1.716 = 0.082xx
(aZ) 0.897 = 0.074 0.872 = 0,046 0.906 £ 0.052 0.891 = 0.075 1.086 = 0.061xx
Thyroids (mg) 18.29 = 3.18 17.93 = 30 28.13 = 8.49 57.90 x 20.14xx 82.26 = 17.82x%xx
(mg%) 8.91 = 1.64 8.81 = 1.3 14.00 = 4.06 28.58 * 10.52xx 51.77 % 9.78xx%
Liver (g) 6,143 + 0.703 5.948 £ 0.331 6.185 %= 0.58¢ 6.795 = 0.731 6.483 X 0.345
(97) 2.970 = 0.147 2.905 = 0.071 3.076 = 0.188 3.313 £ 0.153xx 4,097 = . 0.173sx
Kidneys (9) 1.658 = 0.139 1.582 = 0.074 1.684 *+ 0.109 1.703 * 0.220 1.370 = 0.060xx
(g%) 0.804 *x 0.051 0.775 = 0.0546 0.839 %= 0.063 0.830 = 0.047 0.869 = 0.043
Adrenals (mg) 65.09 %= 55.03 % 4.97x 59.98 * 5.16 55.06 * 7.79x% 44,60 = 6.90%x
(mgZ) 31,65 % 4,14 26.85 = 1.57 29.92 2.98 26.94 3.5 28.21 = 4,34
Ouvaries (mg) 94.23 * 9.53 86.62 = 13.25 89.81 ® 10.71 92.76 = 21.46 58.37 = 10.5%9xx
(mg%) 45.80 =+ 5.06 42,33 % 6. 42 44.83 % 6.10 45,37 =+ 2.71 36.94 * .92

Each value shows mean *S.D.
Significantty different from control (x: P<0.05, xx: P<0.0

).
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Table 28-2. Organ weight of dead female rat during administration period in repeated dose toxicity study
of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group 2-Mercaptobenzimidazole
(mg/kg) 40
Female number 453
Body weight (2) 197
" Brain €3] 1.81
(g%) 0.92
Thyroids (mg) 105.9
(mg%) 53.8
Liver (g) 12.52
(8%) 6.36
Kidneys (g) 1.73
(g%) 0.88
Adrenals (mg) 46.5
(mg%) 23.6
Ovaries (mg) 110.1
(mg%) 55.9
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Table 29. Organ weight of male rats on termination of recovery period in repeated dose toxicity study
of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 40
Number of males 5 5
Body weight (g) 409.6 x 29. 4 278.8 * 8. 0xx
Brain (g) 2.056 £ 0,118 1.954 * 0,067
(gZ) 0.506 = 0.045 0.704 *= 0.043xx
Thyroids (mg) 20.78 =+ 4,04 39.44 9. 4bxx
(mgZ) 5.10 = 1.07 14.20 * 3.65xx
Liver (g) 11.994 = 1.339 8.800 = 0.863xx
(g%) 2.926 = 0.202 3.084 = 0.267
Kidneys (g) 2.868 = 0.156 2.084 = 0.172xx
(g%) 0.702 = 0.051 0.750 * 0.056
Adrenals (mg) 57.22 * 7.45 41.32 = 5.63xx%
(maZ%Z) 14,10 * 2. 44 14.84 * 2.23
Testes (g) 3.044 = 0,107 . 3.048 = 0.232
(9%) 0.748 *+ 0.065 1.092 +  0.070xx

Each value shouws mean *=S.0.
Significantly different from control (xx: P<0.01).



Table 30. Organ weight of female rats on termination of recovery period in repeated dose toxicity study
of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Controtl 2-Mercaptobenzimidazole
(mg/kg) 0 40
Number of females 5 5
Body weight (g) 226.4 = 16.6 184.2 = 5. 4xx
Brain (g9) 1.826 = 0,093 1.768 = 0,054
(g%) 0.810 = 0.066 0.958 = 0.032xx
Thyroids (mg) 12.64 = 3.83 27.04 %= 3. 74xx
(mg%) 5.62 * 1.69 14.68 = 1.99%x
Liver (g} 6.370 £ 0.774 5.480 * 0.333x
(g%) 2.808 * 0.189 2.976 £ 0.152
Kidneys (g9) 1.706 = 0.111 1,464 = 0,114xx
(a%) 0.752 + 0.039% 0.794 = 0.057
Adrenals (mg) 67,22 + 8.10 46.04 = 8.58xx
(mg%) 29.84 x 4,35 24,96 & 4.18
Ovaries (mg) 77.48 * 6.31 70.16 x 9.53
(mg?%) 34.28 =+ 2.85 38.04 =+ 4.58

Each value shous mean *3S.[,
Significantly different from control (x: P<0.05, xx: P<0.0

).



Table 31. Histopathological finding of surviving male rats on termination of administration period in repeated dose toxicity study of
2-Mercaptobenzimidazole by oral administration for 28 days and recovery for !4 days
Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 1.2 4 12 40
Number of males 10 10 10 10 10
Grade — + + 4 — £+ + # it - 4 + # # — 4+ + # # — + + H# #t
Findings
Heart
& Cell infiltration in interstitium 10 0 0 0 0 v Y J/ 9 1 0 0 0
v Liver :
Granuloma 8 2 0 0 0 yd y J/ 73 00 0
Spleen
Extramedullary hematopoiesis 4 6 0 0 0 ya e yd 8 2 0 00
Adrenal
Vacuolization of cortical cells 73 0 00 6 4 0 0 0 5 5000 4 6 0 0 0 01 9 00
10 0 0 0 0 541 00 0 3 §5 2 0 0 0 0 8 2 0 0 0 010

Thyroid

Hyperplasia/hypertrophy of follicular cells

No remarkable changes were recognized following organs; Kidney and Parathyroid.

"+ Not examined.

Grade of histopathological finding; —: No abnormal detect, =: Slight, -+: Mild, H: Moderate, t: Marked
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Table 32-1. Histopathological finding of surviving female rats on termination of administration period in repeated dose toxicity study of
2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days
Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 1.2 4 12 40
Number of females 10 10 10 10 9
Grade -+ + H# i — £+ + H # — 4+ + 4 #t — + + H # — x + H
Findings
Liver
Granuloma 55000 /S / /S 6 3000
Spleen
Extramedullary hematopoiesis 8 20 00 / / / 8 1000
Kidney
Dilatation of urinary tubules 10 0 0 00 yd /S / 8 1 0 0 0
Basophilic change of urinary tubules 10 0 0 0 O / / / 8 1 000
Adrenal
Vacuolization of cortical cells 10 0 0 0 O 10 0 0 0 O 10 0 0 00 10 0 0 0 O 4 50 00
Thyroid
Hyperplasia/hypertrophy of follicular cells 10 0 0 0 O 6 4 0 0 0 1 7110 0 2 1 4 3 0 0 0 0 9
No remarkable changes were recognized following organs: Heart and Parathyroid.
Grade of histopathological finding; —: No abnormal detect, =: Slight, -+: Mild, 4 : Moderate, t: Marked

" Not examined.
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Table 32-2.

Histopathological finding of dead female rat during administration period in repeated dose toxicity
study of 2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

2-Mercaptobenzimidazole

Group
(mg/kg) 40
Female number 453
Grade — 4+ + H
Findings
Lung
Congestion 010 00
Postmortal change# 06 -1 - -
Liver
Granuloma 01 000
Kidney
# 0 . 1 - _
0 00 0 1

Postmortal change

Thyroid
Hyperplasia/hypertrophy of follicular cells
No remarkable changes were recognized following organs; Heart, Thymus, Spleén,

Adrenal and Parathyroid.
Grade of histopathological finding; —: No abnormal detect, =: Slight, +: Mild, : Moderate, it: Marked
means absence of the finding, "+4" means presence of the finding.

#: Grade



Table 33. Histopathological finding of surviving male rats on termination of recovery period in repeated dose toxicity study of
2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 40
Number of males 5 5
Grade -+ + H# # — 4+ + H
Findings
Adrenal
Vacuolization of cortical cells 2 2100 1 400 0
Thyroid
Hyperplasia/hypertrophy of follicular cells 5 00 0 0 0 5000

No remarkable changes were recognized following organs; Parathyroid.

Grade of histopathological finding; —: No abnormal detect, +: Slight, +: Mild, +: Moderate, #: Marked
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Table 34.

Histopathological finding of surviving female rats on termination of recovery period in repeated dose toxicity study of

2-Mercaptobenzimidazole by oral administration for 28 days and recovery for 14 days

Group Control 2-Mercaptobenzimidazole
(mg/kg) 0 40
Number of females 5 5
Grade — 4+ 4+ # # — + -+ H# #
Findings
Thyroid
Hyperplasia/hypertrophy of follicular cells 5 0 0 0 0 0 50 00

No remarkable changes were recognized following organs; Adrenal and Parathyroid.

Grade of histopathological finding; —: No abnormal detect, =: Slight, =+: Mild, +: Moderate, i#: Marked
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Fig. 3. Food consumption of male rats in repeated dose toxicity study of 2-Mercaptobenzimidazole by oral administration
for 28 days and recovery for 14 days.
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Fig. 4. Food consumption of female rats in repeated dose toxicity study of 2-Mercaptobenzimidazole by oral administration
for 28 days and recovery for 14 days.
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Fig. 5. Water consumption of male rats in repeated dose toxicity study of 2-Mercaptobenzimidazole by oral administration
for 28 days and recovery for 14 days.
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Fig. 6. Water consumption of female rats in repeated dose toxicity study of 2-Mercaptobenzimidazole by oral administration
for 28 days and recovery for 14 days.
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