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4, =AF Ly ERQ2-/noR>¥F3I0)0 0,04,2,10 3 5L 50 mg/kg/day
, 1812 C0 SD S w bz, 0BG 14 HeEibh S, Hix 42 AR, HiaomsEs
4 HF RS L, AMEORERSHNS L OCERBEBHICOWTHRR Uz,

1. REREHM

50 mglkg BEICHBNWT, MHICHE, HICTRSHEREOREIED SN, IKEF
BETIIMREIZ A ATV O EVEEOHMNE XURMRKOFD, & 5ICHICIXIME
FEEBLBAT P2 Y v MEOWD A ISR R MBREE & Ul IMRE DR, iz
ENA 2 VIMEMRE RMBROIMIMHERD S /e o MG ERE CIHEREICR S > 8D
BLUPNVT I OED, ISIHICIBILZA5F0—-), NV TUES5 1 RBXUHK
B > o, i LDH B XUy - GTP OBMETIT A/G LboRD R DS iz,
PEER TR O M B L O EE S RO E R, MRS
K UM E W TR, BB X CHFRBOENEROWT WS EMBED S h, I
JEIZ NERANI B & LTz R ERA TIEFRIC B D 2 FfiloEXR (hEorh
DH#) BIOIEBEM (hREH) DMk, Ao BRREst (o) ik, B
i B 3 EEM R OMIE AR, BIRICBIF 3 ANEDF ) L IEB LU
A& OMIER DRI RS Shiz. 10 meghkg HICBWTR, BIICBIT 28R
HERME S L UEIRICBIT 2T T Y L BEOW TSRS, MiERy >~
NIZBLEFNT I v OEDATICERENEROEMOMICED SN e ChEHDE
tiZ, BEFFCEVWTEWThGEELZN LAEERAEZRL, ATENRELTH 5=,
LEDRERDPS, 4, 47 —AFLYER 2—-7nnoxyEF3IV) 0T v bAOK
B/REICK D, Ficmyk, B, FiE BXUBRICNT 28EREIZD 5N, &
B EIX (NOEL) idM#L d 2 mglkg EE@wMIN =,

2. AhERA BN

Bamote Al (M), KRRIHIM, ZEX, 2K, MR, SE8, FKE,
HER, 28R, 2608 XCHERBICELEZROShah oz, RBMICHLTD,
W RE, AR, i, BAR, KE, REBIUWE 4 HEFRIC, #RYHE
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¥ 5IZREAT HEIIBD S W o=,
LA T, EHERBMOLEES KU REMOREICNT 2HEERE, WThd
50 mg/kg/day L &I iz,
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4, 4 —AFLVER @—Zno~iErIiV) |, FIULI IR IY—, RO L F
vEZ R Y-, TRAFVEEE, 2RFIY LY UEIEEOBLFICAVWSh T\ 1L
EUMETH D V. KYWHEOBHICDOWT, BOKEICHIT S LDofElX, YU X T 640
~880 mg/kg, 7 v I T 1140~2100 mgrkg BLENVE v b T 400 mgkg 22, /=,
in vitro i BT ZEIRE RARR, TEM DNARR, v UV Vv 7x—FHBBLUY
o 2GR T, MR R AR EER B LU RAAAE TR TEM EREINT
W3 9, BRAMKBRTIE, v OZXBIUT Yy PCEICHE, W, AR, £,
ME—TIWVARTEBRICHELAMDIRDLNTNS ¥, LErLRDS, REHRSEEBX
UH5E - EAEBHICEET 2 REIRY 500, XX, OECD oS4 EEBIF(L
PUBLEARBEO-REUTERBLEZDIDTH S,

(]

H ®
4, 4 —AFLYER 2-noRyEFIV) 25y MIREROHREL, &Y
BOREZOKRSHEMB I UAEHEBE B 2T .

MRB IO
1. RYME

BRYETHD 4,4 - AFL L ER(@Q2-20ox>EF3I) (CASNo. 101-14-4)
&, 2FEH 267.16 T, KIZFE, Pt 2 DMSO KBEZAGHKRBKRERT
H 5. AR, 7 & 1R
Shizov 1 &5 (g 99.76%) ZWEEFT (3~5°C) BRTCHREL, &
A L7ze ANESBYBERHREE TRICOWL, AP RETH I L 2HEL
2o AYBOFRHEIL, Appendix 1 IZ7R7,

4, £ —AXAFLUER 2-70axRyEFIV) BKCRETH 204 ) 7Micix
BIBNC s, HERIFHIA) 7Hl (SEREHA2, 0y MES KH21) #
BREL, TECKRSHRBLRIBEOBEICAM UL, RAELURSKE, 1 HOME

BT, SRR TWAT (3~5C) BXTTHERLTEB L. W7 (3
~5°C) BHATTHRE LR SHNOBRYEIX, Piaed THHIRETHZ I L
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PHEZE XN/ (Appendix 2) OT, ARE 7 HUAIZHERA Uiz, #ElcABII =8
BRIZONWTHOW L, FREQEECHRRIN TS L 2H#A L= (Appendix 3). #
BYE DO S bREADO I, IR LUTEML =,

2. BB LUHEHREY

#Bi&, SD % [Crj: CDSD)IGS]Z v b ZEAHW=., T v ML, HERF ¥+ —ILX - V)
N—tstt BARE LY (FHENBREART T LR 795) » 5 8 @O O EMA (K
68 &, i 80 ) L, 13 HEFERBRREICHME S ¥7-. BIMLHIRAICBRES K Tikiz D
W 10 D oMESIBER 68 TITY, REBLUC—BRERRENREF T, #TIX
MERHICEREDED LSNP > DIZDNT, BEHEBEIHICEEZHEL, KES
HOHRIEITIEVVHEK 60 T, HEIX 70 PL2EY, 10 HECHRICAH W=, 1 #OEW
BOSHERER 122 U, I OW TSI S ICHBI L ERHEHOBER L LTE& 5 IL
hoird 2HOFERERD, BESMMBICLXOEINTEIT o=, B, HORIERH
DWW 2T R ok, BOREEICOWTE, 5 42 HICHRBH LA
EHohh L BEAMMEICE D ZENZh S LEEN L, DERL L. R5BERO
SERIAE (RERH) &, 347 (335~435) g, M 228 (198~267) g THo/o 5
v M, WE 221+3°C, ®E 55£10%, BAEE 10 B L/ K (F—-NVT7LVyiax
7—#R), R 12 KR/ H (P8 7 RERAT, 48 7TRHEKD) KRELENY P—Y
27 LHYZE (B 2 B) C, AENCZT UL ABEMEr —2 (260Wx380Dx180
Hmm)) ICREL, ChEXF VLR 5 BDS v JICERB L THE L. 22U,
REIORKL UL, BEbiE (574 v 7L —2, HERF ¥y —IV R - UN—HRAER
#t, ov P EE 15128) AN LR VA —-—F 2 —- P&y -
(265Wx426Dx200H(mm)) ICIE L, S%RIZRSMERFE &2, fak @R
ZH MR X by 7, HARBETERGAR, 0y FES 030557, 030879)3 X kKl
K (H E1um OH— Vv D7 )y —CRBEENEEH L -REAEK) &, Z
NEeNGHEB X CEIRKEE, FREEKE (R)A—-Fx—- r—Y0B8)
XY, HHICEBERZ®/~,

BOOEERINL, Zv I BLET —I~OEFAOEN, XCICHAAYFHEIZLD

To7,
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GRS, BMEOEEIL 21.2~25.4°C, BEX 47~63% D& H THE (Appendix
4) U, £=88, SREXKBLCRE Y HHOERYEOSHTRER (Appendices 5, 6,
DX, WThd BT THRE L EFBEANICDH 5 Z PRI N LD ST,
BYORELNMZE L T, ABRREOGEERICRERZRITT L RDbh A REEROEL
X, ok dOLHETI N,

3. BREBORE, ARFEOMAE XTHRGHE

BE5RIZ, BRB XU 14 QRKEFOERSICL2E5BREAROFERICHE TN T
WEUHERS T, 1 HES 1 ED S v MIgBEPWE® 500 B X T 1000 mgkg
BRG URGEER, GAROHMICKRN - EOEH, BRESHKT, RIRTEB LK
HPOHARED SN, REKLG TR, 1 HEHES 3RS vy MI#EYED 1, 3, 10,
30 B L 100 mgkg/day 285 U=FER, 100 mg/kg B¢, HEHEICEZHE - HiEOER,
FEHMOME], KoMe - RBh, RNKE, (ERE, ~~ 2V ME, B~
WD, PIVT IV, NG EBXTF MDY LOEME, N1 2 VIMEMRERIIMEROHB,
m/MRE, 7B oy Eril, GOT, GPT, ¥ -GTP, FUZULZ4 F, L)
ey, Auoh, FREEBXUHEEEORM, HFioEe, BEORA, &6
i BEROHY, qmik¥K, LDH o&fE, HicH®E, MCV, MCH, MCHC, i
LBy D ART S RFURBOSEE, 2V R T I—-POEENRD SN,

L EO#ERP S, FHBRICBII 2 KERICOVTUR, BRECREREBHEORRYF
HEh? 50 mgkg/day ZREHAE, BUHREFRELZVWI EHATHIND 04
mg/kg/day ZREHEL L, 2Hho50MIC 2 BXT 10 mgkg/day Dil 4 HEZREL
7zo

ABBOMEIL, OBEEREH (LUT, NEH), ORBRMED 0.4 mgkg/day &5
2 (0.4 mg/kg #), OF 2 mg/kg/day %58 (2 mg/kg #), @DIE 10 mg/kg/day &5
2 (10 mg/kg ), ®F 50 mg/kg/day %58 (50 mgkg &) O 5L L=

BE5HEX, BEBREEAE kg YbsmL &L, F70VEEV U TREEELE
FEHEEZANT, H5WEFAICERS Uiz, SR, BRELTHWERAZT VT
7 RRKICH S Uiz, BEROBRSHEIX, BEHOHERERZEICEH LR, &5
i, MM & & REIBHAS 14 Haih» 5, HiX 42 HRE, #I3RiB L CEREAMZE T
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DGBEORE 4 HE T, RF 42 H~®E 55 HE, 1 H 1 [, Faid (9:04~12:00)
5 Ulz. 1R, HoRER, B BERRIC 42 HRERS Uk,

1. BEBITHREA

D BanicBad 5IHEE

BEPZONT, ROFEHEZREH ZVIIRAL 2. B, RERHNMERE, Hib
PBNE, B2, BRERE, FRE, MWERE, mRElsnRE, SEEBBLUR
BFRREREICDW T, &80 5 BIEAMBKIC X D M 5 L2 &Y, HEONR
U7z,

(D—BARREBIER

BEHEhER, BYOLE, AR, THFCOVWTEELE, BRI ONT,
BEEXRERBRTCERE(E LTHRSE 10 2EI SREB L, Bl 30 2BRETHEAT
ZREHFREDSNZehs, DR HFLEE 1 KMEE TEABIEEITO . 51,
4 2 [\iZ, BMOEFECEFREOHF M DNVTHIR Lz, £z, Mk, HE, WF
ORREICTDONTIL, FREIBELE.

(Q)F MR R RBIR

B5REEHBLTZ0RIGE 1B, M2 -V BOHTRBIAT T —YN0
PIVIBA—T 2T 4 =)V F (370Wx560Dx40Hmm) T, r—Y 50 LB, 7
—UhoHTROBNZE, KRR (CbE~mE), K& (), BlX#HA, LE, RS
Wy, RIREAGURAE, IRBRZEH, Wi, DRSWY (Gh), RE, FTEE%EORIC
X5%EN, IIFMABOMEIC X 5750, B, Bk, &3, &8, kK, ERTH (K
&), Baty, BRES (FE), ST (K59F), RETH (AR, BAMEHT
%), HH CEEDER, RERDESHE), BHTL (BX, ho L 7y —, &),
VUSRS, BERBLUHEED 29 HEICODWTHERL, ZHoh =2z
(Appendix 8) Tid& L/, BMICXBIERLETHERS 2, BIEELSOFEN
BHOUYESEZERUET -V OEBILEBRER S OART UEMILICE X, 8IS
FBRESHECBERTO I Lick Y, BEABRHTHRRECHEL =,

(R E S FIREIR

HIER#RSH, #XWEHRPIC 1 E, E2REHOMEIIEERSHB L TnE
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MR THIC, BERG (2t bTELS Y2 BN T 2 BISRIG), HR
Bt (B H2E D = Ra08rRS), iER e (BHIcihBeokis), B
e (BfricmhzBaoBENoRE), BRk6 (BRBZ2E £y M THRA RS
GORKE, FEFEONKE), BILKH (BEHd>S2ACHIWERMICB LEROELOR
5, BHUES RIS (BEOEit 22y M TRAFSBEOEHORK) , IR S (R
i U 7= e ORBORE) B X CIERKRS (F L a2z ERIIC LzEEaDIE
WRBCH CHRE) RHEN, ROLNERIGEFEA (Appendix 9) THiEk Lz
(DEHBIE, BABLUHAEHR

HFEE 41 H, HIWmEHERIC 1 E, FEEEFOBEIIERESHB X TREIE
13 HiZ, HiZ 30 SRIB LT 60 2/, H#i 30 Ao ERETE (BREBSERER
&, SUPERMEX, ZH#HAott, B0 T 285N R 2 V—0RAL, J
SEEBHNOXEMOBICBIT 2BHEKEEE), siRBIURKOEN (Zv b -7
2 HBREREE, MK-380R/FR, SH#MGR ) WIS FBAE (RRLicS
ZED, 30 cnDEI N SHEL LEROLHOR) ZREL . REHOMD 5 RES
B2, 60 2RIHE Lz,

GYRER L URHER

REL, #loonWTEERS 1 (BE5F6H, 58D, 7, 14, 21, 28, 35 BLT
A2 HEICHE 7T BL 14 H, #Hi3EE5 1, 78X 14 H, #¥0, 7, 4 BIV
20 HEWICHE 0 BXW4 HIZ, Tk, HEFL UTERITHORERICOWTEA
BZiThbir\W=ed, #EEIURAICHZELRE. 35612, L ERAICHEL - B
B, AREAEHICEDY T,/ —Y L BHE O 24 K EER2HE Lz,
=L, BHHBORKAEHIX, #TE3HRS5 41 H, MTEdmE 3 0, hEHCIXRE
13 HE Ui=o ZEHIMDORS 21 3LV 28 HICIE, RROMIL L TWRWVIEREDE
PR ILHAE LA o,

(B)ME DM A MR A

HEIZDNWT, Bk - BEHARYICS EHe &, ZERTO 2 BM %2R CREHROK R
BEINDBET, Giemsa REAICK2BEEHRELRZER L, SMRCX O MERAYERBOH
EZITDTz
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(NAFLE & O REEIER

R 2 BB S 2R T (515 BOF#) LEEEEZR—HAT 1IN 1 0MA
bRy, 2EEERE L UTKREFHERAINS E CHERARBT ¥/, REHMH
X EY— R (9: 30 B) CRRBROBEEITV, ZRE% (RREBYE/ HIEEY
BOX10012EH L. REIZ, BRIEAD 5 ZBETORFOFRCI DH#EL, #
RBENHEEREOHE Lk, HHBIREBOBRED R URZICITW, FHOE T HHES
hi=OZHEORHELE. KEBIUIMROBEER? S, EHFHICOWVT, ZHEEG%)
[(SZRaMER/ 32 AR STHER) X 100], #E4RIAR (4R 0 H 2 S5 RO TR S = H
ETOHE) BRUHLER©%) (R H MR/ ERIER) X 100128 H L 7=,

OO FREE

HIZDOWT, #5 40 BB L UEERICOWTIXEE 8 HiZ, #8243 RkEs
—VIRAL, B5hEZRIIONT, ABloEE, EBEE (VT XFT1v 72X,
NA )y - ZHEkASA) ok B pH, B, ¥ 80, B, T hUE, EUNVEVS
kovyoey ) -5  oEMHREL I EORE (URI-CELL #, 7> 7)) vy
FIhAnTay s b, TRELUTHER) 2i7o/k. ¥HIT, 18 KENALTESH
ERIZDOWT, RE, HE (B#FEt, ookt stt) Y F MUY ABIUHR
VoL (ERBEOHSIEE, NAKL-132, HEEHIEKAM) 2HE L=
(DMK FERE

BRES50OEHD WX EIER TORHOMBERIC, =—F7 VEREF T TR L
THEAREIRK DM U= BMIIRIHOF B 5L DEREEL, KOAZKE Uiz, FREL
U=l 8 78I L, £D—Fkid EDTA-2K CHERHIEAULEE U, £IH B HEhmERGH %
B (E-4000, RHEEAEFHASF) &b, KRR (BEREFgHAK), nEak
B (SVIUNBHEBF FPY T LANETDELHE), AT )y ME (VCOVZRHAR),
FHRMRARE, FHRMRMEARR, LyRMRknaREE (UL, 581E), am
BRECB KoM (ML, BREFRIAR) %, FABHREARZER L TRIRRM
BR¥ (Brilliant cresyl blue R& U THR), /A > V/IMKMRERIIERE (Neutral red
brilliant green & L THKR) BLXUHIMEKRESE (May-Giemsa 346 L THK) %,
EIHIZAMETDEVEE (Evelyn-Malloy £#) ZAIE L. /=, MEDO—
Z 38% 7T B b)Y LARTREMIEAEL CmiE2%, MBRREESHNEEE
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(KC-10A, REFZ AN Z4) &b, 7obto >l €U (Quick —B#) BXT
EHLERS PO YR T S 2F VR (=5 F U BEME ) 2RE L=
QO MmEE L P RE

B =Moo &85 mE258 L, SEAE8sWER (JCABMSE 2 )+
A —, HEEFHAS) kb, By nT (Ex—L v bE), 7732 (BCG
¥), AIG I (BFEMA), B (GluKY -G-6-PDH? ), BRIl RFD0—)L (B#E,
CES¥ -CO¥ -POD® %), MU 7 V&5 1 K (B, LPL®Y -GK? -GPO? -POD® %),
BEVNVEY (PTPVEK), REZER (YL 7—¥-UVE), 2L 7F=> (Jaffe ),
GOT,GPT, 7 -GTP,ALP(LL I,JSCCP%), LDH{SFBC ¥ ) ,ChE(BTC-DTNB!2
#®), AN A (OCPC ¥) BLUEHK) » (B3R, PNP® -XOD¥ -POD? %)
%, ¥-EREEHHMNEE (NAKL-132, HEER TEAAS4) 2L, FhUD
Ly, AVOLBITIER (LLE, /1A &El%E) 2UELE.
D ZnaxF—+L, 2) FVa—2-6-Y) VBEKKREE, 3) IV RATO0-)VTRATT
—¥, 4) 2V ZFO-NFF LI, 5) NWAFLY—E, 6) VRTOFA 1)~
¥, 7) J)keo—-)Fr—E, 8) L-a- 70V 1y —¥, 9) ARERILES,
10) 72 v RABEREYZS, 11) TFINVFAaVY, 12) 5, 5’ -PFFER2-= %
BREBE, 18) 7VUX VLAY RER74xU5—E, 14) ¥V F o339 —8
(ODERB L UREER

HOGTHERBMIIERES 12 HOFEH, ETESKEUME DRFATH > =MIXEE 5
H, ZRODILaH > 030K THR 24 H (&5 52 QoRH) , ZERR
LRGP ED 4 HEEZ TAHMBED S o-FiZZE0BH, £/=, RIEECD
WTIEHE 14 HOROIZ, #haho—FI)VMBE FCRINBR L, A7, BRIk
BIUHNHESELZWRAICHER U2, /-, SHEES 5 RoFE, B, 8%, K
B, BiE, B, O, TEE, PREBIUBETCCETOMOERE X UNEHR FE
EFEE (YEER) U, BREBOKREICESHWTHEER (EXNER) 280 Lk, &2
B, NBBEEELAE B LT, TEABLUCRERBIIEESICHE L= Micon T,
SNEOEHBEB LT FEOERKET N, BRE% [(FERE/HBEL) < 100]2EH L

-
[ ]
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(12K SR

SHNZ DN T T E R, 10% ) VEBEE RV <) U (FBR, R LE
77 RTCHIEE) TEEL, RELE,
(i, FEA, TRIR, M, SE- W (EEReEARRE), 7, B, 0k, )
FPRgE, HERE, BDR, B, BERE, KEE, KSR LA, HiviR, KA, W&, 7=,
G (350, WOER, REER), AeBEwdE, S8 CRBRE), VN (BERY o8
| Hi, IBRMLY >3i), FUIR, % OMRERIFREERAL )

RIS R, NEEB XU 50 mg/kg BEOHES S5 IO SHREREICDON
TEMBL . BRIIDOWT, BIEEY A 2 uE (R5—YI -1, V, IB&LV
X1II) 17271, HERZ2ELZOMOFICDOVTIE, 50 mgkg HTHRUBEDES
I K BHENEZ S NI MR ORF IR X ORI IS O BES KUK R, BIEEICD
WTREISICHEBERIIEMLIED SNEMOBRIC OWTHRAL . FEONIRK
EEMAICONTRE2HIZDONTRE L 2. /2, RETHL OIS LU EIdkT
ULEDBRFED 4 HERE THEFRD S iah o i oW T, HTIEERE, B
LR, BIBRB R UKEREZ, ETIINE, FESLUCTEFRZREL =, BE&IL, B
CRSTNT 7 4 VHIFZERL, HE $O2HBLCHERLE. £, HEM2EE
T 3728, BREEFIZOWTE (V) > T—) G, MEHE XU 50 mgkg &
DD 2 ILOERIL PAS REBITo =,

2) FrERICBEYT 2IHE
(DEERE, HHE X RE%E

MRSET DHERR, JROERY (AERLECROGE) 2@, 2HBEG%) (B
HIE BB BRE) X 10012, ML EBERREORBICE YA EHEL, #FTL
OMIERRH U= 51, HERICONT, OENEZEBAROEAEEZEHE L,
(2)— eIk RE g

#H, —BREB LA RHIE L, HERO) [(HEERRRE R/ MR EE R B0 X
10018 L B 4 HAEFR(%) (HE 4 Ho 4 REL/ HEEREZR A B X 10012 HH L
7=o
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QA E

FERICOWT, HEOBKC4 HIC, HEMCEBRILOKEZREL, 1E4E
DOTFHBERFEH L=,

(R R A

FCHXZFDEE, LEFIIWHE 4 Dico—F VBB T THRINEE ¥, BB X UHE
HICBITAEEBEICONT, ARMICERL =,

5. ¥t .

BONEFHED ZNEHEICOWT, NBBELOERE (GRESRIUT) 2, K
DFETRE L. 2B, HERICET27—%X, 1 HEOEHZ 1 XL Lz,
HE, AEMNE, BEE, FHENE, ), BREIE, RKREICBT 2EEN
F—%, MRFRET—F, MRELFRET—F, FEEER, #HER, 5K, &2
AR, MEERHARY, ERB, ERE, HCRBEDNSA M) v IF—-FIZDNT,
AR D 3 B EOBAIX Bartlett DBMLEZ TV, SBD —HRREGRE— TR E
DA ZIT 220 M K TRWBEALETIC QMK EF¥, RETEICEIT 2t
Wr—4%, BERE, HER, 28R, AY, FEREEREFD/ VAN v IF
— % i, Kruskal-Wallis QJEREZIT o2 ZNHORBREEEZROEES,
Dunnett 74\ U Dunnett OBEKIC L DL EILB 21T o7z, RBREHY 2 HBOBE
X, NZAMIYIF—=FIIOVT F REETV, ZOBRIEDP —HKRBEE
Student @ t BER, PEF R TRVWBEX Aspin-Welch D t BEZIT>7=, 7=,
2 UNF ANy ZF—%iE, Mann-Whitney @ U BEET >/, —RIREDOHE,
7R R AR E S, BMERNEERE, RSB L UREMEBFREICBIT 2 HESORE
R, RER, 6%, HEX, R#WoMttEohs I ) ANT—FIZD\W T, Fisher
OEERFEEAVTREL =,
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R
1. REHS BN
1) —AHREB LU (Tables 1~4, Appendices 10~13)

5 HIRIC BN T, 50 mglkg BETHREEHERS 8 HLABEICE 12 IEHHED 6 Pt D
JEICED BN, )=, HOFERL LT 50 mgkg 245 U/ 5T 3 IIZHH
BHED SN WEIIMIIESE 10 955 30 20MICEH S h, BEEEDS
DBPH B ol EEGREICBN T, —RIREOELERD S higd o /. BT,
BEHRBIURERRZECTEOSNEL 27,

2) MR EEREISE (Tables 5, 6, Appendices 14, 15)
B 557, BEHRTE X CNEHETORREOBIREEL T, FEREMLIER
sNghrolz.

3) BB STHSBERREE (Tables 7, 8, Appendices 16, 17)
£E5 6 BBLUMEE 2;BTOREICBVT, 2t shiah o/,

4) HHBEHIE, BHB X UERKEHE (Tables 9, 10, Appendices 18, 19)
#5 6 ABLUMHE2HETOREIIBNT, ZftiXEDshah o7,

5) K& (Tables 11, 12, Appendices 20, 21)

HBEBBIZHBWT, 50 mghkg BTHEOHIR 14 HB XU 20 HOKEICE B EME
BEROLN, RS OREMNEZEEREEEZTR UL, AROHOHE 0 HB
X4 HoKE S NEEE FR2HEEICH > 25, ZOMROREMNERNRE L £
RS shad o/, BOBEE T, MEHEZ OO TH O THB T SHAICH >~
DD, BRZEL TR o=, T, REBLXUCHKEMNSICELIZITEDSN
Teirote. EEMRICHENTIE, ML S ICHUERSORES L CRERNRICH
BREZELEIRD N o7z,
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6) {EAEE (Tables 13, 14, Appendices 22, 23)

BEHMICBWT, 50 mgkg FTHOKS 1 HOBMEBIIARREMENZED LN
o BB, HOBERT, B5 4 HBXU 42 HOBHEBRAERRSEZ R LY,
BHBOFHNEBE I SAT, TNHOHONBHOBHBMMBOMEH & AT
EERUEOTC, ERVEOREICLIEEETRT 2B TRRVW NI N,
EEHECBWTL, FRRELEED S o7k,

7) DR (Table 15, Appendix 24)
BS5 BB X OCREHRPOBRBICIBNT, #BAHBCARRELEZTZDSH

Biroize

8) MM # (Tables 16, 17, Appendices 25, 26, &§t5—4% : Appendices 42, 43)
K5 B TROMBICEW T, 50 mgkg B CHEMEICRMRBOAERRILS LT
AMANETRECVEEOARRMEM, X5ICHCImMEERBEBL AT MY v b
EDOE B 2D I TSR AR MEREE & TV MRE O A= 72 M, HEZiE N1 > vh
ARERMROBERREMPBOH SN, £z, MEBRBEBIUA~NY MYy ME
DM R R I I HFIRAR MR O BEMEEIL, 50 mgkg FHOMICHRDL Nz, 2
B, 2mgkg HOMEDAMRBUIA R RIEMEZ R LU P EMICHEBHEBEDSZO SN
T, EEERT -V ICBIUSERHMEOME (Appendix 43 ) TH-=l b,
HERMEOERS & T EBERRFF R T h . RIEHER TROBREICBW T,
HOMBREEBLTAYRZ )y MECHREDN RS DOOE(OREIIFERL,
ZOMDOEIER D SN ok, 2B, O MAEF/OE Y EEIINEE & A
TOPRMEEZT ULARENRD SN IEE&EHOM (Appendix 43 Z8) TH o =,

9) M4 1b2E#2E (Tables 18, 19, Appendices 27, 28, 575 —# : Appendices 42,
43)
BEHIEE TROBEICBWNT, 10 mgkg BHTHICRBY o IVBLUOFLVTIVOD
BRBEDHFRD LNz, 50 mghkg BHTEBINIBLUEPNVT IV OEBRLRE
DHEHECED S, A/G HISHE CHRREKME, ETREEHRPERLE. 512, #
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TV ATFO—=), P TVES L RBIUEE) >, #Tik LDH BLTy
-GTP OWThHERBREMAEED S h, D LDH LTy -GTP & BEMERAICH -
Tro £/, MEHEE A Y U ALRBERAICS /. 2B, HRYERSEZHOMED ChE
IR L bR TR EEMERICH D, 0.4, 10 BEY 50 mgkg FHICARED
RO eshi=MEicABHEMFRD ST, £-EFHFHOM (Appendix 43 1)
THhollhd, HERMEOERE LIXEERZAM R HIRI A, NEHRWK TR
OREIZBN T, SRABFBICERLRELER D6 o/,

10) #l#k (Tables 20, 21, Appendices 29~31)

BREWRRTRERBYICBWT, HARE2R LI EZETEK, FROBAD 50
mg/kg BED TPLh 6 RIZERD SN, SETCIEFEORBLIRBDONE. KL, B
BYHERTH oI B T, HEOEEAD 50 mgkg D 10 Pl 6 ILIZED S
H, 2IETERRBLLED SN 50 mgkg HOMHEDHIBOBEBORBKRITIE, »
I HARTCEBEPZBD SNz, —7, ZERAHOIONTIX, 10 mgkg FD 13t
OO FEICEERTFERKENZEDON, 2 megkg HD 1 BXU 10 mgkg HD
D 1 XTI E D RETFED S d o7z, 50 mgkg HTRD S NIRRT
VO 1 ANTIMECHREIRDSNT, ABROZBREBIRAEC (FENICREEBR 1
lCoAHEDHHNE) ORBDLN= T IRTIRFFROBEIFO LN, ZOMOHBE
KREBEERD s o7, BEHBK TRERSVICIBH TR, FROZLIZED
bhalrolz. 1B, HBRYEOKRS LIZHERIC, WIRO/NY{LD 0.4 mg/kg D
Ho 1k, FiEoRBEN RO 1 P, HEEO/MULH 50 mgke ORI
DD 10T, IR D KN 2 72 A falEf D 50 mg/kg FFOREEOMHD 1 LIz
wdbhiz.

11) 2335 HEE (Tables 22, 23, Appendices 32~35)

B E5HRR TREBREBWICBNT, 10 mgkg HTHICBRBOMANEROER I
MAEED 5Nz 50 mghkg HTIMICHROMNEBOFERRBINMERD S hi=fth,
RICHBOMEN B X UHENEEE IO ER, HICHER X THREOH
EEHVCICBROENB L UCHNEROVThIARREINSTED S/, RIEIM
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K TREZRDDC BV, BEOBBEEICHEOHRES K UBROMENERICERE
N2 OOFEORETERTEMICH b, HOME, MO K HHIRERIC
FERERD SR oz, BB, BHEHIME TRERBWOKEOERIIHNERD
FRREEIRDSNI,

12) SEFEAHE MR (Tables 24~26, Appendices 29~31, Photos 1~11)
(D ERESRRUNORE
HERYEOREGITEAT 32D, ik, BREXUBRICZEDS N,
a. BT

50 mg/kg BT, FAlEOEX (NEoPLH) BICEHEN (HRTF) 2R
ETBELHHED 6 Iirh 6 IEBLTHED 8 IEHR 6 ILICED SN ThEHD S B
@ 3 PETIX, NERLFIFARO BMEEEDLRD 5 iz, HETE, Ths NS,
FRRFEMED A DS ie 1 ILHERD Sz, Ol OE RSB L IR A O
BRI, SEELERTEEREPED LNz, MEH T IDOX S RELZED S
hiahrol,

IS OB, BBEYHEORE & IXMEBIRIC, BUNRFENREEC, BRE
D 2 mglkg BEOMED 1 BB L TF 50 mgkg HOBEHOHD 1 L2, BREERE
RS 0.4 mghkg BOMED 1 IKICEH SN,

b. Bk

BN, EBERIFEEMERMEIXE 5 ILhRBAHC BT 1L IRICED S
5, 10 mg/kg BT 3L, 50 mgkg B TIX 4 L RRAFOEMMERMP RO SN,
ZLORE M T HETICH o7z, M, FIEEMRME OMMERIZZRD 5 h
R0 MEATE, #OFRREMRMEORBRINHEIELZIZD 5N -
7zo

I 60BN, BRYEOK S L IZMBIRIC, HMRAE L REOMTE S
HOREDOKREAC, M HREE XTRE ) O RREF B O IC I, i
PIPRAE b Bz D 47 R /IMA DS 0.4 mg/kg BEDHED 1 RICED SNz £ 72, 50 mg/kg
BECH FAIREDHEC, BHFEFREHOMBICED NN, WThd 1 ROAOEL
TdH o,
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c. WM

BB RIBEEIC BT 2 ANEY TV VIER, NRETREEFIPEEICTED LN
1=, 10 mg/kg HORE® 4 LA TNIZ 50 mgrkg FHEOHED 5 ILB L THED 4 PRiZiEH
ZEDOIRBEFRD I, ThoHmEEREORBERIIAREVRBOLNE, Xz,
HED ARSI BT BBEAEMITSBEETIE 1 P EETH > ZUNEETCH o/
B, 50 mgkg H T 4 EHPHREE T, BAENO TEEBD RO SNz, BIERFT
i, EOAEYFT )V RBFBCHNERIIERSDOOEREIFEDO ST, DN
EVFY UIAEB L UCEHEAGEMIINERE L ZZZEZD s hahr o7z,
d. ZOD&HEE

XIBEEE K U 50 mg/kg BEDOMEHED 2N IEXFDOW TN, OEKMEERS X
UEIREESLE LS, OO OBHEN - ML, RO BB DHShEd, BE, »
D, HENRELTH >z, e, BIMRTERYEORS LIZHBERICEDSNE
0.4 mg/kg HOHED 1 lLo/NE U= IR ISR O £, RFHOMD 1 MBXT
50 mg/kg FOHE® 1 lLORBROFRE@IFICIZHMA RS S5hiz.
Q4R REFE

ERYEOREGIIEETAEMIX, FHoshad ok HiREZHRZI BNEEE
L T 50 mg/kg BDHEIZBNWT, & 5 IHRIZROME ) > NERRE S NBHB LT
50 mg/kg HTH 1IL, HE FEOH FAFE (ML) 2° 50 mg/kg T 1 ILICR
oz, £/, HEMEBIMDOA S Wi W WEROBHIEZENED 0.4 meg/kg T 5 PLH
20C, 2BXV 10 mgkg B TH 4L Zn2h 1 IEE I 50 mgrkg BT 5 Pt 2
icEo ez, BRICEELERZDSh b ofz, Tz, AEEL 50 mg/kg i
DWTORFIERY A 7 VBREICENWTY, 2R D S o/, HRL, 2%
PHELERATH > T, RBIUFEICELEITEDShad o)k,

— i, BB TH o/~ 10 mgkg BED 2 X Tid, 1 A CHITEROBAEEMRE,

AND 1N CHICTFEOTERLEFRDON, TEOE(IEECH =, £/, 1
NOMD TEEIZS N BERVTZD S =D, REPH S IXRBERLRAAREE R
HBNz.2 mglkg BHTCRDOSNEREARHIALD 1 B XU 50mgkg FTCRHLHNE
YR ATRRALD 1 XTI, MDA TR RBE B K UMD TEAFICEIZRD 5 hied
27z 50mg/kg HTROLNERRFETOM T, FEICHEOIHIREHHE
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sh, ERBIXUOTREERICKEREIZDSNEDP o7,

2. HREFLEENE
1) HEMIC KT THE
(1) ¥AAMRA (Table 27, Appendices 36, 37)

HAOTOBHISREHE TIIBNT, 2608 4~5 BTHREZER L, HEBIC
FEREFED S NI o7z,

(2) ZRER L USZIE®E (Table 27, Appendix 38)

REAKIMD 2 mgkg BT 1 ABL 10 mghg BT 2 MICHDHON, ZREX
ZFh2h 91.7%B LU 833%TH - PAREERO SN T, BLICHEHBED
mHoNRP o, FOMOEETIX2FNZRZREIPN L. BN TCOHKII,
50 mg/kg HTHRBICREL, M3 I 7, BHI3WE U HOERMEZE L=, R
B OMEDBIRREAIZB VT, 50 mgkeg B 2t (B1MES 558 3 L1 563) 3
BeBRAATR 2 HA 5 BAE KIS Refe U, BRI 12 B LT 13 HICHEEREKE
BEDON, ZhZhBHREMSEAL L. filid 1 IE (BES 564) i, &M
FXIERATH > =0, RYOREEHICRZENTRLERD, ROREEIZZRED
B Ukkd, RERETTHRELE. 2hoD 3HERVEBAORER Y ET
ORI, NBEEOMICERZRX R o, 2mgkg BED 1 E (BERS 533)
BEU 10 mgkg BHD 2 I (BWEFS 544 B LT 550) IOV T, REBIHASE 2
H7 6 BERIEERRE L 72 b R R TREE CTRBE L, RETHIE R0/ &
h 5O, REROMEBRETIIEREREEREZRLTBD, 1 LERW TR
FIGHICW I BER T (DB ZTR LT\, S5 50 mgkg B0 1 ILTO
Hind o, ZHERIIILTI%TH oA EREERDs Wil o/,

(3) BB, BRBBLUERE (Table 27, Appendix 38)

50 mg/kg RED B, HREPB L UCBEREZ, NRBFL HERTOPEMER LU
B, TN 1 (BES 554) DPBEEE: 6, BRI : 1 BLXUEKRE 16.7% L&
HERLEZLICLZ2BDTH >/, LELEDS, MEEHLIEATHWITNGER
EIBDLhBRI >,
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(4) HEFDB K OEiRiHM (Table 27, Appendix 38)

50 mg/kg BED 1 IL(BWRS 554)icAEROHEHFD > T HERIE 90.9%
THoREN, AREFFD SN RD k. EERBICSERRELIZEZED S hixdk
27

(5) sHEE K UTEEIRRE (Table 27, Appendix 38)

50 mg/kg B D 1 I (BES 554) THEDARDSNRP>ELANE, WTho

BER L AMBB L UOHERBCEZEIRDShRD o7z,

2) FHERICRITTHE
(1) &EMB L CAE (Table 28, Appendix 39)

—BE47= 0 ORHBERE, /ME, WE 0 HBXW 4 DoHmERRE, M=%, 4
HECICHE 4 BOAFERIZARBRRELIZDLNT, FIERO—BIRBICHRE
FEDSNRD ok, HE0HBLY 4 HOKEIIDWT Y, 50 mgkg BT OO
WEAERALNEHOD, WThdBERT—F (HEO0H : #6.2~74g, 58~
70g; HE4H : #9.8~120g, M 9.3~11.4g) O&EFAATHH, NEEHL DY
CHBREZD RO Nah o/,

(2) JZRE (Table 29, 30, Appendices 40, 41)

0.4 mghkg HTHEZETI2HARM 1L (BHE 0.5%) A shzfuk, W
NOBEIIBOWTHALBLUONBEE 2E T2 REPIRD s Wl oz, RRE
RIZOWTE, WIROYEZRE D 50 mgkg BEEIR < &8 (0~4.4%) 12, ZE#IR
D 2 mg/kg B (1.4%) B LT 50 mgrkg BF (0.7%) 12, MEATRE M XHEEE (0.6%)
BLU2mgkg B (1.8%) &, 7=, BHRILED 10 mgkg B (0.6%) TODHED
Sh, ThHONBEREZA T RESWIE, MBI TAE (2.1%), 0.4 mgkg HT
8 UL (4.4%), 2 mg/kg BET 9 VT (5.7%), 10 mg/kg BT 2 VL (1.2%) B & UF 50 mg/kg
BHTLIE (0.7%) THolze ThOHONMERORREITIINEI L HBRYERS
HLeoMicABERRL, £/, ARLHEBEL MR EO SR 572,
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z B
1. RE®BEHEHIIDONT

BRYBEOKRGIZ L HEED, FiChmW, B, HiRSXUOERCED S,

MFZ X T BHBIZDNT, 50 mg/kg #F CHEMICARMERE, MEFRBEEBITAT
N7 ) MEOEDEE RS S I REMESRE T, BRICATY T ) LA
ORIND R, BN EMOTTEIHICE DS, ChSIERMROBIRTES L TZ
Nz X BB RICEIMICRT 2R EEOENTTEERRT SMALEZL 5N 5. 50
mg/kg BHOMHETRD SN EBIBOEERELIL, ChoOMBEHMZNELICLSD
DERBbND. F£7-, 50 mgke BHOUERIZEED S =4 ) 7 LSRR IRIMER DG HOtH
MY, TNENROEROWIEITES LCEMTEZTBRT BT, HHECAME
JOEVEE, ICNT o VIMARARIEROW TN ENERSZ O s hTnd I e
o, FRERTEDONEAMI, X PEOEVIMECES BIEMLEZ S5h
%o A AT/ UEYIMEICH S BMEENIE, 77/ -V, N-tEFoFy
TUNT IVHE, BT IV, BRUMMORIIRENEEE ~ 3R RMEEER T
RETHZEHHSNTNS 5,

B, 10 mgkg HTIX, HICHBOATDT ) VIRBEEMOADTED Sh, AT
RiZHESThbro77=0, 10 mgkg FHioBWTH, HRYEOMIKICA T 28N
BIZREBRLTW3bOLHMINE. £/, ChSOEMATRICMZ T, 50 mg/kg &
DOHETIM/MEBOINHFRD 5=,

FFRIC X3 BB ICDWT, 50 mghkg B CHECHROEN B LUCHENER, HTH
NESOMMNIED S, RIRKICIIFBEOEEIEDS M, REMESERETH,
EIfF O ORI M OER (UNER.LHE) B X IBREY (hiEHE) PEoSh,
HETIRUNERLFEFREO BB ZES P RD SN, MKECERET 50
mgkg HOMBEICRDONERI LD, PVTIVEIT AG LEoBEBEHRB IO
LDH BX Uy -GTP OEMEtHN, #HICFOShERILIFo—VBITND Y+
74 FORMEMHI D, FEEICNTIRELEST2FREEILOND., /-, 10
mgkg HTEIMICRI NI BIXUE7NVT I oRERA»PED SN TE D, iRk
THLREFBEICRIALTW 0L HHIh 3,

BRI T HRBICDNT, 10 BV 50 mgkg B THEIRERBENZL OB
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RED EH 2R T 5 MRAEEN B D ROWEREN EREOHMMBED 5 hiz. —
17, BT 10 BLU 50 mgkg #CREINZRAEOHEGEBDN S FIEENR
HEOMMEALZED SN, £/2,50 mgkg HTHICRDSNEKRY L OEER,
EHEEICN T AR ELBEE T SN E A 5N D,

ZheOEIIMA T, 50 mgkg FCHAEICHE, HICERBHOKEONKES X
CHRBHNEREOREBEIFD LN,

I DNT, FAIRERERER, RERGEERE, AMEME, B, BxEie
FioBNT, ETE8BENEZTRRT ZELEIRDLNRP oI, £, HERIEHEHR
5% 10 25 30 2OMICED LN, REEERDSBDIHOH LI LD, K
EHOWKRICN T 2 TN LS FREM D ZEZ 5N,

7z, FRBHNEROBEIC OV, REMMZRECIERYEOREICL P E
LIZBOSIT, ELENERICEIBLITED S THWRNW L2 6, BHFHERIK
Mo EBbhb,

O XS REBRMBEOKREIC X BB, HEFHICBWTEERW LRIEERZxRL,
AN RELTH % LTI iz,

2y, NEFHOKIEEMENERD FEHIRD SH D, HEMERFRE CRERY
Bo#S5 BELUELIRDONT, BERNRBUEZEZ R T2HOTRARNEE
Zohlz. £/, RIEHOHD 1 RICBEROBFEIRD Sz, KEEIEEHEH
Xk R ORRMEE T, 5y MIARBEMIIRD LN 7, 1 EOADREBRTH >
&5, BRYEOKS S IXHMEAR AT AL Ik iz,

2. EMEEHEHIIONT

BaicNL T, BRELEZBEL INBEH L UERTERREMLIRDSNT, £
FHERE I DB B G ICRE T 2 WE AN LEED s i ok,

BE, REFHILDY 2 mghkg BT 1 B L 10 mg/kg B¢ 2 HigZd5N, F/=,
R ETICRBIMEZZE UK 3 4D 50 mg/kg HTRD LN N5 DIEHEIC DN
T, WHHMPRE TR ERARICEET 2 E X 5N ERIIRDO ST, A
MEOHERD S, MPBIEEZRE L ICL2dD L HWI N =,

50 mg/kg BT, SHHEMRDOENT, FENICERIBREDY 1 KoAEHSIMO 1

-20- Study No.02-238




Bl DWTIE, FERIRICREERISHRD SN, ChIPIBRETE LS BKICEER
RiELEDDOEELLND. OO, BERE (BEK) D2, HREE 1ETH
o7z M, RS TERAR EMOBSBICERIZOSNAD>» >,

REMWICH LTI, B - BB ICET 2RERICBVTHEAYEOR S IC L 2R8I
ROLNRD ol BN A S ERSHTOBBIONALREBXVCAREEYXA SN
=8, WIhe BABENCRD SN2 0TY, BREICHEEEBLCHEMRMED
W LS EGFEMETRRT 2B TR MR X .

PLEDEERDS, 4, 47 —AFLER =700V EFIV) Oy bADK
BRI XS HEERED, EiCmuk, M, HREJUBRICED S h, HBY~0K
HIB 5L 2 EEER (NOEL) MM & 312 2 mg/kg/day LRI Nz, T/, MM
BaNoLMES LUCREVMORBE NS 2 WMEERXNIT IS 50 mgkg/day LiEH
Ehiz.
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Fig.1 Body weight change in male rats treated orally with 4,4’ -methylenebis (2-chlorobenzenamide) in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test
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* : Significantly different from control at 5% level of probability.
%% : Significantly different from control at 1% level of probability.
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Table 1 Mortality rate of male rats treated orally with 4,4’ -methylenebis (2—chlorobenzenamide)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Dose (mg/kg) 0 0.4 2 10 50
No. of animals examined 12 12 12 12 12
No. of animals that died 0 0 0 0 0
Mortality (%) 0 0 0 0 0
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Table 2 Mortality rate of female rats treated orally with 4,4’ -methylenebis (2-chlorobenzenamide)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Dose (mg/kg) 0 0.4 2 10 50
No. of animals examined 17 12 12 12 17
No. of animals that died 0 0 0 0 0
Mortality (%) 0 0 0 0 0




Table 3 Clinical signs of male rats treated orally with 4,4’ -methylenebis (2—chlorobenzenamide) in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test

8€2-30 "ON Apnig

Administrationt period Recovery period
Dose (mg/kg) 0 0.4 2 10 50 0 50
Fate TK TK TK TK TK FP (Total) KR KR FP (Total)
Clinical signs Grade No. of animals 12° 12 12 12 11 1 12)° 5 4 1 (5)
Salivation - 12 12 12 12 6 0 (6) 5 4 1 (5)
+ 0 0 0 0 5 1 (6) 0 0 0 0

TK : Terminal killing.

KR : Killed by design after 14—day recovery period.

FP : Failed to cause pregnancy, killed by design after 14—day recovery period.
+ : Slight. - : Negative.

a : Include 5 rats of recovery group.



-01-

8€3-%0 "ON Apnig

Table 4-1  Clinical signs of female rats treated orally with 4,4’ -methylenebis (2-chlorobenzenamide) in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test

2 10

50

TK UC (Total) TK UC (Total)
111 (12) 10 2 (12)

TK NP ED (Total)
100 1 1 12)

Dose (mg/kg) 0 0.4

Fate TK TK

Clinical signs Grade No. of animals 12 12
Salivation - 12 12
+ 0 0

11 1 (12) 10 2 (12
0 0 () 0 0 (0)

7 1 1 )
3 0 0 (3)

TK : Terminal kill on day 5 after parturition.

NP : Non—-pregnant, killed cn 27 days after copulation.

ED : Animal with embryonic death, killed at the termination.
UC : Animal with unsuccessful copulation.

+ : Slight. - : Negative.



Table 4-2  Clinical signs of female rats of the satellite group treated orally with 4,4’ -methylenebis (2-chlorobenzenamide)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Administration period Recovery period
Dose (mg/kg) 0 50 _0 50
Fate KR KR KR KR
Clinical signs Grade No. of animals 5 5 5 b
Salivation - 5 2 5
+ 0 3 0 0
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KR : Killed by design after 14—-day recovery period.
+ : Slight. = : Negative.



Table 5-1

Incidence of detailed clinical signs in the FOB(Functional Observation Batteries) of male rats

treated orally with 4,4’ -methylenebis (2—chlorobenzenamide) in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

< Before administration period >

Dose(mg/kg) 0 0.4 2 10 50
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth—nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 9 12 9 8 10
Temporally in handling 3 0 3 4 2
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color: Pale yellow 5/5 2/2 2/2 - 3/3
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Appearance:Normal 3/3 1/1 1/1 1/1 1/1
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Table 5-2

Incidence of detailed clinical signs in the FOB(Functional Observation Batteries) of male rats

treated orally with 4,4’ -methylenebis (2-chlorobenzenamide) in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

< On week 1 of administration period >

Dose(mg/kg) 0 0.4 2 10 50
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth—nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 10 12 12 10 12
Temporally in handling 2 0 0 2 0
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color: Pale yellow 2/2 3/3 2/2 - -
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Appearance:Normal 1/1 - - - -
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Table 5-3

Incidence of detailed clinical signs in the FOB(Functional Observation Batteries) of male rats

treated orally with 4,4’ —methylenebis (2-chlorobenzenamide) in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

< On week 2 of administration period >

Dose(mg/kg) 0 0.4 2 10 50
[tems No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eve discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 10 12 11 10 11
Temporally in handling 2 0 1 2 1
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertnhess Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color: Pale yellow 1/1 2/2 2/2 2/2 2/2
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 ] 0 0
Appearance:Normal - 2/2 = - -
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Table 5-4

Incidence of detailed clinical signs in the FOB(Functional Observation Batteries) of male rats

treated orally with 4,4’ -methylenebis (2-chlorobenzenamide) in the combined repeated
dose toxicity study with the reproducticn/developmental toxicity screening test

< On week 3 of administration period >

Dose(mg/kg) 0 0.4 2 10 50
[tems No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 10 12 12 12 12
Temporally in handling 2 0 0 0 0
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color: Pale yellow 1/1 1/1 2/2 2/2 1/1
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Appearance:Normal 1/1 - - - -
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Table 5-5

Incidence of detailed clinical signs in the FOB(Functional Observation Batteries) of male rats

treated orally with 4,4’ —methylenebis (2-chlorobenzenamide) in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

< On week 4 of administration period >

Dose(mg/kg) 0 0.4 2 10 50
[tems No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 10 12 12 11 12
Temporally in handling 2 0 0 1 0
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color: Pale yellow 2/2 1/1 1/1 - -
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Appearance:Normal 1/1 1/1 - - -
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Table 5-6

Incidence of detailed clinical signs in the FOB(Functional Observation Batteries) of male rats

treated orally with 4,4’ ~methylenebis (2-chlorobenzenamide) in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

< On week 5 of administration period >

Dose(mg/kg) 0 0.4 2 10 50
[tems No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 11 11 12 11 12
Temporally in handling 1 1 0 1 0
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color: Pale yellow 2/2 1/1 3/3 1/1 -
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance:Normal
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Table 5-7

Incidence of detailed clinical signs in the FOB(Functional Observation Batteries) of male rats

treated orally with 4,4’ -methylenebis (2-chlorobenzenamide) in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

< On week 6 of administration period >

Dose(mg/kg) 0 0.4 2 10 50
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth—nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 i2 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 11 10 11 7 11
Temporally in handling 1 2 1 5 1
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color: Pale yellow 3/3 5/5 2/2 2/2 1/1
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Appearance:Normal 1/1 - - - -
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Table 5-8 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries) of male rats

treated orally with 4,4’ —methylenebis (2-chlorobenzenamide) in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

< On week 1 of recovery period >

Dose(mg/kg) 0 50
[tems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 4 5
Temporally in handling 1 0
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow - -
Defecation Not detected or 1 5 5
2 or more 0 0
Appearance:Normal - 1/1
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Table 5-9 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries) of male rats
treated orally with 4,4 ~methylenebis (2—chlorobenzenamide) in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

< On week 2 of recovery period >

Dose(mg/kg) 0 50
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal b 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 4 5
Temporally in handling 1 0
Breathing Normal 5 5
Body position Normal 5 b
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal ) 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color: Pale yellow - 1/1
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-1 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries) of female
rats treated orally with 4,4’-methylenebis (2-chlorobenzenamide) in the combined repeated

dose toxicity study with the reproduction/developmental toxicity screening test

< Before administration period >

Dose(mg/kg) 0 0.4 2 10 50
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth—-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 11 11 12 12
Temporally in handling 0 1 1 0 2
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color:Pale yellow 1/1 1/1 1/1 1/1 1/1
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance:Normal
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Table 6-2 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries) of female
rats treated orally with 4,4’ -methylenebis (2-chlorobenzenamide) in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

< On week 1 of administration period >

Dose(mg/kg) 0 0.4 2 10 50
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 11 11 10 12 12
Temporally in handling 1 1 2 0 0
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color:Pale yellow - - 1/1 - -
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance:Normal - - - _ _
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Table 6-3 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries) of female
rats treated orally with 4,4’-methylenebis (2-chlorobenzenamide) in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

< On week 2 of administration period >

Dose(mg/kg) 0 0.4 2 10 50
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage _
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 10 12 11 12 12
Temporally in handling 2 0 1 0 0
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color : Pale yellow 1/1 - - - -
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance;Normal - - - - -
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Table 6-4 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries) of female
rats treated orally with 4,4’-methylenebis (2—chlorobenzenamide) in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

{ On week 3 of administration period >

Dose(mg/kg) 0 0.4 2 10 50
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 10 11 11 12 12
Temporally in handling 2 1 1 0 0
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color: Pale vellow - - 2/2 - -
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance:Normal - - - - -
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Table 6-5 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries) of female
rats treated orally with 4,4’—methylenebis (2—chlorobenzenamide) in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

< On week 4 of administration period >

Dose(mg/kg) 0 0.4 2 10 50
[tems No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth—nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 11 12 12 11 12
Temporally in handling 1 0 0 1 0
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color:Pale yellow - - 1/1 - -
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance:Normal - - - - -
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Table 6-6 Incidence of detailed clinical signs in the FOB{Functional Observation Batteries) of female
rats treated orally with 4,4’—methylenebis (2-chlorobenzenamide) in the combined repeated

dose toxicity study with the reproduction/developmental toxicity screening test

< On week 5 of administration period >

Dose(mg/kg) 0 0.4 2 10 50
[tems No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal} 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 17
with feces
Vocalization Not detected 11 12 11 11 11
Temporally in handling 1 0 1 1 1
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color:Pale yellow 2/2 1/1 2/2 1/1 1/1
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance:Normal
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Table 6-7 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries) of female
rats treated orally with 4,4’-methylenebis (2-chlorobenzenamide) in the combined repeated

dose toxicity study with the reproduction/developmental toxicity screening test

< On week 6 of administration period >

Dose(mg/kg) 0 0.4 2 10 50
[tems No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 11 11 10
Temporally in handling 0 0 1 1 2
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color:Pale yellow 1/1 - - - -
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance:Normal
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Table 6-8 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats of the satellite group treated orally with 4,4’ —~methylenebis
(2—-chlorobenzenamide) in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test

< Before administration period >

Dose(mg/kg) 0 50
Items No. of animals b 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 4 4
Temporally in handling 1 1
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 b
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow - -
Defecation Not detected or 1 5 b
2 or more 0 0

Appearance:Normal
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Table 6-9 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of fermale rats of the satellite group treated orally with 4,4’-methylenebis
(2-chlorobenzenamide) in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test

< On week 1 of administration period >

Dose(mg/kg) 0 50
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal b 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 )
with feces
Vocalization Not detected 5 4
Temporally in handling 0 1
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color: Pale vellow - -
Defecation Not detected or 1 5 ]
2 or more 0 0
Appearance:Normal - -
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Table 6-10  Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats of the satellite group treated orally with 4,4 -methylenebis
(2—chlorobenzenamide) in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test

< On week 2 of administration period >

Dose(mg/kg) 0 0
Items No. of animals 5 5}
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge "Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—-nose Not detected 5 5
Salivation Not detected 5 b
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5]
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow - 1/1
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-11  Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats of the satellite group treated orally with 4,4’ -methylenebis
(2-chlorobenzenamide) in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test

< On week 3 of adminijstration period >

Dose(mg/kg) 0 0
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebrai closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow - -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-12 Incidence of detailed clinical signs in the FOB{Functional Observation Batteries)
of female rats of the satellite group treated orally with 4,4’ —methylenebis
(2-chlorobenzenamide) in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test

< On week 4 of administration period >

Dose(mg/kg) 0 0
[tems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal ) 5
Fur Normal 5 5
Piloerection Not detected h 5
Eye discharge Not detected 5 5
Palpebral closure Not detected ) 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 b
Exploration Normal 5 5
Alertness Normal 5 b
Locomotor activity Normal 5 b
Walk Normal 5 ]
Abnormal behavior Normal 5 b
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 b
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color: Pale yellow - -
Defecation Not detected or 1 b 5
2 or more 0 0

Appearance:Normal
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Table 6-13  Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats of the satellite group treated orally with 4,4’ -methylenebis
(2-chlorobenzenamide) in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test

< On week 5 of administration period >

Dose(mg/kg) 0 0
[tems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—nose Not detected 5 5
Salivation Not detected 5] 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Norinal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected b 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color: Pale yellow - -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-14  Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats of the satellite group treated orally with 4,4’-methylenebis
(2—chlorobenzenamide) in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test

< On week 6 of administration period >

Dose(mg/kg) 5 5
Items No. of animals 0 0
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected b 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 4 4
Temporally in handling 1 1
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color: Pale yellow 1/1 1/1
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-15 Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats of the satellite group treated orally with 4,4’ —methylenebis
(2-chlorobenzenamide) in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test

< On week 1 of recovery period >

Dose(mg/kg) 0 50
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5] 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected h 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color: Pale yellow - 2/2
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 6-16  Incidence of detailed clinical signs in the FOB(Functional Observation Batteries)
of female rats of the satellite group treated orally with 4,4’-methylenebis
(2-chlorobenzenamide) in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test

< On week 2 of recovery period >

Dose(mg/kg) 0 50
[tems No. of animals 5 5
Reactivity on removal Normal 5 b
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected b5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 b
with feces
Vocalization Not detected 4 5
Temporally in handling 1 0
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected b 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow - -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 7-1

toxicity screening test

<On week 6 of administration period>

Incidence of responses in the sensory/reflex function test of male rats treated orally with 4,4’ ~methylenebis
(2~chlorobenzenamide) in the combined repeated dose toxicity study with the reproduction/developmental

Dose(mg/kg) 0 0.4 2 10 50
Items No. of animals examined 5 5 5 b 5
Hearing reaction Normal 5 5 5 5 5
Eye sight reaction Normal 5 5 5 5 5
Sense of touch reaction Normal 5 5 5 5 5
Pain reaction Normal ) 5 5 5 5
Pupil reflex Normal 5 5 5 5 5
Pinna reflex Normal 5 5 5 5 5
Ipsilateral flexor reflex Normal 5 5 5 5 5
Eyelid reflex Normal 5 5 5 5 5
Righting reflex Normal 5 5 5 5 5
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Table 7-2 Incidence of responses in the sensory/reflex function test of male rats treated orally with 4,4’-methylenebis
(2—-chlorobenzenamide) in the combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test

On week 6 of administration period On week 2 recovery period

Dose(mg/kg) 0 50 0 50
Items No. of animals examined 5 5 5 5
Hearing reaction Normal 5 5 5 5
Eye sight reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5 5 6}
Pain reaction Normal 5 5 5 5
Pupil reflex Normal 5 5 5 5
Pinna reflex Normal 5 5 ] 5
Ipsilateral flexor reflex Normal 5 5 5 5
Eyelid reflex Normal 5 5 5 5
Righting reflex Normal 5 5 5 5




Table 8-1 Incidence of responses in the sensory/reflex function test of female rats treated orally with
4,4’-methylenebis (2-chlorobenzenamide) in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test
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<On week 6 of administration period>

Dose(mg/kg) 0 0.4 2 10 50
Items No. of animals examined 5 5 5 5 5
Hearing reaction Normal 5 5 5 5 5
Eye sight reaction Normal 5 5 5 5 5
Sense of touch reaction Normal 5 5 5 5 5
Pain reaction Normal 5 5 5 5 5
Pupii reflex Normal 5 5 5 ) 5
Pinna reflex Normal 5 5 5 5 5
Ipsilateral flexor reflex Normal 5 5 5 5 5
Eyelid reflex Normal 5 5 5 5 5
Righting reflex Normal 5 5} 5 5 5
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Table 8-2 Incidence of responses in the sensory/reflex function test of female rats of the satellite group treated
orally with 4,4’ -methylenebis (2-chlorobenzenamide) in the combined repeated dose toxicity study with

the reproduction/developmental toxicity screening test

On week 6 of administration period On week 2 recovery period

Dose{mg/kg) 0 50 0 50
[tems No. of animals examined 5 5 5 5
Hearing reaction Normal 5 5 5 5
Eye sight reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5 5 5
Pain reaction Normal 5 5 5 5
Pupil reflex Normal 5 5 5 5
Pinna reflex Normal 5 5 5 5
Ipsilateral flexor reflex Normal 5 5 5 5
Eyelid reflex Normal 5 5 5 5
Righting reflex Normal 5 5 5 5
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Table 9-1 Mean value of landing foot splay, grip strength and motor activity of male rats treated orally
with 4,4’ -methylenebis (2-chlorobenzenamide) in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

<On week 6 of administration period>

Dose No. of Landing foot Grip strength (g) Motor activity {counts)
(mg/kg) animals splay (cm) Forelimb  Hindlimb 0~30min. 0~60min.

0 5 11.9 666 328 7590 10756

+= 1.7 + 116 + 147 += 700 + 2916

0.4 5 10.9 543 150 7773 9886

+ 2.3 + 144 += 20 + 1096 + 2972

2 5 10.3 587 243 8935 12049

+ 1.4 + 142 + 108 + 1198 + 3979

10 5 10.7 608 259 7162 10522

+ 2.0 + 207 + 75 + 1288 + 3576

50 5 9.7 692 275 7181 10259

+ 1.8 + 280 += 75 += 603 += 2134

Each value is exprssed as mean=S.D.
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Table 9-2  Mean value of landing foot splay, grip strength and motor activity of male rats treated orally
with 4,4’ -methylenebis (2—chlorobenzenamide) in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

<A : On week 6 of administration period, B : On week 2 of recovery period>

Dose No. of Landing foot Grip strength(g) Motor activity (counts)
(mg/kg)  animals splay {(cm) Forelimb  Hindlimb 0~30min. 0~60min.
0 5 11.0 555 285 6569 8232
x 0.7 * 256 + 48 + 1495 + 3636
A
50 5 9.4 726 331 6087 6754
+ 34 + 156 + 127 + 1092 + 1420
0 5 9.1 583 328 7579 11094
+ 3.2 + 153 += 67 + 462 + 2463
B
50 5 7.8 635 320 7315 10315
+ 1.7 + 120 + 102 + 1273 + 3075

Each value is exprssed as mean=S.D.
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Table 10-1  Mean value of landing foot splay, grip strength and motor activity of female rats treated orally
with 4,4’ -methylenebis (2-chlorobenzenamide) in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

<On week 6 of administration period>

Dose No. of Landing foot Grip strength(g) Motor activity (counts)
(mg/kg) animals splay (cm) Forelimb  Hindlimb 0~30min.

0 5 7.3 603 373 4624
+ 2.0 + 105 + 173 + 1573
0.4 5 5.5 449 337 5947
+= 1.5 + 125 + 114 + 1532
2 5 7.1 500 283 6198
+ 2.2 += 82 + 58 = 1987
10 5 7.0 571 340 6432
+ 1.5 + 193 + 59 + 1871
50 5 6.5 499 291 4736
+ 2.0 + 135 += 87 + 1254

Each value is exprssed as mean=*S.D.
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Table 10-2 Mean value of landing foot splay, grip strength and motor activity of female rats of the satellite group treated
orally with 4,4’-methylenebis (2-chlorobenzenamide) in the combined repeated dose toxicity study

with the reproduction/developmental toxicity screening test

<A : On week 6 of administration period, B : On week 2 of recovery period>

Dose No. of

Landing foot

Grip strength (g)

Motor activity (counts)

(mg/kg) animals splay (cm) Forelimb  Hindlimb 0~30min. 0~60min.
0 5 5.9 436 245 8803 14221
*+* 14 + 185 *+ 29 + 887 + 2569
A
50 5 6.0 4486 355 8271 12597
+* 1.3 + 127 + 105 + 1053 + 3517
0 5 6.4 485 342 7881 10271
+ 2.3 + 137 + 111 = 917 = 3124
B
50 5 5.5 530 309 7840 10986
+ 1.6 += 72 += 66 * 541 + 1487

Each value is exprssed as mean=*S5.D.
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Table 11 Body weights of male rats treated orally with 4,4 -methylenebis (2—chlorobenzenamide) in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

(g)

Dose Days of administration Gain { Days of recovery ) Gain

(mg/kg) 1 7 14 21 28 35 42 1~42 42 (0) 49 (7) 56 (14)  42~56

0 378 408 437 466 491 518 537 159 558 569 579 21

+ 26 + 28 + 35 + 37 + 41 + 45 + 51 + 31 *+ 61 + 59 + 59 += 7

(12) (12) (12) (12) (12) (12) (12) (12) (5) &) (5) (5)
0.4 379 411 441 472 501 524 538 158
+ 27 + 33 += 40 + 4] + 44 + 48 + 50 + 25
(12) (12) (12) (12) (12) (12) (12) 12)
2 379 407 437 468 495 520 535 156
+ 26 + 30 + 34 + 43 + 43 + 44 + 51 += 30
(12) (12) (12) (12) (12) (12) (12) (12)
10 377 403 431 458 485 509 528 151
+ 22 + 26 + 35 += 39 T 44 + 48 + 51 + 33
(12) (12) (12) (12) (12) (12) (12) (12)

50 377 401 431 459 484 506 521 143 533 535 549 16

+ 24 + 33 + 42 + 44 + 49 + 50 + 54 + 33 + 62 + 60 T 64 T 4

(12) (12) (12) (12) (12) (12) (12) (12) 6)] 5 {5) (5)

Each value is expressed as mean*S.D.
(n): No. of animals.
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Table 12-1 Body weights of female rats treated orally with 4,4’ ~methylenebis (2-chlorobenzenamide) in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

(®

Dose Days of premating Gain Days of pregnancy Gain Days of lactation  Gain
(mg/kg) 1 7 14 1~14 0 7 14 20 0~20 0 4 0~4

0 236 250 269 33 278 318 362 444 166 352 359 7

+ 13 += 14 X 20 = 10 += 19 + 22 X 22 £ 26 =+ 12 + 22 =+ 21 + 156

12) (12) (12) (12) (12) (12) (12) 12 (12) (12) (12) (12)

0.4 230 249 268 38 276 317 357 441 164 344 358 14

+ 18 + 16 =+ 21 £ 8 + 21 + 24 = 27 £ 33 *= 18 += 37 &£ 40 = 10

(12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12)

2 236 252 271 35 281 319 360 447 165 350 354 5

= 16 £ 18 = 23 * 12 +* 28 £ 29 =+ 34 =+ 42 £ 19 * 41 *x 41 £ 12
(12) (12) (12) (12) (1D (1D (1D (11) 1D (1D (11 (11)

10 226 241 260 34 273 305 349 443 169 338 349 12
£ 13 = 12 £ 12 x 11 + 14 £ 20 £ 15 =+ 20 = 21 £ 12 = 14 =+ 14

(12) (12) (12) (12) (10 (10) (10) (10) (10) (10) (10) (10)

80 230 239 258 28 271 301 326 *x 402 * 130 * 317 324 7
= 11 £ 10 == 12 £ 10 + 28 £ 25 £ 28 X 45 =+ 33 * 28 £ 33 £ 18

(12) (12) (12) (12) (11 (11) (11) (1D (11) (10) (10) (10)

Each value is expressed as mean=*S.D.

(n): No. of animals.

* : Significantly different from control at 5% level of probability.
** : Significantly different from control at 1% level of probability.



Table 12-2 Body weights of female rats of the satellite group treated orally with 4,4’ -methylenebis (2-chlorobenzenamide) in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

(g)

Dose Days of administration Gain { Days of recovery ) Gain
(ng/kg) 1 7 14 21 28 35 42 1~42 42 (0) 49 (7) 56 (14) 42~56

0 231 237 259 273 283 286 294 63 264 311 311 17

+ 17 += 15 + 18 + 20 + 29 + 29 + 31 + 16 + 31 + 31 + 31 + 4

(5) 5) (5) (5) 5) (5) (5) (5) 6)) (5) (5) (5)

50 226 242 254 270 270 274 279 53 279 289 293 14

) + 23 + 20 + 22 + 22 + 22 += 21 + 25 = 4 + 25 + 26 + 27 + 4
5 (5) ) (5) (5) 5) 5) (s) (5) 5) ) (5) (®)

Each value is expressed as mean+S.D.
(n): No. of animals.

867-20 'ON Apn3g
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Table 13

Food consumption of male rats treated orally with 4,4’-methylenebis (2-chlorobenzenamide) in the combined repeated

dose toxicity study with the reproduction/developmental toxicity screening test

Dose

(mg/kg)

Days of administration

0

0.4

10

50

1 7
30 28
£ 5 + 4
(12) (12)
30 29
+ 4 + 4
(12) (12)
30 29
+ 4 + 2
(12) (12)
29 28
+ 2 + 2
(12) 12)
26 * 28
+ 3 + 4
(12) (12)

( g/rat/day)
( Days of recovery )
41 49 (7) 55 (13)
29 32 28
+= 5 + 3 += 2
(5) (5) (5)
30 34 30
+ 3 + 3 + 4
(5) (5) (5)

Each value is expressed as mean+S.D.
(n) : No. of animals.

% ; Significantly different from control at 5% level of probability.
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Table 14-1 Food consumption of female rats treated orally with 4,4’ ~methylenebis (2-chlorobenzenamide) in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test
( g/rat/day )
Dose Days of premating Days of pregnancy Days of lactation

(mg/kg) 1 7 14 0 7 14 20 0 3
0 21 20 20 16 25 25 26 26 50
+ 4 = 4 + 2 + 3 + 3 + 2 + 3 + 7 + 8

(12) (12) (12) (12) (12) (12) (12) (12 (12)
0.4 22 20 23 17 26 28 28 23 49
+ 3 += 3 + 2 + 3 + 3 + 8 + 3 + 9 + 6

(12) (12) 12) (12) (12) (12) (12) (12) (12)
2 21 21 20 16 26 26 28 23 46
+ 4 += 3 + 4 + 3 + 4 + 4 + 4 + 6 + 9

(12) (12) (12) (1D (11} (11) an (11 (11
10 19 21 20 16 24 25 27 21 49
+= 3 + 3 + 3 + 4 + 6 + 3 + 5 + 7 + 5

(12) (12 (12) (10) 10 (10) (10) (10) (10
50 20 21 22 18 25 26 27 21 44
+ 1 += 3 + 4 + 3 + 4 + 4 + 4 + 8 + 8

(12) (12) (12) an (1D an (11) (10 (10)

Each value is expressed as mean=*S.D.
(n) : No. of animals.



-0G-

8€2-30 "ON Apnig

Table 14-2

Food consumption of female rats of the satellite group treated orally with 4,4’-methylenebis (2-chlorobenzenamide)

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

( g/rat/day )
Dose Days of administration | ( Days of recovery )

(mg/ke) 1 7 14 21 28 35 42 (0) 49 (7) 55 (13)

0 20 21 17 23 21 22 16 28 21

* 1 + 1 += 3 * 4 + 4 + 3 +* 3 + 3 * 2

(5 (5) (5) (5) (5) (5) (5) %) (5)

50 19 19 23 % 23 21 19 19 % 24 19

* 2 + 4 * 2 + 4 + 3 *+ 4 + 1 + 3 + 3

(5) (5) (5) (5) 6)) (5) (5) (5 (5)

Each value is expressed as mean=X5.D.
(n) : No. of animals.
** : Significantly different from control at 1% level of probability



Table 15 -1 Urinary findings of male rats treated orally with 4,4’-methylenebis(2—chlorobenzenamine)
in the combined repeated dose toxicity with the reproduction/developmental toxicity screening test

< On day 40 administration period >

Dose No. of Color Cloudy Volume®’ Specific®’ Na®’ Na*’ K* K* pH
(mg/kg) animals PY Y — +  (mL/18hr)  gravity (mEg/L) (mEq/18hr) (mEq/L) (mEq/18hr) 60 65 7.0 7.5 8.0 85
0 5 2 3 4 1 11.7 1.054 115 1.30 254 2.84 5
+ 3.9 +0.012 + 25 + 0.38 + 89 + 1.06
0.4 5 2 3 4 1 13.7 1.052 130 1.53 239 2.78 1 4
* 7.9 *0.015 + 42 + 0.25 + 86 + 0,40
2 5 3 2 4 1 12.9 1.051 117 1.37 238 2.83 1 4
+ 45 +0.013 + 38 + 0.15 + 70 +0.39
10 5 3 2 5 12.7 1.050 117 1.36 248 2.79 5
+ 5.3 +0.018 * 30 + 0.26 + 91 =+ 0.40
50 5 5 5 12.9 1.056 135 1.95 233 3.21 3 2
h + 74 *+0.015 *+ 44 + 1.71 + 61 +2.44
[l
Dose No. of Protein Glucose Ketone body Qccult blood Urobilinogen Bilirubin
(mg/kg) animals — + + ++ -+ — * 4+ ++ - x 4+ ++ - + 4+ ++ 0.1 1 2 — 4
0 5 1 4 5 1 2 2 5 5 5
0.4 5 2 3 5 3 2 5 5 5
2 5 3 2 5 3 1 1 5 5 5
10 5 4 1 5 1 4 5 5 5
50 5 4 1 5 1 1 3 5 5 5
% a);:Mean=*S.D.
g Color : PY(pale yellow),Y(yellow).
il Cloudy : —(negligible), +(cloudy).
g Protein : —(negligible), £(15~30mg/dL), +(30mg/dL), ++(100mg/dL), +++(300mg/dL}.
o Glucose : ~(negligible), £(0.1g/dL), +(0.25g/dL), ++(0.5g/dL).
] Ketone body : —(negligible), +(5mg/dL), +(15mg/dL), ++(40mg/dL), +++{80mg/dL).
83 Occult blood : —(negligible), *(trace), + (slight), ++(moderate).
o Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible), =+ (slight), ++(moderate).
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Table 15 -2

Urinary findings of male rats treated orally with 4,4’ -methylenebis(2-chlorobenzenamine)
in the combined repeated dose toxicity with the reproduction/developmental toxicity screening test

< On day 40 administration period >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg) animals — + — + o+ — + ++ +++ — + ++ +++ — 4 ++  +++
0 5 5 ) 5 5 5
0.4 5 5 5 4 1 5 5
2 5 5 5 3 1 1 5 5
10 5 5 5 3 1 1 5 5
50 5 5 5 4 1 5 5
Epithelial cells Casts Fat
Dose No. of Sq R S G H W globules
(mg/kg) _animals — -  + =+ T — 4 — + — + — _ + — +  ++
0 5 3 5 5 5 5 5 5
0.4 5 3 2 5 5 5 5 5 5
2 5 2 1 1 5 5 5 5 5 5
10 5 4 1 5 5 5 5 5 5
50 5 3 2 5 5 5 5 5 5
— : Not observed. + : A few in some fields. ++ : A few in all fields. +++ : Many in all fields.
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sq(squamous) G(granule)
Ca(calcium carbonate) R(round) H(hyaline)
Ams(amorphous) S(spindle) W(waxy)
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Table 15 - 3 Urinary findings of male rats treated orally with 4,4’ ~methylenebis(2-chlorobenzenamine)

in the combined repeated dose toxicity with the reproduction/developmental toxicity screening test

< On week 2 of recovery period >

Dose  No. of Color Cloudy Volume®’ Specific®’ Na®’ Na®’ K®’ K*’ pH
(mg/kg) animals PY Y — 4+  {(mL/18hr) gravity (mEq/L) (mEq/18hr) (mEg/L) (mEq/18hr) 60 65 70 75 80 85
0 5 3 2 5 11.9 1.062 126 1.43 288 3.32 1 4
+ 3.2 *+0.008 + 35 + 0.27 + 43 =+ 0.55
50 5 4 1 5 15.2 1.052 126 1.76 256 3.48 5
+ 6.3 +0.014 + 36 + 0.45 + 81 + 0.52
Dose  No. of Protein Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — =+ + — +  + 4+ — F o+ 4+ =+ 4+ 01 12—+ 4+
0 5 1 1 1 2 5 2 3 5 5 5
50 5 1 3 1 5 1 3 1 5 5 5

a):Mean % S.D.

Color : PY(pale yellow),Y(yellow).

Cloudy : —(negligible), +(cloudy).

Protein : —(negligible), £(15~30mg/dL), +(30mg/dL), ++(100mg/dL), +++(300mg/dL).
Glucose : —(negligible), *(0.1g/dL), +(0.25g/dL), ++(0.5g/dL).

Ketone body : —{negligible), £ (5mg/dL), +(15mg/dL), ++(40mg/dL}), +++(80mg/dL).
Occult blood : —(negligible), *(trace), + (slight), ++(moderate).

Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible), --(slight), ++(moderate).



Table 15 -4 Urinary findings of male rats treated orally with 4,4’-methylenebis(2-chlorobenzenamine)
in the combined repeated dose toxicity with the reproduction/developmental toxicity screening test
< On week 2 of recovery period >
Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg) animals 4+t — + 4 + ++ +++ — + ++ +++ — +
0 5 5 1 5 5
50 5 5 5 5
Epithelial cells Casts Fat
Dose No. of Sa R S H W globules
(mg/kg) _animals + — + - +  ++ — + — - — +
0 5 3 5 5 5 5 5 5
50 5 4 5 5 5 5 5 5
h — : Not observed. + : A few in some fields. ++ : A few in all fields. +++ : Many in all fields.
- Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sq{squamous) G{granule)
Ca{calcium carbonate) R(round) H{hyaline)
Ams(amorphous) S(spindle) Wi{waxy)
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Table 16-1 Hematological findings of male rats treated orally with 4,4’ -methylenebis(2-chlorobenzenamine)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

< After administration period >

Dose  No. of RBC Hb Ht MCV MCH MCHC Ret. Met-Hb Hein-B Plat.
(mg/kg) animals 0%/ ul) (g/dL) %) (fL) (pg) (%) (%o) (%) (%o) (10%/ L)
0 5 882 15.6 46.1 b2 17.6 33.8 30 0.6 0 127
* 41 + 0.7 + 1.8 + 1 = 0.5 + 0.4 + 6 = 0.1 = 0 += 23
0.4 5 858 15.1 45.3 53 17.6 33.4 21 0.6 0 131
+= 22 + 0.8 + 1.3 * 1 £+ 0.6 += 0.9 + 7 = 0.1 += 0 *+ 13
2 5 838 15.3 45.3 54 18.2 33.6 30 0.7 0 122
+= 30 *+ 0.7 += 1.8 + 2 + 0.7 += 0.4 =+ 5 += 0.2 += 0 + 13
10 5 840 14.8 44.3 53 17.6 33.5 28 0.5 0 142
+ 25 += 0.3 + 0.8 =+ 1 + 0.4 + 0.3 + 6 + 0.1 += 0 += 20
50 5 798 Ak 13.9 *x* 41.8 ** 52 17.4 33.3 49 *#k 1.0 % 0 174 %%
+ 38 + 0.7 + 1.6 =+ 1 * 0.5 += 0.5 + 12 + 04 + 0 + 24
Differential leukocyte counts (%)
Dose  No, of PT APTT WBC Neutro.
(mg/kg) animals (sec) (sec) (10%/ u1)  Baso. Eosin. Stah. Seg. Lymph. Mono. Other
0 5 13.3 21.7 79 0 2 0 14 83 1 0
+ 0.2 += 0.8 + 18 += 0 += 1 = 0 + 5 + 5 += 1 += 0
0.4 5 13.1 22.7 85 0 2 0 15 82 1 0
x* 0.2 *= 2.0 ** 31 + 0 + 1 += 0 + 3 + 3 + 1 + 0
2 5 13.4 23.8 81 0 1 0 12 83 3 0
*+ 0.6 + 14 + 6 += 0 + + 0 + 3 =+ 3 + 2 *x 0
10 5 13.1 23.8 75 0 1 0 16 81 2 0
+ 0.2 + 1.3 *= 16 = 0 + 2 += ¢ + 2 + 4 + 1 + 0
50 5 13.7 23.1 83 0 0 0 17 81 2 0
+= 0.7 + 1.4 + 14 + 0 +* 0 = 0 * 4 * 5 + 2 *= 0

Each value is expressed as mean®S.D.
¥ ; Significantly different from control at 5% level of probability.
*% : Significantly different from control at 1% level of probability.
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Table 16-2 Hematological findings of male rats treated orally with 4,4’ -methylenebis(2-chlorobenzenamine)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

< After recovery period >

Dose  No. of RBC Hb Ht MCV MCH MCHC Ret. Met~-Hb Hein—B Plat.
(mg/kg) animals 10/ L)  {g/dL) (%) (fL.) (pg) %) (%) (€)) (%0) (10°/ u L)
0 5 866 15.6 46.1 53 18.1 33.9 21 0.7 0 127
+* 51 + 0.7 + 2.0 + 2 *= 0.8 + 0.5 + 4 + 0.1 += 0 =+ 9
50 5 831 14.7 * 43.4 * 52 17.7 33.9 30 0.8 0 138
+= 39 + 0.3 + 0.9 + 3 *+= (0.8 + 0.3 + 10 + 0.2 += 0 +* 24
Differential leukocyte counts (%)
Dose No. of PT APTT WBC Neutro.
(mg/kg) animals (sec) (sec) 107/ 1) Baso. FEosin. Stab. Seg. Lymph. Mono. QOther
0 5 13.1 21.9 81 0 1 0 16 80 3 0
*+= 0.4 += 1.7 + 16 x* 0 += 2 = 0 o 4 + 5 + 2 += 0
50 5 13.2 22.4 87 0 1 0 14 84 1 0
*= 0.3 +* 2.1 + 15 = 0 += 1 += 0 =X 2 + 2 += 1 = 0

Each value is expressed as mean=*S.D.
* : Significantly different from control at 5% level of probability.



-LG-

862-30 ON Apnig

Table 17-1 Hematological findings of female rats treated orally with 4,4 ~methylenebis(2-chlorobenzenamine)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

< After administration period >

Dose  No. of RBC Hb Ht MCV MCH MCHC Ret. Met-Hb Hein—B Plat.
(mg/kg) animals (10*/ L)  (g/dL) %) (fL) (pe) (%) {%0) (%) (%) 10"/ 1 L)
0 5 692 13.0 38.9 56 18.9 33.5 64 0.6 0 183
+ 69 + 1.0 + 2.8 =+ 2 *= 0.6 + 0.4 =+ 8 +* 0.2 =+ 0 + 33
0.4 5 678 12.6 37.8 56 18.6 33.3 71 0.7 0 160
+ 57 + 1.5 + 4.2 &+ 3 + 1.3 + 0.6 + 18 + 0.0 =+ 0 + 48
2 5 651 12.5 37.6 58 19.2 33.2 67 0.6 0 161
+ 18 = 0.3 + 1.0 * 1 += 0.5 =+ 0.6 =+ 3 += 0.1 =+ 0 + 22
10 5 672 12.7 38.1 57 18.9 33.4 79 1.0 0 150
+= 50 + 09 + 3.2 += 2 + 0.8 + 0.6 + 27 + 0.2 x 1 + 11
50 5 579 * 11.4 34.2 59 19.8 33.5 128 1.8 % 9 % 182
+ 56 + 1.0 *+ 3.6 =+ 2 += 0.6 += 0.8 + 56 += 0.8 + 10 += 12
Differential leukocyte counts (%)
Dose  No. of PT APTT WBC Neutro.
(mg/kg) animals (sec) {(sec) (10%/ L) Baso. Eosin, Stab. Seg. Lymph. Mono, Other
0 5 13.3 20.5 79 0 1 0 31 66 2 0
+ 0.2 + 2.2 += 24 + ¢ + 1 = 0 += 11 + 9 + 2 += ¢
0.4 5 13.4 19.6 57 0 0 0 35 63 1 0
+ 0.2 + 0.9 + 12 + 0 + 1 + 0 + 13 + 14 + 1 += 0
2 5 13.5 19.0 52 * 0 1 0 27 70 2 0
+ 0.3 + 1.4 + 10 + 0 += 1 + 0 + 6 + 6 * 0 + 0
10 5 13.5 18.1 70 0 0 0 20 79 0 0
+ 0.2 + 1.9 + 8 += 0 + 1 += 0 + 4 =+ 5 += 1 + 0
50 5 13.7 18.9 59 0 0 0 29 70 2 0
+ 0.5 = 1.4 &+ 9 = 0 T 0 + 0 + 10 = 10 + 1 * 0

Each value is expressed as mean=£S.D.
* : Significantly different from control at 5% level of probability.
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Table 17-2 Hematological findings of female rats of the satellite group treated orally with 4,4’ ~methylenebis(2—chlorobenzenamine)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

< After recovery period >

Dose  No. of RBC Hb Ht MCV MCH MCHC Ret. Met-Hb Hein-B Plat.
(mg/kg) animals 10/ pl)  (g/dL) %) (fL) (pg) (%) (%o) (%) (%0) 10/ p L)
0 5 783 14.7 42.6 b4 18.8 34.5 25 0.6 0 123
+= 19 + 0.6 = 07 + 2 += 0.9 x* 0.9 + 3 = 0.1 = 0 + 13
50 5 803 14.7 42.9 53 18.2 34.1 36 0.9 #x* 0 138
+ 41 + 1.2 *+ 2.7 + 1 +* 0.8 x 0.8 + 25 += 0.0 += 0 + 23
Differential leukocyte counts (%)
Dose  No. of PT APTT WBC Neutro.
(mg/kg) animals (sec) {sec) (103/ u 1)  Baso. Eosin. Stab. Seg. Lymph. Mono. Other
0 5 13.4 19.7 31 0 3 0 21 75 1 0
= 0.3 = 0.9 + 8 += 90 + 2 *+ 0 + 5 + 5 + 1 + 0
50 b 13.2 19.1 45 0 1 0 15 81 2 0
+= 0.5 + 1.7 + 23 += 0 += 1 += 0 + 9 += 11 + 2 *+= 0

Each value is expressed as mean=£5.D.
**% : Significantly different from control at 1% level of probability.
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Table 18-1 Blood biochemical findings of male rats treated orally with 4,4 -methylenebis(2—chlorobenzenamine)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After administration period >

Dose  No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T—-Cho.
(mg/kg) _animals {IU/L) Iu/L) (u/L) (Iy/L) (Iy/L) (IU/L) (g/dL) (g/dL) (mg/dL)

0 5 406 81 39 557 1.00 45 6.03 3.03 1.01 46

=+ 92 =+ 4 + 5 + 81 + 0.25 = 12 + 0.09 + 0.10 + 0.05 + 7

0.4 5 358 113 67 465 1.11 60 6.11 2.98 0.96 56

+= 101 + 48 += 44 + 98 + 0.55 = 14 + 0.27 + 0.22 + 0.09 += 12

2 5 308 79 37 392 0.84 51 6.05 3.06 1.02 55

+ 52 = 14 =+ 9 + 73 + 0.20 + 15 = 0.17 + 0.08 + 0.03 + 9

10 5 276 70 38 484 0.84 68 5.93 2.96 1.00 56

+ 44 + 4 + 8 + 106 + 0.11 += 19 + 0.12 + 0.06 + 0.04 =+ 4

50 5 691 103 61 656 2.65 59 5.32 %k 2.54 ** 0.91 72 %k
= 608 + 49 += 36 + 154 = 1.07 + 15 += 0.22 + 0.18 + 0.07 = 14
Dose  No. of T.G. Glu. BUN Crea. T-BilL Ca P Na K Cl

(mg/kg) animals (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL) (mg/dL) _ (mg/dL) (mg/dL)  (mEg/L)  (mEg/L)  (mEq/L)

0 5 52 147 12.9 0.46 0.30 9.7 6.8 145 4.89 105

+ 13 + 7 += 1.2 + 0.07 + 0.04 + 0.1 +* 04 + 1 + 0.35 =+ 1

0.4 5 42 163 13.1 0.46 0.34 9.8 7.5 146 4,98 105

+ 11 += 23 += 1.0 + 0.05 + 0.06 +* 04 += 0.9 =+ 1 + 0.39 + 1

2 5 49 153 12.3 0.48 0.34 9.7 6.6 146 5.10 106

+ 23 + 12 += 1.9 *+ 0.06 + 0.04 + 0.2 += 0.3 + 1 + 0.23 =+ 1

10 5 65 154 12.3 0.44 0.37 9.7 6.4 145 4.87 105

=+ 20 + 15 + 2.3 + 0.04 + 0.05 + Q.1 + 04 + 1 + 0.35 + 1

50 5 81 * 144 13.5 0.50 0.39 9.9 8.2 % 145 5.41 105

+ 15 + 13 += 1.3 + 0.08 + 0.08 + 0.4 + 1.1 + 2 + 0.49 =+ 1

Each value is expressed as mean=*S.D.
* : Significantly different from control at 5% level of probability.
*% : Significantly different from control at 1% level of probability.
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Table 18-2 Blood biochemical findings of male rats treated orally with 4,4’-methylenebis(2-chlorobenzenamine)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

< After recovery period >

Dose  No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg) animals (IU/L) (Iu/L) (u/L) (IU/L) (IU/L) au/L) (g/dL) (g/dL) (mg/dL)
0 5 336 71 33 347 0.63 58 6.17 2.99 0.95 73
+= 201 T 10 + 3 + 72 *+ 0.09 += 10 + 0.34 + 0.17 + (.08 + 12
50 5 226 67 35 312 0.56 46 6.01 2.97 0.97 66
+ 36 + 11 + 3 + 44 + 0.20 + 11 x 0.23 + 0.15 + 0.0 = 17
Dose  No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals (mg/dL)  (mg/dl) (mg/dL)  (mg/dL) (mg/dl)  (mg/dl)  (mg/dL) (mEq/L) (mEg/L) (mEq/L)
0 5 68 158 14.3 0.49 0.26 9.8 6.8 145 4.77 103
+= 26 += 15 + 1.8 + 0.03 + 0.02 + 0.5 + 0.6 + 2 + 0.45 + 1
50 5 73 151 17.0 0.438 0.25 9.7 6.4 144 5.02 103
+ 33 + 9 += 2.7 + 0.07 + 0.01 + 0.4 + 0.4 + 0 + 0.24 =+ 1

Fach value is expressed as mean=+S.D.
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Table 19-1 Blood biochemical findings of female rats treated orally with 4,4’ -methylenebis(2-chlorobenzenamine)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

< After administration period >

Dose  No. of LDH GOT GPT ALP v —-GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg) _animals (u/L) (Iu/L) (au/L) (u/L} au/L) (u/L) (g/dL) (g/dL) {(mg/dL)

0 5 294 91 59 527 0.83 346 6.21 3.32 1.15 80

= 76 + 16 x 5 + 221 + 0.14 += 119 + (.42 + 0.30 + 0.13 + 19

0.4 5 424 79 55 369 0.90 213 * 6.09 3.25 1.15 79

+ 121 + 15 + 9 + 160 + 0.22 + 29 + 0.21 *+ 0.19 + 0.10 + 9

2 5 348 84 53 429 1.02 246 5.97 3.02 1.03 77

+= 139 = 9 + 9 + 109 + 0.26 + 36 + 0.17 + 0.12 + 0.05 + 15

10 5 369 78 52 376 0.94 201 * 5.77 = 2.98 % 1.07 73

x 86 + 10 + 10 + 134 + 0.23 + 64 + 0.12 + 0.14 =+ 0.08 + 6

50 5 876 #=* 96 69 358 1.63 #* 218 * 5.49 #k 2.45 *x 0.81 ** 77

+ 345 + 28 = 24 + 91 += 1.12 + 64 * 0.18 + 0.11 + 0.06 += 11

Dose  No. of T.G. Ghu. BUN Crea. T-Bil Ca P Na K Cl

(mg/kg) _animals (mg/dl)  (mg/dl) (mg/dL)  (mg/dL) (mg/dL)  (mg/dL) (mg/dL)  (mEq/L)  (mEg/L) _ (mEq/L)

0 5 151 142 20.6 0.55 0.26 10.5 8.9 144 4.82 101

o 78 * 6 + 2.6 + 0.07 + 0.03 =l | * 09 + 2 += 041 + 2

0.4 5 172 142 19.1 0.50 0.23 10.2 8.0 144 4,78 103

s 39 + 8 + 1.2 + 0.04 + 0.02 + 0.6 + 1.2 + 1 = 0.29 + 1

2 5 165 141 22.1 0.51 0.24 10.2 7.9 143 4.92 102

=+ 56 + 17 + 3.2 *+ 0.05 + 0.02 + 0.6 + 1.1 =+ 11 = 0.17 + 2

10 5 158 146 20.0 0.47 0.23 10.4 8.6 143 5.16 101

+ 69 = 10 +* 3.6 + 0.02 + 0.02 +* 04 + 0.7 =+ 2 + 0.44 =+ 2

50 ) 155 134 18.6 0.48 0.32 10.1 8.0 142 5.17 101

* 33 + 4 + 1.5 += 0.04 + 0.03 + 0.3 *+ 0.8 + 2 + 0.47 + 1

Each value is expressed as mean=£S.D.
¥ : Significantly different from control at 5% level of probability.
#* : Significantly different from control at 1% level of probability.
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Table 19-2 Blood biochemical findings of female rats of the satellite group treated orally with 4,4 -methylenebis(2-chlorobenzenamine)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After recovery period >
Dose  No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb, A/G T-Cho.
(mg/kg) _animals (IU/L) (1U/L) (u/L) (IU/L) (u/L) (y/L) (g/dL) (g/dL) (mg/dL)
0 5 293 66 30 182 1.28 458 6.40 3.26 1.04 74
+ 85 *+ 7 + 2 + 58 + 0.22 + 111 + 0.34 + 0.29 0.15 += 19
50 5 362 79 23 * 208 0.95 325 * 6.57 3.59 1.21 88
=+ 81 += 19 + 4 + 71 + 0.31 x 54 + 0.35 + (.38 0.16 + 20
Dose  No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) _animals (mg/dL) _ (mg/dl)  (mg/dl)  (mg/dL) (mg/dL)  (mg/dL) (mg/dL)  (mEq/L) {(mEq/L) (mEqg/L)
0 5 24 120 17.5 0.52 0.24 9.5 5.1 145 4.67 107
+ 9 + 14 + 2.3 + 0.04 + 0.02 += 0.2 += 0.7 =+ 1 + 0.14 + 1
50 5 37 134 17.5 0.52 0.26 0.9 ** 5.5 144 4,61 103 *
+ 14 + 2 + 3.1 + 0.06 + 0.03 += 0.2 + 0.9 =+ 2 + 0.35 + 2

Each value is expressed as mean=S.D.
* : Significantly different from control at 5% level of probability.
*% : Significantly different from control at 1% level of probability.
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Table 20 Incidence of necropsy findings of male rats treated orally with 4, 4 -methylenebis(2—chlorobenzenamide)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
After administration period After recovery period
Dose (mg/kg) 0 0.4 2 10 50 0 50
Organs . Findings  Fate TK TK K UC (D K UC (D TK TK ™ FP (T)
No. of animals 7 12 11 1 (12) 10 2 (12) 7 5 4 1 (5)
Liver : Large - 7 12 11 1 (12) 10 2 (12) 4 5 4 1 (5)
+ 0 0 0 0 (0) 0O 0 (0) 3 0 0 0 (0)
Decoloration - 7 12 11 1 (2 10 2 (12) 1 5 4 1 (5)
+ 0 0 0 0 (0) 0 0 (0) 6%k 0 0 0 (0)
Thymus : Small - 7 11 11 1 (12) 10 2 (12) 7 5 4 1 (5)
+ 0 1 0 0 (0) 0 0 (0) 0 0 0 0 (0)
Testis : Small - 7 12 11 1 (12 10 2 (12) 6 5 4 1 (5)
+ 0 0 0 0 (0) 0 0 (0) 1 0 0 0 (0)
— ! negative. +. slight.

TK : Terminal killing. UC : Animal with unsuccessful copulation.
FP : Failed to cause pregnancy.
*k . Significantly different from control at 1% level of probability.

(T) : Total.



Table 21 Incidence of necropsy findings of female rats treated orally with 4, 4 —methylenebis (2-chlorobenzenamide)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
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After administration period After recovery period
Dose (mg/kg) 0 0.4 2 10 50 0 50
Organs : Findings  Fate TK TK TK UC (T TK UC () TK NP FD (1) TK TK
No. of animals 12 12 11 1 (12 10 2 (12) 10 1 1 (2 5 5
Liver : Large - 12 12 11 1 (2 10 2 (12) 8 1 1 (10) 5 5
+ 0 0 0 0 (0) 0 0 (0) 2 0 0 (2) 0 0
Decoloration - 12 12 11 1 (12 10 2 (12 4 1 0 (5) 5 5
+ 0 0 0O O (0) 0 0 (0) 6 0 1 (7)= 0 0
Kidney : Mass - 12 12 11 1 (12 10 2 (12 10 1 1312 5 4
+H 0 0 0O 0 (0) 0 0 (0) 0 0 0 (0 0 1
Thymus : Reddish area - 12 11 1 1 (12 10 2 (12 0 1 1 312 5 5
+ 0 1 0 0 (0) 0 0 (0) 0 0 0 (0) 0 0
Uterus : Hydrometra - 12 12 11 1 (12 10 1 (D 0 1 1312 5 5
+H 0 0 0 0 (0) 0 1 (1) 0 0 0 (0) 0 0
Macerated fetus negative 12 12 11 an 10 (10) 10 0 (10)
positive 0 0 0 (0) 0 (0) 0 1 (1)

8€2-30 "ON Apnig

- ! negative. +! slight. ++: severe.

TK : Terminal killing. UC : Animal with unsuccessful copulation.

NP : Non—pregnant. ED : Animal with embrionic death. (T) : Total.

¥k ! Significantly different from control at 1% level of probability.



-G9.

8£3-20 'ON Apn3g

Table 22-1 Absolute and relative organ weights of individual male rats treated orally with 4,4’-methylenebis(2-chlorobenzenamide)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After administration period >
Dose  B.W. Brain Liver Kidney  Spleen Heart Thymus Thyroid Pituitary Adrenal  Testis %,ngi:l:l Epididymis
(mg/ke) (® (2 () (8 () (g) {g) (mg) (mg) (mg) (®) (@ (8)
0 491 2.13 12.90 3.14 0.78 1.52 0.38 33.6 14.7 64.7 3.60 2.52 1.39
Absolute +39 +0.11 x£1.37 =£0.14 X016 *0.12 +0.06 6.1 2.3 +10.8 =+0.22 *0.46 +0.10
(M (5) &) (5) 16)) (5) (5) (5) (5) (5) )] ) (M
0.4 509 2.05 13.94 3.32 0.81 1.51 0.33 33.4 15.0 60.6 3.49 2.61 1.32
+46  +£0.07 *£2.19 +0.38 *0.06 =*0.15 +0.11 4.7 1.3 +9.5 £034 *0.30 +0.19
(12) ) (5) (5) (5) 6)) 6Y) (5) (5) (5) (12) (5) (12)
2 508 2.06 13.12 3.05 0.7 1.39 0.37 34.8 13.7 63.3 3.51 2.43 1.42
+48 *0.07 =*1.91 +0.47 *0.11 +0.19 +0.08 4.8 *+0.9 4.2 £0.31 +0.27 +0.13
(12) (5) 5 (5) 5 (5 )] 1)) (5) (3) (12) (5) (12)
10 495 2.01 13.23 3.18 0.80 1.43 0.37 35.7 13.9 67.9 3.31 2.52 1.33
+49 *£0.09 =*1.21 *0.35 =*£0.13 *£0.13 +0.11 5.5 1.2 *+7.8 *0.33 *+0.48 +0.13
12) () (5 6] (5 6] ® )] (5 (5) {12) 6] (12)
50 474 2.01 17.58 #* 3.18 0.95 1.53 0.41 32.9 14.5 53.0 3.22 2.44 1.27
+47 X+0.07 *£2.25 *0.24 +0.17 *0.27 +0.15 3.5 *+09 *11.3 *=0.69 *=0.33 +0.24
(1) (5) (8) (5) (5) (5) (5) (5 (5) (5) (7) (5) (7
0 491 0.42 2.55 0.62 0.15 0.30 0.07 6.6 2.9 12.8 0.74 0.50 0.29
Relative @ +39 £0.03 =£0.09 £0.03 =0.02 £0.02 +0.01 +0.8 *0.5 +2.2 X007 =*0.11 +0.04
M )] 16)) (5) (5) 5 )] ) ®) )] (7 (5) )
0.4 509 0.41 2.77 0.66 0.16 0.30 0.07 6.6 3.0 12.1 0.69 0.52 0.26
+46 *£0.02 *0.23 £0.06 0.01 +0.01 +0.02 +0.7 +0.3 *+2.1 X0.05 =*0.05 +0.03
(12) ® 5 (5) 6] 6)) (5) )] ® (5) (12) (5) (12)
2 508 0.42 2.63 0.61 0.15 0.28 0.07 7.0 2.8 12.8 0.69 0.49 0.28
+48 *£0.04 £0.20 *0.05 F0.01 +0.02 +0.01 +0.4 +0.1 *09 006 =£0.03 +0.03
(12) (® (5) ) ®) (5 (5) (5) (5 (5) (12) &) (12)
10 495 0.42 2.77 0.67 0.17 0.30 0.08 7.5 2.9 14.2 0.68 0.53 0.27
+49 *+0.03 *0.06 *£0.03 ==0.02 £0.01 +0.02 +0.9 0.1 +0.6 *0.11 £0.09 *+0.04
(12) %) (5) 5 (5) (5) (5) (5) 5 ) (12) 6y (12)
50 474 0.42 3.64 ¢ (.66 0.20 % 0.32 0.08 6.8 3.0 10.9 0.69 0.51 0.27
+47 £0.04 £0.20 £0.04 £0.02 £0.03 +0.02 +0.8 +0.3 +1.7 £0.16 £0.07 +0.06
7N (5) (5) (5) (5) ) 6] (5) ) (5) (7) (5) (7)
Each value is expressed as mean = S.D. @ : Relative organ weight per 100g body weight.

(n) : No. of animals. ** ; Significantly different from control at 1% level of probability.
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Table 22-2 Absolute and relative organ weights of individual male rats treated orally with 4,4’-methylenebis(2-chlorobenzenamide)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After recovery period >
Dose B.W. Brain Liver Kidney  Spleen Heart  Thymus Thyroid Pituitary Adrenal  Testis %Z?ii;nlzl Epididymis
(mg/kg) (g) (g (g (g) (g) (g) (@) (mg) (mg) (mg) (8 () (g)
0 544 2.06 13.60 3.25 0.73 1.60 0.42 35.2 14.8 66.7 3.48 2.55 1.41
Absolute +57 *+0.08 *+1.72 %032 007 *0.15 +0.10 +6.0 +1.4 +9.6 *0.23 *0.21 +0.08
6] (5) B) 5) %) (5) (5) ) (5) (5) (5) (5) (5)
50 511 2.03 13.96 3.20 0.80 1.45 0.37 34.1 15.0 59.2 3.79 2.50 1.46
+62 +0.07 *28 *0.18 =*0.11 +0.14 +0.04 +6.3 *+1.1 +39 *035 =*=0.39 +0.10
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
0 544 0.38 2.50 0.60 0.13 0.29 0.08 6.4 2.7 12.3 0.65 0.47 0.26
Relative @ +57 *0.03 +0.13 =*£0.04 +0.01 +0.03 +0.01 +0.5 *0.3 +2.0 *0.06 =*0.03 +0.02
(5) ® (5) ()] (5 ) (5) 5 &) (5) 5) (5) (5)
50 511 0.40 2.72 0.63 0.16 ¥ (.29 0.07 6.7 3.0 11.7 0.75 %  0.50 0.29
+62 +0.04 +0.30 =0.06 0.01 +0.03 0 +1.0 +0.2 +1.1 *£0.08 =*=0.10 +0.03
(5 (5) (5 6] 5) (5 (5) (5) (5) (5 (5) () (5)

Each value is expressed as mean * S.D.

(n) : No. of animals.

@ : Relative organ weight per 100g body weight.

% : Significantly different from control at 5% level of probability.
#% : Significantly different from control at 1% level of probability.



Table 23-1 Absolute and relative organ weights of female rats treated orally with 4,4’-methylenebis(2—chlorobenzenamide)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After administration period >

Dose B.W. Brain Liver Kidney  Spleen Heart Thymus Thyroid Pituitary Adrenal

(mg/kg) (® () (& (8 (® (8 (® (mg) (mg) (mg)

0 342 1.93 11.10 1.92 0.69 1.08 0.29 25.6 19.6 75.9

Absolute +31 =008 =*0.74 =015 £0.06 *0.09 +0.06 +2.7 +1.7 £11.6
(5) ) (5) (5) )] (5) &) ® &) (%)

0.4 338 1.88  11.44 2.04 0.65 1.07 0.31 25.5 18.7 71.8
+27  +1.00 *0.73 *0.07 *0.10 *0.09 +0.09 *£34  *£25 58
(5) (5) () () (5) ) (5) (5) (5) (5)

2 359 192 11.92 2.12 0.67 1.07 0.29 26.8 19.1 76.0
+34 £0.07 *1.31 *0.24 *0.10 £0.09 007 *20 *13  *7.6
(5) (5) (5) (5) (3) (5) (5) (5) (5) (5

10 333 1.91 11.82 2.14 0.67 1.07 0.30 27.7 19.7 69.6
*+12 +£0.06 *£0.70 *£0.13 *0.06 =*=0.03 +0.03 +2.2 +1.7 =*£16.1
) ®) () ®) &) ) (5) (5 5 6))

50 300 1.90 12.42 2.17 0.85 %  1.00 0.24 25.8 17.1 71.6
+36 *0.07 £180 £0.24 *0.14 *0.05 =+0.06 +4.8 *1.1 *10.8

a
< (5) (5) (5) (5 5 &) (5) (5) (&) (5)
0 342 0.57 3.26 0.56 0.20 0.32 0.08 7.5 5.7 22.1
Relative @ +31 +0.04 *0.18 *0.04 =*0.02 *0.03 *0.02 +0.4 *0.5 +1.7
6] (5) (5) () 6] (5) 5 6)) (5) 5)
0.4 338 0.56 3.40 0.61 0.19 0.32 0.09 7.6 5.5 21.3
+27 £0.03 £0.20 £0.04 X£0.02 =*0.01 +0.02 +0.6 +0.4 *1.7
(5) (5) 5) 5 (5 (5) (5 (5) 5 (5)
2 359 0.54 3.32 0.59 0.19 0.30 0.08 7.5 5.3 21.3
+34 *+0.05 £0.21 +0.06 =£0.02 £0.01 =£0.02 +0.6 +0.5 +2.7
(5) () (5) 5) (5) (5) ) (5) () )
10 333 0.57 3.55 0.64 % 0.20 0.32 0.09 8.3 5.9 21.0
*+12 =*£0.03 +0.17 *£0.03 *+0.02 £0.01 =*0.01 +0.6 +0.3 +5.2
e (5) (5) ) () ) ®) ) () ®) ®)
'2" 50 300 0.64 4,13 %k 072 % 0.29 = 0.33 0.08 8.6 * 5.7 23.8
z +36 *£0.08 +£0.16 *0.05 £0.05 £0.03 *0.02 +0.8 +0.6 +1.5
2 (5) ) (5) (5) (5) (5 (5) (5) (5) (5)
bo BEach value is expressed as mean £ S.D. * : Significantly different from control at 5% level of probability.
33 (n) : No. of animals. *% : Significantly different from control at 1% level of probability.
® @ : Relative organ weight per 100g body weight.
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Table 23-2 Absolute and relative organ weights of female rats of the satellite group treated orally with 4,4’-methylenebis(2-chlorobenzenamide)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After recovery period >

Dose B.W. Brain Liver Kidney Spleen Heart Thymus Thyroid Pituitary Adrenal
(mg/ke) (2) (& (g (&) (g) (g) (g) (mg) {mg) (mg)

0 291 1.91 7.09 1.88 0.52 0.93 0.32 26.7 19.4 70.4

Absolute +26 £0.05 =081 *£0.19 *£004 *£008 *004 *£25 +1.0  *7.2
(5) (5) (5) (5) (5) (5) ) (5) (5) (5)

50 273 1.87 7.22 2.01 0.54 0.93 0.33 24.4 18.8 64.5

+25 *0.05 *064 +0.08 *0.14 008 +0.03 *2.1 +22  *7.6

(5) (5) ) CY (5) (5) (5) (5) (5) (5)

0 291 0.66 2.43 0.65 0.18 0.32 0.11 9.2 6.7 24.3

Relative @ +26 +0.06 009 *0.03 *0.01 *002 =*002 =*12  +03  £3.2
(5) (5) 5 (3) ) (5) (5) (5) (5) (5)

50 273 0.69 265*% 0.74x% 0.20 0.34 0.12 9.0 6.9 23.8

+25 *0.08 *0.14 £0.05 *£0.05 *0.04 001 *£05 05 +3.0

(5) (5) (5) (4) (5) () (5) (5) 5 (5)

Each value is expressed as mean & S5.D.

(n) : No. of animals.

@ : Relative organ weight per 100g body weight.

* : Significantly different from control at 5% level of probability.



Table 24-1 Incidence of histopathological findings of male rats treated orally with 4, 4 -methylenebis(2-chlorobenzenamide)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
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After administration period After recovery period
Dose (mg/kg) 0 0.4 2 10 50 0 50

Organs: Findings Fate TK TK TK UC (T) K OC (D TK TK K FP (D
No. of animals 5] 5 4 1 (5 4 1 (B 5 5 4 1 5)
Lung : Accumulation, foam cell — 4 i 2 #@® ' #® 4 7 # #®
+ 1 # ® £ ® # #@® 1 # # # @®
Mineralization, artery — 4 # R #@® # #® 5 # 2 #®
+ 1 # 8 £ @® B & ® 0 # 8 & ®
Heart : Myocardial degeneration/fibrosis — 3 i ¥ # @® # # ® 3 pid £ & @
+ 2 # # # @ # #® 2 # # # @
Liver : Swelling, hepatocellular, — 5 5 4 1 () 4 1 (B) 0/6" 5 4 1 )
centrilobular + 0 0 0 0 0 0 6/ 6%k 0 0O 0 (0
Necrosis, single cell, hepatocyte, - 5 5 4 1 (5 4 1 (5 3/6° 5 4 1 (5
centrilobular + 0 0 0O 0 0 0 © 3/6 0 0 0 (0
Degeneration, fatty, - 5 5 4 1 (5 4 1 (5 0/6° 5 4 1 (5)
hepatocyte, midzonal + 0 0 0O 0 (0 0O 0 (0 6/ 6%k 0 0 0 (0
Microgranuloma — 3 4 3 1@ 4 0 @ 6/6" 4 3 1@
+ 2 1 1 0 0 1 () 0/6 1 1 0
Necrosis, focal - 5 5 4 1 (5 4 1 (5 6/6° 5 3 1@
+ 0 0 0O 0 (0 0 0 0/6 0 1 0
Proliferation, bile duct, focal — 5 4 4 1 (5) 4 1 (5 6/6" 5 4 1 (5
+ 0 1 0O 0 0O 0 0/6 0 0 0

Examinations were made for selected 5 of 12 animals in each group. —: negative. +: slight.

TK : Terminal killing. # : Not examined. UC: Animal with unsuccessful copulation. FP : Failed to cause pregnancy. (T) : Total.
a : Including one animal with macroscopic abnormalities. #% : Significantly different from control at 1% level of probability.
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Table 24-2 Incidence of histopathological findings of male rats treated orally with 4, 4 —methylenebis(2-chlorobenzenamide)

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

After administration period

After recovery period

Dose (mg/kg) 0 0.4 2 10 50 0 50
Organs: Findings Fate TK TK TK UC (T) K UC (T) TK TK K P (D
No. of animals 5 5 4 1 () 4 1 6) 5 5 4 1 (5
Kidney: Hyaline droplet, proximal — 0 1 2 0 2 0 0 0 1
tubular epithelium + 4 i @ 4 i ® 2 0 ](4) 2 1 3(5) 3:J (3 4:l 4 3 (1):| (5)
+ 1 0 o 1@ 0O 0 2 1 0O 0O
Eosinophilic body, proximal — 5 4 4 1 (5 4 1 ® 5 5 4 1 (5
tubular epithelium + 0 1 0 0 0O 0 0 0 0 0
Basophilic tubules — 4 o 4 " 4 1 (?)) 2 0 (2()) 1 @ 3 o 3 0 (%))
+ 1 N1 O 040 1 05@ 374 22 1 17Q@
+ 0 ] 0 ] 0 0O J 1 1 ] 1:l 0 ] 0 O:I
Cyst, solitary - 4 4 4 1 (5 3 1@ 5 4 3 1 @
+ 1 1 0 0 1 0 Q) 0 1 1 0
Cellular infiltration, — 5 5 4 1 (5 4 1 (B 5 5 3 1@
lymphocyte, cortex + 0 0 0O 0 0 0O 0 0 1 0@
Cast, hyaline — 5 5 4 1 (5 4 1 (5 4 5 2 1@
+ 0 0 0 0 0 0 1 0 2 0@
Thymus: Hemorrhage — 4 1/1° H #@® # & ® 4 # 8 #@®
+ 1 0/1 ¥ #® # #® 1 # # #@®
Atrophy — 5 0/1° # #® # #@® 5 # #H #®
+ 0 1/1 # #® # #® 0 s B oM
Examinations were made for selected 5 of 12 animals in each group. -: negative. +! slight. ++! moderate.
TK : Terminal killing. # : Not examined. UC: Animal with unsuccessful copulation. FP : Failed to cause pregnancy. (T) : Total.

b : Animal with macroscopic abnormalities.
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Table 24-3 Incidence of histopathological findings of male rats treated orally with 4, 4 -methylenebis(2—chlorobenzenamide)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

After administration period After recovery period
Dose (mg/kg) 0 0.4 2 10 50 0 50
Organs: Findings Fate TK TK TK _UC (T) K UC (T) TK TK TK FP (T)
No. of animals 5 5 4 106 4 1 (B 5 5 4 106
Spleen: Hematopoiesis, extramedullary + 4 5 4 1 (5) 4 1 (5 3 5 4 1 (5
+ 1 0 0 0 (0) 0O 0 2 0 0O 0
Deposit, hemosiderin + 5 5 4 1 ) 1 0 Q) 0 2 2 0 @
+H 0 0 0 0 (0 3 1 W= Hack 3 2 10
Testis: Atrophy, seminiferous tubule — 5 3 3 1@ 312 @ 3 5 4 1 (5)
+ 0 2 1 0 11/2 2 2 0 0 0
Epididymis: Granuloma, spermatic — 5 # #1/1 # 2/2 4 # 7 1/1
+ 0 i d # 0/1 & 0/2 1 # £ 0/1
Prostate:Cellular infiltration, — 4 i #1/1 & 2/2 4 # #t 11
lymphocyte, interstitium + 1 i # 0/1 ' 0/2 1 e # 0/1
Seminal vesicle: No abnormalities 5 b # 1/1 ' 2/2 5 # # 1/1
Examinations were made for selected 5 of 12 animals in each group. —: negative. +: slight. ++! moderate.

TK : Terminal killing. # : Not examined. UC: Animal with unsuccessful copulation. FP : Failed to cause pregnancy. (T) : Total.
Fk | Significantly different from control at 1% level of probability.

% ! Significantly different from control at 5% level of probability.

No abnormalities were detected in the brain, thyroid, parathyroid, trachea, stomach, intestine, adrenal, urinary bladder, spinal cord,
sciatic narve, bone marrow, lymph node and mammary gland.



Table 25-1 Incidence of histopathological findings of female rats treated orally with 4, 4 -methylenebis(2-chlorobenzenamide)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

After administration period After recovery period

Dose (mg/kg) 0 0.4 2 10 50 0 50

Organs: Findings Fate 1K TK X K TK TK K

No. of animals 5 5 5 5 5 5 5

Lung : Accumulation, foam cell — 5 i3 # # 4 # #

+ 0 ped # # 1 # #

Liver : Swelling, hepatocellular, - 5 5 5 5 2/8° 5 5

centrilobular + 0 0 0 0 6/8%k 0 0

Degeneration, fatty, — 5 5 5 5 1/8° 5 5

) hepatocyte, midzonal + 0 0 0 0 7/ 8%k 0 0
-3
(W]

' Microgranuloma - 3 4 5 4 7/8° 4 4

+ 2 1 0 1 1/8 1 1

Necrosis, focal — 5 5 4 5 8/8° 5 5

-+ 0 0 1 0 0/8 0 0

Kidney: Cyst, solitary — 4 % # # 5 5 5

+ 1 # # # 0 0 0

Cellular infiltration, — 4 # # # 5 4 5

lymphocyte, cortex + 1 # ® # 0 1 0

Nephroblastoma, unilateral negative 5 # # # 5 5 4

(malignant) positive 0 # # # 0 0 1

Examinations were made for selected 5 of 12 animals in each group. ~-: negative. +: slight. TK : Terminal killing.

#t : Not examined. a : Including three animals with macroscopic abnormalities.
%k . Significantly different from control at 1% level of probability.
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Table 25-2 Incidence of histopathological findings of female rats treated orally with 4,4 -methylenebis(2—chlorobenzenamide)
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

L
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After administration period After recovery period

Dose (mg/kg) 0 0.4 2 10 50 0 50
Organs: Findings Fate TK TK TK TK TK TK TK
No. of animals 5 5 5 5 5 5 5
Thymus: Hemorrhage — 4 0/1° # # 5 # #
+ 1 1/1 # # 0 # #
Spleen: Hematopoiesis, extramedullary + 4 4 4 5 1 5 4
++ 1 1 1 0 4 0 1
Deposit, hemosiderin + 5 5 5 5 1 2 0
+ 0 0 0 0 4% 3 5
Uterus: Dilatation, lumen — 5 # 1/1° 1/2° 7/7° # #
+H+ 0 # 0/1 1/2 0/7 # #
Cellular infiltration, neutrophil, — 5 # 1/1° 2/2¢ 6/7° # #
endometrium + 0 # 0/1 0/2 1/7 # #
Ovary : No abnormalities 5 # 1/1° 2/2° 7/7° # #
Pituitary: Cyst, Rathke’s pouch — 5 s 1/1° 1/2° 7/7° # #
++ 0 # 0/1 1/2 0/7 # #

Examinations were made for selected 5 of 12 animals in each group. —: negative. +: slight. +: moderate. +H: severe.

TK : Terminal killing. # : Not examined. b : Animal with macroscopic abnormalities. ¢ : Animal with unsuccessful copulation.
d : Including one non—pregnant and one animal with embryonic death.

% ! Significantly different from control at 5% level of probability.

No abnormalities were detected in the brain, thyroid, parathyroid, trachea, heart, stomach, intestine, adrenal, urinary bladder,
spinal cord, sciatic narve, bone marrow, lymph node and mammary gland.
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Table 26 The number of cells in seminiferous epithelia assessed by the individual examination in male rats treated orally with
4,4’ -methylenebis(2-chlorobenzenamide) in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

(%)
Dose No. of Stage II-TM Stage V Stage VI Stage X IT
(mg/kg) animals G P T G P T G R/P T G Z/P

0 5 Mean 0.73 2.57 7.64 1.25 2.55 8.22 0.11 4.16 7.33 0.14 5.96
S.D. 0.11 0.16 0.73 0.13 0.14 0.66 0.04 0.28 0.68 0.04 0.49

50 5 Mean 0.83 2.43 6.93 1.24 2.69 8.42 0.10 4.13 6.83 0.13 5.37
S.D. 0.29 0.10 0.73 0.17 0.29 1.16 0.02 0.39 0.66 0.03 0.65

: spermatogonia.

: pachytene spermatocyte.
: preleptotene spermacyte.
: Zygotene spermacyte.

: round spemaitid.

HNUO
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Table 27 Reproduction results of rats treated orally with 4,4 ~methylenebis (2-chlorobenzenamide) in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

Dose (mg/kg) 0 0.4 2 10 50
Estrous cycle (days, Mean & S.D.) 41 * 0.3 4.1 £ 0.3 42 + 0.3 4.1 %= 0.2 41 * 0.3
No. of pairs mated 12 12 12 12 12
No. of pairs with successful copulation 12 12 11 10 12
Copulation index (%) 100 100 91.7 83.3 100
Pairing days until copulation (days, Mean = S.D.) 1.9 =+ 1.2 1.5 = 0.7 2.7 = 1.4 26 + 1.3 4.9 * 4.3%
No. of pregnant females 12 12 11 10 11
Fertility index (%) 100 100 100 100 91.7
No. of corpora lutea (Mean *+ S.D.) 16.9 £ 2.1 16.0 £ 2.2 185 = 1.4 174 £ 2.0 156.9 £ 35
No. of implantation sites (Mean * S.D.) 15.9 = 1.6 14.8 = 3.3 17.1 £ 2.1 16.6 = 1.1 13.6 = 5.1
Implantation index (%, Mean £ S.D.) 95.0 = 11.4 91.7 = 14.9 92.8 = 10.5 96.0 = 7.6 81.8 * 274
No. of pregnant females with parturition 12 12 11 10 10
Gestation length (days, Mean + S.D.) 226 = 0.5 22.5 £ 0.5 225 £ 0.5 22.2 £ 0.4 22.3 £ 0.7
No. of pregnant females with live pups 12 12 11 10 10
Gestation index (%) 100 100 100 100 90.9
No. of pregnant females with live pups on day 4 12 12 11 10 10

Copulation index = (No. of pairs with successful copulation/No. of pairs mated) X 100.
Fertility index = (No. of pregnant females/No. of pairs with successful copulation) X 100.
Gestation index (No. of females with live pups/No. of pregnant females) X 100.

% : Significantly different from control at 5% level of probability.
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Table 28 Litter results of rats treated orally with 4,4 -methylenebis (2—chlorobenzenamide) in the combmed repeated dose
toxicity study with the reproduction/developmental toxicity screening test

Dose(mg/kg) 0 0.4 2 10 50
No. of pups born 149 £ 1.3 13.8 = 3.0 155 £ 1.9 16.2 = 1.5 14.0 = 3.2
Delivery Index 94.0 = 5.3 94.3 =+ 6.6 91.2 £ 175 975 = 53 93.6 = 6.4
No. of pups alive
on day 0 of lactation
Total 14.8 + 1.2 134 £ 3.2 155 = 1.9 16.2 £ 1.5 14.0 £ 3.2
Male 6.7 £ 1.6 6.7 + 2.9 6.7 =+ 1.6 7.3+ 1.9 7.2 £ 1.8
Female 8.1 £ 2.0 6.8 £ 2.2 8.8 + 2.0 89 + 1.1 6.8 + 26
Live birth Index(%) 99.0 = 2.4 96.9 = 8.0 100 = 0 100 £ 0 100 = 0
Sex ratio(Male/Female) 0.81 1.00 0.76 0.82 1.06
No. of pups alive
on day 4 of lactation
Total 14.7 = 1.2 13.3 = 3.1 15.2 = 1.8 16.0 = 1.6 13.7 = 3.0
Male 6.6 £ 1.5 6.6 £ 2.7 6.5+ 1.6 7.2 + 2.1 7.1 £ 1.8
Female 8.1 + 2.0 6.7 = 2.1 8.6 = 2.0 88 + 1.3 66 = 2.5
Viability Index(%) 995 = 1.8 99,0 = 2.4 97.7 £ 3.1 98.7 £ 2.7 98.2 £ 4.2
Body weight of live pups(g)
on day 0
Male 7.3+ 0.5 7.3 & 0.6 7.1 =+ 0.6 6.8 + 0.6 6.6 = 0.8
Female 7.0 = 0.6 6.9 £ 0.5 6.7 £ 0.5 6.5 £ 0.5 6.3 = 0.9
on day 4
Male 119 £ 1.1 122 £ 2.2 11.1 = 1.4 10,7 £ 1.6 104 £ 1.7
Female 11.3 £ 1.2 11.7 = 2.0 106 = 1.3 10.2 £ 1.5 99 x 1.9

Delivery index = (No. of pups born/No. of implantation sites) X 100.

Live birth index = (No. of live pups on day 0/No. of pups born) X 100.
Viability index = (No. of live pups on day 4/No. of live pups on day 0) X 100.
Sex ratio = Total No. of male pups/Total No. of female pups.

Each value is expressed as Mean*S.D.,except sex retio.



Table 29  External findings of pups from pregnant rats treated orally with 4,4’ —methylenebis {(2—chlorobenzenamide) in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test

Dose(mg/kg) 0 0.4 2 10 50
No. of pups examined 179 166 171 162 140
No. of pups with 0 1 0 0 0
external malformations® 0) 0.5+1.7) (1)) ) 0)
2 .
3 External malformations
Kinked tail 0 1 0 0 0
0) 0.5+1.7 () (0 {0)]

# : No. of pups (Mean*S.D. of individual litter percentages).

8€2-30 'ON Apnig
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Table 30  Visceral findings of pups from pregnant rats treated orally with 4,4’ -methylenebis (2-chlorobenzenamide) in the

combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Dose(mg/kg) 0 0.4 2 10 50
No. of pups examined 179 166 169 161 139
No. of pups with 0 0 0 0 0
visceral malformations” (0) (0) (0) (0) (1))
No. of pups with 4 8 9 2 1
visceral variations® (2.1%£5.6) (4.4+10.3) (5.7£10.5) (1.2+2.5) 0.7+2.1)
Visceral variations®
Thymic remnant 3 8 4 1 0
in neck (1.6%+5.4) (4.4%10.3) (2.5%6.5) (0.6%£2.0) 0)
Persistent left 0 0 2 0 1
umbilical artery (0) (0) (1.4£3.1) V) 0.7£2.1)
Bending ureter 1 0 3 0 0
(0.6+1.9) (0) (1.8x3.1) ) (),
Dilatation of 0 0 0 1 0
renal pelvis 0) (0) 0) (0.6£1.8) 0)

# : No. of pups (Mean=S.D. of individual litter percentages).
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