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w3 BEIEADPED SR,
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5 — O EBED Sz,

(5) MEEETH, S500ng/keBETHBROBKEEELD LESMEIL, BEROKEERD
ERDPEZRD SR,
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FRAE OHLEN S00ng/keREDHE 2 B8 1 BIRT T9ng/kg BOLE 1B RD SRz, %
Jo. REE LROBTEARCHEBEDORED LRFEED Tong/kg A EOBDH THINT
AEMBPED st
(8) LLEXY., CAS No.O5TRBDOREREIL LD ERBMIL. "Ong/kg LLOFDOETED
SRR NERCEDFHBERR RN 2822, T0ng/kg LEDOFEDERK
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AETHH-THOI B M TRERAHERBA SR LD DNREHFETOE T
BTN & DBHER IR,
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(4) BLEXD. CAS No.95738D4EAE « HEWHTEIELEEELL T, S00ng/kgt TR
DIETHRD oRF-. iz, TOREL L THOAME RUBIEREOBIENEE 2R
B3 BFR. TRbb, FEOHSRM TREBGIFIERIEH Shirnd 5 dRBEY
DEFEBLRCEPERBER. ChO6DI LS, BRI Y~V TRBRICET
% CAS No.95738 DUMEEIYOATE - RAEICH T IEEBEWMHE L £ MIng/ke/day
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REBRYEE. XOBEMEXRT 2,4-Y ooy y (BAF. CAS
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ERERE  F 03529R T 045048) L. % SOPOKEEROBENTH S Z L2 HR
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4. KBREORE. HIT RUEIEEN

KRN, FEROAERERR (UHHMKERSER) OoFRESZ L RE L.
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FRROSAZRBREPHOLERICK Y BEBDIIN U THELEENRN S L HHX
75 500ng/kg/day. EAEFBEAHEZENETHS 12.50g/kg/day . PRIBEIRE
ROEDEHAFIETH S "Ong/kg/day (A 6.3) 2 U, THILBEAERHFHEKAER
5338BEHT. #t48E U (Tablel) .
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1. BT HHE

(1) — kel 52
—BRKEBBIZE D ES Table 2. INDIVIDUAL DATA 1-1~1-4. Appendix 2-1~2-4
b,

{
‘ﬁ

FREEDS S00ng/kgHET 122t R o, HHREELLE U TARFEOEELR
BPRD Sh . BERE TOng/ke ATFOBETERD S (12.5ng/kgBE 2 1 H1.
TOng/ke®E: AH) . TOHBSAEE CAS No.S57TRE S THEREMIHINT B(E
BA#SNTEEDOD, HRELEEL T g/l FORTHEERZRRD SHL
Pof. BB, FERRE. RE4BEDRIIRESEZI SH 2B E TOMIIEDS
. SERREYSEREELE,O .

ToMIZ. BRARICKE. W% REORBREAEERELE. REQABRES
ERECE LREOREEEAEEREEE L S BROIBD SR,

(DHEHD
thEHB % Figurel. Table 3. INDIVIDUAL DATA 2-1~2-4:R L fz.
BREBHZEL T, HEELEEL TEELRZERAD ORI T,
(QEH=E
BSOS % Figure 2. Table 4. INDIVIDUAL DATA 3-1~3-41Z7% L7z,
I EREE & L#i U T S00ng/keBE THRE 2B BN EBHEOBA PR iz,
() MEFHI%E
M#EFEREDOHHE %L Table 5. INDIVIDUAL DATA 4-1~4-8iz3% L 7z,
Xt EEE & e U T S00mg/ ke B T MUMRE DA KBS S hiz.
(5) Mg AL ¥ e |

AL FRREDH K% Table 6. INDIVIDUAL DATA 5-1~5-8iZm L7z,

I ERE X LB T 500ng/kg #To - 707 Y UAEDET. 2V T XAFI—E
o, NUTUEY FRORZRZEROBODBED Sl



B)RETEE

BEERRUBEHRBEERLLONES Table 8. INDIVIDUAL DATA 7-1~7-8 =ik
Utz

X BREE & LI L T S00me/kg HTHBRUBBREZOHNEVCEKEERL O LEM
Rbohl.

(7) &1k

MO IE%E Table 9. INDIVIDUAL DATA 8-1~8-4. Photo.M-1iZ5RL 7z

FREFEOREBALDN S00ng/keBED 128F O flicRBd ohiz. TOMIZHAERRR
LU TRENARBKEBFLRCE LBRORBERANZD R,

B REMBREIRE _

BB THREDH KL Table 10, INDIVIDUAL DATA 9-1~9-4. Photo.H-1~
H-B4Z Uiz,

HEB~OFREE2RBRTIMRALL T, MNERLHEDIFHIERERD S00ng/kgBET 12
FlesicRd oh. WEELESE LU THESEOFERENSBED o, AFR
B, BHEHLEABRRARFAE TE 227000, TOng/keBHETH 2RO SRTZ

BHE~OREETRRTIAMRALL T, BERAE. REEOHE. FMT LROER
RUBAN, BEHrAERERFAETER» 220D, 500ng/keBED 28 T
T9ng/kg O 1PIrRO SRz, £, FHELROBTFEBLERCEFBRIELEDOL
FEEED Tong/keh LOBTHINT ZEmMBHoh (WEEE: SH. 12.5ng/kg B :
3%, 79ng/kgB @ 10, 500mg/kef¥ : £41) . MBELHEL T S00ng/keBTHE
RENPRD ORI,

TREOFHEERET ZAMAEBED oL ho i,

Zoftiz, BRICHTARE., CBIDOGABRETICBTSV O NHRKe22 LT 3RBRME
R, HEREERE eI OEBEMRNE,. MOMEE ST IRKE, M
RABLAEKIL TEHELEELEERECHNBRASBESREE 2 SHEHICRD

Sbhiz. BB, HRICBIIELEROEREZICHIGL TERICH T 2MERE4E
FHESBEPRD SN,
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o, B HTELE
(1) — Btk

—BREERBOBE% Table 11, INDIVIDUAL DATA 10-1~12-445 L 7-.
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ng/kg®E ¢ 1B, T9mg/keBE 2 281) A WL LB L T Mng/ke A FORTHEE
REGRD SRRSO, 2B, FEKE. B54 08U RIS SR E5H$20
HETOMIED SR, AH RS L HEGNEES oz, TOMic, RERERE
&% L HE S RIFEC SHERO LA, B8, RE0EBEORERR. £ YR
B 1 AR SRR 22 < BKRMIT BROD BTz,

SEREARI T Ik, FEEEA R 516 5B 550 1 BRI E TOMIZ. 500ng/ke D 114
B b, TOMc, Wl REQEEORBER. & L YEORRS
500mg/kgBED 1 IR STz,

EORETE, REARSHELS 53 HOMIT. 500ng/keBED 5 k2 Fliz B
SR, ZTOWRIC. HBEORESNERD LIRS Shi,
(DR EHS

WEHB % Figure 3~5. Table 12~14. INDIVIDUAL DATA 13-1~15-4477% L=,

SRR S T, HREE Y Kl L THEREERY Shiabo k.

SEAEIIRS THE. 500me/keBE THEDMMMHNH Sh, WEEE HHL THEEN
B R U IR A B E B Shis,

BEBE TR, 500ng/keBE THREOMMIDSISS Sh. AR HEL TEESN
S HBERESRD SR,

(3) e R

BIEE DL % Figure 6~ 8. Table 15~17. INDIVIDUAL DATA 16-1~18-4ic:R
U7,

KE AR R B 5 R R AR T, 500me/kgREDIE BT AT FEEE & 0 BAE < HEB L.
SRR B THRS 108 BRUHES A B EERERRD Sh.

MEGM T, KRR S L TSR BB SR T,



(WETER

REEERUHEREESHOMES Table 19, INDIVIDUAL DATA 20-1~20-4 iv
R Ut

Xf REE & LB L T S00ng/keRE THIRHAEESLLL O EEBED shi-. Tz,
12.5ng/kg BTEE (F) EZORBRLSRCHBEERLOETHRD Shi-H, HEK
FHREERCEEHTH DI,

(5) &%

HB D% Table 20, INDIVIDUAL DATA 21-1~21-4iT5RU 7=,

FEDONEGIED 500ng/kg BEOFRED 1 GRS Shi-. TOHICFEDONRIE
RUBRAERUERRIAERE S HEREEZSBRHID o0z

(6)FHEMRFHRE

FEMBEAREDHKEE% Table 21. INDIVIDUAL DATA 22-1~22-4iz %L 7=,

BERE~NDORBERETIFALL TERATOHER. BT LEOERRUVEELN
500mg/keBED 1 IR SN iz,

FTHOFRHERERT SR LE LT, HIRIEBIITEORMEEIINLL TFER
BARCTFEBELD S00ng/keBED L BIIZAD oh iz,

ZoMiz, FRIIREETEIISIIFMRORBEER. BRICELHEERCSY
PARKGE. FEBERBIBII2AKUNERVCEBIZARR. HomEH B 28K
nhE. MlENEBLRKL, BREBEDS ofi. RFEE. FHRz2 LT85 EEH
REERUCHBARKEROBERCIER () IRz s BEREE i < 3
KR ohi, &b, RIS ITSIERBOFMEITIEL TRE., EROBRERCH
BEBPBRD ORI,

3. HESYOLERM - REXRIETHE
(DA FERERE

HFERERRE DB KR Table 7. 18, INDIVIDUAL DATA 6-1~6-4. 19-1~18-4,
Appendix 1-1~1-4}2R/U Fz.

BOURABRETIE., BENIIORBREPHCARU 2RI T EEHD 25 R
O T9ng/kgBED 1 H (NTHOEBOKIZ U H) 0. REHRIA I BER L o8k
g% 500ng/keg B 26 (FER) BD SR, TOROH TR EELEAPER
U. RSB0 & B 5 WM O%E A ZERED sh iz h o,

-18-



TRREE L L T S00me/keBE TEMBOETHAED S, T OFREFFIBE 124
7%?50t0@£\%Ei?bﬁﬁkﬁ%&%ﬁ%@%&f‘§E$MDfn@$
H 100%TH ol

S00ng/keBETH. FETH - THDI B, BOERMBE T REORD S L%
BRI Gl TREBNMFRFIIERPHSHR D D VEERTOFFES 1 ~ 2K TH
BT EDMERINRT-, Fh, WHEEE. 12.5. T9%R T 500ng/kg BOEEHBELL -3
T, BEALDHTERIZ LN, BERORTIRLIERAD SN,

(DS /B CBETHEE

DBBRCBETHBEOBRIE% Table 22, INDIVIDUAL DATA 23-1~23-4iZr Uiz,

HEFELHRL T SEERY. ERER. SRE, REERY. LEHEDIRLETR
R¥L SR, B4R, i, HERRRIETRY. SREE. LERRUEERIC
DWTEERERZRD oI,

BE. FTHEVHEREROCTHROFIISWTERD sk ho

QYA ROEFE
HAERDOEFE DR E % Table 23, INDIVIDUAL DATA 24-1~24-41TR U Tz,
WREELHEL T, IEREBRIEAERZRRD o2 P o,
(DA RO BAKERE

WA RO AR O % Table 24, INDIVIDUAL DATA 25-1~25-4305R L7z,

EERE 2 BT CAS No. 957388k 5. L DEIE X R § SEREBD oot i,
RO OSNT-ERZIRDBEY TH o7,

MR TIE. HE 1 ~3HEDFECHE 855HE 4%, H25E3fic. FHE
BONEGRTIE. EBREOERCLRCESEEIES LR sl 12.5
ng/kgBE T, WE 2~4 HEDFECHH OB METBBI L2 Pt 1 FliciR® o iz,
Tng/kgBE T, WE 2B HRTCHH SFHESSHA. #16lic. RAERSRENE]L
B R Gtz S00mg/kgHETid. WE 2 BB THHE 358 05, &2 528D
o3t

O HEROKEHE

WAEBDKEHE % Figure 9. Table 25, INDIVIDUAL DATA 26-1~26-4i0R U7z,

SHREEE & LB L CL S00ng/keBEQOMEETHE | RU4BEBIIKEDEEI DD SN
7=,

-19_



(6) i R D EIBR

HAERDEHBRD AR % Table 26, INDIVIDUAL DATA 27-1-1~27-4-210 %L #=,

WS BT CAS No. Q573885 & DEEE R "B T DFIARBO 6hi o, i,
ROONREFHRRIRDEY TH o=,

HRUFTH. WTHOEIBOWTHRERRD shzdho ),

FA4HERERLULGIDS B, HEBETENESRNORESH]L #. FEONNE

BoECAE, BEREOHBA(RUTESBE TICHEREBESELFIZ. T9ng/ke B
TRAEHOREI E LFIZRD ORIz,

-20_
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,4-vrouo bz (CAS No.95738) @ 12.5, 78R TF 500mg/kg/day %85 v h D
RIAHBT X DA6HME. 5 v FoOREMI4BM. RERCEEDM. WE3HEE ol
McEOREREL., BESY~ORERSCIIRBRUEH - RECRFTES IO
WTAI Y == TEBERTH 1.

—BOREBE T, BEEZITHEEN CAS No.95738 RO W I RD bht-. FEK
. SHERECHAEFENGL. HEHBDENERHPED Sh, CAS No.95738% 51z
EBEDEEZ ORI, U, 12.5ng/kegfk D HBFEIBBEL Ll eEho0-. RED
FREE L TERBEDEOYESE X onB. HRTHTRLRLEODWBRICEEL - BE
BRI R Shs o . 2B, KERICBWT, CAS No.95738% KBRS LI B2
WHEIR-AREFDORARLADE BT REOHBRIERA L EX SR DER
oD ool

BEHEB T, 500ng/keBEOM T, HBERCHEMEHORERMEDORAH 5034
MBOBETHS, i, BREHERCEERERICEEHEEORAS HHED Sh. C4S No.95738%K
BB EEBLEA OGN, AHOETIER. BRE2HBEEEORAHSED o, 148
R 5 2KER X FIBRIC CAS No.95733 DWIEHRSIr LARBLEX Shi.

MEFERE T, 500ng/ kgD M TIUMREORAD BB sl Moo 2 E0E
EAR Y T —ORBMBRA L > TEMBHROBEP TSI T EREO/RAH ohd L
PEREXZRTHE VD CAS No 95738 e B W T H AR R RE I X B S AX il 45
FERR TRFEMEINREOER. MBRUARBEOBHIIEERRD SR PoT,

#HE - MEBTE. FRBRICBSVWTHNEDLHEDRMRERDS S00ne/kgEDHET 1284
Blieidd o, BERIFEHICHEABRLRLRBAEOHEMEZR L. CAS No.95T38 540 X B B
WHTERBEEX ORI, 2. AR Ong/keBFOHETH 2HIcED ORI &dn
5. CAS No.95738HEIZ X BEEE TOng/kgDHEBILHBRATVWEHDLHEI N, £
DI, IS 2L LT, 500ng/keBt THEEZ LD L FAHIIT. BBas
EirEdonl, BRSOV TR., FEFLEOERERVELE. FETOLERREN 75
ng/kg A DBEDBE R T 500ng/kgBEDHED 1 ~ 241238 SR, CAS No.95738% iz &V
BRIIBEEZTTNWII &N rEIN:., £/, RATLEOBETFERUVHBREOLE
2 S00mg/ke OB THAFHNERE L NBEEDOWNAZED Sh. /. T9ng/keREDMH
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THHEMOEA BB ORI h o, BRRET IR TS 25 CAS No.95738 #45
WEVHET DI HDLEX SN, 7B, MY 0ER L L THRBRRUBEOBEE N
SRTEHDY | HUBETHS CAS No.95738 HINSDBE~BERRIFT DL E
oz,

500mg/kgBEDEETIE. MBFEBHOAY VT X F S —EDHMBEUTRZBROBADBED S
N, BFETETH >/, CAS No.B78DHFED DV FRICHITIHELOBEESE D
EXSNT, ZTOMIZ. S00ng/kgBDOME T, a1 -2 O7 U HBEDETHBED S48
BER. TV7IVRT AMCHITHER L OZERD RN b, EHFHERI
BOHDEFEX SR, £z, AROET NI VLU FOBABED Shl- B, MR
THOLNFERT—FLVIBELRT LALROTHEHAER T HEE. BERER
BERRRDRE eSS, CAS No.95T38EE L ORI 2V LD L E X SR,

BAE &Y. CAS No.95738D RE R Gz X B EHEMIE. TOng/kg U LOBOBH TR
SR I RO NERLED FFHRE R E R T 208, T9ng/ke L EOHEDERT
500ng/ke D ETRD SO - BRORME LROEHRREUVBE. RETOHIRR VBRI
HTARE. RU 12.50g/ke A LOFHOBETRD oN-HRETH o/, Chopl e
5, BRI Y= VREICHITS CAS No.95738 REREICL ZBPBEE (NEL) 12
e Hiz 12.5ng/kg/day R TH B L MWRBENTz, 721U, 12.5ng/kg B TRBIEH
BHER 1RO NTDOHRTH Dz,

BEESHOERMERE T, 500n/keFE TRBEDOETHBID o, FAHEFBIXIZHEH
THTH->l. D35, CHIZ PO TR., £HBROCALBERICREETH T SRE
FHFRRRBD oz o, EHFRENIRIZEBRBH SRRV H BN RERHD
BFRBALRNTEDPHER IR, CNoDI &b, CAS No.OBTRFB ST K YV HEDOER
BRUBAEHBOEEMEESE U PRI, B> TRERYEREICX
VREBREBOMES 2, FEORESLIBICEDS O, ULELLZ2ES, WTih
REFHERIRTEY, /o, HEARDLRNI L6, FEOKERETIIHLNT
ol

—%. HREUEEY TR, 2R RCHE4L BEE TOMEITEIC CAS Xo.95738
BEWLDERERBED Qb olz, HEROBHETE, 00ng/keFHETHE LBHLXVE
hERR L. CAS No.95738D AL TS IZ X B HENRD SNz,

P, BEBOBREHSNEWNBELOZERDoNT, -, HEROEEE., —&
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WEEB B R U HBRIZE T CAS No. 95738 5 X BEBIXRH Shulr o T,

PiEXY. CAS No.85738D 45l - FEAEICHT DERBE L LT, 500ng/keBt THRBRHED
ETHREDoRT, Flz. TDOREAL U THOLERME RUCBEREOBIEHEE % 7T
BHR. TRbHLH. REOEZBH TRBEIHICERER ShBRVH IV REBREHOET
B N PR ER, Chbenllho, KA U=V JEBIIBIT A CAS
No. 95738 DB Y DAL - REN M T HEP TSR L BT T9ng/kg/dayTHB &
BRI NI,

BENEBREYFE OIS HEMEE I 8 A IiFE U 7= 2= E I> 3
= B B B N

BREBEOEEHIHBEREL-LEDRIRAZARRD sk 0T,

23 SrEk

-

LDZBHE OES (198D . 2,4-¥ 70 rasy Mo AR O0ESERR.
2. BEZE S (1977) . HEFEOEELIEM. p.557, 684-685.

HAXFA At x— €L,
3. dejEEHE S (1982) . EF¥, p.105. BRRASHETE. ¥ 1RIRGT.
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Table 1. Experimental design for the combined repeat dose and reproductive/developmental toxicity study of CAS No.95738 in rats

a

Concentrat ion No. of animals
of CAS No.95738 Volume 00 mrmememmemeeemeemececcceeceeo

Group (w/v %) {mL/kg) Male Female

b ¢

Control 0 0.400 12 12

CAS No.95738 12.5 ma/kg 100 0.010 12 12

CAS No.95738 79 ma/kg 100 0.063 12 12

CAS No.95738 500 mg/kg 100 0.400 12 12

a: CAS No.95738 vas dosed orally to male rats for 46 days included before mating and mating period, and to female rats from day 14 before
mating to day 3 of lactation,

b: Control vas purified vater.

¢: One of 12 animals died on day 13 of administration because of an operation error.



Table 2. General appearance of male rats dosed orally with CAS No.95738 in the combined repeat dose and reproductive/developmental toxicity study

Group Control 12.5 79 500
No. of animals examined 12 12 12 12
a
Scab of perinasal region
Stridor
Salivation

Bloody soiling hair of perigenital region
Soiling hair of perigenital region
Cutaneous mass on right upper eyelid

oo o oo
(=Y = Y IO (Y
(=N R =]

a: Values are no. of animals vith findings.



Table 3. Body weight changes of male rats dosed orally with CAS No.95738 in the combined repeat dose and reproduct ive/developmental toxicity study

No. of Day of administration Autopsy Body weight gain
Group animals 1 2 5 7 10 14 21 28 3% 42 46 day  Day 1-46 %a
b
Control 12 386.6 392.3 405.2 414.0 425.6 436.5 464,06 487.5 505.7 520.4 528.8 501.2 162.250  34.638
20.1 19.9 26,7 26.3 K| 32.7 37.2 39.4 42.1 44,9 46.9 43,9 31,265 6.825
CAS No.95738 12.5 mg/kg 12 386.3 392.7 4£06.1 £12.1 424.8 438.9 £66.2 492.7 5

14.8 534.0 540.9 512.7 154,583 39.829

18.5 18.9 2.6 25.0 29.4 30.2 32.6 36.5 3.6 2.8 45.0 ¢3.0  28.372 5.689
CAS No.95738 79 mg/kg 12 388.2 390.6 4£01.0 £03.3 #4125 421.8 447.3 476.3 500.0 522.3 528.3  501.1 140.08% 36,043
20.5 18.4 19.8 26.6 3.5 3.4 35.7 36.7 39.0 39.7 39.9 3.7 26,593 6.400

CAS No.95738 500 mg/kg 12 384.8 375.0 395.6 403.7 £15.7 426.8 £51.1 §76.1 499.3 520.0 527.1 496.0 142.250  37.028
17.3 22.6 20.4 2.2 23.9 25.9 21.4 28.0 29.0 3.3 32.9 29.9 28101 7.35

a: (Body veight gain / body veight on day 1) x 100,

b: Values are means and S.D. thereunder, and expressed in gram.



Table 4. Food consumption of male rats dosed oratly with CAS No.95738 in the combined repeat dose and reproduct ive/developmental toxicity study

No. of Day of administration
Group animals 1 2 5 7 10 14 21 28 35 42 L6
a
Control 12 27.9 21.2 27.7 27.9 26.8 27.1 28.5 28.0 27.2 26.3 28.5
3.1 1.9 3.0 3.0 .1 3.5 3.9 3.4 3.5 3.7 3.2
CAS No.95738 12.5 mg/kg 12 21.8 27.4 21.3 26.3 26.8 28.3 29.2 28.0 28.3 28.3 27.3
2.9 2.7 5.1 2.5 3.2 2.1 2.8 3.2 2.7 4.8 3.2
(11)b
CAS No.95738 79 mg/kg 12 28.3 26.2 24.8 24.3 266 26.1 27.9 27.8 27.1 2.7 27.0
31 3.6 2.9 7.1 £.9 5.3 3.8 4.3 37 3.8 3.9
(10)
CAS No.95738 500 mg/kg 12 26.0 15.8%x 25,5 26.6 26.6 28.7 28.8 28.1 28.6 21.7 29.2
2.9 £.7 2.5 31 3.1 5.1 .5 3.4 2.6 2.3 3.2

a: Values are means and S.D. thereunder, and expressed in gram/day.
b: Values in parentheses are no. of animals examined.
##: Differs from control, p<0.01.



Table 5. Hematological findings of male rats dosed orally with CAS No.95738 in the combined repeat dose and
reproduct ive/developmental toxicity study

No. of RBC Ht. Hb. MCV MCH MCHC WBC Plat

Group animals 10°/pl % g/di fl pg % 100 0%
a

Control 12 8.438 £6.45 15.28 55.08 18.05 32.81 12.89  1154.8

0.300 1.31 0.69 .41 0.61 0.9 4.06 114.5

CAS No.95738 12.5 mg/kg 12 8.540 48.02 15.50 56.28 18.13 32.26 .35 1129.3
0.439 2.02 0.49 1.7 0.65 0.83 1.95 80.4

CAS No0.95738 79 mg/kg 12 8.608  47.66 15.50 55.38 17.97 32.48 1143 1076.4
0.383 2.26 0.65 1.39 0.55 0.8t 3.26 80.0

CAS No.95738 500 ma/kg 12 8.248 46.44 15.17 56.36 18.36 32.62 9.78  1047.9x%x
0.265 1.16 0.40 1.58 0.68 0.72 3.39 55.0

(cont inued)



Table 5. (continued)

Hemogram of WBC

Neutro

No. of Ret cT PT APTT Stab, Seg, Eos. Bas. Mono. Lymp.  Others

Group animals % sec. sec. sec. ¥ ¥ ¥ % ¥ % %
Control 12 141 260.3 14.06 28.98 0.1 13.8 0.6 0.0 0.0 85.6 0.0
2.4 48.4 0.7 1.81 0.3 S.4 0.5 0.0 0.0 5.7 0.0

CAS No.95738 12.5 ma/kg 12 13.5 250.1 14,35 29.99 0.2 14.1 0.3 0.0 0.0 85.4 0.0
2.7 62.7 1.09 3.16 0.4 .9 0.7 0.0 0.0 5.1 0.0

CAS No.95738 79 ma/kg 12 13.1 237.6 14,99 3113 0.1 14.2 0.3 0.0 0.0 85.4 0.0
2.3 60.1 2.11 3.9 0.3 5.3 0.5 0.0 0.0 5.3 0.0

CAS No.95738 SO0 mg/kg 12 12.8 242.7 15.61 3.1 0.2 15.2 0.7 0.0 0.0 84.0 0.0
1.3 52.3 1.9 3.1 0.4 4.4 1.0 0.0 0.0 5.0 0.0

a: Values are means and S.D. thereunder,
»+: Differs from control, p¢0.01.



Table 6. Biochemical findings of male rats dosed orally with CAS No.95738 in the combined repeat dose and reproductive/developmental toxicity study

Protein fractions (%)

No. of TP Alb A/G Alb Globulin GOT GPT CHE Y -GTP T-Bil Glu T-Cho
Group animals g/dl g/dl a @ B Y 1u/1 /L U/t 10/1 mg/dl mg/dl mg/dL
a
Control 12 6.19 0.614 46,48 21.85 6.90 6.72 108.0 28.8 53.8 0.88 0.10 143.8
0.21 0.10 0.030 2.55 1.71 0.99 .1 1.47 22.9 ¢.8 7.7 0.29 0.00 14.7 13.0
CAS No.95738 12.5 mg/kg 12 6.31 2.42 0.617 §7.22 22.75 6.67 16.52 6.85 116.7 30.5 57.0 0.88 0.10 138.4 58.
0 0.08 0.025 2.1 1.71 0,87 0.71 1.64 5.2 13.9 0.32 0.00 12.6 10.7
CAS No.95738 79 mg/kg 12 6.28 2.45 0.635 §7.57 21.81 7.18 16.48 6,95 107.0 21.8 52.8 0.9 0.10 150.2 62.8
0.23 0.09 0.035 2.58 1.72 1.05 1.16 17.4 b4 24.3 0.0 15.3 11.6
CAS No.95738 500 ma/kg 12 6.23 2.44 0.642 £8.70 19,83 7.36 16.49 7.63 111.8 33.8 96.9%% 0,88 0.10 146.8
0.36 0.14 0.032 1.93 2.47 1.10 1.02 2.2¢ 16.9 12.7 61.6 0.30 $.00 22,4 161

{cont inued)



Table 4. (continued)

No. of 76 PL BUN Crea Na K Cl Ca p
Group animals mg/dl mg/dl mg/dt mg/dt mEa/ L mEq/ L meg/l mg/dl mg/d{
Controtl 12 57.0 115.1 18.43 0.57 14413 4,843 106.1 9.52 7.58
43.3 25.2 1,44 0.09 1.35 0.271 1.2 0.37 0.87
CAS No.95738 12.5 mg/kg 12 8.3 103.3 18.76 0.5  144.79 4,698 107.1 9.3 7.33
12.6 12.6 1.42 0.07 0.86 0.275 1.6 0.33 0.69

CAS No.95738 79 me/kg 12 69.3 112.9 19.07 0,59  143.7 4.576 106.7 9.38
b4 & 19.0 1.65 0.05 1.59 0.273 1.2 0.22 0.61
CAS No.95738 500 mg/kg 12 0.3 1221 16.44% 0.52  143.79 4.808 104.8 9.42 6.96
7.2 17.7 2.13 0.06 1.03 0.263 1.5 0.32 0.63

a: Values are means and S.D. thereunder.
%: Differs from controt» p<0.05.
x%: Differs from control, p<0.01.



Table 7. Influence of CAS No.95738 on reproductive ability of male rats in the combined repeat dose and reproductive/developmental toxicity study

a b
No. of No. of No. of pairs Days between the Copulation No. of Fertility
animats pairs with successful starting of mating index pregnant index
Group examined mated copulat ion and copulation % animals %
c d
Control 12 (A 1 1.940.9 100.0 - 1 160.0
CAS No.95738 12.5 ma/kg 12 12 12 2.4£0.9 100,0 12 100.0
CAS No.95738 79 mg/kg 12 12 12 2.8:1.7 100.0 12 100.0
CAS No.95738 500 ma/kg 12 12 12 2.212.0 100.0 _ 5 41, 7%

a: (No. of pairs vith successful copulation / no. of pairs mated) x 100,

b: (No. of pregnant animals / no. of pairs with successful copulation) x 100,
¢: Excludes one pair made no examination because the preassigned mate died.
d: Values are means and S.D.: and expressed in day.

»#; Differs from control, p<0.01.



Table 8. Absolute and relative organ veights of male rats dosed orally with CAS No.95738 in the combined repeat dose and reproductive/developmental toxicity stud&

Body Thymus Liver Kidney Adrenal
No. of veight Right Left Right Left
Group animals g ng 107%% g ¥ 9 ¥ g ¥ mg 107%% mg 107%%
a
Control 12 501.2 317.3  63.388  13.584 2.706 1.691 0.339 1.665 0.333 21.4 5.497 29.4 5.921
43.9 59.9  11.305 1.612 0.130 0.190 0.038 0.192 0.036 3.8 0.822 b4 1.076
CAS N0.95738 12.5 mg/kg 12 512.7 1.9 73.13% 13,569 2.651 1.736 0.338 1.715 ¢.333 26.4 5.182 28.6 5.595
§3.0 66.0  14.830 1.305 0.181 0.223 0.028 0.229 0.030 2.9 0.689 3.9 0.799
CAS No.95738 79 mg/kg 12 501.1 314.8 63,133 14.35% 2.856 1.793 0.358 1,766 0.349 25.8 5.158 27.6 5.512
367 65.2  13.6%9 1.879 0.226 0.219 0.034 0.254 0.041 4.6 0.965 5.4 1.047
CAS No.95738 500 mg/kg 12 496.0 35,1 63,698 16.104xx  3.243xx  1.973kx  0,398kx  1,948%x 0,395k 27.4 5.556 29.5 5,968
29.9 7.2 10,242 1.954 0.292 0.194 0.038 0.173 0.037 4.2 0.971 3.5 0.798

(cont inued)



Table 8. (continued)

Testis Epididymis
No. of Right Left Right Left
Group : : animals g % g % g X g %
Control 12 1.668 $.335 1.658 0.334 0.612 0,123 0,603 0.122
0.086 0.040 0.118 0.044 0.038 0.014 0.054 0.016
CAS No.95738 12.5 mg/kg 12 1.708 0.333 1.668 0.327 0.602 0.118 0.586 0.115
0.118 0.017 0.106 0.019 0.053 0.008 0.046 0.010
CAS No.95738 79 mg/kg 12 1.622 0.326 1.607 0.322 0.593 0.118 0.585 0.118

0.149 0.034 0.153 0.034 0.042 0.01 0.041 0.01

CAS No.95738 500 mg/kg 12 1.628 0.329 1.603 0.323 0.59 0.121 0.574 0.118
0.102 0.022 0.105 0.021 0.024 0.007 0.028 0.006

a: Yalues are means and S.D. thereunder.

%: Differs from control, p<0.05.

x%: Differs from control, p<0.01.



Table 9. Gross findings of male rats dosed orally vith CAS No.95738 in the combined repeat dose and reproduct ive/developmental toxicity study

Group Control 12.5 79 500
o. of ammls wamivedw w w u
a :
Liver : Dark brown discoloration of all lobes 0 0 0 9
Soiling hair of perigenital region 0 0 0 2
Upper eyelid (right) : Cutaneous mass 0 0 0 ]

a: Values are no. of animals vith findings.



Table 10. Histopathological findings of male rats dosed orally with CAS No.95738 in the combined repeat dose and reproductive/developmental toxicity study

a — e e m e
Group Grade Control 12.5 79 500
No. of animals examined 12 12 12 12

b
Liver : Centrilobular svelling of hepatocytes + 0 -0 2 12
Kidney (right/left) : Hyaline droptet deposition in tubular epithelium + 5 3 10 12
Eosinophilic body deposition in tubular epithelium + 5 3 10 12
Hyaline cast + 2 0 0 1
Granular cast + 0 0 i 2
Dilation of tubules + 0 0 1 2
Atrophy of tubular epithelium + 0 0 1 2
Regeneration of tubular epithelium + 0 0 0 1
tt 0 0 1 1
Heart : Zomal infiltration of cellss mainly lymphocytes in periepicardial region + i 0 0 0
Zonal infiltration of cells, mainly histiocytic cells in periepicardial region + 0 0 0 1
Focal infiltration of cells, mainly histiocytic cells t 1 i 1 2
Lung : Calcium deposition in blood-vessel vall + 2 3 0 2
Ossifying calcification in alveoli + 1 0 1 1
Pituitary gland : Ciliated epithelial cyst + 3 1 1 0
Prostate : Prostatitis + 2 0 1 2
Upper eyelid (right) : Abscess with proliferation of histiocytes in dermis + $c 3 $ 1 d

There were no abnormal findings in the spleen, cerebrum, cerebellums thymuss thyroidss adrenals, sternum and femur {bone marrow) testes or epididymides.

a
b
c:
d

1+ = slight and ++ = moderate changes.

: Values are no. of animals with findings.

= not examined.

. Yalues in parentheses are no. of animals examined.



Table 11. General appearance of female rats dosed orally with CAS No.95738 in the combined repeat dose and reproductive/developmental toxicity study

Group Control 12.5 79 500
{Before gestation period>
No. of animals examined 12 12 12 12
a)b
Clonic convulsion, death 1 0 0 0
Salivation 0 1 ? 12
Stridor 0 0 0 1
Soiling hair of perigenital region 1 0 0 2
Fracture of left upper incisor 0 0 0 1
(Gestation period? ¢
No. of animals examined 1 12 12 "
Salivation 0 0 0 "
Stridor ‘ 0 ] 0 1
Soiling hair of perigenital region 0 0 0 1
Fracture of left upper incisor 0 0 0 1
(Lactat ion period>
No. of animals examined 1 12 12 5
Salivation 0 0 0 5
Scab of right nasal region 1 0 0 0

a: Values are no. of animals vith findings.
b: Judged death because of an operation error by the autopsy findings.
¢: Excludes one animal because of error in confirming successful copulation.



Table 12. Body weight changes before gestation period of female rats dosed orally with CAS No.95738 in the combined repeat
dose and reproductive/developmental toxicity study

No. of Day of administration Body weight aain
Group animals 1 2 5 7 10 14 21 Day 1-14 %a
b {1)c (1) {1
Cantrol 12 231.3 233.8 237.8 241.2 245.0 255.0 - .M 9.147
15.6 12.8 17.3 16.5 19.3 191 13,907 6.033
CAS No.95738 12.5 ma/kg 12 229.3 231.8 235.3 240.6 261.2 250.4 - 21.083 9.23%7
9.0 9.5 10.0 1n.7 12.4 13.3 11.253 5.063
(1
CAS No.95738 79 ma/kg 12 230.3 2341 237.3 242.5 244.8 252.5 2700 22.250 9.708
9.7 10.6 9.8 9.7 9.8 10.3 6.982 3015
(1)
CAS No.95738 500 mg/kg 12 231.5 231.0 2371 242.4 2646 248.7 260.0  17.167 7.452
13.3 1.8 14.9 14.8 16.3 17.7 12.187 5.161

a: (Body veight gain / body veight on day 1) x 100.
b: Values are means and S.D. thereunder, and expressed in gram.
¢: Values in parentheses are no. of animals examined.




Table 13. Body weight changes during gestation period of female rats dosed orally with CAS No.95738 in the combined repeat dose and reproductive/

developmental toxicity study

Body weight gain

Day 0-20

%2

No. of
Group animals 0
Control 1 260.0
19.6
CAS No.95738 12.5 mg/kg 12 257.8
15.2
CAS No.95738 79 mg/kg 12 260.5
13.9
CAS N0.95738 500 ma/kg 5 259.6

2.1

268.1
19.9

264.3
15.6

266.4
14.6

264.0
23.2

332.5
2.8

328.9
23.8

157.636
20.844

150.083
17.962

150.917
21.973

121.400%
31.926

46, 694 %%
10.895

a: (Body veight gain / body weight on day 0] x 100,

b: Values are means and S.D. thereunder, and expressed in gram.

%: Differs from control, p<0.05.
#x: Differs from control, p<0.07.



Table 14, Body weight changes during lactation period of female rats dosed
orally with CAS No.95738 in the combined repeat dose and
reproduct ive/developmental toxicity study

Day of lactation

Body weight gain

1

4

No. of
Group animals
Control "

CAS No.95738 12.5 ma/ks 12

CAS No.95738 79 mg/kg 12

CAS No.95738 500 mg/kg 5

305.7
23.6

306.8
17.1

308.9
20.0

305.8
3.6

310.2
35.2

Day 1-4 ¥ a
18.000 6.002
8.307 2.947
14.917 §.916
12.258 4,076
20.083 6.678
10.122 3.609
§.400%  1.486
6.656 2.373

a: (Body veight gain / body weight on day 1) x 100.
b: Values are means and S.D. thereunder, and expressed in gram.

%: Differs from control, p<0.05.



Table 15. Food consumption before gestation period of female rats dosed orally with CAS No.95738
in the combined repeat dose and reproductive/developmental toxicity study

No. of Day of administration
Group animals 1 2 5 7 10 14
a
(11) (11) (1)
Control 12 17.7 b 17.0 16.2 17.5 17.4 19.4
3.5 2.4 3.6 2.5 3.2 2.9
(1) (1 (10) {1 (11)
CAS No.95738 12.5 ma/kg 12 17.3 17.0 16.6 17.9 16.1 19.2
1.8 1.8 1.8 1.9 2.3 3.0
(10 (tn {1m (11}
CAS No.95738 79 mg/kg 12 17.6 17.4 16.8 8.7 16,3 9.5
2.4 2.2 2.8 34 2.0 1.3
(1) (1M (1)
CAS No.95738 500 mg/kg 12 18.8 14.5 15.8 16.9 14.5% 17.5
3.4 3.3 1.4 1.6 2.3 3.3

a: Values in parentheses are no. of animals examined.
b: Values are means and S.D. thereunder, and expressed in gram/day.
®: Differs from control, p<0.095.



Table 16, Food consumption during gestation period of female rats dosed orally with CAS No.95738 in the combined
repeat dose and reproduct ive/developmental toxicity study

No. of Day of gestation
Group animals 1 3 5 7 10 14 17 20
a
Controt 1 25.4 23.3 25.2 2.8 25.6 23.5 26.0 23.8
4.0 2.1 2.7 4.1 £.3 .4 2.9 3.0
CAS No.95738 12.5 mg/kg 12 23.8 22.3 23.3 23.1 26.1 23.3 25.3 21.8
1.9 2.0 §.0 £.5 .7 35 31 .1
(1Hb (11) (11)
CAS No.95738 79 mg/kg 12 25, 23.0 26.0 2 2 26.0 2 22.6

CAS No.95738 500 mg/kg 5 2%.6 19.6# 2.
9

a: Values are means and S.D. thereunder, and expressed in gram/day.
b: Values in parentheses are no. of animals examined.
*: Differs from control, p<0.05.



Table 17. Food consumption during lactation period of female
rats dosed orally vith CAS No.95738 in the combined
repeat dose and reproductive/developmental toxicity

study

No. of Day of lactation

Group animals 1 4
a (9)b

Controt " 8.5 3.7
3.9 £.3

(1)

CAS No.95738 12.5 my/kg 12 10.1 3.8
4.7 9.6

(1)

CAS No.95738 79 ma/kg 12 9.6 3%.5
3.0 5.1

CAS No.95738 500 mg/kg 4 13.3 29.0
£.0 1.6

a: Values are means and S.D. thereunder, and expressed in
gram/day.
b: Values in parentheses are no. of animals examined.



Table 18. influence of CAS No.95738 on reproductive ability of female rats in the combined repeat dose and reproductive/developmental toxicity study

Before treatment Treatment
Normal Abnormal Normal Abnormal No. of Days betwveen a b

No. of ~ smmemememmmmsesecceseccceoe smommmsossosoooooooooooeees No. of  pairs with  the starting  Copulation  No. of Fertility

animals Total Continuous Irregular Total Continuous Irregular pairs successful  of mating and index pregnant index
Group examined diestrus diestrus mated coputation  copulation % animals %

¢ d

Control 12 1 ] - 1 1 1 - 1 1 1 1.940.9 100.0 Al 100.0
CAS No.95738 12 12 0 - - 12 0 - - 12 12 2.410.9 100.0 12 100.0
12.5 ma/kg '
CAS No.95738 12 1 ] - 1 12 0 - - 12 12 2.811.7 100.0 12 100.0
79 mg/kg
CAS No.95738 12 12 0 - - 10 2 2 - 12 12 2.242.0 100.0 5 47,7
500 mg/kg '

a: (No. of pairs vith successful copulation / no. of pairs mated) x 100.

b: (No. of pregnant animals / no. of pairs vith successful copulationi x 100,
¢: Excludes one pair made no examination because the female died.

d: Values are means and S.D., and expressed in day.
x%: Differs from control, p<0.01.



Table 19. Absolute and relative organ weights of female rats dosed orally with CAS No.95738 in the combined repeat dose and reproductive/developmental toxicity study

Body Thymes Liver Kidney Adrenal Ovary
No. of weight Right Left Right } Left Right Left
Group animals g mg 107%% g % g % g % mg 1073 mg 107%% mg 107>% mg 1073%
a
Control 11 323.7 193.2  59.197  13.357 4,133 1.151 0.355 1.105 0.342 34,0 10,545 6.7 11,385 53.4  16.486 53.4 16,484
21.4 57.5  14.922 1.428 0.414 0.096 0.025 0.070 0.026 4.8 1,653 4.5 1,495 10.2 2.967 10.7 3,07

CAS No.95738 12 21,7 1963 60.506  13.136 4.081 1.041%  0.325% 1,049 0.328 34,8 10.828 6.1 11.239 51.5  16.003 52,3 16.29
12.5 mg/kg 18.9 40.2  12.620 1.448 0.338 0.112 0.032 0.107 0.030 5.3 1.686 5.4 1.678 9.5 2.817 9.6 3.017
CAS No.95738 12 329.0 195.9  59.517  13.832 4.202 1.090 0.333 1.090 0.333 35.0  10.673 37.5 11,439 55.8  16.967 48.6  14.788
79 mg/kg 13.5 26.7 7.266 1.265 0.294 0.062 0.017 0.067 0.022 4.0 1.436 .6 1.662 1.6 3.612 6.4 2.03
CAS No.95738 5 310.2 222.2  71.38  15.106 4.870%x 1,074 0.346 1.072 0.344 32,2 10,342 3.0 11.582 15.626 51.4 16,570
500 mg/kg 35.2 35.2 4.363 1.869 0.198 0.141 0.015 0.151 0.018 6.3 1.148 5.7 0.834 10.1 ¢.003 12.6 3.634

a: Values are means and 5.0. thereunder.
*: Differs from control, p<0.05.
wx: Differs from control, p<0.01.



Table 20. Gross findings of female rats dosed orally with CAS No.95738 in the combined repeat dose and reproductive/developmental toxicity study

Group Control 12.5 79 500
a b

No. of animals examined 1 12 12 11
c d

Uterus : Dilation of cavity 0 0 0 1
Skin of right nasal region : Scab ] 0 0 0
Liver : Yellovish vhite patches on lateral left lobe 0 0 1 0

a: Excludes one dead animal because of an operation error.

b; Excludes one animal because of error in confirming successful copulation,
¢: Values are no. of animals vith findings.

d: Observed in non-pregnant animal.



Table 21. Histopathotogical findings of female rats dosed orally with CAS No.95738 in the combined repeat dose and reproduct ive/developmental toxicity study

2 emmeemmmemeccemememeeme e mmeeen
Group Grade Control 12.5 79 500
b c
No. of animals examined " 12 12 1
d .
Liver : Focat atrophy of hepatocytes in subcapsular region + 0 0 1 0
Kidney (right/left) : Dilation of tubules + 0 0 0 1
Atrophy of tubular epithelium ¥ 0 0 0 1
Regeneration of tubular epithelium t 0 0 0 1
Calcium deposition in renal pelvic mucosa + 0 2 2 0
Calcium deposition in corticomedullary junction + 1 2 0 0
Calculus in renal pelvis t 0 1 0 1
Lung : Calcium deposition in blood-vessel wall + 1 2 2 2
Ossifying calcification in alveoli t 0 0 2 0
Focal congestion + 1 3 0 0
Granuloma t i 0 0 1
Peribronchial infiltration of cells, mainly neutrophils t 2 0 0 1
Proliferation of foam cells in alveoli t 1 0 0 1
Uterus : Endometritis + fe $ # 1(1)fg
Cervicitis t ¥ i 3 1{})g
Ovary (left) : Follicular cyst t 1 0 @ 0
Skin of right nasal region : Ulcer +H 10 ] ¥ ¥
Thickening of epidermis + 1(n ] ¥ ¥
Scab formation t 101) ] % $

There vere no abnormal findings in the spleens heart, cerebrum: cerebellum, pituitary gland, thymus, thyroids, adrenals, sternum and femur (bone marrow) or right ovary.

a: + = slight change, b: Excludes one dead animal because of an operation error. c: Excludes one animal because of error in confirming successful copulation.
d: Values are no. of animals vith findings. e: & = not examined. f: Values in parentheses are no. of animals examined. g: Observed in non-pregnant animal.



Table 22. Influence of CAS No.95738 on delivery and maternal behavior in the combined repeat dose and reproduct ive/developmental toxicity study in rats

Live pups born

a c
No. of  Implan- b Live e f
No. of No. of implan- tation  No. of Delivery birth d Gestation Gestation Nursing
pregnant corpora  tation  index pups index index Sex {ength index index
Group females  lutea sites % born % No. b4 ratio Male Female No. Male Female day X %
Control Total 11 201 182 174 169 85 8
Mean 18.3 16.5 90.931 15.8  96.146 15.4 97.007 1.139 1.7 100.0 300.0
S.D 2.9 2.7 11.421 2.4 7.503 2.6 §,552  0.568 2.1
CAS No.95738 Total 218 181 173 167 9
12.5 mg/kg Mean 18.2 15.1 84.663 16,4 95.439 13.9 96.508 1,369 1.4 100.0 160.0
S.D, 3.7 1.8 11.390 2.0 §.475 2.1 £.557  1.038 2.4
CAS No.95738 Total 212 189 181 180 5
79 mg/kg Mean 17.7 15.8 89.234 15.1  95.299 15.0 99.479 386 1.9 100.0 100.0
S.0D. 2.8 3.0 13,433 3.2 3.934 3.2 1.806 1,035 3.0
CAS No.95738 Total 88 T4 66 65 5
500 mg/kg Mean 17.6 14.8 85.574 13,2 88.98¢4 13.0 98.572 1.226 7.0 100.0 100.0
S.D. 2.1 1.8 17.478 2.2 7.456 2.1 3193 0.308 0.7

: (No. of implantation sites / no. of corpora Lutea) x 100, using the litter as a unit of treatment.
: (No. of pups born / no. of implantation sites) x 100, expressed in the same vay as above.

: (No. of Llive pups born / no. of pups born) x 100, expressed in the same vay as above.

: (No. of females with Live pups / no. of pregnant females) x 100.

a
b
¢
d: (No. of female pups / no. of male pups)s expressed in the same vay as above.
e
f

: (No. of females with normal nursing / no. of females vith complete delivery) x 100.

................................................................



Table 23. Influence of CAS N0.95738 on viability of pups in the combined repeat dose and
reproduct ive/developmental toxicity study in rats

a
No. of Llive Viability
pups born index
Group No ¥
Control 169 164
15.4 14.9 97.309
2.6 2.3 3.109

CAS No.95738 12.5 mg/ka 167 164
13.9 13.7 98.166
2.1 2.1 3.382

CAS No.95738 79 me/kg 180 179
15.0 14.9 98.809
3.2 3.4 4.125

CAS N0.95738 500 mg/kg 65 63
13.0 12.6 97.212
1.8 3.851

a: (No. of live pups on day & / no. of live pups born) x 100, using the litter as a unit of treatment.



Table 24. General appearance of pups in the combined repeat dose and reproductive/developmental toxicity study of CAS No.95738 in rats

Male Female
CAS No.95738 (mg/kg) CAS No.95738 (mg/kg)

Group Control  12.5 19 500 Control  12.5 79 500
a

No. of animals examined 85 89 95 35 84 78 85 30
b c

Death 2 2 0 2 3 1 1 0

Injury and scab of right dorsal region 1 0 0 0 0 0 0 0

Dark purple discoloration of skin and distention of abdominal region 1 0 0 0 0 0 0 0

Defect of tail tip 0 0 0 0 0 0 1 1

a: Values are no. of live animals at birth.
b: Includes missing.
¢: Values are no. of animals vith findings.



Table 25. Body weight changes of pups in the combined repeat dose and reproductive/developmental toxicity study of CAS No.95738

in rats
Male Female

No. of Day of lactation _Body weight gain _Day of lactation _Body weight gain

Group Litters 1 ¢ Day 1-4 %a 1 & Day 1-4 %

b

Control " 6.89 9.62 2,727 39.308 6.47 9.05 2.573 39,389
0.74 1.30 0.651 6.647 0.73 1.33 0.666 7.064

CAS No.95738 12.5 mg/kg 12 7.01 9.61 2.600  36.823 6.76 9.42 2.658  39.306
0.66 1.16 0.566 5.884 0.57 0.89 0.419 4.631

CAS No.95738 79 mg/kg 12 6.74 9.55 2.008  41.827 6.27 8.49 2.425 38,822
0.57 0.90 0.623 9.143 0.55 0.84 0.508 7.925

CAS No.95738 500 mg/kg 5 5.58x  7.68%kx 2,100  37.462 5.38x  T7.26%x  7.860% 34,546
0.27 0.63 0.367 4,835 0.36 0.55 0.261 4,140

a: (Body veight gain / body veight on day 1) x 100.

b: Values are means and S.D. thereunder, and expressed in grams using the Litter as a unit of treatment.
*: Differs from control, p<0.05.
*«: Differs from control, p<0.01.



Table 26. Gross findings of pups in the combined repeat dose and reproductive/developmental toxicity study of CAS No.95738 in rats

Male Female
CAS No.95738 (ma/kg) CAS No.95738 (mg/kg)
Group Control  12.5 79 500 Control  12.5 79 500
a
No. of dead animals 2 4 0 0 4 4 1 1
Abnormal findings 0 0 - - 0 0 0 0
No. of animals killed on day 4 of lactation 83 87 95 33 81 77 8k 30
Skin of right dorsal region : Scab 1 0 0 0 0 0 9 0
Liver : Yellovish vhite patch of quadrate lobe i 0 0 0 0 0 0 0
Skin of abdominal region : Dark purple discoloration 1 0 0 0 0 0 0 0
Subcutaneous tissue of abdominal region : Dark red patch ] 0 0 0 0 0 0 0
Tail tip : Defect ] 0 0 0 0 0 1 0

a: Excludes missing.
b: Values are no. of animals with findings.
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