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7 oy 7 — 1 (CAS No.147148) @ 40, 200%TF 1000mg/kg/day %S v hDK
R RORESHESD40EH. #>y MORERN. REXCHEELEN. WEFI3EEXT
DHMITBORERS L, BESHY~OREREILIPERVEM - REXRETRE
RKOWTAZU—= TEBRLU, DTORRSESRT,

1. BREY~ORERSICLIEE

(D—BREFSERUEHBR TR, #E2 b, BoFEMLH Ong/keA LOBO2E T,
PEEONBYDOFRESH D ORIKEFBID 200nz/keBE 0 AR BT 1000ng/kg

DREFEEFTRAD oI, CRORHRVEIFFEEEL TR ILEET 20

Zx 63"1,?‘:0

(D@FEHD. BHE HEEERCFEEEGRPORE TR, CAS No.147148 851 X3

BEEABD onRdIr ok,

(BPAEXY, CAS No.147148 ORERE X LZEHREIRD OSBRI LIS, KR Y

—Z Y FHEBRIZET S CAS No IATIREHER S X 2EEEE (NOEL) Rl diz

1000mg/kg/day CH B Z L BPRBE NI,

2. BEHYOENE - REWRETRE

(DEFMERE, 2R(RUSETDHRE. LEROLEEE, —BRERSE. AERBRUT

EIBRTIX, CAS No. 147148 #E I K2 EEITZD bnkdh o,

(DBAEXY, CAS No.147143 DM « RBAIMNT BHBRAD SRR I LI 5. KX

J U= JERIZBIT B CAS No. 147180 MEREBI DAL T - RAETH T IEBVEER

HEHE 2 B 1000ng/kg/day TH 2D L BRB IR,



7 ol 7F—b (CAS No.147148) %> v MOREM A UCRENHM 22 168HE.
oy bORER. RERCEESEN, HE¥3HEXTCOoOMMIBORERS L. Hiks
U~OREBRESILEZRBRULEH BERERETREBEI DOVTAIU—o v VBB LU
DT, TDHEEHET B,

i, ARFBRIL TOECDE RHBRATESC (81) 0BMMIIR 21 i, HERFF¥IZORCD
FAMETAFS4 BT 0ECD |#EH A K54 > (Prelininary Reproduction Toxicity
Screening test. Combined Repeat Dose and ReproductionDevelopmental Toxzicity

Screening test) (HEHLL F-,

E R SN RS S
1. #RYH
BBRPEIL. KXV RENREFT7E2OITF—F (BUF. CAS No.
147148 & #3 . LotHES @ WiEE : 99.55%) TH3B, mBRYEL. Kic@dFizo

FHOWBRTH Y. [ABEBHIAR. EREXATTREL. 2B, #BRPEONE
it 19935 7T B TREXH T3,
2. EREy
K4 8EED Crj: CD (SD) sk SPFS w I (#: 5bim, KEENH 248~278g, i : 55
m, EHE 165~208g) %. 19919 BB HICHARF ¥ —V A « UN—HREE XY
AR, LUAMOYHLEEFTRIT o>, PR, —RREHSEE2 18 1E, SEH
EEHETIEEREL, EHARREFERUAZBYEERICIAVE, 28, Bz 20 THE,
. ERAUERERT. EEUREE0RD ohiRrvEYEHEN.
3. HEREHERE
B ofEEIiR. BE 232 3°C. BE 55x10%, B ¥ 10~15E/5H. RN
12650 (R8P oFRB8RE TR RREINLENUTUVRAFLAOHEETE (1435
) BT, 757y M XE&BEESWKRS — (2604 X 330D X 1800, mm) % FHNTHT
ot REL, 8 TEEXVERBROGDL Y ERGYERE (71 7 L—2,



HRF ¥ =LA « UN—HREH) 2BORAF U LABEZMEER Lz, ¥ —YU%k
VONAREIE. B4 RN, Booeid 1m, REREEL L N SR
Ml BEY., HESHTR1EL U F—YoxBE2ER 1 BOEE Tl k.

FAEEAOBRIZR LB 1IENEL KOBRESE 1E LEOHE T o/, 28, ¥
B RERAWSE (YIS v 7 A, YINVERERER) RUIVRABSE (¥
A HFr, BBFHRIEH) % 1 AMBMATREIER L.

SR I EZATEL (CRF-1, AV A VBB TERIAH) 2¢BERERZEEVT,
BRIk ER GLIRTHAEA) 2HBRAKEERCRY 7oL Y AR E2ENT,
ZTRTHEHIERXE,, BEFORBIR2AL 1H., HEKRAKEEOKKEEHEL
B, MAKBEORBRE 2 IHOHETH .

SR OO RECHRERUEEABRAERSITEY ¥ —CEE (DIFRRBES
¥ 44080147-001. 44090107-001% TF 44100152-001%8) L. BREADEIZ DV TYH
SOP OHBEHEATH D L 2WAL . KBAOKEREIHRNSHBHAS L X
—THE (KEREREE: ¥ 03521RT 035298) L. 4# SOPOKEE¥EDHHEA
THDEILEHWR LT,

4. FBRBORE. BoTRUEEES

BB, Pigment Blue (CAS No.147148) 0 BHMREREBHAR OHRES
ZBIRELR. THbB, 40, 200%T 1000ng/ke/day DB T, CAS No.1471488 5
REBLEXORIBERIRD SRR I, 6, ARBRTR. SHEEIEDS
RBOEGEORE L 25 1000ng/ke/day 2 EHESL L, FHACERERAKLST 200
RO A0ng/kg/day., X612 0.5%CHC-NaZBH 2R E T BM BRI, 4B LY
(Tablel) .

BB LS D RER12me Uk, oD, BEFOSKE (BE5HAWE)
EROBESY IR CAEHRBLRBESHEEREDITO .

BYoORINL. ZTARCHEY 2V PRVEROCVTIEBR A —CHESRN R, BS
BRI AY - S FEHOTERNEEEI., F—CHERENEZEERT . ¥ —
VIERENBAEST UEA- FRERES. ERE. I ESRUSYES £
FRUTERLUE, B, BERIZODOVTR, ME7 o2V MUREWTEB#EEA,
HRBRCTHYRS 2R, Fr—YHNEKRNEIT >,



5. HRBRUBEOHE. BEBERCREREL®

RRPEORE R, ARIIROBVIT o, BBRYEERERL, 0.4, 2.0%T 10.0
WhERBEIW 0.5%ANEFS XSO —2F MU TLERE (BF. 0.5%
CHC-Na¥&¥K. EARZEEFH CHC-Na: Lot No.0X13, AGEIMERSH, BASEA Lot
No.108011 B T¥ 108067, v 7 N BEBRAH) TRELL. 2d. HEERFEEE
DRBHEESHL TOBI L, RBRERKX>TRBSA TS (SHETEES
: 0181) .

BEREE, BRYESAKCBOMERINITRESS B0 6. BOKRS
LUt 5], §YUFREWTRNMIEART ., BEERE. KB 1kg
D 1nlx UTREARELECERERE LB ETOTELL .

BEMMEE, BIi oV TRRENIHEETRERYE CORELHE. X SuRER
SR SR ARAGH B X TOME, BIZ oW TRARINUEHACRER L E TOR
R, XORRERAEEBINACHESEEE TOMMYE Ui, BERE,
ZEET108E D 5208 1 BRI 2 U T

BERIGERD SEA L, REMBBOTYEKE (KEME) $HT 372.3¢ (338~
397g) . WET 232.68z (202~2528) TH ol

8. HiE. HERUCKREEE
() Bz DT
O—REEEE |
SfliconT, RRWEH 11 ENEOSEE T, SZRCHBIZXVITE., 448

REERBELE, k. BERARR LSRR, TOMERCREREERGEL -,

O ERE
SHIoWT, BELHE (R5H) . £52. 5. 7. DEFUBE. ToRE
7TEE BERTHERED) . TORHKRAREFRE (YU wR 1401BH7-2

B 1407MP8-1. A— Y7 A AR EH) 2HCTHEE L. £ AEHNE

(L6 HBRE-RE 1 BERE] ROSESE [ (FEHNE /&S5 1HEE

B) x 1001 2#EHL 1,



CEMEHE
2z, BELHE (B5H) . %52, 5. 7. WRTIAEE. ZokR
REDHEHREFENEELECE (BERTHEEYD) KEFXRE (Frivuo
1401BH7-2 BT 1407MP8-1. A— Y 74 AHERE&H) 2HVTEE L. —EED
WA — Uity FL, BERBRFEEL. 1%LV 0l EHOBEELE
HU7.
DEFEERE
BEUHHOBRLARRENOEEZ S H XY 161 TREUAHREI®:. X&E
BN EMEZRORERICETFOHEAINESGE L L. BERZEIEPBOTFEICER
EPRBINREGEL Ui, 7. XER [ (RERFIXERERS Y MUV REES
v MO X 100] RUSRE [ (RREBCZXERES v VR RBEERLEEMH
Sy b)) X 1001 #EH L.
GHBRERCHREERIE
RERZHEHRE6HBOEHE. REFFHIZAEIREHHRTOERI, =—F
VEBTTHOBAESE, £HORT - MB2zABRNIEHRL, fEEEDD B,
BREREOCEREER () 0BERETFRE (FX-300, £— - 7 ¥« F 1 HRAA4)
EHOTHELE. £, SEREESL [ (BEEE/FYHKE) X 100] 2EL
|0 7
OFEMGEORE
iz o T, HIRFBICHR. BEB. BB, OB M. B TEE BT, BN
EENME, BlR. BREEU S, B & TV EHTER, TR BT
BR. FLER. K. B N—X K. WERUARE (BE:2ED) . F#E (B
e OMULE) . BEBASIR BE JE. [EX AE § (8. BE) .
+ZiE8. =%, EHE. BB, BB, EB. BB BR BRLE BE (BER:
BY) . MBRRCEERRBM R 0%HERES LU VB TEEL, REL .
2B, BRRON—F—BREFEY FYVHT. BRROERERR 77 VR TEE
cRELE, BABEDY L, 2RAORRRTER LK DWT, X574 88
HYL. ATPFIYY - AU RAEREREL, REHABRROREERT o,



(DEETIz DT
O JE gk s
S ONT, BEHVEEPSRERTE TORA. ¥AFRAR L BBERK
BAEEHEL. SEERET CHASREONERT > .
@— Bk EH =
2fliconT. RRUET 1A 1 ENEOEE T, ABRUCHEBR XV EE. A8
REEBB UK, £, BRORRE LS8R, TOBERCREREEREL -,
O EE
£HOVT, BE1HH (@580 . £52. 5. 7. WRCFUHE. £HO.
1. 8. 5. 7. 10, 14 17RC20EH. WE1RC4HER. BFRAE (FV MY
v A 1401BM7- 2R 0% 1407MP8-1, H— Y 7 A4 A#HARE&H) 2HOTHEL -, /-,
WEENE [ (REUHEAE -5 1 HEEE) . (HE0HEKE— 440 B B
HE) R ME40EBE-—WE 1HEKE) 1. TRTAOEERMBITHHL
FkESMR [ (FESNE/R5 1 BEEE) X 100, (FEHNE/EHEOBE
HE) X 100RT (FEMME/HELHBHEE) X 100] 2HH UL,
@R
iz owT, BE1HE (@5 . 852, 5. 7. WRCUEE. £HE 1,
3. 5. 7. 10, 14, 1TRC20EH. ¥ 1 ERC4HEHIZ. EFEB (FLPUDTX
1401BM7-2 B T¥ 1407MP8-1, B — ¥ 71 AHR&H) 2HCTHE L. ~EED
SRRy — Uity P, BERBEAIEL, 1EY%% 001l BHOBERERYE
HU T,
RS E
BEUBEORY ARRBEAOEL Y H XD 131 CEREURMAES /. RE
PRIR ORI BT SREE W EBE L U, ERORLIETE L BRI S R
ERHE LU, £, REE [ (REPRILEESy ME/RES v M) X
100] ROERRE [(BHBULES Yy M/ ZRESEZLZES Y M) X 100] 2%
HU7T=.



CA MR BT

SEIOWT, HEIRE. BEGE. SERRRCECER. AEROBENRTS
EREE U, Eh, BRE [ ERERBERER) X 100] . @ [ (ER
RHELLESy MEERES Y M) X 1001 . SR [ (QHERK S ERE
B % 1001 . Ha® [ (MERBREERE/BHEERK) X 1001, MR

[ (ERCMELLES Y MU/ EBCAMU S » M) X 100] RO [0
£ W RS R EE Uk, SRUMIHEENEE 05 OBs SERNEED
AYOBETEAMPRTULSEEUAME L, ThINERBIZFHOM,LEE
FHOBETHIHELTER LR, B8, HHHE2BEONEL LTEELE.
QEBRECBREESE
SEHSARREAB B, RERESARSRINKTORER, HESHEE
BORD SRR (FEH) RIERBHEK, 2WERABCXELMRES
RIS BB T TROSE XS, 25OBY - SHENBOTRSE L, . T
EOERERCHEOEERREH B U, BEBEOS 5, WE (£5) 0Ex%
BFRE (PP UT R 1801MP8, H— Y7 4 ABREH) 2HVTHELUE. £
fo, BEREEERN [ (BEES/@PHE) X 100] 288U,
QMG RE

SERZOGT, HREICFE. B, M. OB M. B FRE. 2B, RRE
EEUME, BIRE. BBRIEEU S OSHES, WG . FEULUME. ETH. ETE BT
R, FLER. SRR, B, N—F - WERCARE (BHEED) . BE (@)
B OMUEE) . BEREBR BE S8 SE%. A8 F G0E. BY) .
+EE. =B, BB, 5B, A5, BB, B SR TE. BRUEBEHRLMN
R0%HESESLT U VETEEL, RELE. 285, BREON— ¥ —BiFE
v RYVHETESE - RELE. BEBETDOS 5. 2HI0ME, 0K 200ng/kg BD
BEEFRREG (BEERULR) 20T, SS7 408888 YL, AT P U

b

o
C}

P

CTEFYVRESZCRERREE (PAS ) BRREEL, REMBRRYBRELT

2.



3)&525%&:0'\«\'6
O—BREBBER LR |
EFOVT, SRESSHRE (WELAAHE) ETIALIE. AFERTECEHE
AL, “BRERCARIIODOTEHEL. 28, BEHRRIAEEAHEE0OHEL
UCTRELR. X, FieR4erme [ (WE4L0B4AFERE/ HERAREERK
X 100] 21 HA28BGL UTHE U 2EL, BREZIRCHBORITHFREPSL
Ro-HERBECHL LTH >,
QFRERE
2 OVT, WELERT4HERETRR (P uo X 1401BH7- 2R T°
140TMP8-1. A — V7 A ABAEH) EFOTHEL . Ad, HEMILEHENC 1
W% B e U PE TR 2.
@&
FRTE LU IR EBHRCECHIL, EHIcEH L. whole body%10% di#
BESVTYVETEEL, BELR. TOMOBiz 0Tk, ME4 8 Bisikits
(OEANE2ED) 288U, —BLRBBRABRRI XDELRBFE XY, 2508E - M
BMEREAHEE L. BEEFRBLOBOD SR -HIc 20T, whole body%10%
HERE LIV U VI TERE - REL .
7. HEHE

b« (11(Y

KE BEHE AENNERCHESNE HEER HEREEEN. SEEER
ERERRCERSR, BEBRYE. HERAREERE. oA, B4%, &k o2
HRABRECRBRECHFEREBERIZ DO T, BartlettOREER K> THBEREL
Fzo TOREER, B8 (p>0.05) 2RUABER VTR —nEESBIWRICES
TEITL, BEREE (p<0.01) . Dunnett DOREHKRIZ X M EAE L CAS No.147148
BEREORBET o, —F, FEHH (p<0.05) 2RLAEERDOTH
Kruskal-Wallis HitX DBIFL., FELRSE (p<0.10) . Hann-WhitneyD U-KREHE
K DXEEE CAS No 147148 BEFLDUEETo . BB, SHAVBELTTEE
HR AEROABERCEERZ DVTER., 1E28M L TRERTo

RER, THhE HEBERRCHERIIDVTRZFR 1 -BRERTO. TOHER. F
BrESR2BE - BEERT k. EEL. 2EBYP-BREHBCREFER 1 C-RE

WABEDHER FisherD EMFERRERIZKVIT DI



RE, HERLOREIOVTE, EMESBUATERHENIERL LU



L. BB 3RS

(1) —RERs |
—BRBBREBOLSES Table 2, INDIVIDUAL DATA 1-1~1-4. Photo M-1}z = U 7=,
10ng/Ke B EDBD 126 HEH THOBEISBREL HEDBLED R, BEEE
CEEBD SR,
Z OWIERIERD 5hibo T,

(2) hEHB
SEHB % Figurel. Table 3. INDIVIDUAL DATA 2-1~2-4jz7% U7~

BREHMERBL T, HEBBELURL THERZRBD oA,
(3) BH=
B#EOLE{LE Figure 2, Table 4. INDIVIDUAL DATA 3-1~3-4izRLU 7%,
SRR LEBIL T, 1000ng/kefE THRE VED 21H Bt BHEEOHMBRD Shi s,
EEOBHENOCEREL HB XN I,
(4) BEEE
REEBERUCBEREEELOMRES Table 6. INDIVIDUAL DATA 5-1~5-4izmU .
MEEREL LB L T, 40ng/keBETHSE (BH) OHREBERLOETIRD o, 45
BEOBERMELTEY., HERGELRRLEHTHH -,
(5) #imk
BB ODOFES Table 7. INDIVIDUAL DATA 6-1~8-4. Photo.M-2izm L7z,
200ng/keBE CRABABYOFREMD 12618 1 Hiz. 1000ne/keBTERBDORKE
émﬁmw¢3%fﬁ%ﬁ@%wﬁﬁéiéwﬁmﬁémﬁg%56wﬁ3%t%bb
i,
(6) mEMMENRE
HEMSEWREDOHRE L Table 8. INDIVIDUAL DATA 7-1~7-4iZR U 72,
BREUERBEIZDWT CAS No. 14714882 5 L OB EXRERFML ZCFECER
2RBTLSRARES ORI, B, BOONLFMRERDBY Tholz.
BREEIIBENT, REOCKRFED 40ng/keBD 1H T, HERBITBU N HEE
&3 3 MEAHDORBEMIRES 100ne/keB D 1 HITRD Sh T,



2. BE AT A RE
(1) —RIREEE

—BRBEBI RO R ES Table O, INDIVIDUAL DATA 8-1~10-MizR L 7.

R TR, Ong/ke LOFED 2B TROFEMASHRE 2H B URIZER
Hohi. oMz, BRBOLAS 1 ATEDOAERCEESR S 8 H B AERIZE
» BRI |

B P T, Ong/ke A LOFD 128(HEPTEOFEAPED O, TOR
7. d0ng/kg O 1P TEREFOBARCIE I KZEBHORBFRIEE 245E
() . 200ng/keB D 1 M TERTHRTICEESEE 1SHEURICRD ohvlz,

WE MR T, 4Ong/ke B 8 epl. 200ng/kgBE 1B Hm2H, 1000ng/kgB
DOBHERTEOFTEAIRD 6N, TOMIZ. A0ng/kg BD 1B THRDOKRAE
PEELHE, AROMo L TEREROEESEE 3HEI. 200ng/keBD L #IT
EWT%&TKE%&H?%%¢K‘wmmkgﬁ®1HTM%‘£@&G@%@m@
WRAHBBRECLRORREIEE LHE, BROBEIHF2~3HERADS
ik,

(2) REHD

{EEHB % Figure 3~5, Table 10~12, INDIVIDUAL DATA 11-1~13-4iZiRU fzo

w5 N, SERUCHENN2EL T, HEBLLES L TEERZRTED 60
R, '

(3) BEHE

EHEOZ{L%E Figure 6~ 8, Table 13~15, INDIVIDUAL DATA 14-1~18-4iZR/L
Ts ,

ERuR S TR, WREBLUERL TEEL2EBY oo T,

AR TR, RS LT 200ng/kg BTHESBEEREBHEEOHEMPBRED S
i, BEREREEZERLLEHTH .

HESE T, SERLURLUTHERZRB D Shikb ok,

(1) BEEE

HEEERUCHENREESLORES Table 17. INDIVIDUAL DATA 18-1~18-4 {Tim

Ul

HEH OB T, A0ng/keBTIR (F) OEROHNMRCKEZEZLO LR, 200



ng/kgBETIR () EEOHNPRD SR, HEREEEROEESH TH .
(5) Bi%k

HBR D&% Table 18, INDIVIDUAL DATA 19-1~18-4ic;x U7,

200ng/kgBETHMNEDH DOERBOABRGOEFREASD 12BF 1EIH L NIE 2460,
1000ng/kg #TEABTPOFRALBLIF T 1H]. RBABYOFTREDIVRKEFE
LB 8HIH DR 2HIcRBD NIz

oMz, ERFREECSE Ong/keBD 1 HITHRORFEZSRD ol &
2. EEORE. BREORHEER. B () OER. EBTH0EAEETERN.
HERBEEZ <BRHKRAD ORI,
(6) WHEMBFEHRE

WIEHEEREDREE Table 19, INDIVIDUAL DATA 20-1~20-4§Zi§ U7z

FHEIZ DT CAS No.1471488 5. & DHEEPR EFRR L ETAREDOR A 2B T S
REREDORRD D7, BB, BOOREHREROEY TH D),

%%K%@%&ﬁ‘m%m&gﬁ@$ﬁ@l%&@ﬁ%$@ﬁﬁbklﬂkﬁ@6ﬂ
2o

EEHRAEAM T, 40ng/kg BOIBRIZ D WILIRORFED, 200ng/ ke D PRI 5
FEESREKE AROARIEHERIZD M.
3. MM OLNE - RECRETRE
(1) HRERERE

HFEREME O EE R Table 5. 16, INDIVIDUAL DATA 4-1~4-4, 17-1~17-4 &L
fo

HMOERAMRE TR, FRBIBTIRERHID 24 TRERBRARR LM OMHM
BRREDOILY, TOMOFTREEREANEE2RL, BRETHHREHHORA
i ELRB@BD oh ol

MRBLUEBLC. REXTOHY. RERRUZRBUFERZRAD 5hvlkd-o
Foo BB, REAFEMIEHBERT2M, TEFENERET LM, Ong/ks FTLHE.
200mg/kgBE T 14, 1000mg/keBET 3MiFD oh i,



(2) SHRBTBEFHER
DB BRCFETSHESROHES Table 20, INDIVIDUAL DATA 21-1~21-4izR L 7=,
SERELEHL T, 00ng/keBETREERBOBAPTAD oD, BEREEELR
WEBTH =,
Mz, EREEY. BREN. BRE. HEREBEERK HRE, MR E
HEREESECRY, RN, fERRCEERIIOVTEERZRE® ShR ko
MEEEL LT, W0ng/ke RO 1A CEESR. (RO IERR O M R 25 03
CHRD SR, KO, EEUBECHMAEERAL. BREBORS. Mk B
AEOREBEEFHRAICRD SR, $h. SESHEIHREE 23 3Ok
CRARD Sh, HRGHBOEEARORT BREXNE, 0h, KNOSHET
BOLBKRRRTH ol —F. 200ng/keBiD 1 BICLIRIT BYBPAIRY S5,
MERWERER TH o, Ei. 1000ng/ke B 15T H BRI e M B R
I SHOTEFED Shie i, 2ROBCREST. BE 2 HH ISR ELLEE 57
HoRT,
(3) HAEROEE
HA4 RSB D% Table 21, INDIVIDUAL DATA 22-1~22-8iti L 7.
HEBREEBL T, FAREERIEBREERD ShRhoT,
(4) ik Ro—RRERS
HBERO—BREBEEOBE %R Table 22, INDIVIDUAL DATA 23-1~23-4iZ5R U 7=,
B 2B 1T CAS No 1471488 5. > DHE SR RBE T ZHRIRBD S drot. R,
B oNFERIIROBY THH -,
HEATIR. WE 1~3 5 HOECHNE 3O 7200, M 6MIzRBD SN, M
B (HER) THSRCESREONE. &REBORS B SO TEORRE(L I
£1HBB SR, T0S BEBHEOH SR FIREHOrDREERL -, 40
ng/kg BTk, WH 2 HERCHH 5668 60k, 1 HIzEmD Shiz, 200ng/kel
T, PHE (HER) ~WE 1 BEORCHH 12008 ToRd. M2 s, BE4AE
Hiz B E 0 RE SH L Ac B SR, 1000ng/ke BTIRME 2 B H36© 5 H615
HESAIT, S B 3 W 3 bR,



(5) HEROBEHRD
HAEROKEHS % Figure 9. Table 23, INDIVIDUAL DATA 24-1~24-43Z5R/ L 7=,
X REREY HBIL T, 200ng/keBEOUER THE 1 20U 4 B B It EORISRS S
r S, IR EAS L MBS R
6) BEROHK
HAERDOEBDOKES Table 24, INDIVIDUAL DATA 25-1-1~25-4-2IZiRU 7=,
Bk L BT CAS No 1471488 5. L DB E R BT A RBBD ok p ol B,
RO ONTFRRRDED THo'z
FCHD> B, Wng/keBh DR L Bl TEHEIE OB AED Shte,
RHOKDER LA EROR AT, WERCESORRURIBD SRk,
WE4HEIERLEADS 5. HEROE L CHRRONNARD RS &L,
200me/ ke B 1 41T RSSO RE S bR



=

CAS No.147148 40. 200&TF 1000ng/kg/day %S » FOREHECREHMEED
ABHE. S v PoRER. RERCEERYE. S 30EETOMMIIBROREREL,
RS~ ORERENIIBERVER BETRETREER VTR Y-V TH
BRErEH L. |

CAS No.147148 5 kv, ML bk, BOFA/LD 0ng/keAEOBOL2HI, B
REEORBYOERED ZVFKEEMS 200ng/keBOP KRB RT 1000ng/ke HOE
FEePirRoohi. ChORBERDEIFEZELTVWEIZLIEBRATSHOLERXS
. HIRTRBELELEORE - MBI EAPRERZD o kb o T,

Z DMz —BIREBHIZ T CAS No. 147148B Bz X B L E X bR BMRIRAD 5T,
ARERBREHSIIOTH CAS No I4TIRBER X 2BBREH sh i d ol

UEXY, CAS No. 147148 DREREI LZEHRAD OBV ILP 6, KRAI U—
SUFRRIBTS CAS No. UTLSRER 51 & HHPEE (VL) 1SS iz 1000
ng/kg/dayTH B T L HFRBE Rz,

HFHRERE TR, oA, HEORBERURIRIIN U T CAS No. 1471488 54 &k B
REIRDohRbol. &/, L% (BR BRLEARCHER) 0EENHEEES
BIRE LBV T H. CAS No 147148 BER X2 HBRED Shkd ok, B, REFHK
SR AR OL MBI TR oORE L RE T SREEMENFREAD SN Rd 0T,

DHBECEBEETEHETE. 28EE L LT 0ng/ke#o 1 FITEES B, SEBEHEO
EERVEERESAOECHPAD o, RATEAREGORAPHEKKE L SREHD
BBERPBD ON, PHRPEETH L PHBXREZ, UHLRES, BR2SH
EECTHAVBHERIBD ARV I LH 5. RHIIERNZHR L HETS R,

CAS No 147148 5 L DHEER RV DEEX SR,

HEROBEB TR, £58%. —RIAEBHE. RERBRTHBRIZBY T CAS No.147143
BERLDREEBED SRR DT,

PAEX Y. CAS No.147148 DAFE - AN T EBBIRBD SRRV LIS, KAV
U=z FRBRIZB TS CAS No. 14TI48D MR EY DK - BAE I T 2 BEE ST MH
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Table 1. Experimental design for the preliminary reproduction toxicity study of CAS No.147148 in rats

a
Concentrat ion No. of animals
of CAS No.147148 Vol ume -
Group (wiv %) (ml/kg) Male Female
b ' :
Control = 10 12 12
¢
CAS No.147148 40 ma/ks 0.4 10 12 12
CAS No.147148 200 mg/kg 2 10 12 12
CAS No.147148 1000 mg/kg 10 10 12 12

a: CAS No.147148 was 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 was 0.5% carboxymethylcellulose sodium in distilled vater.

c: CAS No.147148 was suspended in control solution.



Table 2. General appearance of male rats dosed orally with CAS No.147148 in the preliminary reproduction toxicity study

- - - e e 1 g et e -

CAS No.147148 (mg/kg)

Group Control 40 200 1000

No. of animals examined 12 12 12 12
a .

Blue discoloration of feces 0 12 12 12

e 2 e b s ot et 0 P O O Bt

a: Values are no. of animals with findings.




Table 3. Body weight changes of male rats dosed orally with CAS No.147148 in the preliminary reproduction toxicity study

No. of Day of administration Autopsy Body weight gain

Group animals 1 2 5 7 10 14 21 28 35 42 46 day Day 1-46 %a
b ‘ (10)¢ {10) (10 (10) {10

Control 12 371.6 373.8 386.1 191.6 £04.3 418.4 435.0 459.8 480.4 486.6 £93.5 487.5 120.800  32.333

17.1 15.5 20.6 21.9 23.6 24.9 29.0 30.7 1.2 40.3 40.3 40.2  28.483 6.819

CAS No. 147148 40 mg/kg 12 374.5 376.8 3919 4013 415.6 4320 450.8  480.1 49%.0 509.6  517.8 521.0  143.333  38.146
12.9 12.8 14.4 13.9 18.3 19.4 22.4 25.8 2>.8 33.1 35.8 5.3 24.548 5.513

CAS No.147148 200 mg/kg 12 3.3 3740 ig8.2  397.8 £11.0 429.3  449.5 476.3 494 504.9 Sth.4 517.3 143,083  38.499
15.2 16.1 16.9 17.6 18.6 23.1 21.0 31.9 3.9 3%.8 33.9 36,2 25.504 6.684
CAS No.147148 1000 mg/kg 12 3.6 3741 390.2  399.3 £12.9 428.6  449.9 4773 4937 505.8 512.3 513.8  140.750  37.786
13.6 14.0 15.6 17.6 13.5 21.0 22.5 2.9 2.4 32.4 38.2 36.8  29.373 7.419

a: (Body weight gain / hody weight on day 1} x 100,
b: Values are means and S5.D. thereunders and expressed in gram.
¢: Values in parentheses are no. of animals examined.




Table 4. Food consumption of male rats dosed orally with CAS No.147148 in the preliminary reproduction toxicity study

No. of Day of administration

Group animals 1 2 5 7 10 14 2 28 35 42 46
a (9)h (10) (10) (10) (10)

Control 12 25.2 25.2 25.3 25.4 25.7 26.6 23.6 26.6 27.9 23.6 27.5
2.8 3.2 2.9 3.4 3.4 3.5 2.1 4.0 2.0 3.4 3.2

CAS No. 147148 40 mg/kg 12 26.3 25.4 27.0 27.0 28,3 27.3 25.2 26.8 28.6 2.8 26.9
2.2 1.7 1.7 1.9 2.9 2.5 2.9 2.9 2.0 2.8 2.4

CAS No.147148 200 mg/ky 12 25.3 25.6 21.3 2.7 27.0 21.4 26.2 21.4 29.2 26.3 21.5
2.7 3.3 2.8 2.6 2.8 4.0 3.3 3.4 3.1 3.1 2.2

CAS No, 147148 1000 mg/kg 12 26.3 25.3 21.3 27.8 28.8% 28.3 26.8% 28.3 28.7 23.8 26.3
1.8 2.7 2.8 2.9 2.4 2.6 2.0 2.1 2.3 £.0 §.0

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



Table 5. Influence of CAS No.147148 on reproductive ability of male rats in the preliminary reproduction toxicity study

No. of Na. of pairs
pairs with successful
Group mated copulat ion
Control 12 10
CAS No. 147148 40 mg/ky 12 12
CAS No. 147148 200 my/kg 12 12
CAS No. 147148 1000 mg/ky 12 12

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

Days between the
starting of mating
and copulation

b: (No. of pregnant animals / no. of pairs with successful copulation) x 100.

¢: Values are means and S.D.» and expressed in day.

Copulation
index

83.3
100.0
100.0

100.0

b
No. of Fertility
pregnant index
animals %
9 90.0
8 66.7
A 91.7
9 75.0




Table 6. Absolute and relative organ weights of male rats dosed crally with CAS No.147148 in the preliminary reproduction
toxicity study

Body Testis Epididymis
No. of weight Right Left Right Left
Group animals g 9 % g % g % g %
a

Control 12 487.5 1.635 0,337 1.631 0.337 0.598 0.123 0.605 0.123
40.2 0.114 0.041 0.103 0.030 0.047 0.017 0.034 0.012

CAS No. 147148 40 mg/kg 12 521.0 1.583 0.304% 1,563 0.302«  0.6%% 0.119 0.598 0.116
35.3 0.089 0.027 0.118 0.033 0.047 0.011 0.039 0.012

CAS No. 147148 200 mg/kg 12 517.3 1.597 0.310 1.588 0.308 0.598 0.117 0.597 0.116
36.2 0.125 0.028 0.130 0.032 0.059 0.016 0.071 0.018

CAS No.147148 1000 mg/kg 12 513.8 1.647 0.321 1.620 0.316 0.623 0.122 0.613 0.119
' 6.8 0.092 0.023 0.095 0.023 0.051 0.014 0.040 0.012

a: Values are means and S.D. thereunder..
%: Differs from controls p<0.05.



Table 7. Gross findings of male rats dosed orally with CAS No.147148 in the preliminary reproduction toxicity study

Group Control 40 200 1000
No. of animals examined 12 12 12 12
Stomach : Grayish blue discoloration of contents 0 0 0 3
Large intestine : Blue green discoloration of contents 0 0 1 9
Grayish blue discoloration of contents 0 0 0 3

a: Values are no. of animals with findings.



Table 8. Histopathological findings of male rats dosed orally with CAS No.147148 in the preliminary reproduction toxicity study

Group Gradea Control _;&- ------ 200--—-—-_—----_--;&66-
lo. of antals cxained - N v ou
b c
Enididymis (right) : Focal interstitial infiltration of cellss mainly lymphocytes t 0 0 1 0
Epididymis (left) : Granuloma in capsule : 0 1 0 0

There were no abnormal findings in the testes.

a: + = slight change.
b: Perivascular.
¢: Values are no. of animals with findings.



Table 9. General appearance of female rats dosed orally with CAS No.147148 in the preliminary reproduction toxicity study

Group Control 40 200 1000
{Before gestation period)
No. of animals examined 12 12 12 12
a
Blue discoloration of feces 0 12 12 12
Injury and scars of cervical region 1 0 0 0

{Gestation period>

No. of animals examined 10 12 12 12
Blue discoloration of feces 0 12 12 12
Decrease in spontaneous activity 0 i 0 0
Bloody soiling of perivaginal hair 0 1 0 0
Subcutaneous mass of right axillary region 0 0 1 0

{Lactation period> ) b

No. of animals examined 9 8 1 9
Blue discoloration of feces 0 8 " 9
Pale discoloration of eyeballs 0 0 0 1
Swelling of Lleft eyelid ] 1 0 0
Undeveloped mammary gland 0 i 0 1
Subcutaneous mass of right axillary region 0 0 1 0
Bloody soiling of thoracic, abdominal and tumbar hair 0 0 0 1

a: Values are no. of animals vith findings.
b: Includes one animal killed on day 1 of lactation because all the Litter died .



Table 10. Body weight changes hefore gestation period of female rats dosed orally with CAS No.147148 in the preliminary reproduction
toxicity study

No. of Day of administration Body weight gatn
Group animals 1 2 5 7 10 14 21 28 Day 1-14 % a
b (3¢ (2)

Control 12 231.8 233.9 262.4 269.9 255.1 263.7 285.7 329.5  31.833  13.752
14.3 13.9 15.0 14.2 15.1 16.8 36.3 27.6 7.004 2.988

CAS No.147148 40 mg/kg 12 229.7 233.1 238.1 246.,3 251.2 256.7 - - 27.000 11.678
10.1 1.9 12.5 16.7 17.2 19.4 12.512 5.058

CAS No.147148 200 ma/kg 12 236.3 237.3 245.2 249.0 258.3 266.3 - - 30.083 12,663
11.5 12.6 13.2 13.3 16.3 18.0 8.754 3,488

CAS No, 147148 1000 ma/kg 12 232.6 234.0 260.7 245.6 252.2 260.4 - - 27.833  11.908
1.9 13.1 13.8 14.6 17.7 18.1 9.389 3,760

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



Table 11. Body weight changes during gestation period of female rats dosed orally with CAS No.147148 in the preliminary reproduction toxicity study

No. of Day of gestation Body weight gain

Group animals 0 S 3 5 7 10 14 17 20 Day 0-20 %a
b

Control 9 268.0 275.6 288.9 294.9 301.6 316.9 338.2 370.4 418.3 150,333  56.157

16.4 16.3 17.0 16.7 18.1 18.9 20.2 23.0 23.7  9.618  2.975

CAS No.147148 40 ma/ke 8 261.6  269.0 283.6 2911 971.6 341 331.0 3644 409.0 147.375  56.463
16.5 16.9 17.9 19.1 18.5 18.3 20.0 20.4 2.4 15.0M 6.087

CAS No.147148 200 mg/kg il ‘ 215 2804 2942 3045 3119 3275 3513 380.3  422.9 151455 55.795
14.1 15.5 18.3 18.0 18.9 20.0 2.7 5.8 0.3 228 1.9

CAS No.147148 1000 mg/kg 9 263.1 212.4 283.0 291.0 299.8 315.1 338.2 367.6 413.9 150,778  57.439
‘ 17.7 17.5 19.4 18.3 20.6 20.1 22.3 26,4 28.3 18,342 7.144

a: (Body weight gain / body weight on day 0) x 100.

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




Table 12. Body weight changes during lactation period of female rats dosed
orally with CAS No.147148 in the preliminary reproduction
toxicity study

No. of Day of lactation _Rody weight gain

Group animals 1 & Day 1-4 % a
b

Controtl 9 306.9 318.6  11.667 3.827

20.2 2.6 10,428 3.463

(Te {7 (7
CAS No.147148 40 mg/kg 8 307.9 391 M4 3.9%
19.1 6.3 8.920  3.000

CAS No.147148 200 mg/kg 1 32,3  33%.3 12,000  3.775
21.8 21.8 11,992 3.804

CAS No.147148 1000 my/ky 9 305.7 3216 15,889 5.362
19.4 15.3  12.55 4,375

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

b: Values are means and 5.D. thereunder: and expressed in gram,

¢: Values in parentheses are no. of animals examined.



Table 13. Food consumption hefore gestation period of female rats dosed orally with CAS No.147148
in the preliminary reproduction toxicity study

No. of Day of administration
Group animals 1 2 5 7 10 14
a {1b
Control 12 16.8 15.5 17.6 17.5 17.8 18.3
2.8 2.2 2.4 1.6 2.9 3.0
CAS No.147148 40 mg/kg 12 17.2 15.1 15.6 17.2 17.3 16.6
2.7 2.2 2.7 3.1 2.3 K
CAS No. 167148 200 mg/ks 12 19.3 15.9 18.3 17.4 18.6 18.4
1.9 2.4 2.7 3.2 . 3.5 3.5
CAS No. 147148 1000 ma/kg 12 18.2 5.4 17.2 16.6 18.1 17.3
2.7 2.6 3.0 2.5 2.8 kN

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



Table 14. Food consumption during gestation period of female rats dosed orally with CAS No.147148 in the preliminary
reproduct jon toxicity study

—————— - e o e e B 0 R e B B B e o e e e e o e e e e o e - -

No. of Day of gestation
Group animats 1 3 5 7 10 14 17 20
a
Control 9 22.8 244 23.9 2.6 26.3 4.3 26.1 22.1
2.1 3.6 3.2 2.8 1.8 2. 31 1.7
CAS No. 147148 40 mg/kg 8 21.9 25.3 25.5 2k.1 24.9 25.1 26.3 23.9
1.7 3.8 3.4 4.3 3.8 .0 1.7 2.2
CAS No. 147148 200 mg/kg 1 23.5 24.6 27.7% 27.5 27.1 25.9 28.5 24.5
2.5 3.8 2.9 3.4 3.3 3.7 4.2 3.8
CAS No.147148 1000 mg/kg 9 23.3 23.8 25.6 2.8 24.9 25.2 26.4 22.3
1.4 3.0 3.5 3.4 3.3 2.7 3.0 2.1

a: Values are means and S.D. thereunders and expressed in gram/day.
%: Differs from controls p<0.05.



Table 15. Food consumption during Lactation period of female
rats dosed oratly vith CAS No.147148 in the
preliminary reproduction toxicity study

No. of Day of lactation

Group animals 1 b
a

Control 9 7.6 3.9

2.1 4.2

{T)hh

CAS No.147148 40 mg/kg 8 8.9 3.7

.1 5.3

CAS No. 147148 200 mg/kg " 9.6 31.3

5.8 5.9

CAS No.147148 1000 mg/kg 9 1.6 30.9

£.3 7.2

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




Table 16. Influence of CAS No.147148 on reproductive ability of female rats in the preliminary reproduction toxicity study

_______________________________________ - - ————

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

No. of = mmmmmmmmmmmmmmmeeececeeeen e oo e pairs with  the starting Copulation  No. of Fertility

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

¢

Control 12 12 0 - - 10 2 2 - 10 2.4+1.8 83.3 9 90.0
CAS No. 147148 12 12 0 - - 12 0 - - 12 1.941.2 100.0 8 46.7
40 mg/kg
CAS No, 147148 12 12 0 - - 12 0 - - 12 2.0£1.3 100.0 " 91,7
200 mg/kg '
CAS No.147148 12 12 0 - - 12 0 - - 12 2.011.2 100.0 9 75.0
1000 mg/ky

a: (No. of pairs with successful copulation / no. of pairs mated) x 100.
b: (No. of pregnant animals / no. of pairs with successful copulation) x 100,
¢: VYalues are means and S.D., and expressed in day.




Table 17. Absolute and relative organ weights of female rats dosed orally with
CAS No.147148 in the preliminary reproduction toxicity study

Body Ovary
No. of veight Right Left
Group animals g mg 107%% mg 107%%
a
Control 9 318.6 46.3  14.648 53.9  17.066
2.4 7.1 2.754 6.5 2.957
CAS No.147148 40 ma/kg 8 318.1 57.6%  18.088» 53.8  16.890
15.3 1.1 3.216 12.3 3.877
CAS No. 147148 200 ma/kg 1 336.3 56.9%  16.889 51.9  15.445
27.8 10.5 2.630 10.9 3.157
CAS No.147148 1000 ma/kg 9 321.6 53.3  16.649 51.9  16.150
15.3 7.0 2.525 12.6 3,998

a: Values are means and S.D. thereunder.
*: Differs from control, p<0.05.




Table 18. Gross findings of female rats dosed orally with CAS No.147148 in the preliminary reproduction toxicity study

No. of animals examined 12 12 12 12

Stomach : Blue green discoloration of contents 0 0 1 1
Small intestine : Blue green discoloration of contents 0 0 1 0
Large intestine : Blue green discoloration of contents 0 0 2 8

Grayish blue discoloration of contents 0 0 0 2
Spleen : Yellowish vhite mass 0 0 1 0

Mammary gland : Undeveloped gland 0
Eyelid (left) : Swelling 0
Skin of cervical region : Scars 1
Skin of right axially region : Yellowish vhite subcutaneous mass 0

a: Values are no, of animals with findings.
b: Killed because all the litter died .



Table 19. Histopathological findings of female rats dosed orally with CAS No.147148 in the preliminary reproduction toxicity study

No. of animals examined

Ovary (right) : Follicular cyst
Mammary gland : Undeveloped lactating gland
e
Retention cyst
Spleen : Exudative inflammation with necrosis

P —
Grade Control 40
12 12
+ 1h
+ ¥ 1d
+ $ ¥
H ¥ ¥

200 1000
12 12
0 1
¥ ¥
1f ¥
1f ¥

There were no abnormal findings in the left ovary.

a: + = slight and ++ = moderate changes.

b: Values are no. of animals with findings.
c: ¥ = not examined.

d: Killed because all the Litter died.

e: With PAS stain.

f: With the abnormal gross findings.



Table 20. Influence of CAS No.147148 on delivery and maternal behavior in the preliminary reproduction toxicity study in rats

Live pups horn Dead pups born
a c
No. of  Implan- b Live e f
No. of No. of implan-  tation  No. of Delivery bhirth d Gestation Gestation Nursing
pregnant corpora  tation  index pups  index index Sex Length index index
Group females  lutea sites % born % No. % ratio Male Female No. Male Female day % %
Control Total 9 184 152 144 140 68 72 ¢ 1 3
Mean 20.4 16.9 84.381 16,0 94.910 15.6 97.083  1.067 7.6 8.0 0.4 0.5 1.5 21.4 100.0 100.0
S.D. 3.2 0.9 13.178 0.9 6.048 1.6 6.731  0.59% 2.7 2.2 1.0 0.7 2.1 0.5
]
m @ h
CAS No.147148  Total 8 176 122 109 102 56 46 7 4 2 i
40 mg/kg Mean 22.0 15.3 71.316 13.6  B86.456 12.8 84,048 2.529 8.0 6.6 0.9 1.3 0.7 22.3 87.5 100.0
5.D. 5.3 3.2 16.184 4.7 22,348 5.6 34,530 3761 2.7 3.2 1.2 0.6 0.6 1.2
CAS No.147148  Total M1 221 17 153 148 72 76 5 3 2
200 mg/kg Mean 20.1 15.5 80.158 13.9%  89.680 13.5 96,573  0.98% 6.5 6.9 0.5 0.8 0.5 21.9 100.0 100.0
S.D. 4.6 1.7 16.269 1.9 8.619 2.1 5448  0.406 2.2 11 0.7 1.0 0.6 0.3
CAS No.147148  Total 9 182 139 133 125 61 b4 8 3 5
1000 ma/kg Mean 20.2 15.4 78.511 4.8 96.013 13.9 94,938  1.033 6.8 7.1 0.9 1.5 2.5 21.9 100.0 100.0
3.D. b4 2.1 13.244 1.9 7.160 1.8 12.876 0.403 1.3 1.8 2.3 2.1 24 0.3
a: (No. of implantation sites / no. of corpora lutea) x 100s using the Litter as a unit of treatment.
b: (No. of pups born / no. of implantation sites) x 100; expressed in the same vay as above.
c: {No. of Live pups bhorn / no. of pups born) x 100, expressed in the same way as above.
d: (No. of female pups / no. of male pups), expressed in the same vay as above.
g¢: (No. of females with Uive pups / no. of pregnant females) x 100.
f: (No. of females with normal nursing / no. of females with complete delivery) x 100.
g: Values in parentheses are no. of pregnant females examined,
h: Includes 1 pup of unknown sex. ;
i: One of 8 pregnent females had prolonged delivery and gestation Lengths and killed atl the litter.
%: Differs from control, p<0.05.



Table 21. Influence of CAS No.147148 on viability of pups in the preliminary reproduction toxicity
study in rats

Live pups on day ¢

a
No. of Llive Viability
pups born index

Group {on day 0) No. %
Control 140 133
15.6 14.8 95.251
1.6 1.7 8.389
CAS No.147148 40 mg/ky 102 101
12.8 4.4 99.047
5.6 2.4 2.521
CAS No,147148 200 mg/kg 148 144
13.5 13,3 08.485
2.1 2.3 5.026
CAS No.147148 1000 mg/kg 125 "7
13.9 13.0 91.919
1.8 4.0 24,243

a: (No. of Live pups on day 4 / no. of Llive pups born} x 100, using the Litter as a unit of treatment.



Table 22. General appearance of pups in the preliminary reproduction toxicity study of CAS No.147148 in rats

Group Control 40 200 1000 Control 40 200 1000
a

No. of animals examined 68 56 72 61 12 46 76 b4
b ¢

Death 0 1 0 5 6 0 2 3

Kilted because of weakness 0 0 0 0 1 0 0 0

Decrease in spontaneous activity 0 0 0 0 1 0 0 0

Detachment of skin of thoracic and abdominal region 0 0 0 0 1 0 0 0

Dark red discoloration of lover Lip 0 0 0 0 1 0 0 0

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

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



Table 23,

Body weight changes of pups in the pretiminary reproduction toxicity study
of CAS No.147148 in rats

Male Female
No. of Day of lactation Day of lactation
Group Litters 1 & 1 b
a
Control 9 6.69 9.12 6.23 8.61
0.53 0.66 0.42
CAS No.147148 40 mg/kg 7 7.01 9.91 6.70 9. 2%
0.46 0.86 0.38 0.81
CAS No, 147148 200 ma/kg 11 7.21 10.38# 6.81% 9,79
0.53 1.22 0.57 1.29
CAS No. 147148 1000 my/kg 9 7.02 9.77 6.58 8.99
‘ 0.46 0.85 0.52 1.13

a: Values are means and S.D. thereunders and expressed in gram, using the litter as a
unit of treatment.
*: Differs from control, p<0.05.



Table 24, Gross findings of pups in the preliminary reproduction toxicity study of CAS No.147148 in rats

Male Female
CAS No.147148 (mg/kg) CAS No. 147148 (mg/kg)
Group Control &0 200 1000 Control 40 200 1000
a b c
No. of dead animals 1 5 3 6 7 2 3 5
d

Skin of dorsal region : Detachment 0 0 0 0 0 1 0 0

No. of animals killed because of weakness 0 0 0 0 1 0 0 0
Skin of thoracic and abdominal region : Detachment - - - - i - - -

No. of animals killed on day 4 of lactation- 68 55 72 56 65 46 I 61
Liver : Yellowish vhite discoloration of quadrate lobe 1 0 0 0 ) 0 0 0
Tail tip : Defect 0 0 1 0 ) 0 0 0

a: Excludes missing.

b: Includes 1 pup of unknown sex.
¢

d

: Includes 3 pups of unknown sex.
: Values are no. of animals with findings.
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