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1. Body weight changes of male rats dosed orally with PHI in the
combined repeat dose and reproductive/developmental toxicity
screening test (SR-9774)

2 . Food consumption of male rats dosed orally with PHI in the
combined repeat dose and reproductive/developmental toxicity
screening test (SR-9774)

3. Body weight changes before gestation period of female rats dosed
orally with  PHI in  the combined repeat dose  and
reproductive/developmental toxicity screening test (SR-9774)

4. Body weight changes during gestation period of female rats dosed
orally - with PHI in  the combined 7repeat dose  and
reproductive/developmental toxicity screening test (SR-9774)

5. Body weight changes during lactation period of female rats dosed
orally with PHI in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9774)

6 . Food consumption before gestation period of female rats dosed
orally with PHI in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9774)

7 . Food consumption during gestation period of female rats dosed
orally with PHI in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9774)

& . Food consumption during lactation period of female rats dosed
orally with PHI in the combined repeat dose and reproductive/

developmental toxicity screening test (SR-9774)
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9. Body weight changes of pups in the combined repeat dose and
reproductive/ developmental toxicity Screening test of PHI .in
rats (SR-9774)
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1 Experimental design for the combined vrepeat dose and
reproductive/developmental toxicity screening test of PHI in rats
(SR-9774) |

2 . General appearance of male rats dosed orally with PHI in the
combined repeat dose and reproductive/developmental toxicity
screening test (SR-9774)

3 . Body weight ohanges of male rats dosed orally with PHI in the
combined repeat dose and reproductive/developmental toxicity
screening test (SR-9774)

4 . Food consumption of male rats dosed orally with PHI in the
combined repeat dose and reproductive/developmental toxicity
screening test (SR-9774)

5 . Urinary findings of male rats dosed orally with PHI in the

" combined repeat dose and reproductive/developmental toxicity
screening test (SR-9774)

6 . Hematological findings of male rats dosed orally with PHI in the

combined repeat dose and reproductive/developmental toxicity
screening test (SR-9774)

6 —Appendix (SR-9774)

7.

Biochemical findings of male rats dosed orally with PHI in the
combined repeat dose and reproductive/developmental toxicity
screening test (SR-9774)

7 —Appendix (SR-9774)
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Gross findings of male rats dosed orally with PHI in the combined
repeat dose and reproductive/developmental toxicity screening
test (SR-9774)

Absolute and relative organ weights of male rats dosed orally
with PHI in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9774)

Histopathological findings of male rats dosed orally with PHI in
the combined repeat dose and reproductive/developmental toxicity
screening test (SR-9774)

General appearance of female rats dosed orally with PHI in the
combined repeat dose and reproductive/developmental toxicity
screening test (SR-9774)
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Body weight changes before gestation period of female rats dosed
orally with PHI in the combined repeat dose and
reproductive/developmental toxicity screening test (SR-9774)

Body weight changes during gestation period of female rats dosed
orally with PHI in the combined repeat dose and
reproductive/developmental toxicity screening test (SR-9774)

Body weight changes during lactation period of female rats dosed
orally with  PHI in the  combined  repeat dose and
reproductive/developmental toxicity screening test (SR-9774)

Food consumption before gestation period of female rats dosed
orally with  PHL in  the combined repeat dose  and
reproductive/developmental toxicity screening test (SR-9774)

Food consumption during gestation period of female rats dosed
orally with PHI in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9774)

Food consumption during lactation period of female rats dosed
orally with PHI in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9774)

Gross findings of female rats dosed orally with PHI in the
combined repeat dose and reproductive/developmental toxicity
screening test (SR-9774)

Absolute and relative organ weights of female rats dosed orally
with PHI in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9774)

Histopathological findings of female rats dosed orally with PHI
in the combined repeat dose and reproductive/developmental
toxicity screening test (SR-9774)

Influence of PHI on reproductive ability of rats in the combined
repeat dose and reproductive/developmental toxicity screening
test (SR-9774)

Influence of PHI on delivery and maternal behavior in the
combined repeat dose and reproductive/developmental toxicity
screening test in rats (SR-9774)

Gross findings of dead pups at birth in the combined repeat dose
and reproductive/developmental toxicity screening test of PHI in
rats (SR-9774)

Influence of PHI on viability of pups in the combined repeat dose
and reproductive/developmental toxicity screening test in rats
(SR-9774)

-1ii-



25 .

26 .

27.

SR—-9774

General appearance of pups in the combined repeat dose and
reproductive/developmental toxicity screening test of PHI in rats
(SR-9774)

Body . weight changes of pups in the combined repeat dose and
reproductive/developmental toxicity screening test of PHI in rats
(SR-9774)

Gross findings of pups which were dead after birth or killed on
day 4 of lactation in the combined repeat dose and reproductive/

developmental toxicity screening test of PHI in rats (SR-9774)
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T HZ N 3 K (CAS No. 85-41-6) @ 250, 500 35 X TR 1000 mg/kg/day ZHEZ & Rz
P U CHAELAT, RECHIRMIE L OB 2S5 Test 46 AfF. #ET v MIA LTIkl
A, ZECE L OMRHART . o ONCHE 3 B TOHM, BOREERS L, HiESY
~DOREETEIC L DHE. MHEHO LTS S OHFAERORECRIETEZRICONT
xﬁku/ﬁﬁ%%¥ML UTOmBZ/™7=,

1. MO R ER S HME

(DHEO—RARTE, (REHER, B A, RRE, MKRFERRE., MRLEHRE. 8
BHEE. Jﬁkioﬁ@ﬁ%%%ﬁﬁfﬁ 7 E A I FREIC X DRE
b oT,

(2) B D TR AR EAORR A T, 1000 mg/kg BFT 1 FIDHTHh o = MBI/ NEERD
s L, BRI RAE LR OBWEES L OBRROERE1BOGHh, 75
NA X RS LOBEENREZ LN,

Q) HEO—RXREE, AREHYE, BEE. BEEELITIRLR LTI LD 1 F0M
IR BB ENRE T A NA I FEREICEBAEEIRD bR o T,
UEDZ b, lETT7ENA I RBREICEDARZEEIRO NP7, TR

1000 mg/kg BT 1 DA Tidd o L BNHREEBRFRORE CIT, Bigs J Uik

FEBBLNEIENE, BRIV - JTRRIIBIT B 72404 I FORERSIC

'xéﬁ%@%(m&)mmTmey@mw\%fmmmymmwkﬂwbto
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2. ERERAEEN .

() AFERERRE, MBI OMERS, MUY OEREES X OASRETOER. Ak
B EOFEMBEORETIE, 7240 3 MRS L BHBIEED b b ok,
(2) #1426 B E THHMRBH LN 2 72 500 mg/kg D 1 1T, EEODFEB LT
EREONELRS S DL, ERES EAB L. EROBRE L EZ b,
(3) LD 1 FIOMIZIE. BEMORKE L OSHEET, SIEPM. TIESEE,
ERE, BRE, HERE HEERNEFEREBIUCHARIZ, 7243 F

BEIT X B HEIRD LRabo T, |

(4)1000 mg/kg BED 1 FITHEHMPICEEOBD B & UREEROEMERS b, 57
FEAE i S A C U/ SE DA REIA L . BRI L A o HEZS
BEUHMBROERIRO bE, i, RIOHEREIFBLOMSFD S b,
WE 2 BICHERES 1 BIET L. WE 3 BICHE2H). WE 4 BITHE 1 S 55
THRERY, AFELEHEROEEL AL CNEZ E0vh, PHI 510X 55
RO E RN RIS TEENRE I,

(6) FAEROEERH T1E 500 ng/ke BOMTHREDOIKE, M oHE, AEEMEL
X OEERINEICEEARERD bl 1000 mg/kg BTH. HCHEOEE. MTHE
BB L OEERMEDEEIRD b,

OFERDOEFE, —BREBLOFHKR TR, 7504 3 FREICE 2EEIRD
bR DT, | |
PEDE b, wfiém_ﬁﬁé%@m D B o T2 A5, FEITIE 500

mg/kg BED 1 BITHEDFRBICT D b, FARTIE 500 ng/kg U LOBETHA
ROGE, EERMEDDVIIEERNEOEREIRBO D Ehd, AR J—

SV TRBICBIT B 7N I FOREREICE 3B HROERHICH T2 EREE

*(NOEL) EHET 1000 mg/kg/day, MET 250 mg/kg/day, FAERDFEEITXT 5 EEE

£ (NOEL) }Z 250 mg/kg/day & BT L7,
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OBCD BT LEMEDERMEARELO—BL LT, 7HA1 I K (CAS No. 85-41-
6) THEMET v MR ORERS L. MEBW~ORERSICE DEE,. HESHD
AR LUHERORECRIEITEELRET D-OICRERSEE - EHERLES®E
BHERBREER L, S

FHRBRIT R EME IR %ﬁ%ﬁ&tﬁ#’é’iﬂ:?%ﬁt:ﬁ%éﬁ%ﬁ@%ﬁﬁ@lﬁ A%
PEDLHOEALRCHET IRBRERICET L% EEM5943 A 31 ARRE
# 39 ERBETLERERE - KRE 229 BEAHNELERE - 59 £RE 85 S@mE
EEEBEERRESEHNE XU 63 4 11 A 18 HEZGEEM) TV, RBF
HEIXOECD®RENA F7 A > (0ECD Guideline for Testing of Chemicals for

Combined Repeat Dose and Reproduction / Developmental Toxicity Screening

test) (ZHEHLL 7=,

MBI LU HE
1. #ERWE
WERMEIYX., VX NVA4 3 F (Phtalimide. BAF PHI &H%$) (CAS No. 85-41-6,
Oy REE B £ 99.9%) T. HE~STVES

DFEREBRRTH D (Appendix 1, 2) , #HRWEIIES B2 RE1T. BE®BITE
YKEERBIZAN, HBEAN (4~9C) IZBRfFE LK (Appendix 1~3) , 72, #
5 THOEBRMEDEEMZEEEERSF L., ST OEBRHNE DR e

R L7~ (Appendix 4) .
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2. BEEROR

RBEHE, ARBROAERERR (SR9773) DHREESECRELE, AER
ERBRTH, 5, 70 BX T 1000 ng/kg/day % 14 H RS LIl 5 I o b
FAcE s, HECE 19 BRE. MECHENR 19 BECRELE, TOBR. —BRE.
BRI L OSIR T PHI 510 & 2 EIZR0 bn . BORRE, MikFR
BB X ORI SO, MO TR, MEOFER 20 B ORISR b
NCBE B DA FREC b PHL B 51 & AHEBIEED b b ok, LEB-T, K
RSB - AMBABEGARBICET 2R58: LT, BARERARE TR
AR L S D 1000 mg/kg/day & L. LU, Ak 2 T 500 35 L T8 250 mg/kg/day

PRETLHE, HETHD 1%(W/v)731/1/)l R—RF R U AKER AT,
1%CMC-Na & BE) DB ZIRET DRMBEREL, 3 4RE L (Table 1) , &

WEE 1 BN s D HERERS 12 JTE LTz,
3. WRMHEOTRERE

PR A L. 25, 50 BL U 100 mg/ul 723 X 52 1%CMC-Na (A AR
ANAT—ZF R Th:uy FES 5516, 6725, AAREKKEH ; BAER
FHERAK oy MBS TXTL. 76L1, 82A1, ¥ 7 BN SH) CREL,
LU, MEEABERERGNE L F— LV AEBEORBREF COREZL 7O
¥ & ERE L (Appendix 5) . EDOFERNOFEED 7 HMORER SR I
=, RARSEEE7 BRI LTEU EE L, #5ICHV 5 TEREEAR AN,
BIEERN (2~7C) WIRFE LT, SRED PHI REIIREORE TH Y, 2o

—~TH B ENFHEABERERSITE ¥ —IZEV#R SN (Appendix 5)

4. ABRR \

é%sﬁ%ﬁ>w¢m(w)ms%®sﬁfﬁyh@ﬁﬁsﬁ\wﬁﬁﬁ2%~
279 g M : 55 T, (AEME 172~199 g) ZRAART ¥ — VX - U A—RAZHEN S
ZiFAN, 14 BEOBHERAE ZTTo e, BER L OWHEHIM P, —RRKEEE
#1818, FEMNELIARP4EEHRL, IBRR2RT LR LB ERRIC
ATz, HEZOWTIE 9 HRIOHEHREZ & TITn, RAMCERORDHHh
IREV A T,

-~
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5. MEBRELN ,

Bk, U T U RT ARNTIRE 22~24 °C. JREERH 45~61%. BKEHK 10~
15 BRI L RPN 12 Rl (Far 8B L 1% 8RFE TR IKREIN
»tﬁﬁimm%ﬁmﬁwr\f?&ybﬁﬁﬁﬂﬁﬁ%7mv(%wx%®x
180H, mm) #FWVTERE Lz, BT, 4F4E 17 A5 &BBR 01D Y I EREW
AKB (RUA P77 L= BAF¥Y— /AR - U Ss—BFRREH) 2802701
ABZMEEHA L, 77— V%720 OIUATCEIE. 845 T8 3 LA, #4106
PG, ARRIAIMERESS 1 IT, AERIREAR T 1 REM, WEYMTITLES L,
T ORI 2 I 1 BIOBRE T 7=,

FREENOERBIUCKROBERBHIZ 1 B 10Tk, 2B, BERIIHERRH
BE (Y7707 A, FIAVEERRSH) BLIUT VRAHEE (X1 v ¥,
FEMEZETEKRASH) & 1 BRBEMATREIER L,

FEHT y MR ERER (CRF-1, Lot No. 971112, 971208, 980110, 980207, %
Y = AR T ERRS) % ERBUMEIR AT, BBKIZAGEA G
AGEK) EHEEKEERD SVt KE HEORBREROYOKERER) ZAWT,
FNENEHRICER I, HBIESROZHIT 28I 1B, BBEKEEOKKRZ T
@ 1 B DM CEMR LT,

RO SR L OREBEIIMEAEARAR LG E - —B XAV = Z NVEEE
THHEASHTERL, EABREICOWTHRE S0P OFFRHRANTH S Z L 2k
# L7 (Appendix 6~9) . BRELKONKEREIZH ABAKRASHLTERL, B
SOP DAEEMEDOFHN TH HZ & 7B L 7= (Appendix 10, 11) ,

6. BB X ORI ‘
ﬁ%ﬁ@ﬂk14E@Wﬁ@%%&ﬂ%ﬁ@%ﬁﬁ%~ﬁ&éi5K¢§E%k
EEAHBEEZRANTUT 2,

BV OB i ATURECHItE T = b bR U Z W TRSRIC T — UHEM 2170,
AT ABRBCIVEMESO L 1T EERRD 2EF, T 28 (BEEN
BEFICRALTITo, HAERIZOWTIEBEZ = RV EHANTERIZ S —
UREN T o, I, BREICaR) Lz — FICRRES. RBRiED
LUBYESERTT L UER LI
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257 |

BEREIT, HRYESABCROGIBES NS RERHEZ LD, &
B e L, BEEEY L FEROCL A LE, R BRI T,

BEERIE, ROV CIERAERT 14 BB XOKESAMe S 46 A, #iC
DWTIERECAT 14 BB X ORBKLE CORE M., X b ICRBER AT AR
HRB L OWE 3 B E TOMME L, |
CBRGRANE, TR0 9B D Fik LRFORIE LI,

TENA I FIEZKIZED TETIZSVHE TH L2720, BBRKRE LTEETH
EE L, BEEEIL 0B RBRIEN A F7 A T0BCD Guideline for Testing
of Chemicals ; Acute Oral Toxicity (401)] (1987)0)%&5&%?%5ﬁ@%%0355$ﬁaaﬂiﬁ@
ELT, FolBETOREL SNBHE 1 kg %720 10 ml 2BRELE, B#ERE
DREMIE, BERIZRGIEHIZBE LZFEICE SN TT o,

FEIX 10 BE OB L. REBKROTHEE (REHRE) I8ET 371.7 ¢
(350~402 g) . MET231.5 g (195~257 g) ThHotz,

8. #HE, BERIUHREHER
1) HEBMIZ DN
(1) — ik e 2

EFNTONT, RBREIED 1 B 1 B EOFE T, H2 J UM X 078,
NG EERBIE LT,

(2) RERIE |

EFCOonT, 851 R (&RERD &5 2, 5. 7, 10 BLU 14 B 2D
X7 BELRLCIBERTHBLOCHBHICE TR (A MY U2 1401 B
MP7-2 36 KL TF 1407 MP8-1, I —NY 7 A4 ZAFEARE) ZHVWTRIELE, /oh
HEE»S, FEENE [R5 46 BERE-®RS5 | AKE] B OFERNE

[ (REEmE &5 1 BIEE) X100] #HH L%,
(3) EAE BB E ‘

EHNZONT, S5 1 B &ERD &5 2, 5, 7, 10 BLW 14 B . EDOE
BAREMRZREAFTAECA LR UBIREFRE (F b U 72 1401 B MPT-2
BLO 1407 WP8-1, A— N7 A4 ZAFRARH) ZRWVWTHAEL 2, BERBIZ
BHEOHEEEr—VEIcEy bL, BR (BAlER) CERELXZBEL. 1| EbH
Dol BHyOEEEZHEE L,
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BEHMOKKE (%5 43~44 B) & 6 plic>V T, 7y FRARB—
v (KN-646 B-1 M, B BEERT) ITINEL THBET CHRZIT>7, K 3 &
FMOERO—FEZRVTTERO~QNEE ZHREL, 21 REAEREZAVTTR
OB LFTCODEBOREZTo72, Fio. HBRTOBKEZBEEL =,

giRys AR
@OpH RERAE (AT - =
@%ERA (Pro) REBRFEE (S T)L - =)
@ (Glu) REBMIE (ST - S35)

@7 bk (Ket)
®vuvrl )—4r (Uro)
®rJ e (Bil)

@¥M K5 (Occult blood)
®iLiE (Sediment)

@€l (Color)

@RE U-Vol)

@ELE (Grav)
ERFOEKE

(Water consumption)

REEIE (T - T

BEEE (N - =)
ABRE (M - =)
RBIE (M) - Z4E)
iR

RIREZE

ERBE
BEtE (72 T3f]=a ) =)
FMABOEBREIZL S
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(5) M FRIFRES
5 46 BOREOTKRBEC, FTEND 16~24 RERA LZSEIZONT,
T —F VRRE T CREE KBk HELM L, D~@iz>\ Tl EDTA- 2K THUEERE
WUl E . OB LU@I oV TiE 7 =T b U v A CHEELE L
2%, 3000 rpm T 10 HHEOELSEZIT, Aol E AV TRERT-

770 ,
MERAR RESE
OFRfnEk$ (RBC) BRENE (=2—AF—FHE, EHEE)
(z—nE = 7— T660 H)
@~< 70 v ME (Ht) RBC, MCVEX V&S
(= NE—Fr 7 F— Te60 BY) O
@~erur B (H) VTR RNES O VE (ERE)
(=N F—H D &— T660 #)
@OFHRIMEREFE MCV) BRIEGE (2 &—FE8, EHEE)
(m—=NZ—Tg 7 & — T660 T)
OEHRMEAE /0 CL B (CH) RBC, Hb XL D &H
(L&l B T660 )
GOFHFRMmMEE~E S 0 B R-E MCHC)  Ht, HbfEXL D &EH
(=N E =T % — T660 )
O MERE (Ret) Brecher ¥k
®fu/iEk (Plat) EREE (- F -, BEE) C)

(=B —F 7 ¥ — T660 Hl)
@B mERE (WBC) BRIEE (-, HER)
(= E =AD& — T660 5)
@R MM ESE (Hemogram of WBC) Ao « F AVLEAEAFERK
D7z ro v R (PT) fa v RFT7AF L
(AMELUNG KC-10A /X7 A & —KK)
DEMES F o VRTTAF UMM =5 UL ERE
(APTT) - (AMELUNG XC-10A /X2 2 & —KK)
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(6) i B s
#5546 OB RIZHIA N D 16~24 BRI R L 2 £HI OV T, =— 7 VHERE
Fe, MBEHRED D EHRKEIR HENE. O, @B LTI T~ <
Y LA, 3000 rpu T 10 HEDEOHER T, BoIMEEE I THRE
L. ZOMOERICOVTIE 3000 rpn T 10 HBIOBLAMET, Bhk

mWiFEzrAWTRELZT> T,
WREHER BmEHIE
OGOT IMC%(BEYBd%E%%ﬁ%ﬁJ
@GPT IFCC{E (ASI 7150 ¥ B B HTEE®)
QT NHYTHFAT7H—E Noksf -va—U—ik
(AIP) (B3L 7150 X BB i)

@FLEEMKREER (LDH) O LVAR— T - Fa—ik

(RIL 7150 BB SITERE)
&y -GTP BEL-y-FAEI-p-=bu 7=V FEEE

(A 3Z 7150 & B4 4 @)
®m#E (Glu) ~F Y FF—Eik

(A 7150 BT EEE)
D=y =275 —8 (Ch-B) Favk7FINTFFa) VEEE

(B 3L 7150 & B B PrEEE)
Qﬁnvx%u_»(P%m' EER: (AL 71650 BN DT ER)

@V vIEE (PL) BERE (B ST 7150 BBV AHTEERE)
@HrYZUEY K (T6) W) ' o — LR

(B3 7150 & B Bh4rpri&iE)
@Y e (T-Bil) TV EYLE

(H3Z 7150 J& B ot @E)
DRZEF BV LT —¥ - 4V Rz ) — ik

‘ (H3Z 7150 2 B B0 AT ED)

@y L T7F=> (Crea) Y7 ik (B2 7150 BB EE)
@) hY T (Na) KIE (a—=7 480 BILIENER)

_10_
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BHV T A (K) RKIHE (2—=F 480 BIK NI EED)

®Z o—n (C1) EEREL
| (B CL-eMB 7 54 FH o Z—)

@BAL b (Ca) OCPC & (B3 7150 2 BhAYHTAEE)
@EHLY > (IP) T4 R o —ik

(B L 7150 BB HTERE)
ORES (1P) B Ly hE (B 7150 B B HAEE)
@F VT I (Alb) BCG ¥ (HI 7150 % BB OHTERE)
OA/GL (A/G) AT 27— MEBRKENE

(& HEERKENZERE CTE-150)
@E RS ' Tam—R7 T — MEEKIKEE

(£ BEIESXKENEE CTE-150)

(M FRB L OBEERNE |
#5466 BOBRIZ, BTEAD 16~24 BRER L2620 T, AR EHE
B, T T URB T CRED £ 5 1N L, BMOEESE, 2H0BER
LU R MIRSICEE LT, TO%, BRI, B, BB DB M. B Ok
B AR . FEE, BB, FRIR. LRUME, BB, BRIEEY LS. B
. TEY) oo BTH. STR. TR LB, BE. B ~—F R,
ARSI UKIBE (BMEZED) . W CEE) . BBE OMUEE) . MK
BOR. MEEE, SE. KEX. RE. B GIE - BT - mPE) . + B, 2,
EI. B, AIB. EMG. BB, RE. MERLE, SE GERZED) BLo
BIYRR % 10% PRI R~ ) VIR CERE - R1F LT, 728, IRERES K U—
F—RIEF Ty RV VIRCEE R L, FBERE X O LR T 7 VIR CERE,
0% TR ) — VIR LT,

WHBED S by . M. O R, BW 2R . B BT A .
FEE, M. FRR . FENMEED) | MEBIUBEEER (55 I«
SNTEEHICEREETF R (ER-180A, HALDHT— 72 F-Fr) ZHL
TRELE, BoNEAEENL. BEREERL [ BETEL BWEE) X
100] Z&EHI LT,

._11_
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(8) INERE AR FAIRR A
SR E0 S b, 2FI O, B, . OE. B, . TES. BR. &8
B, FRR. B GrE-RE - WME) . +2EB. 2B BE. BB 5.
B, BE, BREEBIURNIRICONT, T 7 4 o ABE#ETL, ~< b
XUV 2 F TV UOREARBIURHREE (oil red 0 Yefa, PAS Jrfs, U R Y
VAR TS RFH T RE) EREFRL . REBERTROREY
1To7,
2) BEENDIZ-DONT
(1) —fRREs 2
EENZOWT, %‘nf%ﬁﬁﬁa‘i* I'A 1RSI EOBE T, B2 L U/MBIZ X VITE),
NBe FEBE LR, BRLUAERIZOWTIRZOREER L ORISR 286 L
7o
) R ERIE |
EHNZONWT, BE 1R &EF)  &E2, 5, 7, 0BXV 14 B, &R0,
1, 3, 5, 7, 10, 14, 17B&T 20 A, HF 0, 1 KXV 4 BIz, Fh, KEH
B (L FRT) HREROBER LE CHCETRE (FA T DR 1401
B MP7-2 35 KX N 1407 MP8-1, A —A 7 ABRAZH) ZHWTHEL =, &5
N D, KESNE [ (25 14 BRE- B9 1 A4S . GHE20 A
FE-TROAKE) BLC (FE4HAKE-HBEORAKE) ] | BLUENLE
NOEEBMEICE L EFEEMER [ (KEENE &5 1 BKE) X 100,
(REMME 4 0 BRE) X 100 BLTY (KEHME HE 0 BFEE) X
100] ZHEH L7z,
(3) EEFERE
2HIZOWT, 51 H (&EED &5 2, 5. 7. 10B8E T 14 B, iK1,
3,5, 7,10, 14 17THL0 2 H, ME 1 BLO 4 BICEFRIE (WA RUD
Z 1401 B MP7-2 8 KX UF 1407 MP8-1, H—Y 7 A AR E) ZHWTHEL
77, BEMABICEYEOEM >/ —V&EIZEy FL. BB (AIER) KEEZH
EL, 1EYA00 1 Ao0BEEZEHE Lk,

_12_
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@RS L VBT ERAE

HE 3 BECEAFROALNEFUIEE 4 BIZ, R 25 HE THHRORD L
NRVEILEIR 26 Bio, TRENT—F VRBT TRBEES S, 2405
B ARERRACBE L, T0%. . BHE M. OB B B (K
BN . FEE, BIF. FRR ERUME B, BRI Lo, R
& THEU L, BTH. TR, ETR LB 28, RER ~— 7R
WES L ORREE (BMEET) | W (RN . BEH GMULE) . Bk
DR, WE, KF. SEE. AE. B GUE - RE - WeE | TEB 28,
E. B RSB, BB, BEAL. SRR, FEBLOESR 10% B EEERL< Y
VHECEE - R LT, B, BB X GA— SRR B VR CERE -
HEL, |

FES L USRI NI, EEHI AR SRR & OHHIR S A % 7
¥,

WHBED S b, M. . O AR B EA) . B &UE (56 T
(R, IR, FRIR oA, ERMEET) BIUSR (BA) KOVWCRER
PETRFE (BR-180A, HARH=—- TV F-F4) ZHAWTHEL., bh /-
WEM, CEEHRESRL | (REER/ BWEE) x100) 2HELE,

(6) PRI |

WLBED S b, LAOKE B, M. O F. B TER BR 8
B, R, B OGUE - RE - W) | TR, 5. . SR, 5.
BB X DSRBITONT, RF 74 L AREEIL, ~v hEV Y Y - mF U
el EA AR L, MR 21T - 72
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3) HEHEEMD O AER K UHEROREAEIZDNT
W EEHRE
AN ONT, BERT 10 BALERHASIECOER ¥ ATVRAICLIE
SRR AZER L, EEEME T CHRAMBRRE GRiFal. RIEHa. 2E
M, BEEHB LUREREE) OHELRTV. HEFORFEOFE (EF
F RN, TRAEE) 2R L
(2) HEHED A FERERES
BE 14 BOMHEIZOWT, RRBERNTIF»5 13t 1 (EESEA D)
T 14 BRMZREL LTRE S Y, ZEORIIZHOES R FIZEF I #ish
mHEAEE L, RRBRSIHEZEIRO B & Uk, HIROBIIZHED FEIZEKREI T
BEnHEEL L RBEE [ (REVPBM LM v MERET v MO X
100] BRUOZKRE [ (ERBRLEMET v M/ ZEBBELZET v M0 X
100] Z&EH L7,
(3) s X OB TENMBIE
R LRI DWW, R 21 B DA T B E TEE 9 RRIOTBRE,
BEfTE), RHERK. AFREEBLURT R, HEROMEINB I UONELTE
BL, ORI BKTE2HAELLEE. TOREMBTORLE LTEA LA,
ZORERNL . RYHE R0 BALWMEOR (HEETH) ETORE] .
HER [ (ER2PHELEZMS v NE/ARES v MO X 100] | 2% E
[ (RHERSBREE) X100] | AR [ (HERBRATRE BHE
WBE) X100) | WE 4 ARHER [ FH 4 HRCHEFRORD LM T v
N BRI LT v M) X100] 35 X OMEEL [HEA R %A R K]
EEH U, 7. ARSOEERRE»OEFRE [ (FHREE HEREEH) X
100] =&ML 7,
(4 FAERO— RS K UAERFHE
EHNZONT, MEOANOHEBE4HETLIALIE, £HFEBRURTZHES L.
—HRIREB USRI OVWTEE L, B, MBBEIISHKRTREZHE 0 H
ELTEE L,
BEERNOFARESFE [ WME 4 BATFRE HERRRAFRE) X
100] 2 1 B LTEELE, 2EL, BEDAWEIARASL 2o Fi4E
RIFETH L LT T,
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B FTERDOEERE |

EFNCONT, HE 0, 1 BL4 BIZETRE (P MY 7R 1401 B WPT-2
BLO 1407 MP8-1, H— Y 7 A ZHA&H) 2AVWCHEL 2, 28, FE
TV 1 IERICHERERNIC 1 B2 OFE TR L, BbnmBER» b RER
NE HE 4 BEEWE O BAE) BXOHRERNE [ (KESNE WE 0
B) X100] 2&EHB L7,

(6) A IROEIR _ :
FETHNIE BIZHMR L. whole body % 10%FMEBE RN~ ) VR TEE - &
T, ZOMOENIONTIE, HWE 4 BicdiE (DENEST) 2EEL,
TR EIRBRAEEAVCTERERESY, 2508F - k2 ARMICEELE,
BEFTREMORD 5N =FNIZ20Tik, whole body % 10%FEEE KA~V
SRTHEE - REFE LT,
9. HEHFHIPHE

FE, AEENELIOCERERME, B, RE. BRPOMKE, Mk
REB I UMELFHNREOSELE, HEER,. REAEERL. TRYM, TR
HiEE, BREE, FRE, RHEREK. HEMRRMAGFERE, ohR, BH4eER,
PEM, HEEREFERFSE T K. WE 4 BATRER L OHARAEFERIZ OV TIL,
Bartlett OBREEEAVTESBIELREL, TO/R, S48 (p>0.05) %
ARLEZEHBIZOWTIE—aBBaBomETHET L, BERES (p=0.10) |
Dunnett MREE (ERBORE SVEI BEIEVRELEHAVE) TR L
& PHI REH L DR EZIToTe, —F, RESH (p=0.05) ZnRLEZER, FH
BICBITDSpH, BEH, ¥ bk vnvl /=5y, YRy, BORES,
iR, MBS I TLLE, 206 NOREBEEMEIRERE RO O b 2 BRI LBt
L= FRH BT RIZOWVWTIX Kruskal-Wallis (52 BHWTHET L, BERES
(p =0.10) | Mann—Whitney O U-B7EM CHEEREL & PHI B 58 & DB &1To
e o '
HRAHOREOFE, RBR, THRE, HEXBIUWE 4 AMEETER, ks
b UMK ERRERERDO O 1 BBEOBHES L — FRZLNEZFRIZ DN T
RERE x *-REZITV., TORR. AERES (p=0.10) F2RAE x-BE
THRH L& PHL REFE OB ETo, 2L, 2388 x -REDH VIR
By 2-REICREAR OBAIT Fisher DEEREBEETH W,

SEREE L OREIZEEL T, AEKEEZ 5% L Lz,
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SR—9774
~, =
% P

1. HESYORERSEME
(1) —fiREE
—ARREBORLAE % Table 2, INDIVIDUAL DATA 1-1~1-4 [Z/RY,
BiEd L O A 250 mg/kg B 1 fITHRE 37 BLHBRABETRO LI
B3, fho> PHI B 58 TIEA b2 WMBREBIR b D Th o7,
(2) (FEHS |
REHRS % Figure 1. Table 3. INDIVIDUAL DATA 2-1~2-4 1279
& PHI 58 L AR LB L CTHEBEZERB D 2o I,
() HEEE
BB DLk % Figure 2, Table 4, INDIVIDUAL DATA 3-1~3-41Z/RT,
BB OIS 500 mg/kg FECTRE 46 RIZRD SN, FEBBED RN
—1EEDENTH -7,
(4) RIRE
RBE DR L Table 5. INDIVIDUAL DATA 4-1~4-4 {277,
500 3 £ 1% 1000 mg/kg BT pH OET (FEEH : 500 3 LT 1000 mg/keg BEE b
6.0~8.0, XfHREE;8.0~8.5) BAhbiL, MBI LLEBL THEENRD bk,
FOMOREEBIZIZE PH 5B bRBLHR L TREEZEIRD N
hoT,
(5) MK FBIE
m?&siﬂ’aﬁﬁmj‘zﬁ% Table 6, Table 6-Appendix. INDIVIDUAL DATA 5-1~
5-8 B L U 5-1-a~5-8-a ITR T,
BIECE S b o VR T RF RO EHREDS 500 38 XU 1000 mg/kg FETH S
. RRE LB LU TCHEEZESRD b,
FOMOBREEBITITA PHI B EHE LA RBEL R L THEZERRD LR
Mol ,
BB, HBEO 1] No.111) OBEMY LB LI FIZ BRI HRE 0
(Table 6-Appendix) Tik, xTHH & ik L TIEMSEGE S o KT T RF U
RIDEHRED 1000 mg/kg BHEOHIZ, HMBERABE HETY //\iﬁm&{'ﬁm 500
mg/kg HOHIZFEO bTz, '

._16_
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(6) ML i&{b R ZE
I VAL AR E D L& % Table 7. Table 7-Appendix, INDIVIDUAL DATA 6-1
~6-8 35 K N 6-1~a~6-8-a [Z=T, \
WTNOKREERBICS, & PHIHRERLOBE LR L CTHEEEERD LN
2oz,
BB, FEBEO 1 H (No.111) OBV L oERA LNTZH 2R - 5EH L
(Table 7-Appendix) Ti&. sIPREEL BB L CTHEMY - OFME DS 500 mg/kg BET
RO, AEMEEDCRWEThHo T,
(7) % | |
M OBE L Table 8, INDIVIDUAL DATA 7-1-1~T7-2-4 T4,
250 mg/kg BETEBRBOBRER & CBBOBEmESE | fl. Ek, SFEFK

RELTHEBIOWAN 1 BUIED EN-OHZTHY ., PHI BE5IC L AFRIX

ROLINRD> T,

TOMDETRE LT, RO 1 FICHEOER., fHRY VS L UED) v
SNEDIEKR, 72 b TNIHRIEEED U o EiDO— R AL X OERARD bk,

G BWEEER

ﬁaiikioﬁawiigmwﬁ@%Tmm9 INDIVIDUAL DATA 8-1~
8-12 1279,

SPHI B EEHE bAIREL B L CHEEZERD bnlkdo T,

(9) WEEHE R FRURE

TREAR AR SRR A DR 2 Table 10, INDIVIDUAL DATA 9-1-1~9-2-4 |77,
fif CIEVATRARR D EFESD 250 B L V500 mg/kg HETHE L1 BLV2 FIzsRD 6
iz, g i/ NER OMEREIAEDY 1000 mg/kg BET 1 BlizRH bz, BIET
ITFERE A 1000 mg/kg BT 1 ANZ, SEMLRME £ OEFEEME/MEA 250, 500 8 &
TR 1000 mg/kg BET 1~3 ., TR ME EFROMFREN 250 ng/kg BT 1 Hiz,
RAEE R OBFAEN 1000 ng/kg BT 1 PR bz, BR TIIEME OERE
A3 500 38 KT 1000 mg/kg BETHE 1 FIZFEO biviz, BR LA CIIERENMRE
JB A3 500 3 LR 1000 mg/kg B THE 1 BIZFRH b, AR CIIFMED D >
ERIZE OB XL L UM% PHI BEEET 1~3 FlIZRD bz, UlEDE i
NHZOHBICKTHRE L B L CTEEEIRD b o, Z0OM, FZHP
BB, BECREBERE, TEECER, BIFCREMROEBER. SBicY
VBB OBEEABR R ENTEDOHRTH o7,

_17_
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2B, RTBEECITHR CHBEOER, R > ERB L OB Y LoEOEK,
72 LONCHRIEIED U V8GO — B ALE X OEANRED bh T, R
DY VB Y VoSERRD b, . BB 8RY L ER LU v
SEICERBIRD b,

2. HEBMORKERSEE
(1) —h iR A
—MRREDME & Table 11, INDIVIDUAL DATA 10-1~12-4 {Z/R§,
500 mg/kg BED 1 HITHYR 26 B E THHRBH LRI, SEIRATER
B X RGBT EF IR LR T,
Z OO F) TIIEERATR S HIE ., ERAM G L OHEEHR R OWVTIOHRIZ
b, AFIRBD NPT,
(2) (R EHER
BB % Figure 3~5. Table 12~14, INDIVIDUAL DATA 13-1~15-4 |T7%
T
SEIRATIR SRR, ERIIRR X OMEFEROWThOBRIZ b . & PHL R 58
EbxTRREE L B L TABEITRED b oz,
(3 FEEE
AR B D {r. % Figure 6~8, Table 15~17, INDIVIDUAL DATA 16-1~18-4
ATRT,
SERRTHR S M., MRS T OMEHMOWTHOMRIC S, & PHI 58
LY ARBEL B L CHEEIRD b bk,
(4) Hiw
TR OREE Table 18, INDIVIDUAL DATA 19-1-1~19-2-4 {2/,
YR E 21T o 7B T, 1000 mg/kg BED 1 Bl CHBIB ST T B BT
HRB L TRDOLNTDHTH Tz,
F 72, R 26 B THHRBAH LR o7 500 ng/kg BED 1 PIT. EHEDF
EB I OTFESEHORNER, 25 CNIEBOABEILESRD b,
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G)BREEERE
%Ei%%i@%ﬁ%ﬁiﬁ%@ﬁ%%T@blaImwmmmezmyv
20-12 127, ,
Moo (KB BB DB 250 mg/kg BT, BROERS X CARERRLOH(E

A% 500 mg/kg BECTED HILEA, 1000 mg/kg BECITRREE L LB L CHEEIX

B Lo l,

(6) I ERAH R F RO E
REBHEBZREDORE LY Table 20, INDIVIDUAL DATA 21-1-1~21-2-4 {77
KR

R CIIvaskMAa DR 250 318 K 18 500 ng/kg BETE 43 BLO L FIZRD 5
Nz, FFRTH/NERDIERSILES & U RIS 1000 mg/kg BETH 1 Bl
BO LN, BRCILEARME LRI (0i1 red 0 R 25 1000
ma/kg BET 1 BB B, MIBRTIIZEG A XHBRES & 00 1000 ng/kg BT 1
BIZERD bz, BLEDTI TS 2 D HE| IR L BB L CTHEEIIR
OoNRbolz, TOM, HBH TEBICER, REERTOHLELENRD L
iz, '

3. MM OATERMLS L OFAERORESTHE
(1) £TEREREE
ATEEERAT DA % Table 21, INDIVIDUAL DATA 22-1-1~22-2-4 {ZR9,
REETOEH, RERBBIUZKBEIC i%&@ﬁ&%ﬁ%ﬁ&mﬁbfﬁa
EZIFED 2ol
HERAEHRE CIIREPREHBICRBEMREEOELRED 500 8 LT 1000 ng/kg
BHTH 1T, FHRRIFEED 500 mg/keg D 1 FUIRD biviz, T HOHITiE
SHTRBRPIL LTS, 1000 mg/kg BEO 2HIZFRERA BN, FDO 55 1 A
DHEIIRIER IS N ESE Lz, 20 1000 ng/kg BEOTREDH 7 & NI B F
HEOTRE & OFERRFAORE CIRIREH 5\ TREELE L O HRIC BT
B LR, |

_19__
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(2) i L U EHEITEI IS

SiRE & O BHITE8EEORE S Table 22, 23, Photo 1~3, INDIVIDUAL
DATA 23-1-1~23-2 T+,

5331 TII% PHI B 58 & b IRIBIC R E IR D bz d ok,

SHIREI), E R, IREAR. AR, AR, MERK HER, iEk
RAFIREB L UHARIZ, & PHI BREH& b BEE L B L THEEETRD

HNIe o T,
728, HHRFTCIE 1000 mg/kg BHETHREBRE B L CEE/RBO 5N, =
LR RIBED

WED KRB B L TE2NWZ LI L3 5D ThHolz,
T, R 26 BETHBDOALNIRVBID 500 mg/kg BT 1 HlicH b, #
BTEAOFEBIUCFEEBORNMEILR,. 78 b TNIEOABEIEERFED S,
ERESEIRD LN (Photo 1~3) . AFRRIBITRD bz o Tr,

2B, SRR THERRFOETIRN 250 mg/kg BE CHEMES 1 #. 500 35 & T 1000
ng/kg BF CHES 1 BIZEED bhvTz,

@) FAER O ARG
HA RO AGFEORKE % Table 24, INDIVIDUAL DATA 24-1~24-4 \Z5R,

L PHI S5 OXBEL LB LT, FEREFRIAEEIRD N2
P

(4) FiE RO —Rx ke

AERO—EIREDORE S Table 25, INDIVIDUAL DATA 25-1~25-4 177~

FET 3 DV AGID S BREEOME 2 1], 250 mg/kg BFOHE 1 fil, 500 mg/kg &

O 1 B LOWE 4 #i. 1000 mg/kg BEOHE 4 3B L UM 6 Hi
%\

N

RO LN, 09
1000 mg/kg FHOHE 4 B IO 4 FIOFKTHE L OCFAFIRRIEOHAERTH
ZOFEN (No.453) TRFERHEOHIRBLIOHESHO I L., WE 2 HiH
HA IHIMBET L, WE 3 HICHE2H], WE4 BICH 1 I3 FANTHE Rk,
— 5., AFEHITIEHAGI LD L EZ DN DIRERBORBIATREL LT

1000 mg/kg BECHEE 1 Fliz, MEERH 2\ WETEEFROSMEDS 1000 mg/kg B THEMES
1RO ENTZDHRTH T,

_2 O__
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(5) T8 O P B |

FA R DR ERB 2 Figure 9. Table 26, INDIVIDUAL DATA 26-1~26-4 &
Y, :

B OWERECIIS PHI BERHELREEITRD bR ho 23, THRE L
P LT 500 mg/kg BEDOHETHE 4 A EAEOMKME. HOWE 4 AERE, FEHM
EBIOFEEBMEEMEIRD bk, 1000 ng/kg HTH, HTHE 4 B
EOBM, MTHE 4 BAERS L CHRESMEOEERTED bz,

(6) FrAER DFIR

FAROHBORKE L Table 27, INDIVIDUAL DATA 27-1~27-2-4 12577,

—fIREB B TH bR EREER KU 1000 ng/kg BEDOHES 1 FIORBIIHERD
KB, 725 TNZ 1000 mg/kg FEOMERES 1 BIOEE H D VITEHOIMENRBD &
M, ZOMICEEIEIEFERD bhiedolk,

L

_21_~




SR—9 774

=

i

PHI @ 250, 500 3 & T 1000 mg/kg/day HHEZ » ML TIIARECRT, ZEEHME
L OB & Test 46 AR, MED » Mo L CIIKERT. R L UYHERE. 7

NCHE 3 BETOMM. BORKERS L. HEBH~ORERSICESHE, M
HEWOATES & O AR DRAILRIFTEBICOVWTRAY ) — =0 SRR 2 ER L
7o '

1. RERSEHSE
(1) B KT TEE

fRiE, FREHE, BER, ORELZEORE, BEEE. BB I REMER
FHIRAEIZ PHI B EIC L 2R EIFED oo i3 REEE T p DT 500 B
X0 1000 mg/kg BETERD b, LavL, ZOBII4ABEMICEE) (B pH 6 ~
8) LTI EnHEINTHWRI LY P | T BEABLIVEN: EORENE
REBRIE R ICE N2V & S HICMBLFRHRER X RS2 ORERBFI%
EIZHLRERIL DNV &b, BHRFHRERIIZNVLDEEX L,

MEFBIBE TlL. FEEES b e R 7T ZAF R O B/ 500 me/kg BER X

0 1000 mg/kg BT bz, LL. TOBIEHNBRECERTH Y., @/
BRSOV enZ & MR EENRER L WEBEEEFIOREIZE N T
I OBEETCE H A VIHE T -3 2 B iTH oo oz, T, #RRICZBNT
HHMABDLRYAIEMITALNTHRNWT Ehb, FOFRFHNERIRVBOLE
2 BT,

HMAEORE X, BRICIMRME LR OHFREME/AMED 250, 500 B LT
1000 mg/kg BEC 1~3 BIIFRD b, FOHBICI B & B L TEEEIIRD
LY. PHI B 5z L 2BELIBEX ONRoT, Fi, HOREMIROERR b
NTRISZRRD Y KRB O RAFEIITABREN 2T A SN T, FOMOFT
BY 1 HIOBOETHY . PH 5 L OBEEAR NS DL EX bk,

. —
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2B, MEBEO LF No.111) Tik., HRTHEEE. #RY VGBI UBY %

HIDIER72 & NZRIED U > Hi O — R R ER L OMEXRSRD b, REMER

SRR TILEMIED ) Vo SEICB VT RR Y L SERASB I 8 L, AR 0
WEPBETHoI b, BREROY Y E@EROEREY L EEE X bk,

() MEIZ RIT B

—HRIREE, KEHE, BR REEESIUCHIR CIIPHI BEIC K 2HEIR
BILR DN T,

TRERALAR FAIRRE CiX, 1000 mg/kg BET 1 4] (No. 453) DA TIEH -7-03, IFhE
WZANERDIMEREE, BIBRIOEMRME EROISIFEMR L UMROERERRD b
Too Flz. RIS EHRPICEEOROBICEEECEMEIRD O, HERD
FUBIUORARL LN, £TFLEFEROKELRS L, 7¥ 013 FiE5 LD
HERE X BT,

UEDZEND, TREBREERBIZEBWTIZZNA I FBEICLAEEIRD S
Mf\%fﬁ1%@&Tm&otﬁﬁﬁ%ﬁwwﬁﬁimﬁﬁﬂﬁ6@:rﬂﬁ@?
HRETTIZNA I FRECIAHERRD LN S, AR 7 ) —= 2 FHER
Kﬁﬁé75»4iP®ﬁ@ﬁ%:iéﬁ%@g(m&)iﬁ?lmom&yam
#T 500 mg/kg/day & HIWFL 7z,

2. EERAEMN
FHEERRE CHIMEED TR R, MOMRARMB L URRE, £/, £WH (BE. B

REABIUINE) BLUNSWRE (TEE, B8E) 0EE. JkE L OREMES

FHIREIZRBWT PHI BB IZ L2 BIIRBD NP0, —F, 1000 mg/kg BT
RO b 2 GIOREDOATEROREABEORETH, RE IR, PHI REILX
DEEIRD OGN o T,

BEM ORI, TIRMM., EIREAE. BRE. FHRE, HESR, SHhR, HE
RECE & ONHEERE R A TR A0 K ORI A S84 PHI 8547 IR ARBIRBD N2 o
7o LA>L. 1000 mg/kg BED 1 ] (No.453) THARMEIFIRBIUMESHID S b,
E 2 BICHEHRER L FIMET L, HE 3 BICHE 241, "E 4 HIZHE 1 B 3 AR
ERY EFLEFEROERELED LT\, ZOREM CIimEHRTICEED

_23_
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BB R UEBEEOEE LR LN TR Y, REESFARE C IR/ ERD M
RERHAL. BRI AT SRRTE R OISR E UMBROER SR bz, Lo
T, 1 FIOHOHBETIEH S5, PHL HEIZE Y BIEOHERCEEL RIT U
BEESRE X b,

iz, R 26 B X THMRBL L o7 500 mg/kg BED 1 BT, AR TER
DTEBLCTEELOANERENA LIV, B CIIEBIZ XL 5282 CTEKES @
BHLN, WTNHREOKFET & E 2 b, PHL &5 & OBENEHDON,

—%, FAERTHE, —BIRIES X OB A& RA/FRIC PHI 8510 & 5 HBIRD bh
Rhro s, FAROEERS TIX 500 B & O 1000 ng/kg BEOHHECHE 4 BILE
EOEMBEARD L. Fiz, 500 mg/kg HOMTIIAEHEMES L OFREHEIMEOR
DS, 1000 mg/kg BEDOMETH RERMBOEMESRD bz, ARXZ Y —=2 7R
BRIZHESL - TN L 7= A ER EARR CIUfEM O ZBRT 14 AMB LUK 19 BE T
PHI 2% 5 L7 & 25, 1000 mg/kg BETITRRIFOEEICEEIIA LN T (Appendix
13) . ATFEB I TAERECLEFIIRD b hofe, AR ) —= 7R RIC
BWTYH, &PHI BE5H L b ORROFARKEIEIRLIZA bR o, Lk
5T, PHI BEIC L ZBHHOHFRIDETHD WA BITIZL Y., 500 LT
1000 mg/kg BEOBAROKREIZEELZ KT LELEXBNZNH, ARRO 1000 mg/ke
BED No. 453 &%, BEMOWERBICREIZONT, FEBREGT THREOM
FEHOLMNITEI LT TE ol

UEDZ &b, BETIHAMIIST 228 b2, B8 TiL 500
mg/kg BEO 1 HITIHROBERERTHED b, FAEIR TIE 500 mg/kg YL EOEETHAE

BOFE, AERENED DVIIEEBNEORKMIBED bzl Lt AR Y —
=V TRBRICB BT ENA I FORBERSIZEZFHROAMICH T OHELER
(NOEL) 3T 1000 mg/ke/day. T 250 mg/kg/day, HAEROFEIIKT 5 EFE
B (NOEL) 1% 250 mg/kg/day & ilTL 7=,
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272 ik
l)ﬁﬁii,iﬁEWWmﬁ-ﬁ$M$,y7k%4xyzﬁ,pm&1%&
2) INBHEZ iR, BEF—XOHHS - 2K, TEE/KEE, 1978.
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Figure 1.
Figure 2.
Figure 3,
Figure 4.
Figure 5.
Figure 6.
Figure 7.
Figure 8.

Figure 9,

|

Figures
Body weight rhanges of male rats dosed orally with PHI in the combined repeat 6008 and reproductlve/developmentat toxicity screening test (SR-9774)
Food consumpt ion uf male rats dosed orally with PHI in the combined repeat dOje and reproduct ive/developmental toxicity screening test (SR-9774)
Body weight changes before gestation period of female rats dosed orally with P HI in the combined repeat dose and rsproducLlve/developmentaL toxicity scraenlng test (SR-9774)
Body weight changes during estation period of female rats dosed orally with PHI in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9774)
Body weight changes during Lactation period of female rats dosed orally with PHI in the combined repeat dose and feproductive/devetopmentat toxicity screening test (SR-9774)
Food consumption before gestation period of female rats dosed orally with PHI jn the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9774)
Food consumption during gestation period of female rats dosed orally with PHIIin the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9774)
Food consumption during lactation period of female rats dosed orally with PHI fin the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9774)

Body welght changes of pups in the combined repeat dose and reproduct ive/developmental toxicity screening test of PRI in rats (SR-9774)
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Table 1. Experimental desian for the combined repeat dose and reproduct ive/developmental toxicity screening test of PHI in rats (SR-9774)

___________________________________________________________________________________________________________

a

Concentrat jon No. of animals

of PHI Volume  meememmmsmemeememeeccenene
Group mg/ml ml/kg Male Female

b
Control 0 10 12 12
¢

PHI 250 mg/kg 25 10 12 12
PHI 500 ma/ky . 50 10 12 12
PHI 1000 mg/ky 109 10 12 12

b 4 20 e o e o8 8 0 S A 70 M s Y P 8 = S8 0 S 4 0 S T Y o 8 O 0 o A o o Y T e e 4 4 Y S A o i 88 o e e U B T e A At 7 Y ket o o 0 B P P 0 0 1 i (o nd P B e O O P e i e O ot P et s ot et

a: Crj:CD(SD)IGS rats were dosed orally to males from day 14 before the mating period to day 46 through the mating periods and to females from day 14
hefore mating to day 3 of lactation.

b: Control was dosed with 1%CMC-Na.
¢: PHI (Phthalimide) was suspended in 1%CMC-Na.
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Table 3. Body weight changes of male rats dosed orally with PHI in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9774)

o et ot A1 i e o e 0 o R B i s e B I Tt O R e e AL o A S P 8 o e o B g g i e S 4 L B a7 a7 e e e e

____________________________________

No. of Day of administration Body weight 9ain

Group animals 1 2 5 7 10 14 21 28 35 42 46 Day 1-4b % a
b

Control 12 373.8 YO 201.8 400.0 410,23 424 .3 43,3 463.9 483.8 497.5 504.8 131.000  34.948

13.2 13.7 17.5 17.8 20.5 21.9 221 30.3 3.4 2.7 3.0 24,33 5.593

PHI 250 ma/ky 12 371.3 574.,3 387.7 39%.6 404 .6 418.4 439.9 £62.1 £79.3 493.3 498.0 126.750  34.099

9T 12.2 15.0 .8 16.8 18.7 17.5 18,6 18.6 19.1 22.6 15,040 3.520

PHL 500 my/kg 12 37 375.3 388.4 196.3 406.1 420.1 430.1 455.8 475.5 488.8 49,2 123,083 33,070

10.2 12.4 13.5 15.7 17.9 20.7 2.4 728.1 304 32.5 H 22,39 5.357

PHI 1000 mg/ke 12 370. 374.0 385.8 393.8 4057 419,2 4343 452.% £71.5 486,3 ' 493.0 122417 33,004

0.6
9.4 1.6 13.3 14.0 14.6 14.6 16.7 16.7 20.2 22.1 2.9 19.612 5.055

______________________________________________________________________________________________________

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




Table &, Food consumption of male rats dosed orally with PHI in the combined repeat dose and reproduct ive/developmental toxicity
screening test (SR-0774) '

No. of Day of administration
Group animals 1 2 5 7 10 14 21 28 35 £2 k6
a
Control 12 25.6 25.6 5.9 26.8 26,9 25.9 27.9 26.3 21.3 28.7 21.3
1.9 1.9 2.0 1.9 2.8 1.9 2.8 3.0 2.6 4.7 32
PHI 250 ma/kg 12 26.1 2.8 25.6 25.8 25.6 2.9 27.6 25,5 26.6 26.5 5.6
1.8’ 2.8 2.7 2.0 2.6 2.8 2.2 2.4 1.4 2.5 2.0
{11 (1
PRI 500 ma/kq 12 5.1 2.7 26.2 26.6 25.5 75.3 7.0 26.2 261 24, 7%
2.5 1.5 2.1 ! 2.0 2.5 2.2 1.8 2.3 3.2 1.4
- {mn
PHI 1000 mg/ky 12 75.9 25.8 26.1 26.8 27.5 26.3 25.8 26.6 26.8 26.3 26.8
1.4 2.6 2.1 2.3 3k 3.4 3.3 2.2 1.7 2.7 2.1
a: VYalues are means and 5.D. thereunder, and expressed in gram/day.
b: Values in parentheses are no. of animals examined.
%: Differs from control, p<D.05.
— T

) N




Table 5. Urinary findings of male rats dosed orally with PHI in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9774)

pH Pro Glu Ket Uro Bil Uecult blood Color
No. of  -mmommmmmmmeees mmrommessoswmsmesssmmenss o mSems o mmsss SSwMs o SSMmmmsmons o Sonms remmossomoses mmeeees
Group animals 60 645 7.0 7.5 80 85 i - - 0.1 EU/dL - - 1 A
a
Control 6 0 0 0 0 1 5 6 4 6 6 6 ) 0 6
PHI 250 mg/ka 6 0 ] 1 ] 1 2 6 b 4 b 6 6 0 )
PHI 500 mg/ke 6 [ 1 0 2 2 0 Isx 4 6 6 6 6 5 1 6
PHT 1000 mg/kg 6 [ 3 i 0 | 0 lxx 6 b b 6 b ) 0 b
Urinary sediments
Epithelfal cell
Smaltl Specific gravity
RBC WRC Squamous Round round Cast oo m s e Water
No. of  www=e wmeem mmemmmemee ememeen mmecmen emeees 1,031~ 1.041-  1.05K U-Vot consumpt ion
Group animals - - - t - - - 1.060  1.050 ml/21hr g9
b
Controt b 6 6 5 | 6 6 6 3 2 1 14,50 16.8
2.61 2.9
PHI 250 mg/kg 6 6 ) 6 0 6 6 6 3 2 1 1550 16.8
‘ 3.78 11.8
PHI 500 ma/ky b 6 & b 0 6 6 b ' 4 1 14.67 : 19.7
0.08 10.6
PHI 1000 my/kg b 6 6 6 0 6 6 6 0 5 1 17.75 2%.3
1.60 &6
Color: A = Pale yellow or yellow. a: Values are no, of animals with findings. b: Values are means and S.D. thersunder.

%% Differs fram control, n<0.07.



Table 6. Hematological findings of male rats dosed orally with PHI in the combined repeat dose and
reproduct ive/developmental toxicity screening test (SR-9774)

No. of RBC Ht Hb ey MCH MCHC WBC Plat

Group animals  10%/pl % 9/dl fl pg % 10l 10%/ul
, A :

Control 12 9.307  51.63 1660 5552 17.85 3217 12,55 933.3

0.340 1.33 0.52 1.70 0.73 0.83 3.18 201.7

PHI 250 mo/kg 12 9.193 50.89 16.38  55.38  17.80 32,17 14,23 1007.6
0,334 2.15 0.90 1.68 0.70 1.13 k.62 161.5

PHI 500 mg/kg 12 9.376 51.76 16.57  55.23 17.68 32,05 13,55 984.5
0,346 1.51 0.36 1.64 0.68 0.77 3.15 98,9

~ PHI 1000 mg/kg 12 9.134 51.09 16,59  55.98 1817 3248 11.93 927.8
0.3 1.96 0.73 1.95 0.70 0.63 2.62 113.0

Neutro.
No. of Ret. PT APTT Stab. Seg. Eos, Bas., Mono. Lymp.  Others
Group animals % 36c, $6C. % % % % % % %
Control 12 3.4 17.05 35.54 0.8 7.8 0.6 0.0 1.2 89.8 0.0
1.6 LA 1Tk 0.8 4,0 0.7 0.0 0.9 4.3 0.0
PHI 250 mg/ky 12 3.7 15.40 30,78 0.5 8.0 0.8 0.0 0.9 89.8 0.0
1.2 1.26 3.80 0.5 3.9 1.0 0.0 0.7 4.3 0.0
PHI 500 ma/ky 12 34 15.23 29.61% 0.9 10.7 1.0 0.0 1.6 85.8 0.0
‘ 1.4 1.3 2.82 0.7 3.4 1.2 0.0 1.3 3.5 0.0
PHI 1000 mg/kg 12 3.8 14.79 28,03 0.5 9.1 0.3 0.0 1.2 88.9 0.0
2.1 1.21 2,98 0.7 5.0 . 0.5 0.0 7.1 5,0 0.0
a: VYalues are means and 5.0, thereunder. #: Differs from control, p<0.05. #x: Differs from control, p<0.01, —
() (J

N



Table 6 - Appendix (SR-9774)

Na. of RBC Ht Hb i MCH MCHC WBC Plat

Group animals  10%/pl % g/dl fl pg % 0% 103
a

Control : 11 9.261 51.55 16.58 55.6% 17.92 32.18 11.88  985.0

0,315 1,36 0.5 1.67 0.72 0.87 2.34 97.6

PHL 250 my/kg 12 9.193 50.89 16.38 55.38 17.80 - 32,17 14,25 1007.6
' 1.68 0.70 1.13 k.62 161.5

PHI 500 mg/ky 12 9.376 51.76 16.57 55.23 17.68 32,05 13.55 984.5

PHI 1000 ma/kg 12 9.134 51.09 16,59  55.98 1897 32.48 11.93 927.8

No. of Ret. PT APTT Stab. Seq. Eos. Bas. Mono. Lymp. Others

Group antmals %o 36¢, sec ¥ % % % % ¥ %
Control 1 3.5 16.28 31.39 0.4 7.4 0.6 0.0 1.1 90.3 0.0
1.4 2.23 2.20 0.7 3.9 0.7 0.0 0.9 4.1 0.0

PHI 250 mg/kq 12 3.7 15,60 30,78 0.5 8.0 0.8 0.0 0.9 89.8 0.0
1.2 1.26 3.80 0.5 3.9 1.0 0.0 0.7 £,3 0.0

PHI 500 mg/ky 12 3.1 .23 29.61 0.9 0.7 1.0 0.0 1.6 85,8 0.0
1.4 1.36 2.82 0.7 3.4 1.2 0.0 1.3 3.5 0.0

PHI 1000 mg/kg 12 3.8 14,79 28.03% 0.5 9.1 0.3 0.0 1.2 88.9 0.0
2.1 1.21 2.98 0.7 5.0 0.5 0.0 1.1 5.0 0.0

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



Table 7. Biochemical findings of male rats dosed orally with PHI in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9774)

o s s 1 T 48 A 0 184 B0 5 0 0 A e o e S B 40 £ Y S A P P k120 A B B P e 8 A D b M 90 il S B0 45 1o o o A e S O P O e She S R 0 @ O 8 Y A Y P O 0 g P T P 3 e I 07 00 O o G o O 200 B9 N S B e 4 00 L0 0 e e e 1 S 6 00

Protein fraction (%)

No. of TP Alb A/G Alh Globulin GOT GPT ALP LDH Cth-E ¥ -GTP
Group animals g/dl g/dl KR oz B ¥ Tu/L /L /L Tu/L U/t Tu/t
a
Control 12 5.98 .04 51.05 2. 14 7.65 14.73 2,43 75.1 33.6 219.9 220.8 6,3 0,94
0.20 0.087 2.10 2.% 0.58 1.33 0.80 30.2 16.9 8.7 65.0 11.6 0.40
PHI 250 mg/ke 12 5.9 2.3 1.017 50,42 24 42 7.58 14.93 2.65 70.8 21.8 222.0 2.8 7.4 1.05
0.16 0.15 0.104 2.55 1.93  0.64 1,40 0.77 13.9 k.6 £6.3 .5 18.5 0.23
PHI 500 ma/kg 12 5.98 2.4k 1.086 52.15 72.9% 7.70 14.88 2.33 72.8 2.8 2514 266.0 67.1 1.21
0.22 0.08 0.036 0.85 1.50 0.80 1.14 0.58 9.7 2.9 3.3 56.3 2.4 2
PHI 1000 mg/kg 12 5.88 2.39 1.058 51.48 23.70 7.83 14.44 2.55 17.8 2.7 198.4 262.5 78.6 0.98
0.2 0.12 0,083 1.9 1.86 _ 0.61 0.95 0.99 13.8 6,1 3.5 67.5 22.6 0.41
Na. of T-Bit Glu T-Cho TG PL BUN Crea Na K cl Ca P
Group animals mg/dL mg/dl mg/di ma/dl. mg/dl ma/dl mg/dL mEa/l mEq/L mEa/ L ma /gL mg/dl
Control 12 8.10 i 62.8 99.8 18.38 0.51 142,25 4,472 105.9 9.63 6.76
00 11.9 17.8 2.36 1.42 0.258 0.8 0.26 0.80
PHI 250 mg/kg 12 0.10 162.8 36.8 95.2 17.88 0.50  141.67 4,633 106.3 9.43 6.93
0.00 13.9 12 15.6 16.7 1,37 0.06 1,50 0,415 0.7 0.26 0.42
PHI 500 mg/kg 12 0.10 162.1 64.3 34.2 101.8 18.9% 0.59  142.13 4,636 106.1 9.61 7.45
0.00 17.7 12.0 25.8 15.6 2.78 0.1 1.13 0.232 1.2 0.24 85
PHI 1000 mg/kg 12 0.10 168.3 62 .4 37.8 99.3 - 17.93 0.5  141.67 4,649 105.4 6.39 an
.00 25.3 9.8 19.0 14.2 1.02 0.05 0.98 0.216 1.7 0.20 .68
a: Values are means and S.D. thereundsr,
<W ("/\)



Table 7 - Appendix (SR-9774)

Protein fraction (%)

No. of TP Alb AlG Alb Globulin GoT GPT ALP LDH CHE ¥ -GTpP
Group animals g/dl g/dl @ o 2 B ¥ 10/l 10/L 1w/l 10/ 1AL 10/
: a
Control " 6.00 2,42 1.043 51.09 24,09 7.62 14,77 2.43 66,6 29.0 219.4 206.5 6.8 (.94
v 0.18 0.1 0.091 2.20 3.08 0.6 1.39 0.8 7.8 6.0 40.6 43.9 1.0 0,41
PHI 250 my/ko 12 5.9 2.38 1.017 50,42 24 42 7.58 14.93 2,65 70.8 27.8 222.0 252.8 & 1.05
0.1 0.15 0.104 2.55 1.93 0.64 §.40 0.77 13.9 4.6 46,3 7.5 18.5 3
PHI 500 my/kg 12 5.98 2.4h 1.086 52.15 22.9% 7.70 14.88 2.%3 72.8 29.8 251.1 266.0 67.1 1.21
-0.22 0.036 0.85 1.50 9.80 1.14 .58 9.7 2.9 3.5 56.3 2.4 0.29
PHI 1000 ma/kg 12 5.88 2.9 1.058 51.48 23.70 7.83 14,44 2.55 77.8 2.7 198.4 262.5 78.6 0,98
0.21 0.12 0.083 1.91 1.86 0.61 0.95 0.99 13.8 6.1 31.5 67.5 2.6 0.41
No. of T-Bil Gly T-Cho TG PL BUN Crea Na K Ct Ca 1P
Group animals mg/dl, mg/dl ma/dl my/dl mg/dL mg/dL mg/gL meq/ 1 mEg/ L mEa/ L mg/dt ma/dl
Control 11 0.10 1643 63.9 43,5 102.64 17.93 0.50 142.09 4,515 106.0 9.40 6.72
0.00 15.7 11.8 15.9 15.7 1.84 0.06 1,38 0.218 0.8 0.26 0.83
PHE 250 mg/ky 12 0.10 162.8 17.88 0.50  141.47 4,033 106.3 9,43 6.93
0.00 13,9 12.8 15.6 16.7 1.37 .06 1.50 0.415 0.7 0.26 0.42
PHT 500 ma/ky 12 0.10 162.1 bk, 3 .2 101.8 18.9% 0.59 142,13 4,636 106.1 9.61 7.45%
0.00 17.7 3.8 15.6 2.78 0.14 1.13 0,232 1.2 0.24 0.8
PHL 1000 ma/kg 12 0.10 168.3 62,4 37.8 99.3 17.93 0.5 141,67 4,649 105.4 9.39 7.4
0.00 75,3 9.8 19.0 14,2 1.02 0.05 0.98 0.216 1.7 0.20

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



Table 8. Gross findings of male rats dosed orally with PHI in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9774)

______

Item Control 250 500 1000
' a
No. of animals examined 12 12 12 12
Organ : Findings
h
Cecum : Elevations mucosa 0 1 0 0
Spleen : Brown mass a 1 0 0
Swelling 1 0 0 0
Mediast inal Lymph node : Swelling 1 ) 0 0
Remal Lymph node : Swelling: unilateral 1 0 ] 0
Lumbar tymph node : Partial dark red discolorations unilateral 1 0 0 0
Swellings unitateral 1 6 0 0
Skin : Loss of fur- 0 1 0 0
Crust format ion 0 ] 0 0
a: Includes two animals whose mate had no evidence of pregnancy.
b: Values are no, of animals with findings.
(\] (ﬂ\\i
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Table 9. Absolute and relative organ weights of male rats dosed orally with PHI in the cdmbined repeat dose and reproduct ive/developmental toxicity screening test (SR-9774)

Body Brain Lung Heart Liver Kidney Splaen
No. of weight : Right Left Total
Group animals g g % g % g % g % g % ] % g % g %

ot 4 4 B Y 8 1 B B T T T e g 4 B e e P ot P B e S i v o 8 R e 0 ey P e T P g O g oy Ak D i e o L U e A A RO 9 8 L e 4 V8 B P = o e e o e bl 8 e 0 e st o P L Ot o 0 A o S 8 S 8 4 VP e o b o B ol A 3 ot St 7 o o o i o T s 0

Control 12 472.4 2,193 0.467 1.397 0.297 1.428 0.300 12,53  2.642 1.578 0.335 1.553 0,528 3.131 0.666 0.775 0.164
32.8 0,073 0.034 0.070 0.012 6152  0.02%  2.566 0,442 0.108 0.020 0.116 0.020 1,216 0.039 0.280  0.057

PHI 12 46B.4 2.1 0.463 1,401 0,297 1.428 0.305 11.729 2.503 1.522 0,323 1,515 0.323% 3,037 0.648 0.703 0.151
250 mg/ky 21.8 0.104 0.032 0.083 0.018 0.112 0.022 0.988 0.13% 0.137 0.025 (.138 0.029 0.266 0.052 0.088 0.016
FHI 12 466.1 2.199 0.473 1,438 0.309 1.417 0,305  1M.750 2.513 1.495 .323 1.498 0.321 2.993 0.643 0.687 0,148
500 ma/kg 28.9 0.064 0.035 0.101 0.023 075 0.024 1.582 0.222 0).084 0.021 0.105 0.023 0.186 0, 044 §.108 0.021
PHI 12 462.1 2.148 0,407 1,393 0.300 1,378 0,297  11.972 2.590 1.590 0.343 1.591 0.344 3,181 0.688 0.649 0.142
1000 mg/ke 25.3 0.043 0.021 0.073 0.013 0.127 0.022 1.260 0.236 0.114 0.025 0.140 0.0 0.243 0.053 ¢.091 0.016
Adrenal Pituitary gland Thymus Thyraid
o, of Right Left Total Right Left Total __
Group animals ng 107%% my 1073 9 107%% mg 1073% g 107%% my 107%% Mg 107%% m 107%%
Control 12 30,6 6,477 n.9 6.759 62,500  13.232 14.18 3,002 291.1 61.722 12.95 2.741 11.63 2.676  24.583 5.218
5.1 0.977 5.0 0.933 10,023 1.879 1.67 0.280 51.6 10.795 2.5 0.469 2.4h2 0.542 3.574 (0.790
PHT 12 52,0 6.829 4.7 7.402  66.667  14.233 13,92 2.976 34,3 73,535 13,21 2.816 12.05 2,576 25,258 5.393
256 mg/kg 4.1 0.813 4.7 0,955 8,542 1.702 1.51 0.310 114.9  24.866 3.23 0.637 1.29 0.273 4,197 0.824
PRI 12 2.7 7.010 33,3 7.131 65,917 14,140 13.37 2.875 320.8  6B.382 11.57 2.489 11.28 2.430  22.850 4,919
500 mg/kg 7.3 1.483 5.5 - 1.080  12.62% 2.532 1.4 0.296 79.5  14.006 1.84 0.412 2.41 0.546 3.929 0.889
PHL 12 3.5 . 6.828 13.3 7.25%  64.83F 14062 13,46 2.921 289.3  62.769 11.51 2.489 11.07 2.391  22.575 4,887
1000 mg/ky 4.0 0.910 5.0 1,202 8.569 2.023 0.84 0.260 63.7 13.91% 2.48 (.505 1.99 0.427 3.638 0.739

(cont inued)



Table 9. (continued)

Testis Epididymis
No. of _ Right Left Total Right Left Total
Group animals g % g % g % g ¥ g % g %
Cdntrot 12 1.697 0.362 1.689 0.357 3.386 0.721 0.666 0.141 0.653 0.140 1.318 0.281
0.119 0.039 0.129 0.038 0,245 0.073 0.045 0.017 0.046 0.012 0,084 0.028
PHI 250 ma/kse 12 1.663 0.357 1.613 0.344 3.217 0.701 0,671 0.143 0,640 0,136 f 1.311 0.282
0.1 0.029 0.103 0,027 0.172 0.050 0.048 0,013 0.045 0.012 0.085  0.020
PHI 500 ma/kg 12 1,640 0.352 1,602 0,344 3,242 0.697 0.646 0.140 0.618 0,132 1.264 0.272
0.142 0.026 0.149 0.034 0.306 0.056 0.045 0.010 0.051 §.010 0,094 0.016
PHI 1000 my/kg 12 1.629 0,352 1,595 0.345 3.22 0.698 0.432 - 0137 0.630 0,136 1.262 0.27%
0.151 0.038 0.152 0.036 0.302 0.673 0.054 0.013 0.049 0.012 0.097 0.022
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a: Values are means and S.D. thereunder,

()



Table 10. Histopathological findings of male rats dosed orally with PHI in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9774)

frem Control 250 500 1000
a
No. of animals examined : 12 12 12 12
‘ , b
Organ : Findings Grade
T
Lung : Accumulation, foam cell + 0 1 2 0
Cellutar infiltrations neutrophil + 1 0 0 0
Cecum : Hyperplasias Lymphoid cell t 0 1 U] 0
Liver : Fatty changes centrilobular + 0 0 b 1
Lymphomas malignant, melastatic, lumbar lymph node (> 1 0 0 0
Kidney : Cyst ) 0 0 D 1
‘Eosinophilic body, proximal tubular epithelium * 0 ] ] 3
Hyaline droplets proximal tubular epithel ium + 0 1 D 0
Regenerations tubular epithelium + 0 0 0 1
Testis ; Atrophy. seminiferous tubule t 0 0 1 1
Epididymis : Cell debris, Lumen 1 0 0 1 1
Prostate ; Cellular infittrations tymphocyte, interstitium + 3 1 3 1
Spleen : Inflammat jons focal t 0 1 G 0
Lymphomas malignants metastatic, lumbar tymph node 7 4 1 0 0 0
d e
“Mediastinal lymph node : Lymphomar malignant, metastatic, lumbar lymph node (4 1(1) - - -
Renal lymph node : Lymphoma, malignants metastatic, lumbar lymph node (47 1M - - -
Lumbar Lymph node : Lymphomas malignant 4 1Y) - - -
Pituitary gland : Cyst {4y 0 1 0 g
Adrenal : Hyperplasia» cortical cell t 0 1 0 0
Skin ¢ Celtular infiltrations lymphocyte, dermis + - 1N - -
Ulcer : . +4 - 1) - -

There were no abnormal findings in the forestomach, glandular stomachs duodenums jejunums ileums colons rectums hearts cerebrums cerebellums thymus or thyroid.

a: Includes two animals whose mate had no evidence of pregnancy. b: + = slights ++ = moderate change and <+> = detected.
¢: Yalues are no. of animals with findings. d: Values in parentheses are no. af animals examined.
g: - = hlank value.



Table 11. General appearance of female rats dosed orally vith PHI in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9774)

------ - e v e b 2 1 e e —— -

—— vttt o 108 s . o e

PHI (mg/kg)

------------

Ttem Control 250 500 1000 .
Findings before gestation period
No. of animals examined 12 12 12 : 12

) .

Abnormal findings ) 0 1] 0
Findings during gestation period b
No. of animals examined _ 12 12 ‘ 12 12

Abnormal findings _ ' { 0 0 0
Findings during lactation period
No. of animals examined 12 12 1 10
Abnormal findings | 0 0 0 0

a: Values are no. of animals with findings,
h: Includes two animals that had no evidence of pregnancy.




Table 12. Body weight changes before gestation pericd of female rats dosed orally with PHI in the
combined repeat dose and reproductive/developmental toxicity screening.test (SR-9774)

No. of Day of administration Body weight gain
Group animals 1 2 5 7 10 14 Day 1-14 % a
h

Control 12 2307 230.4 238.0 2430 266.9 25240 21.417 9.284
12,6 12.6 13.8 15.5 15.5 7.4 11,090 4,788

PHI 250 ma/kg 12 232.8 732.3 236.8 240.3 247.3 252.1 19,250 8.275
11.8 9.9 1.6 9.7 1.2 14,1 7,060 3,151

PHT 500 ma/kgy 12 229.8 230.0 236.0 263.3 247.3 2%.8 2497 10,798
14.3 13.3 16.5 15.8 16.7 19.2 7.901 3179

PHI 1000 ma/kg - 12 232.7 252.4 2%9.8 245.4 249.7 2565 23.83%  10.279
12.2 10.8 13.1 13.3 13.5 14,2 7.975 3.590

o ko o e 0 0 e A P P e o i P P P P S . e 1 S P P g o A i S e o e B e e e B e 0 o o o O o b e e e A e e

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



Table 13. Body weight changes during gestation period of female rats dosed orally with PHI in the combined repeat dose and
reproduct ive/developmental toxicity screening test (SR-9774)

it e o o 4 e O sor e v - et Bt e o 0 A it A S A 0 P -

Na. of ’ Day of gestation Body welaht gain
group animals 0 1 3 5 7 10 14 17 20 Day 0-20 %a
b _

Control 12 258.8 266.6 280.9 289.6 302.1 314.9 335.8 365.7 411.9  153.083 59,15
- 18.1 22.1 22.3 23.0 25.4 75.5 27.1 270 - 32,0 18,678 6.211
- PHI 250 mg/ky 12 258.3 265.4 278.3 286.7 203.0 308.4 330.7 363.7 413,1 154,833  59.829
~ 13.9 15.3 17.4 18.0 19.1 2.2 2.4 26.7 3.5 20.049 6.103

N _
4 PHI 500 ma/ke 12 261.4 211.2 283.4 7293.5 300.8 316.3 336.6 3641 10,1 14B.667  B57.435

2.9 23.1 21.7 21.3 19.8 18.1 17.7 22.5 3B 26,2660 12417

PHI 1000 mg/kg 10 259.7 2.0 2857 294.0 303.4 38,7 2.6 3745 4252 165,500 63.579
17.9 7.7 20,5 19.7 24.0 2.1 26.0 30.9 4.0 25.761 8.152

a: {(Body weight gain / body veight on day 0) x 100,
h: Values are means and S.D. thereunder, and expressed in gram.

o 4 i B e O e i e o

ST,

e’




Table 14, Body weight changes during lactation period of female rats
dosed orally with PHI in the combined repeat dose and
reproduct ive/developmental toxicity screening test (SR-9774)

__________________________________________________

No. of Day of Lactation Body weight gain_

Group animals 0 1 4 Day (-4 %a
b

Control, 12 301.5 306.2 326.3 24750 8.522

29.9 27.2 5.4 13.851 5.13

PRI 250 mg/kg 12 2944 301.0 3207 26250 9.202
26.6 23.7 21.8 13539 497

PHI 500 mg/kg 11 302.3 3.5 3205 5.2713 0 8.601
22,7 18.9 21,7 19,105 6.598

PHI 1000 mg/kg 10 312.6 316.4 3.4 21.800 6,798
2.6 36.6 42,2 14.965 5.180

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

h: Values are means and 5.D. thereundsr, and expressed in gram.
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Table 15. Food consumption before gestation period of female rats dosed arally with
PHI in the combined repeat dose and reproduct ive/developmental toxicity
screening test {SR-9774)

_ No. of Day of administration
Group animals 1 2 5 7 10 14
a
Control 12 15.9 15.3 17.4 18.6 17.7 16.1
2.6 31 2.1 3.3 £.0 3.7
PHI 250 mg/kg 12 7.4 16.8 17.2 17.3 19.3 17.6
3.5 2.1 3.0 2.9 2.9 2.9
PHI 500 mg/kg 12 16.3 16.9 16.8 19.4 19.0 18.8
2.2 1.8 2.7 1.8 2.0 1.8
PRI 1000 mg/kg 12 17.0 15.7 18.1 19.7 18.5 16.9
2.9 2.0 2. 2.4 2.5 A

a: Values are means and S.D. thereunder, and expressed in gram/day.
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Table 16, Food consumption during gestation periad of female rats dosed orally with PHI in the combined
repeat dose and reproduct ive/developmental toxicity screening test (SR-9774)

No. of Day of gestation
Group animals 1 3 5 7 10 14 17 20
a

Control 12 19.3 25.2 24,2 25.7 25.8 24.3 271.3 24,5
' 4.3 3.1 3.3 4.7 2.9 3% 30 2.8
PHI 250 mg/kg 12 19.2 23.5 23.2 23.3 2k .6 2%.2 261 24,2
3.2 2.6 2.8 2.6 2.4 2.5 3.4 2.9

PHY 500 mg/kg 12 20.4 23.8 26,9 24,6 25.3 24.3 25.8 2.5
2.1 2.1 2.2 3.0 2.1 2.7 2.9 2.7

PHI 1000 ma/kg 10 20.8 24.8 25.3 26,7 2.9 25.5 26.8 25.1
2.5 3.2 4,1 2.2 3.0 1.9 2.5 3.6

o et b e e e b i e e o o R ek Sl o T S S S e B Bk 0 LR A R A A Ak e 1 o b P B A B P e i e e ke o it i o e s et e e b B e e e e

a: Values are means and 5.0. thereunder, and expressed in gram/day.




Tahle 17. Food consumption during lactation period of female rats
dosed orally with PHI in the combined repeat dose and
reproduct ive/developmental toxicity screening test (SR-9774)

o 8t i B o 0 1 2 e e S . o 30 b 7w e

No. of Day of lactation
Group ~ animals 1 4
a
Cantrol 12 21.0 40.4
6.5 5.9
PHI 250 mg/kg 12 23.8 1.7
4.9 5.5
PHI 500 mg/kg t 26,7 1.5
8.3 5.8
PHI 1000 mg/kg 10 20.9 38.
7.1 10.

- L - e 7 o 2 S R Rt 1 B . S ik ok 4 St e g o e 0 8 Ak A e e o V8 e

a: Values are means and S.D. thereunder, and expressed in gram/day.
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Table 18. Gross findings of female rats dosed orally with PHI in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9774)

e i 4 e i e ke 44 P o 1 A S o B b A ¢ S Pl ok Y 1 Pt e e Ak S 78 T b o O ot S o R A 8 U S N B A S e o S B S B B O 4 o A R R R P 7 Y P 8 o P 8 et L e B P P o 9 S S A A A 0 B okt Y Pt e ek 8 A e S o B B P e e e o A

Lient Control 250 500 1000
a b
No. of animals examined 12 12 12 12
Organ : Findings
¢ de
Uterus : Dilatations Lumen _ i 0 1 i
d
Uteruss cervix : Dilatation, Lumen ) 0 1 0
d
Vagina : Dilatations Lumen 0 0 1 0
Adrenal : Ectopic adrenal, livers unilateral ) 0 0 1

a: Includes one animal killed on day 26 of gestation,

b: Includes two animals that had no evidence of pregnancy.
c: Values are no. of animals with findings.

d: Animal killed on day 26 of gestation.

e: Observed 6 corpora Lutea and 5 implantation sites,



Table 19. Absolute and relative organ weights of female rats dosed orally with PHI in the combined repeat dose and reproductive/developmental toxicity screenihg test (SR-9774)

VRO Y 0t et Y 7 8 M 70 0 B i b S A a9 B kb S50 1 ¢ Y O 20 e 1 T T A A B0 i 1 o e b
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) Body Brain Lung Heart Liver Kidney Spleen
No. of weight Right Left Total
Group animals 9 g % g % g % g % g % g % 9 % g %
;a . !

Control 12 326.3 2.023 0.624 1.108 0.342 0.965 0.296 13,264 4,068 1.080 0,329 1.032 0.318 2.112 0,046 0.619 0.188

25 .4 4.101 0.054 0.054 0.025 0.077 0.017 1.322 0.212 0.136 0.029 0.122 0.024 0.253 0.9050 0.094 0.021
PHI 12 3.7 2.078 0.651 1.162 0.364% 0.6 0,295 13,589 k242 1.082 0.338 1.028 0.3 2.110 0.658 0.583 0.182
250 ma/ky 21.8 0.052 0.041 0.058 0.013 0.098 0.024 1.180 0.285 0.111 0.020 0.101 0.020 §.209 0.039 0.086 0.019
PHI 11 327.5 2.077 0.636 1,164 0.355 1.015 0,310 13.849 4,223 1.104 0,337 1.090 0.333 2.1% 0.671 0.772%  0.235%«
500 mg/kg 2.7 0.123 0.044 0.090 0.018 0.082 0.021 1.748 0.393 0.092 0.621 0.082 0.013 0.169 0.036 0,144 0.03
PHI 10 33%.4 2.052 0.622 1.197 0.360 1,016 0.303  13.916 k146 1,178 0.356 1.159% 0,349 2.337 0.705 0.660 0,19
1000 my/ks 42.2 0.097 0.078 0.122 0.041 0.129 0.0m 2.281 0,303 0.145 0,048 0.151 0.05 (0.29% 0.100 0.174 0,037

Adrenal Pituitary gland Thymus Thyroid
Mo, of Right Left Total ' . Right Left Total

Broup animals ng 107%% mg 107%% mg 1073 m 107%% mg 107%% my 107%% 109 107°% i) 1074
Control 12 T 10.957 8.3 11766 14000 22.72% 19,51 5.99 233.8  71.077 8.54 2.615 7.95 2.-430 16.492 5.046

£.3 1,253 4,3 1.103 8.312 2.256 3.43 0.993 107.5 30,718 1.62 0.442 1.62 0.401 2,666 - 0,544
PHI 7 12 37.6 11.719 0.9 12,766 78,500  26.4B4 21.18 6.597 197.32  61.319 7.9 2.487 7.93 2.480 15.875 4,966
250 mg/ka 4.8 1,252 5.3 1.422 9.812 2.561 3.7 0,855 61.1  17.682 1,90 0.613 1.52 0.487 2.978 0.962
PHI N 34h 0 11.5% 3.6 11.53%  75.000  23.072 2[].'17 6.150 230.7  70.52 7.90 2.406 8.08 2,476 15,982 4.882
500 mg/kg 6.8 2.860 4.7 1.590 - 10.100 & 142 2.50 .53 4.0 22.646 1.80 0.479 1.45 0,464 2.515 0.709

(9)h (9} (9) {9
PHY 10 ITh 11,52 .2 11.886  77.222  23.356 22.28 6.615 221.2 66,185 7.75 2.313 7.13 Z2.163 14,880 4,476
1000 ma/ky 5.1 2.416 5.2 2179 10,022 4.660 4,89 0.954 85.2 20,730 1,80 0.407 1.41 0.489 2.364 0,622

kSt e o P e 8 ek 2 e B o o i bt 7 e P P O o0 S 06 0
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Table 19, (continued)

No. of
Group animals
Control 12

PHI 250 ma/ke 12

PHI 500 mg/kg 1

PHI 1000 mg/kg 10

__________________________________________________

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

b: Values in parentheses are no. of animals examined,
%: Differs from control, p<D.05.
#%: Differs from control, p¢0.01.

________________________

15.925  106.000  32.702
2.460 9.630 £.168

17,325 110.750  34.403
3.606 12,835 3.910

15985 111,182 33.993
2.819 15,381 4.508

17605 115,200  34.61
3.059  17.656 4,366



Table 20. Histopathological findings of female rats dosed orally with PHI in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9774)

e e g e e o e e o it it e e e o o B 1m0 1t o S o 4 e S 0 S 40 25 o P e P B 8 8 P o R Y b Y S St T e o

PHI {mg/kg
Ttem Control 250 500 1000
a b
No. of animals examined 12 12 - 12 12
¢
Organ : Findings Grade
. d :
Lung : Accumulation, foam cell : + ] 3 (I i
Liver : Fatty changes periportal 4 ] ] 0 1
Necrosiss focal + i} 0 0 1
Kidney : Cyst <) 1 0 ¢ 0
Degeneration, fattys proximal tubular epithelium + 0 0 0 1
Mineralization, cortico-medullary junction + 1 0 0 0
Thymus : Atrophy Total 1 0 0 1
+ 1 Q @ 0
4 0 0 0 1

_______________________ - - e e e - - v o g ~

There were no abnormal findings in the forestomach: glandular stomachs duodenum: jejunums ileums cecums colons rectuns heart» ovarys uterus (No 152 and No 359)»
vagina (No. 152 and No. 359), cerebrums ceereLlumn spleens pituitary glands thyroid or adrenal.

. Includes one animal killed on day 26 of gestation,

; Includes two animals that had no evidence of pregnancy.

+ = slight change: ++ = moderate change and <+> = detected.
: Values are no. of animals with findings.
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Table 21. Influence of PHI on reproductive ability of rats in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR=9774)

Estrous cycle

___________ Lk 1 itk £ e o 00 e o B O L2 ek £ s o kA e o 1 4 B S B 108 e B e A MY 0 o e o w20 it

Before administration Administration period
Normal Abnormal Normal _  Abnormal No. of a h

No. of = memmemmemeememceeeccecmcnens e pairs with Days from Coputation  No. of Fertility

pairs Tatal Continuous Irregular Total Continuous Irregutar  successful mating to index pregnant index
Group mated diestrus diestrus capulation copulat ton % animals %

¢ B

Control 12 12 0 - - 12 0 - - 12 3.311.1 100.0 12 100.0
PHI 250 mg/ky 12 12 0 - - 12 0 - - 12 2.911.2 100.0 12 100.0
PHI 500 mg/ke 12 12 0 - - 10 2 1 ' 12 37454 100.0 12 100.0
PHI 1000 mg7/ky 12 12 0 - - " t | - 12 3.642.5 100.0 10 83.3

___________________________________________________________________________________________________________________________________________________________________

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

b: (No. of preanant animals / no. of pairs with successful copulation) x 100,
¢: ~ = blank value.
d

: Values are means + 5.0,




Live pups born Dead pups born
a €
fNo. of Implan- b Live ¢ T
No. of  Ho. of fmplan-  tation Ho. of  Delivery birth d gestation Gestation MNursing
pregnant corpora  fation index pups index index Sex lenath index index
Group females lutea sites % harn % Na. % ratioc Male Female No. Male Female day % %
_Control Total 12 203 188 171 7 a7 36 0 0 0
Mean 16.9 15.7 93,301 14,3 91. 154 4.3 100,000 1.208 7.3 7.0 0.0 0.0 0.0 22.5 100.0 100.0
S.D. 7.4 1.7 8.267 1.7 1.2% 1.7 0.000 0.627 2.0 2.3 0.0 6.0 0.0 0.5
PHI , Total 12 210 199 187 185 102 83 2 1 1
250 mg/ky Mean 17.5 16.6 95,558 15.4 93,888 5.4 98,923 1.3 8.5 6.9 0.2 0.1 44 22.7 100.0 100.0
S.D. 2.8 1.7 1.326 2.1 7.013 2.1 2.516  0.63% 1.9 1.9 0.4 0.3 0.3 0.5
]
(1) an (o an an  an oan
PHI Total 12 195 188 m 170 (n (1) 82 88 ] 0 1 (11 {an
500 mg/kg Mean 17.7 15.7 93,705 14.3 85.513 15.5 99,522  1.09% 7.5 8.0 8.1 0.0 0.0 : 91.7  100.0
S.D. 2.1 b.2 16.521 5.2 27.326 2.6 1.58 0.816 2.7 2.3 0.3 0.0 0.3 0
PHI Total 10 181 155 152 131 80 71 ] 0 1
1000 mg/kg Mean 18.1 15.5 86.020 15.2 98.1624% 5.1 99444 1,225 80 7. 0.7 0.0 04 22.3 190.0 100.0
S.D. 1.9 3.2 18,488 3.2 2.961 3.1 1.7  0.570 2.3 2.1 0.3 0.0 0.3 0.5
a: (No. of implantation sites / no. of corpora tutea) x 100.
by (No. of pups horn / no. of implantation sites) x 100.
¢: (No. of live pups barn / no. of pups born) x 100,
d: No. of male pups / no. of female pups.
&: (No. of females with live pups delivered / no. of pregnant females) x 100,
f: (No. of females nursing Live pups / no. of females with normal delivery) x 100.
g: Values in parentheses are no. of pregnant females examined,
#%: Differs from control, pg0.01.
3 N Y
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Cantrol Total

PHI 250 mg/kg Total
Mean
5.0,

PHI 500 my/ky Total
Mean
S.D.

PHI 1000 mg/ky Total
Mean
~ S.D.

i 1o Y 40 i 0 4 40 e e o B e 0 B B 0 0 8 Bt 1

No. of dams

i 0 L o e gt v o e B o ¢ i St 8 O R R P P T 7 S ek A P e e

1

10

—————

_______________________________

Live pups on day &

-

a: (No, of Llive pups on day 4 / no. of Live pups born) x 100.

————

a
No. of Live Viability
pups born index
{on day 0) No. % Male Female
171 169 87 82
14.3 141 99.016 1.3 6.8
1.7 1.4 2.303 2.0 2.2
185 184 101 83
15.4 15.3 99,479 8.4 6.9
2.1 2.1 1.804 1.9 1.9
170 165 81 1
15.5 15.0 97.273 7.4 7.6
2.6 2.4 5.002 2.7 2.2
151 141 76 85
15.1 141 9,113 7.6 6.5
3.1 3.4 14,674 2.5 2.1

o

__________



Table 25, General appearance of pups in the combined repeat dose and reproductive/developmental toxicity screening test of PHI in rats (SR-9774)
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Male Female
PHI {ma/kg) PHI (mg/kg)
Ttem Control 750 500 1009 Control 250 500 1000

a

No, of animals examined 87 102 82 80 84 83 88 71

No. of dead/missing animals 0 1 1 4 ' 2 0 4 6
: b

Dead animals _ 0 1 1 1 1 0 4 2

Missing animals ] { 0 3 1 0 0 4

No. of surviving animals 87 101 81 76 82 83 84 65

Pefect of tail tip 1 0 0 1 0 0 0 G

Trauma 0 0 0 1 0 0 0 ‘

a: VYalues are no. of Live animals at birth,
b: Values are no. of animals with findings.



Table 26. Body weight changes of pups in the combined repeat dose and reproduct ive/developmental toxicity screening test of PHI in rats (SR-9774)

_________________________ —— - e e e 0 42 e e e P B e S T P B e A S0t e e o P e v P e B g o ot

_ Male - Female
No. of Day of lactation Body weight gain Day of lactation Body weight gain
Group Litters 0 1 & Day 04 % a 0 1 4 Day 0-4 %
b

Control 12 6,93 7.61 10,88 3,958  57.039 6.58 7.21 10,43 3.850  58.497

0,40 0.55 0.86 0.514 5,541 0.40 0.47 0.79 0.472 5.697

' PHI 250 mg/kg 12 6.82 7.53 10.62 3.800 55,480 6.44 7.06 - 10,08 3,633 56.261

0.69 0.91 1.55 1.0641 11,512 0.64 0.83 1.46 1.064 13,162
PRI 500 mg/kg " 6.71 7.2 10.06% 3,327 49.805 6.27 .74 9,395 3.118%% 50.025+

0,50 0,60 0.83 0.636 . 10.287 0.49 0,59 . 0,65 0.464 8.929
PHI 1000 mg/kg 10 6.41 6.9 9.68% 3270 50.436 6.09 6.58 9,12%¢  3.030% 49,466

0.62 0.9 1.93 1,543  22.953 0.56 0.81 1.7 1418 22155

a: (Body weight gain / hody weight on day 0) x 100.
b: Values are means and S.D. thereunders and expressed in gyram.
#; Differs from controls p¢0.05.

##: Differs from control p<0.01.
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Table 27. Gross findings of pups which were dead after birth or killed on day 4 of lactation in the combined repeat dose and reproduct ive/developmental toxicity screening test -
of PHI in rats (SR-9774)
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Findings of pus dead after bCCY
No. of animals examined : 0 1 1 1 1 0 4 2

a
Organ : Findings

Findings of pups killed on day 4 of lactation

No. of animals examined 87 101 81 76 B2 83 84 65
Organ : Findings

b .
Tail : Losss distal part 1 0 0 1 0 0 ] 6
Abdominal region @ Trauma 0 0 G 0 i) 0 0 1
Cervical region @ Trauma ¢ 0 0 1 0 0 0 0

ot b 8 o ot ot e e G i i T e A e i (1 P P e P i s o0 B e (D B e i e o b e 0 P B 9 B W R R i e 0 kb e 5 A 12 9 Pl P T P o e R 8 9 o i e s e o o A e e e A e B s o 4 (o e D e 7 P Y O e O o e Bt L B 9 G G O R A L R R B b e o o

a: There were no abnormal findings in all the organs and tissue.
h: Values are no. of animals with findings.
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