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LA

4= AF = 1=~ 2D O (RFHBREE) L 40, 200 38 UV 1000 mg/ kg % 1 BEAEMES 120500 Crj:CD(SD) IGS

Z o MoEr LT, BEIRE AT, RECHIME L ORE% 2 08t 42 HE, M3 RE R, REB X
OHRRHR, o WIS S HE TOMMRDE LS L, REKRECLHHEL AWML JUHAR
DREECRFETERICOWTRE L, £/, 0GHEE) 3 SOV 1000 mg/kg 120V T, HEEMDIE
& b VLA U, HEEM A 5 ILARICER T, 42 HRE O E T# 14 HROMRE X 5 E1EMHE
ZOWTHHFECHRETL, UTFOREEEL,

1. KE#EkEHEE

(1) —RxiREE, Sl —ic i@, fakhd, (FE, B, Rigdl L OmErigd <
FAEFEOREE - L ICERMER SR L 22RO bh o T,

(2) ME L FHRME Tix, 1000 mg/kg BEOME TIHE 6 HICRFBEZERORMEN AL DL, BFIERK T
H 7 L7 F = BLOY o— L OEEBERD SR,

(3) Hppri, BEERBICE TR TIE, SRGHOBEE: S ICHBYER S CHEERELZE
fLidFds i o7z,

(4) JHEBMAEFEIFT R CIE, 200 mg/kg LA EOBEORE CEBOBRE 2 it RME LR OMETRER
K OGBS NMEO AR NSRS Oz, LasL, 20D 2 BMEOMRERZ I
B L7,

Loz e, FEBEETICRBTS 4 AFA 107 o OEFEERE (NOEL) (1 T 40
mg/kg/day, HET 200 mg/kg/day & & Z L7,

2. HFEFAEFEN

(1) M & T, OEBRY, EHEOLZRE, ZhE, HERBIUWE 4 HOHEERICSE
BEREE CHEBRMERS B L2 2K s hied ol

(2) BEMpOERK, FHRER, FRE, oWE, QIHEREK, HEROMER, WE 0 B OARF
B, AR, WE 4 BOEFEREE IUHAERAERCL, SE5HE LHEBRWEE S
B LB (niZimd b o iz,

(3) FAERDKET 1000 ng/kg FHTIREHRIMIMEHERI A RO D ion, SRR L L —RE
BLOERTIL, BRERESIZEE L EEERO oz,

bz s ARBRETICBITA4-AFA-1-20F v ORER R L AEEER (NOEL)

1. HEap o AR R LT 1000 meg/kg/day, FAERORBAECR LTI 200 mg/kg/day & & A
LT,
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=

i)

T

4= AF N1 T D0 (RFREE) 40,200 33 X TUN1000 meg/kg & 1 BEHEMES 120D Crj:CD(SD) IGS
7oy MR U, BEEARECET, RECHIME X OREE 2 S0Et 42 AR, MEXACECRT, LRk X
CUTHRHAM, 25 ONIRE 5 HE CoMMRORE L, KEREICLAPEL AR LOHAER
DFEAERIFTEECOWTHRHF Ui, £/, 0CHEE) B X UN1000 mg/kg (22T, HE i
% 5 UL A58 L, MB35 5 L2 BICaR ), 42 HREO®REETHE 14 HEO KRR L AEEN
CoWT L TRF 21T 7.

MBS L OHIE

1. #HEEME

HRYE L, 4- A F A -1--2F  [4-Methyl-l-pentene, B§4 : 4MP-1., (K54
[1,1 -Biphenyl]-4,4 -diol., R4 : 4-Methylpent-1-ene, Isobutylethylene, 1-Isohexene,
CAS No. 1 691-37-2, = v F&EE . . MFE : 98.36%, #EMEE

T, aFRCH, HFE 84.16, A 54°C, RAE 35.6 kPa(267 muHg) /25°C, @A

-154°C, HE 0.664(20/4°C), AKEBE 2.9(EK=1 ., g1:kKA -25°C, KA 300CHKIZ
EEAETRERECERNOBETH S (Appendix 1-1~1-2),

4= A F 1= 7 i TEaEE LAl S AT A LM UWRIGSEZ Y 5 578, B A AR
LKA BUR L 0E ST CER, KEORMET TRF BN 20~260C, ZF AN RER
BMHET) L,

2. NEWE
heEm oMy FES V2T2225, T AT A HRAS) A HERE L LTRERB X
OB ORRBLIC R Lz,

3. BEBRDARE X PILZESH
(1) wEEOFE
BHERILICHBRMEASRE L, ITEOQREL 2L X5 CEECEL, H—(bxH= G
MALLTICRT),, FAROBRIZER, REB X UCKRICS WL Sz, Ml R#ER»5H
Lo, SREURIDEYERE Bee il AdL, S IE GEHIEH 22~25°C) L7o, FpalflmiTmA
byl Uiz,
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LR WERMEMTEE RSEARE

FRELH {mg/mL) (g) (mL)
200448 A 16 A 8 2.72 340
TR 40 13. 60 340
200 88. 00 440

20048 A 23 H 8 2.72 340
40 13. 60 340

200 88. 00 440

2004 48 A 30 A 8 3. 36 420
40 16. 80 420

200 100. 00 500

20049 A 6 H 8 3. 36 420
40 16. 80 420

200 100. 00 500

200449 A 13 A 8 3. 36 420
40 16. 80 420

200 100, 00 500

2004 49 B 17 A 8 3. 04 380
IR TERE I NE 40 15. 20 380
200 84, 00 420

200449 B 24 H 8 3. 36 420
40 16. 80 420

200 100. 00 500

20049 A 30H 8 0. 8000 100
IR IR e 40 5. 6008 140
200 20. 0035 100

(2) BEBEOCFEGH
P DR EMEC OWT, 1B XV 400 mg/nl MK T, BRAF4I AMBIT 8 A
BETHDHZ LR LT
Flo B ICAW S BREORBGEIT >\ T, @IE]L, PRIE X O &R o FH R F 3 [,
WBRMEOREZ S L, 8P 00~110%, ZEFEEDS 5%UT THD Z & wiEd L,
SRR Aot 7 —TEBL, TOREFLAF L, DEERRLE IUR
EREERER I ST, HBEIEER X URERES 2RI 5 (Appendix 2-1-1~2-2-2),
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4. HBRAE

(1) #BRA

HBIIZ, ARF v — R - DRSS HIERE T & ¥ —EPFED SPF Crj:(D(SD) IGS 7
v FERWE, Ty MEZOEORBTEFH VO TWAEMETH Y | MEFIEET To
FRPEECHHZI LML ZOREAZRE L,

HE 54 DL, M 64 PLA 2004 428 H 4 HiT 8 Ml THEA L7, AR OO KEHPHT, #
T 257~285 g, T 161~193 g Th -7z,

(2) BEL X UENHE

A, ExoEgls-onT 13 Hia, —kiEAS 1 B 1 ESEL, FEAZ AR, A8
HEIUMS TR GEES LOBMEHIBEET H) ICHE Uiz, &6, HE s> CHEE iRk
AR A A T BEREIC L0 IREMBRTO 10 BRICIT -7, M 1 flCEBIERIE S L
7280 Z O A B RN R B BRI L,

(3) BT

BER L OBIHIB b - Fhe U — Rk iR s L OV ERNE 42 & G2t o R #isE oRf
RaBHBII LT, SO EROBES 2 RE L, R 48 Il X UME 58 LA L, 10 Mk
THEBIIfH L7, MEBIUEHLEIBE THOEREIZESWT, B5F14 B OB EEL T
B X0 SHOTEERENRE 0D L0 IS T E2To 7, BBt S h 28 o (R E 6
iE. HET 346~398 g, HET 207~257 g ThH YV, FIKEHE371.7 g, 1 230.5 g) D +20%LL
N Thol, BSTRTOBRAIE L ONRE D AN -8R SR LB L L,
(1) &k LU — o]

ghimi, B RN T =0 b TRENCHI Z M, BEa TR EN s E S A AR
L., BEER AT, HAERIC WL, BEORIZITHR -,

BRE T —UiE, SIS T L7 L CEBRE S L UEME S| B
LR LT, FRENS Ty — P ORI R LT,
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(5) BT
L) fERE
EN TR RE 22+ 3°C (MM 20~25°C) , MAE 50+20% (EMIFH 46~72%), #KH
$10~15 [6] B3R, FEAAESRT 12 B3R (8 1 00~20 : 00 » A TFEH) &R H = (305 5X)
THRE L7z, BMREE0RERBLCEELSEHER L2,
2) WHEBMEIUEEFE
774w b A& BB AR — 2 (2608 380D X 180H, mm) |2, WIS X OBIML IR o
HEMERT 2 PLd" D B PERIL 1 B AZES TS HEMES 1 Lo, ARgEEIR IS 1 REED
1, WEHBERIL LEARE L, BB, TR MEIC 0N TR 1T B S THE 4
HE CEBREPHKEE RV A 7 L—2 HERF Y — /LR« U A—BRASH) 26 Lz,
= VB X OMREESIIRE ORI 1|, 2 O%E 280 1 EISH L, LM 2 Bk
WHEBFHO O LT U, BEREAKEROKEKZTR 1 EEm L2, SfEERNORF
R IOFEREEE, 1A 1RERLZ, HRETECEL UL, EFEREEES I gy
EREHES | REBEM TRECHER L,
3) ekl
AU o Z VR TERRSHR, o ERNERE R (RF-1 2, & RBRGISE> AT
BHIZER S,
HBRUCBEELZREITENAOHHFRMESH DLWV IMEMOFEL, EHLEZe v |k
(040512, 040608) OEEHZ-OWT, FHERHHEOSGIITMEEAN B EE LMo ¥ —, &
AN EITA ) T o F B TERRSE S FNENAT o2, STER & AR EEE
AT OEERETIEE CEL L, STTOME, WINOBRIZHEF

HEEBETEZ AEITFRD N Dyo 7= (Appendix 3-1-1~3-2-2),
4) BIBhK
LR AGE KA, BEMEKEEE AW TEBIZEIR S /2, 220, REBERIZEHEAK
ara (FH L7z,

ABRICEYEL R IFTRAOLAFRMEOEEAZ, 200471 H, 2004F 104 1
AR XU 2006 41 A 6 AICREAZRE L T, BARHEERNSHICBWTotr Lz, 2ot
HE & A EEE TGRSR IR OB EREFIEEFCEN L2, SiroER, »
THOEBICOHFREEMZE 2 AHEIZER0 57205 72 (Appendix 4-1~4-3)
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(6) BB

E5 & TRE i (B 3ER)
HERRE (mg/kg) (mg/mL) pia i
< EHBE >
ESpichica 0 0 12 (101~112) 12 {151~162)
EHER 40 8 12 (201~212) 12 {251~262)
FHER 200 40 12 (301~312) 12 {351~362)
mHERE 1000 200 12 (401~412) 12 {451~462)
<[H[{ERE>
ESpichiea 0 0 5 (102, 103 5 {163~167)
106, 107
111)
=R 1000 200 5 (403, 404 5 (463~467)
407, 408
410)

AEBEIMOBELFAEROFIET VT avmaiks Lz,
EEHEORED, ERBI» S TEHRE T®RICRE 28 HOFREIZE ST, 20
BT A X o B OPREORER AL E T 8 A AR B SITEoEE L,

(7) EBHE RS
1) &5 BORE
b v o SRR S 4= AT - 1-20 T D O (RERERE) L 40,200 33 LUV 1000 mg/kg
Z 1 BEFEMER 4 PCoD CriCD(SD)IGS 77w M id, 14 ARRERO®ZE L CEEOMEE A B
Liofs g, —RolirE, REHE, BHE, RHEE, @Rt Lstssmt, Sk
FIRBLICHEFEREOWTNCBW TS, SHEOREM S & IR ER 5 B L 2
RO bR oln, ZOZ G, AREB T, THEER X EERIZ 40, 200 36 X TH1000
mg/kg ZEAE, PHEBIUOSHECRE L, MBS OAMS 4 BER S Lz,
2) &5
HRME MR REIN S RRMEZ BB L, OECD RBRIET A N7 1 2 (422)
FHHELLT, 1A LE, B oW TR 14 Bark v 42 B, HECDW TIEASALAT 14
ARE X OZREYE TORZRMMB, &0 ZREIAIFRERHAE LOWES A ETo
R, RRARAI AT B AR T 23 B oMM, EERIC oW T 42 B, 9:
00 725 14 : 00 ORNCH YV 7 MW TERMICE IR DRSS Ui-, 72k, SEHR
RIS 25 HE & L7,
BEERILL nl/kg & L, SMEORSHEREIIES FICELIEVEIER OFRECESH
THEHLE,
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(8) BlE, MEkromEER
1. K5 HFE®
EHERBAAEE IR EEEL, 200, FRBEHOMIIZRBKIA 211470 A, Sk
THEZWEOR, HBIOEEROM RS 42 BOBA4EE 1A -EE L,
1) —RxiiEBlE
EHNTONTIRE 1 B2SHBA £ T, He 0@ oA, S8, ITBEC SV THET
FrEaids LORSEE) 25 CIC TR OEE | HRE 3|, EEHIE P 3 r 6 L0 rE
OER R 2 E, FREITFRIT LR E S TRBIELE,
2) FEMI AR AR iRE A
EEIZOWT, WEBRGRHT G CNIIRE 7, 14, 21, 28, 35 B LU 42 H, BLUMEIET
BLO 4 Ao, ERBEEOMIRS 42 LGS 1 RIOEOEE T, 7 -6 58,
ARAe PASH, WROE, #REk - R4, FRITE(EES - fEE) . BRETEN(EE) 22w, F—v
OEOETRHCEY M LS S B E, HESR, LE, BEEORE, S, IRERZRH,
BETLAR, TIERSIE, FR. MEE., REICOWT, A= 7 0 — L RNTTRE, BT, B
AR, HER, HEE, FREATE BBV - AR X)), BEITEIZHE - B5) WERICD
WT, ZRFNHELHUDEDFZAaT I VI EERAWTED RAa 7T 2508k Lz,
3) fRERME
BEES Gl (EIERE . U TR SN AE2 &) 0OV T K5 6 8 (%5 36 A) I X ORIE
2 W (EE 11 H)io, ERBEOMIIWE 4 Hic, (BES EOHBGERERS) . fhE (3260
Rt BER (FICxT 2 R0 VR E (BEH 2 ) | BAZERIG GRRIES 0 O R) |
ZEhERERIZONTHENUDEDZAaT U FEr W TBEL, FORAaT4E
FLi, £, BABIUMEEORMBI A S8 RESEZE L, #7213 cPu 5
=T A 2z V=T U BRI E ) FR W TEMYE T OB OB S 2 & 3EHEE L,
1 g AL CRRsk L7z, H“EORMRIREORECET 48, H2FF->T 30 cn EHFH
DHECTE UROEEORMPIES 2 FHIE L, 0.1 cm B Thldk L7-, BREHRIIA R
EEEME S AT L (CompACT AMS) % HWCHIE L, 7— ¥ OILEREE 10 475 LT L
BHEE L7,
1) (KEMIE
EHZOWT, #5103, 5, 7. 10, 14, 21, 28, 35 BL 42 HO®ER], EE T
XUV 14 B, EREEOMTIES 1, 3, 5, 7, 10, 14 BokERL, #4FE 0, 1, 3, 5, 7.
10, 14, 17 B X020 HoREA, WHE 0, 1 BXL04 HOREAIZ S CICHHRE 12, TR
FEAZHNT W TER 5 21,28,35,42 36 XU 49 A O GANC (&7 MR (GX-2000,
ettt — - 7o R T ERWTRIE L.
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FEENERL L UCEREEMEL U TOFERNC IV EN Lz,

CERBHOE
KENE= &5 4L AKHE %51 AEHE)
- . REMEME
fRERE R nE L OEE X 100
CERBEOHD
R 5 HA R
KERME= (%514 AkKHE) — &5 1 A#EE)
L REBNE
KB INE— nE O EE % 100
LRG|
KEMME= (FFE 20 BiKE) — (FE 0 A {(KEH)
L REBNE
{REMME— YR 0 O & % 100
M 7 1A
KEENE=- (HE4HEE —HF O HIFE)
. L FEBNE
REH MR — E 0 B INE % 100
NEIL-§ =92
FEMMNE= (A 14 HiFXE) — &5 42 HiKE)
o o REHEME
RERNE BE 10 AR X 100

5) fBEEE N
SHNCONT, RIS HRE B OMOWE 0 H&#kRE, REMNFHERACHICE
i L7m., BHEERIC, EFRNELFEFGE2000, (RS- 7o F - FOEMANT
I —VOBERCEEFAUTE L, KEEDOEREERMUAZE, 1| HOOHBESBH
L CIBIR (g/rat/day) & L7z,

fnE5E(g) —mE(g)
HIE Ao

BREE (g/rat/day) =

6) FRind
HEERELR— OB Al VT 25 6 8 (k5 40~41 H) 38 L UEE 2 8 (B 12
~13 H), EHEBEOMEIIHE 4~5 BT, EE@ETTT v FAMREH— 7 (KN-646, B-1
A BRRESHE REER 2 W CER U, 3 BMETE £ Ciodil L ERC o TO~
@&, F£724 21 BFROERTOB LU Em L, FRc@a e L, R LRI
BEE TR, BEELEL,
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BEEBB LI ORMERE

(LpH FRBRATE (TNTAAT A9 A, AATE A7 45)
@A (Protein) PRBRRRTE (TWT (AT 49 DA NATE FTT A
@HE  (Glucose) FER IR (TWT 4 AT 9 A, N ATE AT )
@4 b fE Ketone body) BBRAE (ST (AT (90 A, AT AT 4A0)
®Gworl s—4> (Urobilinogen) BABHRIE (ST AATA 90 A, n AL AT 430)
@ U e (Bilirubin) FERAIE (IVTAAT9) AL AT 477 400)
O e (Occult blood) BB KT (VT A AT 49 A, AAZE AT 1)
&6 (Color) ESfiIg =tk =

@& (Urinary sediments) B

)R & (Urine Volume) HEEME

ADHE (Specific gravity) JEATEHE CRECEIEHTE2) 2 -8, 7427)

QLR T O LK E (Water consumption) wABOERBHEICL S
) MEFHIREE
HIRRERC MR (16~21 BRR) Mot T v b A= —TF URRER L, WIESIRK LSS
Bl DWW TR RENR D S ERM L7z, O~W2 > THE EDTA- 2K (X ¥ = 7 b+ T BZ2 i
. TTHRASH) TR LAMER 1 ol FRV, DB X U0 oW TiE 3.8% 7 T
fed b U o L CRERL, 3500 [E#5/45 T 10 4O Loyl L T s c iz fvie, 72
B, Bonfmigk IO IRER TE, BEL,

BREERB L ORERE
DR Bk E (RBC) &S E (B #hifn BREH SR F-820, vAiy)A)
@~ k7 U v MMEHL) B SR (B #hin BRETEUIE & F-820, ¥A4y/R)
@~T 7z & Hb) VT A RNES T B
{ BB EREHECEEE F-820, VAry)x)
@R M ERZETE MCY) RBC, Ht ik v B

(H @ Bk EH B k& F-820, YAky/R)
GrEHRIMER~T 7 = & & (MCH) RBC, Hb{E X v &H

(H @ BREH B & F-820, YAky/R)
OFHFMEA~T 7 o BB Ht, HhfEk v &EH

(MCHC) (A B ERFHEIETE F-820, vAky)n)
DRIMERE (Reticulocyte) Brecher i (##)
@i/ (Platelet) EAIERUE (B B ERETECEEE F-820, vAfy/a)
@A M ERE (WBC) B S s (B ghifn BREH SR F-820, vAiy)A)
A M ER E 4y Lk May-Griinwald-Giemsa 4%, (#5fR)
(Differential count of WBC)
7o b o e REE (PT) o RF T AT ik

(I 7% B2 [E B E&hl| E I E T A/ KC-104A, »~ JA4-)
QIEMEVE S b o R ZRF L T U EREE
AR (APTT) (1. 7% e 5 BhHlEEEE T A7 KC-104, » F4F-)
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8) Mik{l IR

HIRER L —BR (16~21 FER) #ftt . 7 v b AT URRER L, IIEFARE LR 0%
BE 5 B >WTIERREIR L 0 £l L7z, OB XTG>0 TE, M 1 oal H72 v ~o%
Vord b U b (S v b U AT NI R A 1000 BA7/mL, iEARERR AL EH) 5
20 Az CAERE, 3500 [ElE5/43 T 10 SR0E LB TE S mE A v TR L7z,
L DTE B AZ- DWW TS EEALA 0 BB (237 U — o SR iFas iR a1 (i il A L
3500 [F1#5/4y T 10 2B O LA BE TR G ZmE 2 AV TiiE Lz, B oh/miEs I o
MiFITHEER T, 20CL T THRERIE L, RCES ER) RING, BRET L,
BEEREL L OBREFE

(DAST (GOT) JSCC & (B @4 ¥rikiE 7150 . H 2 &(ERD
@ALT (GPT) JSCC e (HE i E 7150 . A S28ERD

@7 B VARAT 7 Z—F(ALP)  JSCC i (H @y T 2408 7150 2, B SZRLERT

@ v -GTP L-y -7 HIN-3- IR Fy4-=pbrrF=UF
BEE(HEV O ERE 7150 12, B S2RLERT)

ANH Y F Tk

(HE LR 7150 . A S2H8UERT)

27 FINFAal CEEE

(HE LR 7150 . A S2H8UERT)

BERVE (BB HTaEE 7150 6. H 2 BUERD)
COD-DAOS i (H Bhirtrd& & 7150 Fo, H sr&{ERT)

Gy 2= A {Glucose)

©®=a VT A5 7—E(ChE)

@1 A7 v —1{T-Cho)
@V BgH (PL)

OREZA RS
MU e (T-Bil)
WRERFEZON)

D7 17 F =2 {Crea)
@7 UL (Na)
@4 17 LK)

37 o—1 (1)
A5 L7 B {Ca)
dpEsE Y o (IP)

TE

WB#HRER (TP)
=]

(o)

=

=

@7 7 2w (Albumin)

@ A/G E{(A/G ratio)

45 (Protein fraction)

WU o — iR E
(BEVOEERE 7150 . OS2 &ERD
Tk
(BEVOEERE 7150 . OS2 &ERD

7 L7 —+ - GLDH %

(HE R 7150 . B2 8UERD

Jaffé & (BT EE 7150 5, B 28 {ERT)
PRI (A BPIEHEEE 480 B, 2 —=077)
P (A BSIEHPEEE 480 B, a—~=07)
BRI EE e hsp-CL-6M, FREZE)
OCPC & (B &bt d&iE 7150 2. H SL8EPD
Fiske-Subba Row i%
(BEVSHrEER 7150 T, 02 84ERD

YLy ME(HE SRR 71650 2. H SLEERD

T — AT BT — b EER R EhE
(&= B EhEE R kENEE CTE-150, &%)
T —RAT BT~ MNEERKENE
(& B EE S kBN ER CTE-150, 7 )
tao—RA7 k7 — MNEESKENE
(& B EERKENER CTE-160, #3)
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[ REAFR < Bl G 42 H OB H (2 FRBBEOM O 5 B odedE 4 Ho%E < H (6
B 6 )T, MR 25 B TSRS LR WZRESTENIEE 26 A0, RRTEALHE
FHR 5 51 AR A, [RIESITHEE S BHEIE 14 AOBRC 260 >0 TER L=, &5
FHEBELAG, =T VBT THRLEA S 25 08E - fllkERIRMCBER L,
F72 LT ORE - &% 10%THEEE SV~ U T EE - RE L7 IR BN E Ls,
BB, RERBIOA—F—RIT Y NV TEE - R L, BEBIOHE Lk
TUOWTEE, 10%T ¥ /= MIRFELE., BEAOHLEEFFRAE LTERE BRIFEL
7

B R/ I) | B CGEERED) . FEfR, BaiR, FYARCER/MEE &0 BIE. MR,

D&, g, BETEBLUNRE) ., Mg, B, + /B, 25, FROI il

i), B, M5, EHRE, JF. IKE X&), B, B, BE. B Bk

RIAR, ORER (), T8 (AR X U8 | Rkl L U—&—n, RE Rl E L

THIEE) . MR, KERE CEEE &), IBREEEY o ~Ei, T3 58, B (e

), AEEEE OB XUV 1000 mg/kg BEOME 1 ] (No. 457) DIE,

10) SEHEAFE

MEFHIREA & R — D& 85 Glic > T, Jlk i &3 L ILRFE (ER-180A, #R =4t

— e TR T EHNTUTORBIZOWTERZAFE LE, #F L, HREBIWV
R BRI OWTIREFAER L7z, 2B, EROFTOHIBEICOVTIR, EAFHFET
ME L7z,

Mg, oM, RPN, BN, BEEE. B, MGHR, REEL. KSR Lk, FREL
8l % OFE O ER EHB YA CHE LZEEAOUTORIC LV EdERERE D L,

LLES

HEESE =S rE

X100

1) RS FERE

E2HNT OV THIBEHTEE - M7 LT 28 E - A2 A7 7 0 ooliE#Eg L, ~< b
FLU Ly AV REAEARD D VITHRERRE (011 red 0, T T T A— PASIERER
ZERLL, HEHEBLOESHEMO S HICOWTER Lo, £, TR OBTIER
(COUVWTREAR U7z, BRI 20 T TR 3 K OBt/ MR OB B R 25 2 5 u7= 7z
W, EREHOBEESEIZ- oD TEBRZITY, A BEORRA 3 2 #) 1>2nT
alu 77 ot E RO R EASRTPREEARZER L Ta2u 727 L OERE
iT-7,

7ods, FIMERTR & U TS SRRSO NE R A A B T R IR RE OO ME 1 5] (No. 155), 40 mg/kg
BEOME 1 5] (No. 209), 200 mg/kg BEOME 1 F (No. 361) OlE, T8 A&7 BEHIBICILE
L0 HTE 1000 mg/kg BEOUE 1 H] (No. 45T) DT EA, FEEIB L UIRIZ DN THE
BL.
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0. HmzB4EFEMNE
) MEERE
HEEFNZOWT, FERLET 10 A0 EHBEHICREYE T, ZRFEIHTES
51 HORHOFHE £ ¢, BERIZEIE 4 HECToEH, FAFRG 0 X5 BIREHRE
fERL L | eSS T CHERM O & B GRIFATH, BIEH, BEZYE X URER
IEH) OHIE ATV, R OSBEREEZ 4 H2vH 6 HORBRET 2 B E#YIETHO4IE
FEHEL, RIEHBRAED L, BIEREBS 7 B LM LT oh 2 flizEkiE
BIEL LRE LHELL,
2) HEEO ATERE R
B 14 BOYEF»G, FIEBHEANOBES 1 4 1GRERR—%5) T 14 B %IREL L
TRESE, RBOMRIIE, BRNELEZM ECET UEER, 55 WEEEA A THE
AHF ORI 5H VWINPT A AR O B & L7, RS
DFEE% O FERS LSBT ERNOEREOTELZFT AL L TiTo7,
RREBLIUVZREZUTORUCL D EHR L,

¢ L R LTt o
A2 BT (Copulation index, %)= IR & 7 B 00 X 100

SERL ] A MR
2L R ( o . 0/ — Zhe U7tk .
ThE3E (Fertility index, %) I L7 HeME R ¥ 100

‘:“HI

3) St LUOVHBIREBE
RRMEERME B 2 B R S, SoiREAE, EIRE2L B S 25 HETREL A
3E (9:00, 13:003FBXTR17: 00)BLE L7, 9:00 ([ BEMHRRARoOPIZED
THEOTIURAAALTHWAIDEBRET D LI Lo Toti& T 2R L, ZOHEEHE 0
H& U, WEO HIC, EEICAFERKRE LU T REZ A, WEkE, HEROME
BLIUOSEFBEE U AFERES IO REO S 2 HEREE Ui-, REpotElr,
AL & AFERE OB OR S CHE Uiz, SO ROBERE L OFEN 0 EHRE O %
HHRAY - B % TECER LTm,
AR AR O B (ZRECZH) OB 0 H (& TH) ETORKRE Lz,
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Fim, HEE, SWE, HEFRE, BAEE, HE 4 ARBOHEREB L UL 2L TR X
DEH L,

HE S (Gestation index, %)= fEZE;;;ﬁE;%& > 100

iR (Delivery index, %)= —égggggggg— 100

#FHE (Inplantation index, %)= -iggggsg?i— X100

A (Live birth index, %)= Hjifﬂg;ﬁg;f& X100

WEE Nursing index, %)= A4 a;g;ﬁif;§é§§§/Dﬁﬁéi %100
PEL (Sex ratio) = mm%ﬁgfﬁﬁﬁﬁﬁ

4) FrAERO—RESEL L OAEEE
EEZONT, WHEOALOHEAAETIH LA, AFEBLXOT 2R L, —kiE
BB LUARIZONTBIELE,
BEEEOFEREFELUTORLY L BB TEHR L,

WE 4 HoETERE
e A IR 4R

FAIRAETRFE(Viability index, %)= > 100
5) FrAEROKREME
PHEICONT, HF 0, | BLU 4 HIZEFR EMRFEGK-2000, thllsite—. 7
e FA) ERWCTHEEIZ 0.1 g B CHIE Lim, N8I BN 0 EIgRE 4 R 77,
6) FAEROHKR
FET T3 RAEECHZEHRE L, whole body 4 10%HH##EE R~ I i TEE -
L7, EfFEALOWTIE, HE 4 BICEAR(DENEET) 28158#%, B LREBERA
BICX RS, £HORTE - MBZARMCEELZ, REFRS SLERIT,
Whole body % 10% HiEfEER/L~ ) Vi CEE - (R1E LT,
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5. #iEtFEMAE

71, oM ME, BRESHE, FE, FEENESIOWNE, Bifg& REEOER
I E JREEA RO, MEFENRE, Mg PHRE, SEORTERBSIOMEAER, E
WRIGHER, S FRERS XUERE, HEREK, HEROLEFERER I U R,
AR, HASR, Ml R, WE 4 HOAFERKES LOHARATEROBRBIC OV TH
BOVHEDS L UEERESEH U, HE & Bartlett OREEZITV, S0EMEL T L
2. BHBOBE T LB ESHSIE TR L, FESEOBE T Kruskal-Wallis OBE
ETRIAT L7z, — R BB ORE., ARENSLNZBE 1T Dunnett OREEZ AT
xt B8 & DR 54T 272 Kruskal-Wal Lis (R OfEHT ORER A BZED A4 LG 1E Mann-Whi tney
D U-BREEFRHORRE Ol {To 7, 7ok, FEROHAR, L, FERETFES LY
HEMERIREIL, 1 A EARREA L LTAR L,

M —RIREBIE, BES LotkERE, REEOFERIER BIURLEORE, 25
IR PR ED 5 5 2 BB Lo 7 1— RS b RIS 2w Tk, BEoEm
% Kruskal-Wallis OB EETENT L, BEES & R84S Mann-Whi tney @ U-HRiEE 2 H
WU BB & OB E T o7,

RS ORFEORBEE, ZRE, TRE, HER, WE4 A OWEE, 70O REBERT
FIfED 9 b 1 BefEO 7 Lb— RPEFEH BNEFIRIZ O TR, 2EEXPRELEITV, FORk
FAEEFRDOONTZBECIT 2 BB X RE TR L Ol 21To7, 72770, 2 e X %
TG OB AL Fisher OEERERTIES AV 2,

B, MEEOHEBEICOWTITARAKEY 5%E Uiz, 7l #EtFErnikicpEd 2%
SR ITHE% Appendix 5 IZRT,
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1. RERSEH

1. —#ikaE

— BB DRGRE & Table 1 B X002, INDIVIDUAL DATA 1-1-1~1-3-2 {77,

(1) FHBRBEHE

KEREE, 40, 200 35X T 1000 mg/kg BEO VT B IR GRIRIP I BE TS bhah o7,
(2) ERBREEME

SR, 40, 200 33X V1000 mg/kg BEOWTMIZ G AZECHTES L OVCEHIRE . 2 5 10ikRE X
CIREHA T 2@ L TREIRO oA o7,

(3) [EIf8 BEHE

xt BREEFS J UV 1000 mg/kg BEOD WAL b IEIEHIR FI BE LD Divih o i,

(4) [EIfE B

MEEEE T, BRESHRBTIREESRED oo, BEEBTIZ 1 F] (No. 167) 25[EI1E 1
HAoHMA £ CIRERO /NS XU REE R LT,

1000 mg/kg BETIE, HEHBF B LOEEMBHRICEREIIZEO Lo,

2. ML —ARKRERE

SR —RRIRRE B E O E %S Table 3-1~4-3, INDIVIDUAL DATA 2-1-1~2-18-6, A2 7V
v OEYER Appendix 6 (2R T,

(1) FRBRBELE

40, 200 35 LTV 1000 mg/kg BEDOWT IS bR SRR A BRRE & gt L TRERE (IR D
SRR T,

(2) FH et

40, 200 3B LTV 1000 mg/kg BEOWT IS b S HAM AP O R BEEE & ol L TR ERZIZERD
DIRoT,

(3) [EIE#ETE

1000 mg/kg BECid, EHEHIRIA BB L it L CHBEREMIZED bR o,

(4) [H11E HEME

1000 mg/kg BECIZ, WEHIRB P, BEMB R OWTC O AERES i L THERZEIEER
B IRl

728, XTHEREO 1] (No. 167) TiZERERD /N LU RO O~ o EEH B I BILRO B

LT R R T2,
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3. HWERE

RRERTE ORUE % Table 5 3506, INDIVIDUAL DATA 3-1-1~3-10-2, A=a7 U 7 DHiE
% Appendix 6 {Z5R3,

(1) et
BHREHLOESOAOREICHEEEL B L THERE(IZRD bh o7,

(2) FHBRErE

40 mg/kg FETIE, WE 4 HOMECHBEBEO MER 4614 50-60 45 ot B L L L CF
BEREESED LA, 200 B XTN1000 ng/ke BE CITABRE(LIZERO b iaho T,

(3) [EEHETE

1000 mg/kg BETIL, BHE 2 MO IR & i L THEARZEETRD 6do T,
(4) [H17E HEME

1000 mg/kg BT, &5 6 BOBE THIEEEO M ERR LG 0-20 912 0% B & ik
LTABELREEDNRD s, MoOBREBEECENFICTARREIRO bR 0T,

B 2 A OB Tid, 1000 mg/kg BETHEILOFMIE A B R ESMEPFED b, thofsk
BESCRASICIIAREREIRD LR o0,

4. AEHE

{REHERE 4 Figure 1~5, Table 7~11, INDIVIDUAL DATA 4-1-1~4-5-2 {73,

(1) FABRBERE

BERGE L OIREER, FEENELS D OWREEMEBICHRBEL MR L THAERETRED S
Nenota,

(2) FHRBRBLE

HEGE L O ERTE I UZERIM, S0 @EREE LOWWESIM T 2@ U CIREHER . KE
HENER L OMEENE MBI SRS Wi L CTHEEREIFRD bR o1,

(3) [E1fE#¥1HE

1000 mg/kg BT, EEHIME o REHE, EEBMERS X CRERMEC of B & IR L
THEBEGEIRD O 2T,

(4) [H178 #EME

1000 mg/keg BECiE, BEHB bR L OEEMB S 2 m L CHREHE, FEENER X OEE
HEONSRIC P BREE & bl U TR B EITR O b vk ho Tz,
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5. Efi=s

1BfEE% Figure 6~10, Table 12~16, INDIVIDUAL DATA 5-1-1~5-5-2 {Z;R9,

(1) EHBREELE

FRERE L AR LI L TERAREBIIGD D d ot

(2) FRABELME

EREE LG, LEALE IOREME, S OCEEHRS I OWHEMMATEE L TEERE
MO LR 2T,

(3) HMEFEHE

1000 mg/kg BETi3, EEHIB P IHERE L KB L CHEREITFR O bR 277,

(4) [EE B

1000 mg/kg BECE, I GHIMT B L OREMM T & o B L THERRZEIRD L
nemos iz,

6. FRIEE

RGEORES Table 17~21, INDIVIDUAL DATA 6-1-1~6-5-2 {73,

(1) FHBEri

BEREHLELEE BICHREL MR L THFEREITRS 6ol

(2) FHBErE

BRER L OHE 4~5 HICH BB L e L CHERZIZERD oo i,
3) [MIE#REHE

1000 mg/kg BECIL, EHE 2 WIZHf R & Wil L CHEREIEFRD bk h o iz,
(4) [E115 BEME

1000 mg/kg BETi, &5 6 81 L URIE 2 o374 b tBaEE - it U TR E R E(iE
SRR,

Uit

Ffles)

7. MEFHEE
M FAIRE OREE Table 22~25, INDIVIDUAL DATA 7-1-1~7-4-4 {277,
(1) EHBRRERE
40 mg/kg T, M/ARENCAREE L iR L THERSBEDEED bz,
200 B X TN1000 mg/kg BETIX AR bidpded s higdso iz,
(2) FEABREEME
40 mg/kg BETITW TN OBREBER(Z & BEE L L THELRERITRED G ied o i,
200 mg/kg BECIE, BRSNSy b o D77 AT VIR ICH B R IEE RO o v,
1000 mg/kg HETIEA B RE(MIZZRO Hihlain-T,
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(3) EHE#RH

1000 mg/kg BECIE, ML KR L CHERE(MIZED NI,
(4) [=l78 REHE

1000 mg/kg BETid, SBEEL L B L THBAEIIRED b ad o7,

8. MBLFMBRE

ME{ SRR E ORMES Table 26~29, INDIVIDUAL DATA 8-1-1~8-4-4 (/R

(1) EHRBREE

10 BLV200mg/kg HETITOTHOBREHEB IO B & L THEARE(EFED 5l
o i,

1000 mg/kg BETIZ /N 2 — AN EELREEN D LI,

(2) FHABREME

40 mg/kg BETITW TN OBREBEBC B L B L THFELREITFED G iehoi,
200 mg/kg BETiZ, AST DA B 2EEMBERD R,

1000 mg/kg BETlL, REBFROBEELEMBENFED LN,

(3) [=lfE REAE

1000 mg/kg FETIE, 77 2 B L ONA/G Wiz o BEEE & Il L CHB RS EBRD 5
iz,

(4) [EI1E B

1000 mg/kg BETIL, 7 L7 F = BIO/ e —VORRBRRER O -7 27 U 40m
HoOREZREEGED Sz,

9. Bl®rR

HIMFTR % Table 30~32, INDIVIDUAL DATA 9-1-1~9-4-2 {Z/RT,

(1) EHBRRERE

TEEEETIE. 1 No. L09)ICHKRBEICEENRED b,

40 mg/kg BETIL, 1l (No. 205) 12 HEIROB HILR, fited 1 61 (No. 209) (7 Bglig o 38ha 7558
oz,

200 38 XUV 1000 me/kg BETIE, BEFRITFRO SR -7,

(2) EHBRBLIE

ABREE T, 1 (No. 155) I JRIROIER, WA L ORR# & OFEPEO ol

40 mg/kg BETIE, BEFRIZFED OG0T,

200 mg/kg BETIE, 1 No. 361 IZBERDERFZRD BTz,

1000 mg/kg BETIE, WFHRDVFI LA2dr o7z 1 #l(No, 457) ICEGTFEAHB L OTFEERD
BraR, RtEOBERAREBIEOITE L O W IEME RS i,
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(3) [E1fE#¥1E

SHREEYS LUV 1000 me/kg BE S LR ETRIZFRD 5o 7z,

) (a8 R

HEREECIE, 1 {8l (No. 167) THRER /s D URIE DK R a3 58 G-, 1000 mg/kg
BHICEEFEMRIERO T,

10. FEE=S

BEOEMEEL LUHETERDOKEE Table 33~36, INDIVIDUAL DATA 10-1-1~10-4-4
R,

(1) FHABREERE

BREH LGRS L TARAREITRD oo T,

(2) FHABREME

40 mg/kg BETIL, WBE LB L TABLREIZED bR o Tz,

200 mg/kg BT, MIROHEATERIZAEREENRD shi,

1000 mg/kg BETIE, ARAREIZRD b oz,

3) [EI{E LR

1000 mg/kg BE T RE L OHicet 33 L O A BRI R & L L CHRBREHE R0 bz,
) [=]{E #EE

1000 mg/kg BECIE, MWL HKRL CHRERE(LIZED NI,

1. REEABFHRE

HEASFRIRED L U ROE TR ORME % Table 37~42, INDIVIDUAL DATA 11-1-1
~12-2-8 {Z7R 9,

(1) FHABRBERE

G R HE P 2  (LR M LR OORE 7 A 40 mg/ kg BET 3 A1, 200 mg/kg BET 7 4, 1000 mg/kg

BET6MID, EBmERNRME R OFENEED 40 ng/kg BET 1], 200 mg/kg BETT
Al 1000 mg/kg BET 6 BIZ A DAL, W OPTR S 200 mg/kg LA E OB BREE L BB L TH
BRESREO LN, 2B, alu REMBFHRGEIC LY | SEBRMERSHICSWTHBER
ISR v,

iz ix, BETRINHRO U o SEREE A HUR S 7285, 1000 me/kg #E TR ER S CHE L
FERG A WEZRBEEEOBMNAZ R T RIZEED bh o iz,

FIRERZ REIREIPT RS S AL 72Tk, XIBR#EO 1 5 (No. 109) TERE L2 KIREIZP &R
DB R R Bz,

40 mg/kg BED 1 il (No. 200) I HEROB FH CEERIGED . £, BERIZEINS 507
1 {5l (No. 209) Tid, #EHEZ ST 25580 S L7z,
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BROBETHROBE T, £A7—YLH 1000 ng/ke BEC GHBEEE L MR L THB R
HERBH b hoiz,

(2) EHBRELIE

1000 mg/kg BE THEBRME R 5 (2 BE L7-Pr & 2 WL BSERE o 2 o~ A IR B
Rino T,

FER I AIRMIFT R T4 o - M REE O MR O ER (No.  165) (122 Tk, TRERBER B
L OBEEO RS 7 b, BE A S o TTE LR s,

200 mg/kg BETH O N-FIEOIER No. 361) I DWW TITEEE A 9 » M AS380 7z,

1000 mg/kg HOELETE AP L CFEHEFHOHIE No. 457) ([T OWTITRE 2 FEABEED
FAEMEMBRE 23R bz,

(3) =178 B

1000 mg/kg BECHYBRAD E I 5 (OB L2 R 2 W 3R BHEE OB 2 R FTRIEEEO 5 h
Ao T,

OB TR OBE T2, 1000 ng/kg BEO AT — 2 [-VL 2B A 3% 7 - BAKE SEA fa E
BXOY Tl (round) . A7 = VIIVIIIWZE T A7 1L 7 7 VB X UVSR 7 H#F
BEAI RS & R T AINR 2L (round) , AT =3 IX-XI (OB 2 3% 5 U HlERMIE R, A5 -3
XI-XIVIZIS T A 27 ]/ 35% 7 IR O30 b BB & e L TRHE 2 EE

MRl BT,

(4) [EI1E LM

1000 mg/kg B CHBRHER S B LZFr R & A VIR BMHEE ol 2 =7 Fr L3 o h
otz

HsEs I HEIRAIFT R TA 5 N i BEEEORRER OV (No.  167) (2 DWW TR EE 22 K gh iR o
ZEMERGIE OB L OB RO EE LGB X OBELA~T DT U i ENRO bz,

0. £REFEESH
(1) AFErEmE

ETERER E ORKES Table 43 15X T 44, INDIVIDUAL DATA 13-1-1~14-4 (277,

EFRMERY A R T EOMBE, REMHER, ZRE, ZHE, MEE, SEHRS IS
4 HOWERIZODOWTEIAREHS OB LMK L CREREITZE O bR,

PERH CIOEGIERE & HIE S F K BRI 1 6] (No. 153) B KT8 200 mg/kg BEZ 1
(No. 360)38® M7,

AZRAAL L7g hao T2 c BREET 1 5] (No. 153) 58 ed 53177,

BEIRASFRSE L 722 73 P2 (575 200 meg/kg BELZ L] (No. 360) 36 TN 1000 mg/kg B2 3 451 (No, 451,
457, 461)FR® BT,
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(2) #RR, ok, WERERS I UHERERFE
MER, Arif, WHEIREELS L O ATFE OGR4 Table 45, INDIVIDUAL DATA 15-1~15-4
o i
B, B, BEE, SR, REERK, REROMEL, WE 0 B OARFERER, HA
H.OWE 4 HOAFERERS L OHERATROL, SREFLOHEEL L CEERER
RO oTE,
(3) FAERDO—mE
FHAERO—RRIREORES Table 46, INDIVIDUAL DATA 16-1~16-4 {Z7~7,
IRAE T FEERIR DA T IR 5 2 VNI ARG 23 e BB O REC 3 /8 & L 1 65, 40 mg/kg BEOHET
6 (3 & 2 A, 200 mg/kg BEOHEC L L MELZ 2 6], 1000 mg/kg BEOMET 2 7 bz,
HE 4 B E COBMOETIRIIABEEORE T 2 6l & M 16, 40 mg/kg BEOHET 1 41 & #iC
26, 200 mg/kg BEOUWET 2 filA B,
FURBIXOEFERE B IV T AR FORLNEWADNESR GEEICHEURL S =, i 3R
FIIRO BNR- T,
) FEROKEHER
FHAEROKEHER % Figure 11, Table 47, INDIVIDUAL DATA 17-1~17-4 (273,
40 BLU200 mg/kg BETIE, A% 0, 1 BLUT4 HOWT LM - Lot lERE L i L CF
BEIRD ool
1000 mg/kg BETIE, WO S L e U CR{EMEm CHERE L, HTIA%R I HIZOA2FAER
EZLFEH LT,
(5) FAEROHH
FHEROIEORAES Table 48, INDIVIDUAL DATA 18~19-4 [Z7R 9,
FECRTIE, JEREEOBMES 1A, 40 mg/kg BEOME 1 FlE LT 200 mg/kg BEOME 1 Flic @
BAEVER D LR, o FICBREITERD ko,
VB 4 A OETER TIE 40 ng/keg BEOBE TR O EDLIR & WO ER A E 1HT, 1000 mg/kg
OB LA CTHBOAMIEECEAH S AN AR FoMmoFli I RE TGRS b il o,
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#

bzl

4= AFN-1-20F O 0 GEIREE) L 40, 200 35 XL U000 mg/kg % 1 BEAEMES 12750 Cri:CD(SD) IGS
7oy MR U, BEEARECET, RECHIME X OREE 2 S0Et 42 AR, MEXACECRT, LRk X
CUHEHIE, R0 NIRE 5 HE TOHBROERE L, KEKRKSCLAEEL 4B LU AR
DFREERIFTEECOWTHEH LA, £/, 0GFBE) B LT 1000 mg/kg 12T, Hii 12
TEoth7s 53 U4 500, #fid 12 00 & 30010 42 HRER N BESOA 5 ITa VW, BE5#&T
% 14 AR OMEREC X BEEEC ST L TRI 21T 72,

1. KEEkEEE

—RREE T, RSB L OREMB T A®E LT, ook SR LBRER S
WBE L2 B RIZRR bfvZen =iz, StEBEOE | (¢, BEHEMIRHICIREROD /MR XU RE
b Ao i, MEEAFEIBRE T 6 KR EOZERCIEE, ¥ & BRik0 BEGHEL, B
EDT U BRSO LN, AEETORRTHY, BEHARRLEZ NN, 20
FRIZOWTIER L Thd ol

M —REHE T, KSR I OREMMTA® LT, HEOWTho®R SERHIC L
B E R 5 B L B EEE0 s he i o,

MRtk i Tl RIERED 1000 mg/kg BEOMEIZ W) T, 125 6 M0 B R EE) 87 1 E B 1514 0-20
SCOHFEREMARL, BE 28I L EHEOMWIECHE RSB RED Shiz, Lal, o
DL BREE, ETiEALGRARWI 2, F£72 1000 mg/kg BEOHEME - L2 Z 0o EERES
BASICEMPFEOLN TN L2 6, HRIpERE SFEEEOWEEE LN, &
72, 40mg/ke BEOWE 4 H OBEMS T, HISEBNED HFE A% 50-60 40 TO A B2 & HE 4R
L7z, ZoBES AEERFES AN TN Z L n, BBRER S & O BEMER 2 WEL
LEZ LN,

REHERE, BEL JORBE T, HEOWTORERIC SR ER S CBEE LZER
EERO LR T,

MR T, 185 TEFIZ 40 mg/kg BEO I Tl MRE OB B 70 m E .V H 6 H (2200 mg/kg
BOMETEMENRS b e o R 7 7 2F VRO ARREREZ O, Wi s AREKEHES
HEN TN &b, ERPERECHEE LA TiEllnweEE Il

M RRRE T, 1000 ng/kg BEOMETIHE 6 A CRFBEROABZEESFED S, [HIiE
BTECZLZ L7 F2 Bl u—A0FEREBEFRO e, L L, OBz RHE
BENMPFIRIZAONT, ZORBEMMFICOWTITRAL A Tlhdoi,

Mg (FEFRIBRE CiL, FOMic 1000 ng/kg BOBE THRER T L a—A0FERSHE,
EEETRICT A7 I o4k s A/GHOBREREME, 1000 ng/kg BOMTR-7v 7 4508
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Lo AR EMEARES oz, RERE, IFER, EEERCEEFE R L O BAERR 20iE0 FF iR
DIRE#HBRFIIRE TN OB EEETARERL NN | £/ 200 ng/kg BEOUET
WHE 6 BIZE0 5N AST OFBEREEIE SV TIIAERFEES 2V 806, WTh bRy
BiRE EBEEOLWEEE SR,

BRI R T, RERTHBLOWE 6 HICEZOERESCEBOERESHR SR, v
NHHARBET L ZLARMONTEY, ZORBHEELIELNZ Lo HEMELRS & BEEED
mnElEEZ B,

BEER T, HoOREE® TR 1000 ng/kg B THEOES S X UCBAEEORFE LS ED
W Hh, HROBTEROBETD 1000 mg/kg O A7 — 3 [V IZBT 5 %7 - HREEH
Bk L UOWEFHIBE (round) | AT —UVII-VIIIIZB A7 L L7 b7 BB L O% 7 o H
WA IR & W 7 R (round) ., AT =37 IX-XI (2650 3% 7 CHIESEIR 2, 25—
XIIXKIV 2B 551 27 A8/ 3% 7 gl P FERSHESRO b, L
L. BB I IR B IR 5 (B U 7 pr R R BUEEE 0¥ & =3 A R8s S ey
ZEhh, REEEBLUBTEROBRECALNEABRECTHEEFNERZRVWEHEES L
7

#HE 6 Hi7 200 mg/kg BEOME IR OB ERC AR REESRES o iz, 2Bt
BIRTFEHER 2V L, #BROERE L ORERLAVWEEBZBhE,

TR BAR AR IIPT R T, RS TERRIT 200 mg/kg LA EOBEO B CEIRICEE 2T RAE LA
DT HE LGB MEOBERENZERO s, 2o i BERFCHEMT 2 6w
Mo, BMERGCEE LB EEZ o, AEHRPHBREIZLY a2u s a Y
OB RSN 2 7y FOMETIE a2u 707 U oM Lo @EEESBAT

bk E e2u T ) S X AEGEREBREDBRWLEEBRETLH L, 0BT T
v PO EOETHD EFZ LI,

FHROB TR G, EHER TS 1000 mg/kg BECHEHEOD AT — DIl BWTH BN - 1
MO BEBERBER NN, JEERTHITESRED L T RN L RAMRIr b RE
IR b, IS EEBRME RS & SO R W R LR S

lbnZ bt $BREORERSICME L-EE LT, BT 200 ng/kg LA LOBE T
BB OO 723 (7 R BT ORET 38 X UMTBETE /MR O H R TR 22 80 CIamE Z 1000
mg/kg HTRFZEFROFELRESR O O, BiRICHT 28RBSz, BEE TR O
RO T A 5NN T & A S REEC Y A EEME 2RI S 7,

Lo T ARBEETICRT S 4- A FA-1--0F o OEEER (NOEL) i3 T 40 mg/kg/ day,

HEC 200 mg/kg/day EEZ BT,
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2. EMEAEE

HEE O AR L BEMOMR, o, WERESRIZ o TE, SREEL LERMERES
B LB iR H e ha o Tz,

FrAER T, HAEZOERECHEE S SIEREBMS 00, % 1A OO RE T 1000 mg/kg
HTHERELA LN, HRYEERS L OBEENEZ N, UL, BAERDOAERE 4 HOE
BT AERRESRD ONABRNI LG, HEH IWITHEROEE I DWW TIHBRDE RS-
L AHFEITRBER LD LRI,

— 77, KRR SN B EERDSEAL Led - 72 200 mg/kg BED 1 {8l (No. 360) T, SHRPr
ROREAGERFT R CRFEIEED 505, EMEEREL = LRy | REHAT
D No. 110) (T HIB AT ROFEMEA TR RIC BRI RV I &6 REEo EH IO
ERIGLHEMENH 5 LEE SN,

F 77, 1000 mg/kg BEO RG] 3 ] (No. 451, 457, 461) @9 5 1l (No. 457) TirAZRIIMER
Eih, FBRFIR CEETEAR LOTEEMOILE, Sito® Qe R EREorR 2o W
(CHEFAS A O TEY | KEMFOHE(RIEEREO No. 407) ([Z G RINLAR OB 72 U 2 SRR
BONTWAZENDL, ZROOERICEATEELEZ bl

fiiz 2 s oD 1 {8 (No. 451) TIEZZECHEFOHE No. 401 (CHIZAEOERE 20 U o SERIZ A 72 6
NIZDHTHY, E£724o 1F No. 461) (T ZHMEFOHE No. 411 IZHIERAT RIS X OVREAST
FIFTRAICBRE 2, TR OFREFIZ W TEERS B 50Tl o7z,

ok, ZRVFER TE o= BBEED 1 7 (No. 153) TrIHI P R -0m B S ET R - B
FIRRDO NP0, EEERE AT LRSS A 2, £, REMFOHE EEHED
No. LOMIZIIRERMRSF AT R CANRIARICPSER Y VRl A A6 TWAZ Eh, TR
TN OBERIIHEEREICRERT 2 Lo LRI,

EHEERE L, FEECLALNTWAZEROREAES RN Ls | BRERS - O
RN EER DT,

UEDZ e, SEOERE >N TITERSH L L OB EICER L2 EiTEo on
Bhsoin, —J, HAERORELLD W TIE 1000 ng/kg 1558 TR ERIIDHEIE R RO S hz,

Lo T ARBREGETICB T A4-AF - 1- 07 v OREEREIC 1 2222 (NOEL) (3
WO EFEREIT & LTI 1000 meg/ke/day, BrAERORAET G LTk 200 mg/kg/day L F R S

.
7Zq
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Figure 1 Body weight changes of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test (SR02194)
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Figure 2 Body weight changes before gestation period of female rats dosed orally with 4-methyl-1-pentene in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR02194)
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Figure 3 Body weight changes during gestation period of female rats dosed orally with 4-methyl-1-pentene in the combined

repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR02194)
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Figure 4 Body weight changes during lactation period of female rats dosed orally with 4-methyl-1-pentene in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR02194)
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Figure 5 Body weight changes of female rats in 14-day recovery test following 42-day repeated oral dose with

4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR02194)
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Figure 6 Food consumption of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR02194)
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Figure 7 Food consumption before gestation period of female rats dosed orally with 4-methyl-1-pentene in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR02194)
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Figure 8 Food consumption during gestation period of female rats dosed orally with 4-methyl-1-pentene in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR02194)
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Figure 9 Food consumption during lactation period of female rats dosed orally with 4-methyl-1-pentene in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR02194)
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Figure 10 Food consumption of female rats in 14-day recovery test following 42-day repeated oral dose with
4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test (SR02194)
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Figure 11 Body weight changes of pups in the combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of 4-methyl-1-pentene in rats (SR02194)



Table 1 General appearance of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR02194)

Administration day  Autopsy ~ Recovery day  Autopsy

Group Findings 1-42 day 1-14 day
Omg/kg Number of animals examined 12 7 5 5
No abnormal findings 12 7 5 5
40 mg/kg Number of animals examined 12 12 - -
No abnormal findings 12 12 - -
200 mg/kg Number of animals examined 12 12 - -
No abnormal findings 12 12 - -
1000 mg/kg Number of animals examined 12 7 5 5
No abnormal findings 12 7 5 5

Values are number of animals with findings.
- : Blank.



Table 2 General appearance of female rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR02194)

4094

Administration day
Main Before gestation day Gestation day Lactation day ~ Autopsy
group Findings 1-14 15 16 17 18 19 20-2324-51 0-21 22 23-25 0-5 day
0mg/kg Number of animals examined 12 11 7 6 1 1 1 1 11 8 0 11 12
No abnormal findings 12 11 7 6 1 1 1 1 11 8 - 11 12
40 mg/ke Number of animals examined 12 10 7 5 0 0 0 0 12 6 0 12 12
No abnormal findings 12 10 7 5 - - - - 12 6 - 12 12
200 mg/kg  Number of animals examined 12 10 7 6 1 1 1 0 12 8 1 11 12
No abnormal findings 12 10 7 6 1 1 1 - 12 8 1 11 12
1000 mg/kg Number of animals examined 12 8 6 6 3 1 0 0 12 7 3 9 12
No abnormal findings 12 8 6 6 3 1 - - 12 7 3 9 12
Recovery Administration day ~ Recovery day ~ Autopsy
group Findings 1-42 1-14 day
Omgikg Number of animals examined 5 5 5
No abnormal findings 5 4 4
Dark red discoloration of eyeball, unilateral 0 1 1
Small size of eyeball, unilateral 0 1 1
1000 mg/kg Number of ammals examined 5 5 5
No abnormal findings 5 5 5

Values are number of animal with findings.
- : Blank value.



Table 3-1 Detailed clinical observation of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR02194)

(Observations in the cage)

4‘[94

Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattern Tremor / Convulsion Rolling Circling Selfmutilation

Period Group animals No. 1 1 1 1 0 0 1
Pre 0 mg'kg 12 12 12 12 12 12 12 12

40 mg/kg 12 12 12 12 12 12 12 12

200 mg/kg 12 12 12 12 12 12 12 12

1000 mg/kg 12 12 12 12 12 12 12 12
Day 7 0mg/kg 12 12 12 12 12 12 12 12

40 mg/kg 12 12 12 12 12 12 12 12

200 mg/kg 12 12 12 12 12 12 12 12

1000 mg/kg 12 12 12 12 12 12 12 12
Day 14 0mg/kg 12 12 12 12 12 12 12 12

40 mg/kg 12 12 12 12 12 12 12 12

200 mg/kg 12 12 12 12 12 12 12 12

1000 mg/kg 12 12 12 12 12 12 12 12
Day 21 0mg/kg 12 12 12 12 12 12 12 12

40 mg/kg 12 12 12 12 12 12 12 12

200 mg/kg 12 12 12 12 12 12 12 12

1000 mg/kg 12 12 12 12 12 12 12 12
Day 28 0mg/kg 12 12 12 12 12 12 12 12

40 mg/kg 12 12 12 12 12 12 12 12

200 mg/kg 12 12 12 12 12 12 12 12

1000 mg/kg 12 12 12 12 12 12 12 12
Values are expressed as the number of animals. (To be continued)

Pre : Pre-administration.



4894

Table 3-1

Detailed clinical observation of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR02194) (Continued)

(Observations in the cage)

Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattern Tremor / Convulsion Rolling Circling Selfmutilation
Period Group animals No. 1 1 1 1 0 0 1
Day 35 0 mg'kg 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Day 42 0mg/kg 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12

Recovery 0mgkg
day 7 1000 mg/kg

Recovery 0mgkg
day 14 1000 mg/kg

Values are expressed as the number of animals.



Table 3-2 Detailed clinical observation of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR02194)

(Observation on the hand)

4894

Number Muscle  Pilo- Pupil Mucous Lacrima- Saliva- Body
of Category Handling Treating tone erection Fur Skin Eyes size membranes tion tion temperature
Period Group animals No. 2 1 2 1 1 1 1 1 1 1 1 1
Pre 0 mg'kg 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Values are expressed as the number of animals. (To be continued)

Pre : Pre-administration.
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Table 3-2 Detailed clinical observation of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR02194) (Continued)

(Observation on the hand)

Number Muscle  Pilo- Pupil Mucous Lacrima- Saliva- Body
of Category Handling Treating tone erection Fur Skin Eyes size membranes tion tion temperature
Period Group animals No. 2 1 2 1 1 1 1 1 1 1 1 1
Day 35 0 mg'kg 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 42 0mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12

Recovery 0mgkg
day 7 1000 mg/kg

Recovery 0mgkg
day 14 1000 mg/kg

Values are expressed as the number of animals.



Table 3-3 Detailed clinical observation of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/developmental toxicity
screening test (SRO2194)

4994

(Observation in the open-field) Bizarre behavior
Number Stereotype Walking Vocaliza-  Respiratory
of Category Convulsion Gait Arousal  Urination Defecation Grooming  Sniffing backward  tion pattern
Period Group animals No. 1 1 1 0 1 0 1 0 1 1 1 1
Pre 0 mg'kg 12 12 12 12 11 1 9 3 12 12 12 12 12
40 mg/kg 12 12 12 12 11 1 11 1 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 10 2 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 0 11 1 12 12 12 12 12
Day 7 0mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
40 mg/kg 12 12 12 12 11 1 10 2 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 10 2 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 14 0mg/kg 12 12 12 12 11 1 10 2 12 12 12 12 12
40 mg/kg 12 12 12 12 10 2 8 4 12 12 12 12 12
200 mg/kg 12 12 12 12 10 2 10 2 12 12 12 12 12
1000 mg/kg 12 12 12 12 11 1 9 3 12 12 12 12 12
Day 21 0mg/kg 12 12 12 12 10 2 11 1 12 12 12 12 12
40 mg/kg 12 12 12 12 12 0 11 1 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 10 2 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 28 0mg/kg 12 12 12 12 8 4 11 1 12 12 12 12 12
40 mg/kg 12 12 12 12 12 0 11 1 12 12 12 12 12
200 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 10 2 10 2 12 12 12 12 12
Values are expressed as the number of animals. (To be continued)

Pre : Pre-administration.
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Table 3-3 Detailed clinical observation of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/developmental toxicity
screening test (SR02194) (Continued)

(Observation in the open-field) Bizarre behavior
Number Stereotype Walking Vocaliza-  Respiratory
of Category Convulsion Gait Arousal  Urination Defecation Grooming  Sniffing backward  tion pattern

Period Group animals No. 1 1 1 0 1 0 1 0 1 1 1 1

Day 35 0 mg'kg 12 12 12 12 9 3 10 2 12 12 12 12 12
40 mg/kg 12 12 12 12 11 1 11 1 12 12 12 12 12
200 mg/kg 12 12 12 12 10 2 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 10 2 12 0 12 12 12 12 12

Day 42 0mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
40 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12

Recovery 0mgkg 2 4 1

day 7 1000 mg/kg 5 5 5 5 3 2 5 0

Reco\/ery 0mg/kg 5 5 5 5 3 2

day 14  1000mgkg S 5 5 5 4

Values are expressed as the number of animals.



Table 4-1 Detailed clinical observation of female rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR02194)

(Observations in the cage)

AZJQA

Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattern Tremor / Convulsion Rolling Circling Selfmutilation

Period Group animals No. 1 1 1 1 0 0 1
Pre 0 mg'kg 17 17 17 17 17 17 17 17

40 mg/kg 12 12 12 12 12 12 12 12

200 mg/kg 12 12 12 12 12 12 12 12

1000 mg/kg 17 17 17 17 17 17 17 17
Day 7 0mg/kg 17 17 17 17 17 17 17 17

40 mg/kg 12 12 12 12 12 12 12 12

200 mg/kg 12 12 12 12 12 12 12 12

1000 mg/kg 17 17 17 17 17 17 17 17
Day 14 0mg/kg 17 17 17 17 17 17 17 17

40 mg/kg 12 12 12 12 12 12 12 12

200 mg/kg 12 12 12 12 12 12 12 12

1000 mg/kg 17 17 17 17 17 17 17 17
Day 21 0mg/kg 17 17 17 17 17 17 17 17

40 mg/kg 12 12 12 12 12 12 12 12

200 mg/kg 12 12 12 12 12 12 12 12

1000 mg/kg 17 17 17 17 17 17 17 17
Day 28 0mg/kg 17 17 17 17 17 17 17 17

40 mg/kg 12 12 12 12 12 12 12 12

200 mg/kg 12 12 12 12 12 12 12 12

1000 mg/kg 17 17 17 17 17 17 17 17
Values are expressed as the number of animals. (To be continued)

Pre : Pre-administration.



Table 4-1 Detailed clinical observation of female rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR02194) (Continued)

(Observations in the cage)

4894

Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattern Tremor / Convulsion Rolling Circling Selfmutilation
Period Group animals No. 1 1 1 1 0 0 1
Day 35 0 mg'kg 17 17 17 17 17 17 17 17
40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 17 17 17 17 17 17 17 17
Day 42 0mg/kg 17 17 17 17 17 17 17 17
40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 17 17 17 17 17 17 17 17

Recovery 0mgkg
day 7 1000 mg/kg

Recovery 0mgkg
day 14 1000 mg/kg

Values are expressed as the number of animals.



Table 4-2 Detailed clinical observation of female rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR02194)

(Observation on the hand)

4694

Number Muscle  Pilo- Pupil Mucous Lacrima- Saliva- Body
of Category Handling Treating tone erection Fur Skin Eyes size membranes tion tion temperature
Period Group animals No. 2 1 2 1 1 1 1 1 1 1 1 1
Pre 0 mg'kg 17 17 17 17 17 17 17 17 17 17 17 17 17
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 17 17 17 17 17 17 17 17 17 17 17 17 17
Day 7 0mg/kg 17 17 17 17 17 17 17 17 17 17 17 17 17
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 17 17 17 17 17 17 17 17 17 17 17 17 17
Day 14 0mg/kg 17 17 17 17 17 17 17 17 17 17 17 17 17
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 17 17 17 17 17 17 17 17 17 17 17 17 17
Day 21 0mg/kg 17 17 17 17 17 17 17 17 17 17 17 17 17
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 17 17 17 17 17 17 17 17 17 17 17 17 17
Day 28 0mg/kg 17 17 17 17 17 17 17 17 17 17 17 17 17
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 17 17 17 17 17 17 17 17 17 17 17 17 17
Values are expressed as the number of animals. (To be continued)

Pre : Pre-administration.
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Table 4-2

Detailed clinical observation of female rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR02194) (Continued)

(Observation on the hand)

Number Muscle  Pilo- Pupil Mucous Lacrima- Saliva- Body
of Category Handling Treating tone erection Fur Skin Eyes size membranes tion tion temperature

Period Group animals No. 2 1 2 1 1 1 1 1 1 1 1 1

Day 35 0 mg'kg 17 17 17 17 17 17 17 17 17 17 17 17 17
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 17 17 17 17 17 17 17 17 17 17 17 17 17

Day 42 0mg/kg 17 17 17 17 17 17 17 17 17 17 17 17 17
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 17 17 17 17 17 17 17 17 17 17 17 17 17

Recovery 0mgkg 5404 5

day 7 1000 mg/kg 5 5 5

Recovery 0mgkg 5404 5

day 14 1000 mg/kg 5 5 5

Values are expressed as the number of animals.

Values in parentheses are the number of animals examined.



Table 4-3 Detailed clinical observation of female rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR02194)

4‘[94

(Observation in the open-field) Bizarre behavior
Number Stereotype Walking Vocaliza-  Respiratory
of Category Convulsion Gait Arousal  Urination Defecation Grooming Sniffing  backward  tion pattern
Period Group animals No. 1 1 1 0 1 0 1 0 1 1 1 1
Pre 0 mg'kg 17 17 17 17 17 0 17 0 17 17 17 17 17
40 mg/kg 12 12 12 12 10 2 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 9 3 11 1 12 12 12 12 12
1000 mg/kg 17 17 17 17 11 6 17 0 17 17 17 17 17
Day 7 0mg/kg 17 17 17 17 14 3 17 0 17 17 17 17 17
40 mg/kg 12 12 12 12 10 2 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg 17 17 17 17 13 4 17 0 17 17 17 17 17
Day 14 0mg/kg 17 17 17 17 17 0 17 0 17 17 17 17 17
40 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
1000 mg/kg 17 17 17 17 16 1 17 0 17 17 17 17 17
Day 21 0mg/kg 17 17 17 17 15 2 17 0 17 17 17 17 17
40 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
1000 mg/kg 17 17 17 17 13 4 16 1 17 17 17 17 17
Day 28 0mg/kg 17 17 17 17 17 0 17 0 17 17 17 17 17
40 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg 17 17 17 17 16 1 17 0 17 17 17 17 17
Values are expressed as the number of animals. (To be continued)

Pre : Pre-administration.



Table 4-3 Detailed clinical observation of female rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR02194) (Continued)

4894

(Observation in the open-field) Bizarre behavior
Number Stereotype Walking Vocaliza-  Respiratory
of Category Convulsion Gait Arousal  Urination Defecation Grooming Sniffing  backward  tion pattern

Period Group animals No. 1 1 1 0 1 0 0 1 1 1 1 1

Day 35 0 mg'kg 17 17 17 17 16 1 17 17 0 17 17 17 17
40 mg/kg 12 12 12 12 11 1 12 12 0 12 12 12 12
200 mg/kg 12 12 12 12 12 0 12 12 0 12 12 12 12
1000 mg/kg 17 17 17 17 17 0 17 17 0 17 17 17 17

Day 42 0mg/kg 17 17 17 17 16 1 17 17 0 17 17 17 17
40 mg/kg 12 12 12 12 11 1 12 11 1 12 12 12 12
200 mg/kg 12 12 12 12 11 1 12 12 0 12 12 12 12
1000 mg/kg 17 17 17 17 16 1 17 17 0 17 17 17 17

Recovery 0mgkg 0 0

day 7 1000 mg/kg 5 5 5 5 5 0 5 5 0

Recovery 0mgkg
day 14 1000 mg/kg

Values are expressed as the number of animals.
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Table 5 Functional test of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR02194)

{Observation on the desk) Number Reactivity Righting
of Category  Visual Touch  Auditory Pain Proprioceptive  reflex
Period Group animals No. 4 2 1 2 1 1
Week 6 0 mg/ke 5 5 5 5 5 5 5
40 mg/'kg 5 5 5 5 5 5 5
200 mg/kg 5 5 5 5 5 5 5
1000 mg/kg 5 5 5 5 5 5 5
Recovery  0mglkg 5 5 5 5 5
week 2 1000 mg’kg 5 5 5 5 5 5 5
Values are expressed as the number of animals. (To be continued)



Table 5 Functional test of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR02194) {Continued)

4f94

Number Grip strength Hindlimb
of Forelimb Hindlimb splay Locomotor activity count

Period Group animals (g) (g) (cm) o-101 1020 20030 30-40' 40050 5060 0'-60
Week 6 0O mg/kg 5 Mean 1651.00 555.06 5.840 483.2 244.6 139.8 94.8 62.4 428 1067.6
S.D. 207.56 44.08 2.184 165.2 110.0 132.7 163.2 80.4 783 617.5

40 mg/kg 5 Mean 1544.32 53432 5.880 514.4 287.4 1242 85.4 58.4 52.6 1122.4

S.D. 17791 84.46 1.192 150.7 106.7 63.2 69.9 41.8 44.7 3303

200 mg/kg 5 Mean 1563.88 576.54 6.250 518.4 314.0 188.8 90.0 41.0 258 1178.0

S.D. 159.25 86.45 1.043 2531 157.1 105.4 553 37.6 272 5157

1000 mg/kg 5 Mean 1381.94 608.60 5.240 357.4 270.4 216.8 169.6 82.6 86.4 1183.2

S.D. 8994 74.53 1.196 1358 1146 84.6 75.0 523 943 389.4

Recovery 0 mg/kg 5 Mean 2019.52 607.66 6.160 354.6 216.8 112.0 136.8 102.0 64.2 986.4
week 2 S.D. 119.02 11587 0.736 48.9 852 556 279 86.4 46.9 1847
1000 mgkg 5 Mean 1765.20 639.54 5.040 417.6 291.8 150.2 165.0 70.8 77.0 1172.4

5.D. 271.13 84.89 0.810 180.2 156.0 63.3 111.4 395 253 473.2
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Table 6  Functional test of female rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR02194)

{Observation on the desk) Number Reactivity Righting
of Category  Visual Touch  Auditory Pain Proprioceptive  reflex
Period Group animals No. 4 2 1 2 1 1

<Main group>

Lactation 0 mg/kg 5 5 5 5 5 5 5
day 4 40 mg/kg 5 5 5 5 5 5 5
200 mg/kg 5 5 5 5 5 5 5
1000 mg/kg 5 5 5 5 5 5 5

<Recovery group=
Week 6 Omgikg 5
1000 mg/kg 5
5
5

Recovery Omg/kg
week 2 1000 mg/kg

o W Lh
o W Lh
o W Lh
o W Lh
o W Lh
o W Lh

Values are expressed as the number of animals. (To be continued)



Table 6  Functional test of female rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR02194) {Continued)

4994

Number Grip strength Hindlimb
of Forelimb Hindlimb splay Locomotor activity count
Period Group animals (2) (g) (em) o-1¢ 1020 20030 30040 40050 5060 0-60'
<Main group>
Lactation 0O mg/kg 5 Mean 1434.94 486.06 5.590 428.4 145.0 1158 114.4 136.8 7.2 947.6
day 4 S.D. 25939 53.77 2.536 147.0 121.1 176.2 147.8 200.2 16.1 703.4
40 mg'kg 5 Mean 1416.22 529.20 6.530 587.6 268.4 144.0 146.4 220.0 169.2%*% 13356
S5.D. 197.60 91.71 1.633 127.1 168.6 1238 107.0 226.8 105.6 607.6
200 mg/kg 5 Mean 1483.74 45994 6.090 529.8 163.4 66.2 97.6 71.2 66.4 994.6
S.D. 21773 68.23 1.015 73.1 83.1 63.1 71.1 56.8 90.6 199.5
1000 mg/kg 5 Mean 1463.26 517.66 4.610 406.2 192.4 1072 33.0 108.4 160.6 1097.8
S.D. 146.52 73.16 1.005 179.6 164.1 128.5 457 1292 116.9 662.5
<Recovery group>
Week 6 0 mg/kg 5 Mean 1078.40 483.48 2.960 427.8 352.6 268.4 200.8 117.0 75.6 14422
S.D. 14270 65.98 1.187 104.1 89.9 110.3 192.7 99.7 87.6 541.8
1000 mg/kg 5 Mean 1249.46 44728 4.950 T20.6%* 553 p%* 375.6 305.8 342.6 1538 2452.0
S.D. 14392 26.67 1.995 157.1 97.6 2033 188.0 331.1 1853 1056.5
Recovery 0 mg/kg 5 Mean 1370.74 519.52 2.920 629.2 4294 291.8 3374 203.2 205.4 2096.4
week 2 S.D. 166.72 40.89 0.652 104.3 515 94.2 220.9 158.8 2353 568.1
1000 mg/kg 5 Mean 1656.66 571.54 4.800%* 584.8 482.8 3294 248.2 294.6 250.4 2190.2
S.D. 23435 44.92 1.503 135.3 241.0 103.2 166.0 239.1 154.4 9433

* - Significantly different from the 0 mg/kg group at p =0.05.
** - Significantly different from the 0 mg/kg group at p =0.01.
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Table 7 Body weight changes of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR02194)

Number Body weight gain
of Body weight (q) on administration day Day 1-42
Group animals ] 3 5 7 10 14 21 28 35 42 q %
0 mg/ke 12 Mean 377.8 38 397.8 405.4 §20.5 437.7 466.8 49¢.9 525.4 541.3 163.6  43.186
D 17.2 16.9 18.2 20.7 24.5 25.8 30.2 3% 3.1 40.0 25.7 5.586
40 ma/kg 12 Mean 379.5 387.7 398.6 407.8 §22.3 438.3 468.7 4937 521.2 534.8 155.3  40.808
S.D. 16.3 16.5 18.4 20.3 21.5 24.3 26.6 29.0 3.8 30.8 21.7 6.281
200 mg/kg 12 Mean 379.2 386.7 398.1 £06.2 420.3 436.8 §66.7 490.4 520.3 562.6 163.4  43.103
S.D. 13.2 13.4 16.4 19.0 22.3 241 24.5 29.6 1.3 33.5 28.6 7.2%5
1000 mg/kg 12 Mean 379.0 289.7 398.6 407.5 421.9 437.2 £63.4 482.1 510.3 528.4 149.4  39.384
S.D. 15.8 17.4 19.5 20.3 22.0 22.4 23.6 25.2 20.7 31.6 20.2 4.626
Number Body weight (g) Body weight gain
of on recovery day Day 42-Rl4
Group animals 7 14 g §°
0 mg/ke 5 Mean 553.8 565.0 31.0 5.806
5.D. 12.3 12.1 2.5 0.491

a: Body weight gain (¥) = (Body weight gain / body weight on day 1) x 100.
b: Body weight gain (%) = (Bady weight gain / body weight on day 42) x 100,
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Table 8 Body weight changes before gestation period of female rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduct ion/developmental toxicity screening test (SR02194)

Number Bady weight gain
of Body veight (g9) on administration day Day 1-14
Group animals 1 3 5 7 10 14 21 28 5] 42 49 q ¥
(1) (1) (1) (1 {1
0 mg/ke 12 Mean 230.5 236.3 240.1 245.8 269.8 258.3 300.0 314.0 319.0 325.0 321.0 21.8  12.012
S.D. 13.6 13.8 14.5 15.4 19.6 20.9 1.5 4770
40 mg/ke 12 Mean 233.8 238.7 263.7 249.8 256.7 264.9 - - - - - 31.2 13.35
S.D. 12.6 15.0 14.1 14.9 14.1 15.4 1.7 3.287
(1)
200 mg/kg 12 Mean 232.9 238.7 241.8 245.3 249.9 258.0 312.0 - - - - 25.1  10.657
S.D. 14.1 14.7 15.1 17.3 22.3 22.3 1.0 4,35
1000 mg/kg 12 Mean 235.9 238.9 245.9 241.2 254 .4 259.6 - - - - - 23.7 9.991
S.D. 11.6 12.0 12.6 15.1 13.7 16.3 7.6 3.000

Body weight gain (%) = (Body weight gain / body weight on day 1) x 100.
Values in parentheses are the number of animals examined.
-: Blank value,
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Table 9 Body weight changes during gestation period of female rats dosed orally with é-methyl-1-pentene in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR02194)

Number Body weight gsain
of Body weight (9) on gestation day Day 0-20
Group animals 0 1 3 5 7 10 14 17 20 9 3
0 mg/kg 1 Mean 269.3 275.6 288.6 298.9 307.8 323.5 348.2 378.1 427.7 158.5  59.011
S.D 17.5 17.1 19.0 20.0 21.5 23.5 25.9 25.8 16.6 6.678
40 mg/ks 12 Mean 275.3 282.8 295.7 304.9 3.7 330.4 354.8 384.0 $32.7 157.4  57.140

5.0. 17.4 16.9 18.2 18.7 20.7 19.1 22.4 27.3 33.4 20.0 6.245

200 mg/kg [l Mean 268.9 2155 290.6  300.6 308.4 325.5 3%9.9 3812 430.1 161.2  60.079
S.D. 18.9 20.1 19.2 19.0 18.1 211 2.7 2.3 26.7 122 4.6%

1000 m/kg 9 Mean 21.6 216.6  291.0 300.9 310.6 3258 347.7 394 429.9 158.3  58.583
S.0. 21.4 21.3 20.8 20.7 23.4 25.4 26.7

Body weight gain (%) = (Body weight gain / body weight on day 0) x 100.
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Table 10 Body weight changes during lactation period of female rats dosed orally with 4-methyl-1-pentene in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR02194)

Number Body weight gain
of Body weight (g} on lactation day Day 0-4
Group animals 0 1 4 g %
0 mg/kg " Mean 320.9 1.7 345.3 7.809
S.D 3.9 3.0 10.2 3.641
40 ma/kg 12 Mean 328.3 333.1 348.5 20,3 6.401
S.D. 31.0 30.5 26.2 12.3 £,209
200 mg/kg N Mean 333.0 337.4 354.3 21.3 6.595
S.D. 28.3 25.0 24.7 4,489
1000 mg/kg 9 Mean 3241 321.2 3441 20.0 6.382
S.D. 33.9 337 30.9 "7 .09

Body weight gain (%) = (Body weight gain / body weight on day 0) x 100.



Table 11 Body weight changes of female rats in 14-day recovery test folloving é2-day repeated oral dose with 4-methyl-1-pentene in the combined repeated dose toxicity study
yith the reproduct ion/developmental toxicity screening test (SR02194)

Number Body weight (g) Body weight gain
of Body weight (g) on administration day on recovery day Day 1-42 Day 42-R14
Group animals 1 3 S 7 10 14 21 28 35 42 7 14 9 % g
0 mg/ke 5 Mean 2316 238.6  243.2 248.2 49.8 256.4 274.0 219.4 289.6 292.0 305.0 306.2 60.4 25.940 1.2 5.040
S.D 1.6 13.1 15.2 15.2 17.5 20.5 18.2 20.0 20.6 26.8 20.9 21.6 17.9  7.160 6.9 2.718

1000 mg/kg 5 Mean 238.2 239.6 49.8 1.0 2564 2646 280.2 288.8 302.2 3138 32%4.8 330.8 756 31.302 17.0  5.58¢
S.D. 14.6 16.5 17.3 12.9 14.9 15.4 2.7 212 3%.9 4.9 &9 93 3.1 13101 2.3 7.305

:|1 a: Body weight gain (¥) = (Body weight gain / body weight on day 1) x 100.
| b: Body weight gain (%) = (Body weight gain / body weight on day 42) x 100,
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Table 12 Food consumption of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test (SR02194)

Number
of Food consumption (g/day) on administration day
Group animals 1 3 5 7 10 14 28 35 42
(1
0 my/kg 12 Mean 24.83 22.13 23.25 21.88 22.3% 21.66 217 22.29 21.83
S.D. 2.62 2.74 2.46 2.2 2.28 1.85 1.41 1.72 1.82
40 mg/ke 12 Mean 26.75 23.25 24.25 23.5¢ 23.58 22.47 22.78 23.12 22.03
5.D. 3.39 3.18 .2 2.719 2.87 2.83 2.13 2.08 2.16
(1
200 mg/kg 12 Mean 26.50 22.88 2617 23.08 23.10 22.43 22.76 23.06 23.28
5.D. 2.78 2.2% 2.99 2.85 2.72 2.97 2.22 1.87 1.65

1000 mg/kg 12 Mean  26.17  23.5 26.25  23.19 23.61 23.31 23.02  23.33 23.43

Number Food consumption (g9/day)
of on recovery day
Group animals 7 14

Values in parentheses are the number of animals examined.
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Table 13 Food consumption before gestation period of female rats dosed orally with é-methyl-1-pentene in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR02194)

Number
of Food consumption (g/day) on administration day
Group animals ] 3 5 7 10 14 35 §2 49
(1) {1) (1)
0 mg/kg 12 Mean 18.25 15.58 17.08 17.13 17.36 17.44 17.30 16.40 18.90
S.D. 3.19 2.10 1.84 2.18 1.64 1.97
40 mg/kg 12 Mean 19.08 16.50 17.92 17.83 18.11 18.39 - - -
S.D. 2.91 2.15 2.15 2.17 1.46 1.70
200 ma/kg 12 Mean 18.67 16.04 16.67 16.58 16.59 16.99 - - -

S5.D. 2.35 2.78 1.66 2.98 2.49 2.1

1000 mg/kq 12 Mean 19.17 16.25 18.13 16.96 17.63 17.1 - - -
S.D. 1.27 1.39 1.52 1.74 1.2 1.87

Values in parentheses are the number of animals examined.

-: Blank value.
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Table 14 Food consumption during gestation period of female rats dosed orally with é-methyl-1-pentene in the
combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR02194)

Number
of Food consumption (9/day) on gestation day
Group animals 1 3 g 7 10 14 17 20
0 mg/kg 1 Mean 13.18 20.18 21.69 21.68 22.20 22.35 21.61 20.85
5.0 3.22 2.2 2.59 93 2.8 3.08 2.24 1,70
&0 my/kg 12 Mean 14.25 20.96 21.63 22.04 22.98 23.51 23.03 21.63
S.D 2.26 2.64 2.81 2.78 2.44 2.37 2.56 3,74
200 mg/kg 1 Mean 14.00 20.55 21.32 21.36 22.27 22.62 22.712 21.82
S.D. 3.29 2.4 2.28 2.51 2.38 2.35 2.68 1.28
1000 mg/kg 9 Mean 4.1 20.89 21.67 22.72 22.30 22.86 22.61 22.12
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Table 15 Food consumption during lactation period of female rats dosed orally with
4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduct ion/developmental toxicity screening test (SR02194)

Number
of Food consumption (9/day) on lactation day
Group animals 1 4
0 ma/ke " Mean 15.91 32.93
S.D. 4.76 3.95
&0 ma/kg 12 Mean 16.67 30.28
S.D. £.56 5.53
200 ma/kg 1 Mean 20.00 33.73
S.D. 5.10 .60

1000 mg/kg 9 Mean 18.22 33.43
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Table 16 Food consumption of female rats in 14-day recovery test following 42-day repeated oral dose with 4-methyl-1-pentene in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR02194)

Number Food consumpt jon (9/day)
of Food consumpt ion (a/day) on administration day on_recovery day
Group animals 1 3 5 7 10 14 21 28 35 42 7 14
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Table 17 Urinary findings of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR02194)

<Week 6 of administration>

Number Ketone Urobili-  Bili-

of pH Protein Glucose body nogen rubin Occult blood Color
Group animals 80 8.5 Sl - R — - 0.1 EU/dL - - =+ A
0 mg/kg 5 2 3 0 0 4 1 5 5 5 5 2 3 5
40 mg/kg 5 1 4 2 0 1 2 5 5 5 5 4 1 S
200 mg/kg 5 3 2 0 0 5 0 S 5 5 5 3 2 5
1000 mg/kg 5 0 5 0 0 4 1 5 5 5 5 4 1 5

Urinary sediments
Epithelial cell Urine

Number Small Specific gravity volume Water

of RBC WBC Squamous Round round Cast 1.011-1.021-1.031- 1.041-1.05t < (mL/21hr.,  consumption
Group animals - = - - = - - - 1.020 1.030 1.040 1.050 meantS.D.) (g, meantS.D.)
0 mg/kg 5 5 0 5 5 0 5 5 5 1 1 0 1 2 18.20113.16 40.8+32.3
40 mg/kg 5 5 0 5 5 0 S 5 S ] 0 0 1 3 16.10£17.70 24.4+17.8
200 mg/kg 5 5 0 S 4 1 5 5 5 0 0 3 1 1 11.80£3.96 25.0£15.6
1000 mg/kg 5 4 1 5 3 2 5 5 5 0 0 1 2 2 10304395 162483

Color: A = Pale yellow or yellow.
Values are number of animals with findings.
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Table 18 Urinary findings of female rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR02194)

<Day 4-5 of lactation>

Number Ketone Urobili-  Bili-

of pH Protein Glucose body nogen rubin Occult blood Color
Group animals 65 70 75 80 85 - = + - - 0.1 EU/dL - - = A
0 mg/kg 5 0 0 0 0 5 0 0 5 5 5 5 5 5 0 5
40 mg/kg 5 0 0 0 2 3 1 1 3 5 5 5 5 4 1 S
200 mg/kg 5 | 0 0 1 3 1 0 4 5 5 5 S 4 1 S
1000 mg/kg 5 0 0 0 2 3 0 1 4 5 S 5 5 4 1 5

Urinary sediments
Epithelial cell Urine

Number Small Specific gravity volume Water

of RBC WBC Squamous Round round Cast 1.031-1.041-1.051= (mL/2thr,, consumption
Group animals — — - * — - — 1.040 1.050 meantS.D.) (g, meantS.D.)
0 mg/kg 5 5 S 3 2 5 5 5 0 1 4 14301321  25.619.2
40 mg/kg 5 5 5 4 1 5 5 5 0 2 3 12.6015.99  35.8433.3
200 mg/kg 5 5 5 5 0 5 5 5 0 | 4 11.9032.68 32.4+12.4
1000 mg/kg 5 5 5 3 2 5 5 5 3 0 2 17.10+4.35  46.6128.4

Color: A = Pale yellow or yellow.
Values are number of animals with findings.
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Table 19 Urinary findings of female rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test (SR02194)

<Week 6 of administration>

Number Ketone Urobili-  Bili- Occult

of pH Protein Glucose body nogen rubin blood Color
Group animals 60 65 70 75 80 85 - * - - 0.1 EU/dL - - A
0 mg/kg 5 0 0 1 1 0 3 3 2 5 5 5 5 5 5
1000 mg/kg 5 1 0 0 1 0 3 2 3 5 5 5 5 5 5

Urinary sediments
Epithelial cell Urine

Number Small Specific gravity volume Water

of RBC WBC Squamous Round round Cast 1.021-1.031-1.041-  (mL/21hr,  consumption
Group animals — - - = - — — 1.030 1.040 1.050 meantS.D.) (g, meantS.D.)
0 mg/kg 5 5 5 3 2 5 5 5 1 2 2 12.7043.37 214494
1000 mg/kg 5 5 5 4 1 5 5 5 ] 1 3 14.5017.03  41.0443.1

Color: A = Pale yellow or yellow.
Values are number of animals with findings.
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Table 20 Urinary findings of male rats in 14-day recovery test following 42-day repeated oral dose with 4-methyl-1-pentene in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR02194)

<Week 2 of recovery>

Number Ketone Urobili-  Bili-

of pH Protein Glucose body nogen rubin Occult blood Color
Group animals 8.5 = + 4+ - - 0.1 EU/L - - * A
0 mg/kg 5 5 1 3 1 5 5 5 5 4 1 5
1000 mg/kg 5 5 1 4 0 5 5 5 5 5 0 5

Urinary sediments
Epithelial cell Urine

Number Small Specific gravity volume Water

of RBC WBC Squamous Round round Cast 1.011-1.021-1.031-1.041-1.051<  (mL/21hr.,  consumption
Group animals — — - % — — - 1.020 1.030 1.040 1.050 meantS.D.) (g, meantS.D.)
0 mg/kg 5 5 5 3 2 5 5 5 1 0 0 3 1 19.90+10.32 26.4110.3
1000 mg/kg 5 5 5 3 2 5 5 5 0 0 2 3 0 19.5015.65 30.218.8

Color: A = Pale yellow or yellow.
Values are number of animals with findings.
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Table 21 Urinary findings of female rats in 14-day recovery test following 42-day repeated oral dose with 4-methyl-1-pentene in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR02194)

<Week 2 of recovery>

Number Ketone Urobili-  Bili- Occult

of pH Protein Glucose body nogen rubin blood Color
Group animals 65 70 75 80 85 - = — - 0.1 EU/L - - A
0 mg/kg 5 1 0 1 1 2 4 1 5 5 5 5 5 5
1000 mg/kg 5 0 1 1 0 3 2 3 5 5 5 5 5 5

Urinary sediments
Epithelial cell Urine

Number Small Specific gravity volume Water

of RBC WBC Squamous Round round Cast 1.011-1.021-1.031-1.041- 1.051  (mL/21hr.,  consumption
Group animals - — - * — — — 1.020 1.030 1.040 1.050 meantS.D.) (g, meaniS.D.)
0 mg/kg 5 5 5 3 2 5 S 5 0 0 3 2 0 14.5013.30  27.619.1
1000 mg/kg 5 5 5 4 1 5 5 5 1 1 1 0 2 20.10+15.94 39.6135.8

Color: A = Pale yellow or yellow.
Values are number of animals with findings.
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Table 22 Hematological findings of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR02194)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/uL % 9/dL fl pg grdl 10%/pL 10%/uL
0 ma/kg 5 Mean 920.6 50.64 17.26 55.02 18.76 36.12 119.2  101.98
S.D. 29.0 1.89 0.3 1.42 0.41 0.87 1.6 11.18
40 mg/kg 5 Mean 911.4 £8.38 16.68 53.10 18.30 34.48 126.0  117.92%
S.D. 32.1 1.29 0.40 1.58 0.48 0.48 22.4 11.92
200 mg/kg 5 Mean 908.2 49.48 16.80 5.46 18.50 33.96 136.6  111.58
S.D. 25.6 2.23 0.52 1.83 0.37 0.73 47.4 6.81
1000 mg/kg 5 Mean 938.2 50.80 17.06 54,16 18.18 33,58 115.2  105.22
S.D 27.8 2.22 0.56 1.81 0.53 0.55 19.2 4,38
Differential count of WBC ¥
Number Reticu- Neutrophil
of Locyte PT APTT Stab  Seg- Eosino- Lympho-
Group animals % sec sec form  mented phil Basophil Monocyte cyte Others
0 ma/kg 5 Mean 24.8 20.78 31.3% 0.88 17.68 1.20 0.00 78.72 0.00
§.D 3.9 3.38 3.89 0.52 2.30 0.00 1.84 0.00
40 ma/kg 5 Mean 24.4 20.20 32.88 1.44 14 .48 1.04 0.00 1.84 81.20 0.00
5.0 3.0 2.35 3.91 0.96 2.93 0.61 0.00 0.67 3.35 0.00
200 mg/kg 5 Mean 274 21.50 29.62 0.80 11.92 1.04 0.00 2.2 84.00 0.00
S.D. 3.3 3.84 3.55 0.57 7.52 0.78 0.00 1.08 8.06 0.00
1000 ma/kg 5 Mean 23.2 20.74 30.94 0.56 11.28 1.28 0.00 1.92 84.96 0.00
S.D. 5.0 2.20 3.9 0.46 3.62 1.18 0.00 0.9 b.24 0.00

#: Significantly different from the 0 mg/kg group at p = 0.05.
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Table 23 Hematological findings of female rats dosed orally with 4-methyl-1-pentene in the combined repeated
dose toxicity study with the repraduction/developmental toxicity screening test (SR02194)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/pL % g/dL fL pg g/dl  10%/pL 10%/pL
0 mg/ke 5 Mean 793.8 43,70 15.52 55.12 19.56 35.52 128.4  127.62
S5.D. 433 1.49 0.41 2.14 0.73 0.63 66.7 15.58
40 mg/kg 5 Mean m.2 43,60 15.3% 56.56 19.90 35.16 120.4  121.42
S.D. 30.9 1.28 0.50 1.26 0.32 0.30 24.9 14.90
200 mg/kg 5 Mean 799.0 §5.40 15.96 56.86 19.98 35.18 116.0  106.98
S.D 3.7 1.53 0.47 2.31 0.58 0.66 13.7 .15
1000 ma/kg 5 Mean 815.6 45.50 15.86 55.76 19.44 34.86 M7.0 1146.%
S.D 33.1 2.25 0.62 0.85 0.5 0.74 29.2 13.55
Differential count of WBC %
Number Reticu- Neutrophil
of Locyte PT APTT Stab  Seg- Eosino- Lympho-
Group animals %. sec sec form  mented phil Basophil Monocyte cyte Others
0 my/kg 5 Mean 15.68 18.96 1.20 20.72 1.28 0.00 12.40 0.00
§.D 11.8 0.80 0.85 0.49 5.22 0.00 1.70 4.05 0.00
40 ma/kg 5 Mean 62.4 16.30 20.46 0.88 28.80 0.40 0.00 65.92 0.00
S.D. 1.7 0.66 1.13 0.77 13.27 0.57 0.00 1.1 12.76 0.00
200 mg/kg 5 Mean 60.8 15.72 21.46%%  0.56 22.80 0.72 0.00 4.80 71.12 0.00
S.D. 16.3 0.33 1.13 0.46 5.49 0.59 0.00 2.06 7.59 0.00
1000 ma/kg 5 Mean 57.6 16.24 20.18 1,20 16.88 0.88 0.00 3.9 77.12 0.00
S.D. 13.6 1.06 1.06 0.63 6.62 1.07 0.00 2.29 7.7 0.00

#»: Significantly different from the 0 mg/kg group at p < 0.01.
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Table 24 Hematological findings of male rats in 14-day recovery test following 42-day repeated oral dose with
4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR02194)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/pL % g/dt fl pg grdl 10%/pL 10%/L
0 ma/kg 5 Mean 906.8 47.00 16.42 51.92 18.12 36.96 9.8  116.88
S.D §1.4 2.2 0.47 2.69 0.88 0.77 12.2 20.34
1000 ma/kg 5 Mean 906.8 46.66 16.54 51.48 18.26 35.46 115.0  113.52
S.D 30.7 1.30 0.5 1.66 0.80 0.58 471 20.53
Differential count of WBC ¥
Number Reticu- Neutrophil
of locyte PT APTT Stab  Seg- Eosino- Lympho-
Group animals % sec sec form  mented phil Basophil Monocyte cyte Others
0 mg/kg 5 Mean 24.0 18.16 28.56 0.64 10.80 0.40 0.00 2.2% 85.92 0.00
S.D. 3.1 2.39 2.83 0.22 3.49 0.40 0.00 0.92 3.99 0.00
1000 mg/kg 5 Mean 2 16.98 27.04 0.80 7.84 0.80 0.00 1.52 89.04 0.00
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Table 25 Hematological findings of female rats in 14-day recovery test following 42-day repeated oral dose with
4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR02194)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/4L X 9/dL fL P9 g/db 0%/l 10%/pL
0 mg/ka 5 Mean 860.6 45.54 16.26 52.94 18.90 35.72 60.6  111.54
S.D 23.6 1.45 0.42 1.3 0.48 0.47 8.0 9.59
1000 mg/kg 5 Mean 847.0 471.06 16.48 55.62 19.48 35.02 68.0  105.46
S.D 38.3 1.67 0.39 2.42 0.77 0.65 16.3 6.60
Differential count of WBC &
Number Reticu- Neutrophil
of locyte PT APTT Stab  Seg- Eosino- Lympho-
Group animals % sec sec form  mented phil Basophil Monocyte cyte Others
0 mg/kg 5 Mean 21.0 16.26 18.70 0.72 14.08 1.04 0.00 76 82.40 0.00
S.D. 6.5 0.53 0.9 0.59 4.86 0.4 0.00 1 4,86 0.00
1000 mg/kg 5 Mean 22.2 15.98 19.28 0.88 13.12 0.80 0.00 68 83.52 0.00
S5.D. 6.1 1.10 0.90 0.72 .02 0.63 0.00 0 4.79 0.00
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Table 26 Biochemical findings of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduct ion/developmental
toxicity screening test (SR02194)

Number Protein fraction (%)
of TP Albumin A/G Globulin AST ALT ALP Che ¥ -GTP
Group animals 9/dL g/dL ratio Albumin @, Q2 B Y /L 1u/L /L 1U/L /L
0 ma/kg g Mean 2 2,882 1.090 52.30 21.62 6.66 16.94 2.48 76.4 404.0 61.4
5.0 0.16 0.095 0.042 1.00 1.9 0.15 0.98 0.93 26.0 16.5 741 242 0.13
40 mg/kg 5 Mean 4 2.908 1.064 51.64 21.80 7.0 16.86 2.64 66. 26.2 376.4 65.4
5.0 0.19 0.090 0.047 1.1 1.45 &7 0.92 0.2 10.8 3.3 51.5 26.8 0.19
200 mg/kg 5 Mean 5.62 2.906 1.070 51.78 21.96 6.38 16.78 210 bh .4 26.8 368.8 54.4 0.46
S.D 0.13 0.045 0.048 1.1 2.50 0.58 1.54 1 9.6 6.1 7.7 5.5 0.05
1000 mg/kg 5 Mean 5.78 2.910 1.016 50.44 23.52 6.36 17.22 2.46 55.4 22.4 350.2 52.2 0.30
S.D 0.26 0.138 0.081 2.0 0.64 0.73 1.26 0.92 3.4 3.4 30.2 .1 0.12
Number
of T-Bil  Glucose T-Cho 16 PL UN Crea Na K Cl Ca 1P
Group animals ma/dL ma/dL mg/dL mg/dL mg/dL mg/dL ma/dL mEq/L mEq/L mEq/L me/dL mg/dlL
0 mg/kg 5 Mean 0.064 146.4 64.6 31.0 101.2 12.% 0.462 144.0 §.510 107.6 9.9 7.66
0.021 7.8 19.4 2.7 29.0 2.5 0.022 0.7 0.292 1.7 0.48 0.15
40 ma/ka 5 Mean 0.056 145.0 61.0 26.2 96.2 12.24 0.456 143.8 4,646 106.6 10.00 7.66
S.D. 0.005 10.1 8.4 3.7 9.5 1.08 0.021 0.8 0.297 1.1 0.07 0.3
200 mg/kg 5 Mean 0.060 158.8 61.4 24.0 2 12.72 0.492 143.2 4.698 106.2 10.00 7.62
§.D. 0.012 16.3 9.4 6.3 11.5 1.7 0.029 1.5 0.284 1.3 0.14 0.30
1000 mg/kg 5 Mean 0.052 166.0% 66.4 100.2 13.56 0.494 142.4 4.864 105.8 9.82 7.36
S.D. g.01 10.3 8.7 20.1 10.8 0.97 0.026 IR 0.283 1.3 0.29 0.65

*: Significantly different from the 0 mg/kg group at p < 0.05.
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Table 27 Biochemical findings of female rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduct ion/developmental
toxicity screening test (SR02194)

Number Protein fraction (¥)
of TP Albumin A/G Globutin AST ALT ALP ChE 7y -GTP
Group animals g/dL g/dL ratio Albumin Q @ : 8 Y /L IU/L /L /L u/L
25. 212.0 217.4 0.60

40 mg/kg 5 Mean 6.26  3.198 1.062  51.24 19.50 6.46 19.84 2.96 31.0 187.4 330.2
5.D. 0.44 0.320 0.218 4.86 2.23 1.15 3.44 0.88 15.8 5.6 56.0 136.0 0.18

200 mg/kg 5 Mean 6.26 3.25% 1.080 52.00 20.78 6.00 18.82 2.40 105.0¢ 27,

1000 mg/kg 5 Mean 6.3 3.310 1.096 52.24 20.78 6.30 17.62 3.06 77.0 26.6 164.0 259.8 0.70
S5.D. 0.3%7 0.267 0.128 2.98 1.57 0.39 1.39 0.97 13.1 8.6 211 26.7 0.37
Number
of T-Bil  Glucose T-Cho 16 PL UN Crea Na K Cl Ca 1P
Group animals mg/dL mg/dL mg/dl ma/dL mg/dL ma/dL mg/dL mEq/L meq/L mEq/L mg/dL ma/dL
0 mg/kg 5 Mean 0.056 148.2 62.4 36.6 114.8 19.80 0.490 140.0 4.826 106.0 10.78 9.60
S.D 0.615 9.2 6.9 18.4 19.1 1.99 0.048 0.7 0,333 1.2 0.56 0.45

40 mg/kg 5 Mean 0.056 146.2 64.2 22.4 118.0 19.56  0.502 140.0 5.014  107.0 11.06
S.D. 0.015 15.6 6.1 1.7 17.3 2.43 0.033 1.2 0.260 1.2 0.26 0.51
200 mg/kq 5 Mean 0.056 146.0 67.6 23.8 118.8 22.26 0.560 140,46  4.796 106.6 11.10 9.42
S.D. 0.011 14.9 20.5 15.2 26.4 2.60 0.075 0.9 0.462 2.3 0.25 0.60
1000 mg/kg 5 Mean 0.054 147.2 20.6 121.6  25.68# .55 141.4 4.354 106.8 11.30 8.98
S.D. 0.005 9.4 10.5 3.2 13.8 2.20 0.029 1.1 0.272 1.3 0.56 0.54

*: Significantly different from the 0 mg/kg group at p== 0.05.
s%: Significantly different from the 0 mg/kg group at p <= 0.01.
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Table 28 Biochemical findings of male rats in lé-day recovery test following 42-day repeated oral dose with 4-methyl-1-pentene in the combined repeated dose
toxicity study with the reproduct ion/developmental toxicity screening test (SR02194)

Number Protein fraction (%)
of TP Albumin A/G Globulin AST ALT ALP Che v -GTP
Group animals g/dL g/dL ratic Albumin a a2 B Y /L TU/L /L Tu/L Iu/L
0 mg/kg 5 Mean 5.76 2.786 0.936 48.44 24.30 6.56 17.94 2.76 69.8 32.8 312.6 62.4 0.64
S.D. 0.13 0.098 0.030 0.83 1.01 0.7 0.79 0.49 7.3 3.3 6.7 20.6 0.95
1000 ma/kg 5 Mean 5.72 2.904 1.028+  50.78%  22.28 6.62 17.78 2.5 69.0 31.

1
S.0. 0.27 0.208 0.072 1.85 1.88 0.65 1.37 1.43 16.6 7.

Number
of T-Bil  Glucose T-Cho 16 PL UN Crea Na K cl Ca P
Group animals mg/dL mg/dL mg/dL ma/dL mg/dL ma/dL mg/dL mEq/L meq/L mEq/L mg/dL mg/dL
0 mg/kg 5 Mean 0.048 171.0 9.8 117.6 14.16 0.502 142.4 4.996 106.0 9.42 6.66
S.D 0.016 13.9 1n.6 12.4 10.1 1.43 0.061 1.5 0.240 1.4 0.26 0.42
1000 mg/kg S Mean 0.048 169.2 47.2 109.4 15.40 0.476 143.0 §.790 107.6 9.3% 6.62
S.D 0.008 19.4 19.1 20.9 28.5 1.35 0.054 1.2 0.574 2.1 0.29 0.50

#: Significantly different from the 0 mg/kg group at p < 0.05.
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Table 29 Biochemical findings of female rats in 14-day recovery test following 42-day repeated oral dose with 4-methyl-1-pentene in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR02194)

Number Protein fraction (%)
of TP Albumin A/G Globulin AST ALT ALP Cht ¥ -GTP
Group animals g/dl g/dL ratio Albumin a a2 B Y /L Tu/L Tu/L Tu/L IU/L
0 me/kg 5 Mean 6.20 3,502 1.29 54.46 19.10 §,32 16.26 3.86 152.2 9.4 161.0 676.2 1.20
S.D 0.59 0.367 0.067 1.30 1.78 0.63 1.29 0.92 121.4 120.1 62.3 262.7 0.32
1000 mg/kg 5 Mean 6. 44 3762 1.384 58.12 20.00 3.72 14.22% 3 103.4 5.4 148.0 730.0
S.D 0.27 0.189 0.088 1.48 1.10 0.36 0.97 1.05 100.1 27.5 37.8 254.9 0.13
Number
of T-Bil  Glucose T-Cho T6 PL UN Crea Na K ¢l Ca IP
Group animals mg/dl mg/dL mg/dL mg/dL mg/dL ma/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 mg/ke 5 Mean 0.066 155.6 13.2 132.6 14.60 0.506 143.6 $.106 108.8 9.64 5.78
S.D 0.009 18.5 19.1 7.5 26.1 0.91 0.026 8.9 0.326 1.1 0.21 0.83
1000 mg/kg S Mean 0.074 145.6 77.2 12.8 1344 18.30 0.590«  143.2 4.224 110.6% 9.68 5.98
S.D 0.017 15.7 6.1 6.8 15.2 3.15 0.077 0.4 0.314 0.5 0.28 0.76

%: Significantly different from the 0 mg/kg group at p <=5 0.05.
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Table 30 Gross findings of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR02194)

End of administration End of recovery
Group O mg/kg 40 mg/kg 200 mg/keg 1000 mg/kg Omgke 1000 mg'kg
Number of animals examined 7 12 12 7 5 5
No abnormal findings 6 10 12 7 3 5
Organ : Fmdings
Kidney : Dilatation, renal pelvis, unilateral 0 1 0 0 0 0
Spleen : Cyst 0 1 0 0 0 0
Femur : Deformity, unilateral 1 0 0 0 § 0

Values are number of animals with findings.
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Table 31  Gross findings of female rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test (SR02194)

Group O0mg/kg 40 mg/kg 200 mg/kg 1000 mg/kg

Number of animals examined 12 12 12 12

Number of pregnant animals 11 12 11 9

No abnormal findings 10 12 10 9
Organ : Findings

Spleen : Swelling 1 0 1 0

Yellow region 1 0 0 0

Adhesion, adipose tissue 1 0 0 0

Number of non-pregnant animals 1 0 1 3

No abnormal findings 1 - 1 2
Organ : Findings

Uterus : Dilatation, uterine horn, bilateral 0 - 0 1

Dilatation, cervix 0 - 0 1

Retention, fluid, yellowish white, serous, cloudy 0 - 0 1

Vagina : Atresia 0 - 0 1

Values are number of animals with findings.
- : Blank value.
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Table 32 Gross findings of female rats in 14-day recovery test following 42-day repeated oral dose with 4-methyl-1-pentene in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR02194)

Group Omg/kg 1000 mg/kg
Number of animals examined 5 5
No abnormal findings 4 5
Eyeball : Small size, unilateral 1 0
Dark red discoloration, fundus 1 0

Values are number of animals with findings.
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Table 33 Absolute and relative organ weights of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test {SR02194)

Number Body
of weight Liver Kidney Spleen Heart Brain Thymus Adrenat
Group animals 9 g X g ¥ ) X g X ) X mg 1073 m 1073
0 mg/ksg 5 Mean 501.2 13.340 2.666 3.276  0.654  0.774  0.156 1.480 0.29¢ 2,146  0.432 0 68.220 72.0 14,34
S.D 9.0 2.0 0.315 0.326 0.031 0.075 0.027 0.193 0.018 0.064  0.03 119.1 21.028 12.8  1.941
40 ma/kg 5 Mean 505.¢ 13.462 2.666 3.332  0.662 0.75& 0.150 1.480 0.292 2,176  0.43 379.4 74.948 70.8 14.030
S.D. 21.0  0.627 0.099 0.170 0.050 0.109 0.023 0.157 0.033 0.026 0.018 72.8  13.447 8.2 1.703
200 mg/kg 5 Mean 498.0 12.808 2.574 3190 0.644  0.768 0.156 1.460 0.294 2.168 0.436 W38 69.056 62.0  12.45¢
S5.D 10.3 0.684 0.162 0.178 0.045 0.078 0.013 0.062 0.017 0.105 0.025 51.4 10.451 10.5  2.145
1000 mg/kg 5 Mean 484.8 13928 2.866 3.206 0.660 0.722 0.150 1.480 0.306 2.152 0.446  367.0 75.22 66.0 13.690
5.0 3.3 1.859 0.205 0.240 0.0 0.080 0.012 0.125 0.013 0.057 0.017  110.0 19.461 6.4 1.902
Number Body
of veight Testis Epididymis
Group animals 9 g X q %

40 mg/kg 12 Mean 511.1  3.43%
200 ma/kg 12 Mean 513.8 3.2718 0.640 1.401 0.272

1000 mg/kg 7 Mean 500.4  3.337 0.669 1.430  0.284
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Table 34 Absolute and relative organ weights of female rats dosed orally vith 4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduct ion/developmental toxicity screening test (SR02194)

Number Body

of veight Liver Kidney Spleen Heart Brain Thymus
Group animals 9 q X 9 % g X 9 ¥ g X mg 1073
0 mg/kg 5 Mean 298.2  10.006 3.364 1.908 0.640 0.644 0.216 0.994 0.33 2.030 0.686 335.2  112.984

S.D. 25.6 0.758  0.192  0.229 0.062  0.149  0.055 0.050 0.021 0.080 0.059 36.6 15.046

40 mg/kg 5 Mean 304.2  10.350 3.408 1.936 0.636 0.568 0.188 0.996  0.328 1.990 0.656  256.6  84.240
S.D. 16.8 0.580 0.220 0.165 0.061 0.063 0.008 0.066  0.026 0.053  0.044 66.7  20.909

200 ma/kg 5 Mean 7.4 10776 3.396  2.084 0.658 0.652 0.206 1.02¢ 0326  2.05  0.650 251.8  79.440%
S.D. 21.7 1.146 0.299  0.167 0.049 0.063 0.022 0.0%2  0.018  0.069  0.050 0.7 13.29

1000 mg/kg 5 Mean 207.8  10.514 3.530 2.102 0.708 0.622 0.210 1.060 0.3  2.050 0.690 219.6 94,232
S.D. 12.2 0.868 0.268 0.122 0.061 0.088 0.033 0.074 0.023 0.041 0.027 59.2  21.8%

Number
of Adrenal Ovary
Group animals mg 1073% ) 1073%
0 mg/kg 5 Mean 76.8  25.786 100.8  34.084
S5.D. 1.2 1.825 12.2 5.695
40 ma/kg 5 Mean 75.8 24,940 Nnr.g  38.812
S.D. 5.4 1.701 22.5 7.786
200 mg/kg 5 Mean 79.4  25.052 113.6  35.902
S.D. 9.7 3.0m 7.5 3.118
1000 mg/kg 5 Mean 83.4  28.006 109.0  36.606
S.D 10.2 3.160 5.4 1.216

*: Significantly different from the 0 mg/kg group at p=5 0.05.
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Table 35 Absolute and relative organ weights of male rats in 14-day recovery test following 42-day repeated oral dose with 4-methyl-1-pentene in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR02194)

Number Body
of veight Liver Kidney Spleen Heart Brain Thymus
Group animals q g ¥ g X g ] g % g % mg 1073

Number
of Adrenal Testis Epididymis
Group animals mng 1073% 9 % 9 X
0 ma/kq 5 Mean 66.2  12.38 3.264 0.612 1.436 0.270
S.D. 8.1 1.407 0.183 0.024 0.218 0.038
1000 mg/kg 5 Mean 64.6  12.300 3.584%  0.686%x 1.464 0.278
S.D. 6.3 0.993 0.205 0.036 0.082 0.013

w: Significantly different from the 0 mg/kg group at p <= 0.05.
wk: Significantly different from the 0 mg/kg group at p = 0.01.
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Table 36 Absolute and relative organ weights of female rats in 14-day recovery test folloving 42-day repeated oral dose with 4-methyl-1-pentene in the combined
repeated dose toxicity study with the reproduct ion/developmental toxicity screening test (SR02194)

Number Body
of veight Liver Kidney Spleen Heart Brain Thymus
Group animals g g 4 q ¥ q ¥ g ¥ g ¥ n 1073%
0 mg/kg 5 Mean 286.0 7.386 2.584 1.902 0.666 0.508 0.176 0.938 0.328 2.072 0.726 339.6 118.780
$.D 1.3 0.745 0.200 0.121 0.073 0.053 0.009 0.054 0.023 0.100 0.054 81.0  26.441
1000 mg/kg 5 Mean 307.0 7.772 2.532 2.078 0.680 0.544 0.180 1.024 0.33 2.092 0.690 365.6  115.598
5.D. 45.0 1.148 0.068 0.279 0.057 0.114 0.033 0.153 0.018 0.085 0.070 155.8  32.921
Number
of Adrenal QOvary
Group animals g 1073 ng 1073
0 me/kg 5 Mean 72.0  25.32 103.4  36.220
S.D. 7.5 3.777 8.2 2.687
1000 mg/kg 5 Mean 2 27.03%0 100.4  32.396



Table 37 Histopathological findings of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR02194)

4-Methyl- I -pentene (mg/kg)
Organ: Findings Grade Control 40 200 1000

AZ‘64

Number of animals examined 7 12 12 7
Lung (including bronchus): - 505 # # 5(5)
Trachea: - 505 # # 5(5)
Esophagus: - 505 # # 5(5)
Forestomach: - 505 # # 5(5)
Glandular stomach: - 505 # # 5(5)
Duedenum: - 5(5) # # 5(5)
Jejunum: - 5(5) # # 5(5)
lleum (including Peyer's patch): - 5(5) # # 5(5)
Cecum: - 5(5) # # 5(5)
Colon: - 5(5) # # 5(5)
Rectum: - 5(5) # # 5(5)
Pancreas: Regeneration, acinar cell + 1(5) # # 005
Liver: Microgranmiloma + 2(5) # # 2(5)
Fatty change, periportal + 1(5) # # 005
Heart: Myocardial degeneration, focal + 1(5) # # 005
Kidney: Hyaline droplet, proximal tubular epithelium + 0 3 7o* 6 H*
Eosinophilic body, proximal tubular epithelium + 0 1 7o* 6 H*

Regeneration, tubular epithelium + 1 1 2 1

Cellular infiltration, inflammatory cell, renal pelvic mucosa + 0 1 1 0

Cast, hyaline + 0 0 1 0

Fibrosis, focal + 0 1 0 1

Dilatation, renal pelvis + 0 1 0 0
Urinary bladder: Cellular infiltration, lymphocyte, muscular layer + 0(5) # # 1(5)
Testis: - 5(5) # # 5(5)
Epididymis: - 5(5) # # 5(5)
Prostate: Cellular infiltration, lymphocyte + 2(5) # # 2(5)
++ 0(5) # # 1(5)

{Continued)
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Table 37 Histopathological findings of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR02194) (To be contimued)

4-Methyl- I -pentene (mg/kg)

Organ: Findings Grade Control 40 200 1000
Number of animals examined 7 12 12 7
Cerebrum: - 5(5) # # 5(5)
Cerebellum: - 5(5) # # 5(5)
Spinal cord: - 5(5) # # 5(5)
Sciatic nerve: - 5(5) # # 5(5)
Spleen: Cyst, capsule <> 0(5) (D # 0(5)
Thymus: - 5(5) # # 5(5)
Bone marrow of sternum: - 5(5) # # 5(5)
Bone marrow of right femur: - 5(5) # # 5(5)
Submandibular lymph node: - 5(5) # # 5(5)
Mesenteric lymph node: - 5(5) # # 5(5)
Pituitary gland: - 5(5) # # 5(5)
Thyroid: - 5(5) # # 5(5)
Parathyroid: - 5(5) # # 5(5)
Adrenal: - 5(5) # # 5(5)
Eyeball: - 5(5) # # 5(5)
Harderian gland: Cellular infiltration, lymphocyte + 0(5) # # 2(5)
Skeletal muscle: - 5(5) # # 5(5)
Sternum: - 5(5) # # 5(5)
Fermur: Callus formation ++ 1(3) # # 0(5)
Skin - 5(5) # # 5(5)

Values are number of animals with findings.
Values in parentheses are number of amimals examined.
#: Blank value.

Grade; -: No abnormal findings, +: slight change, ++: moderate change, <+>: presence in "presence or not” basis.

* - Significantly different from the 0 mg/kg group at p=0.05.
** - Significantly different from the 0 mg/kg group at p=0.01.
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Table 38 Stages of spermatogenesis of male rats dosed orally with 4-methyl-1-pentene in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR02194)

Stage I-VI
Number Pachytene Round
of Sertoli cells Spermatogonia spermatocytes spermat ids
Group animals Number® Number Number Number
0 mg/kg 5 Mean 22.3 25.68 54.76 129,44
S.D 2.5 2.43 $.93 21.86
1000 ma/kg 5 Mean 20.60 27.24 54.20 127.64
S.D 2.76 7.88 8.80 27.38

Stage VII-VIII

Number Preleptotene Pachytene Round
of Sertoli cells Spermatogonia spermatocytes spermatocytes spermat ids
Group animals Number Number Number Number Number
0 mg/kg 5 Mean 20.48 §.32 41.44 62.00 124.20
5.0 2.09 0.48 6.79 9.47 10.78
1000 mg/kg 5 Mean 17.80 46,72 62.40 129.36
S.D 1.82 1.08 12.35 12.19 21.89

a: Expressed in number of cells in a seminiferous tubule. (to be continued)
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Table 38 Stages of spermatogenesis of male rats dosed orally with é-methyl-1-pentene in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR02194) (continued)

Stage IX-XI

Number Leptotene Pachytene
of Sertoli cells Spermatogonia spermatocytes spermatocytes
Group animals Number® Number Number Number
0 ma/kg 5 Mean 22.48 .28 47.00 58.94
S.D 3.65 1.00 6.03 §,79
1000 ma/kg 5 Mean 23.12 6.64 57.12 65.80
S.D 2.57 2.33 13.94 11.06
Number Stage XII-XIV
of Sertoli cells Spermatogonia Spermatocytes 1 Spermatocytes 2
Group animals Number Number Number Number
0 markg 5 Mean 2.12 1 50.94 65.12
5.0 0.99 9.69 6.16
1000 mg/kg 5 Mean 22.08 6.60 54.64 67.48
S.D 3.42 1.39 11.07 10.33

a: Expressed in number of cells in a seminiferous tubule.
Spermatocytes 1. Zygotene / Pachytene spermatocytes.
Spermatocytes 2. Pachytene / Diplotene spermatocytes.



Table 39 Histopathological findings of female rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR02194)

4-Methyl- I -pentene (mg/kg)

- 10T -

Organ: Findings Grade Control 40 200 1000
Number of animals examined 2 12 12 12
Lung (including bronchus): - 505 # # 5(5)
Trachea: - 505 # # 5(5)
Esophagus: - 505 # # 5(5)
Forestomach: - 505 # # 5(5)
Glandular stomach: - 505 # # 5(5)
Duedenum: - 5(5) # # 5(5)
Jejunum: - 5(5) # # 5(5)
lleum (including Peyer's patch): - 5(5) # # 5(5)
Cecum: - 5(5) # # 5(5)
Colon: - 5(5) # # 5(5)
Rectum: - 5(5) # # 5(5)
Pancreas: - 5(5) # # 5(5)
Liver: Microgranmiloma + 3(5) # # 2(5)
Necrosis, focal + 0(5) # # 1(5)
Heart: - 5(5) # # 5(5)
Kidney: Necrosis, tubular epithelium + 0 0 0 1
Regeneration, tubular epithelium ++ 0 0 0 1
Cyst <= 1 0 0 0
Cellular infiltration, inflammatory cell, renal pelvic mucosa + 1 1 0 1
Urinary bladder: - 5(5) # # 5(5)
Ovary: - 5(5) # # 5(5)
Uterus: Cellular infiltration, inflammatory cell, endometrium + 0(5) # # 1(6)
Vagina : - # # # 1()
Cerebrum: - 5(5) # # 5(5)
Cerebellum: - 5(5) # # 5(5)
Spinal cord: - 5(5) # # 5(5)
Sciatic nerve: - 5(5) # # 5(5)

(Continued)
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Table 39 Histopathological findings of female rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR02194) (To be contimued)

4-Methyl- I -pentene (mg/kg)

Organ: Findings Grade Control 40 200 1000
Number of animals examined 2 12 12 12
Spleen: Necrosis ++ 1{6) # 0(l) 0(5)
Granulation, capsule ++ 1{6) # 0(l) 0(5)
Increase, hematopoiesis, extramedullary + 1{6) # 0(l) 0(5)
Congestion + 0 (6) # 1(1) 0(5)
Thymus: - 5(5) # # 5(5)
Bore marrow of stermum: - 5(5) # # 5(5)
Bone marrow of right femur: - 5(5) # # 5(5)
Submandibular lymph node: - 5(5) # # 5(5)
Mesenteric lymph node: - 5(5) # # 5(5)
Pituitary gland: - 5(5) # # 5(5)
Thyroid: - 5(5) # # 5(5)
Parathyroid: - 5(5) # # 5(5)
Adrenal: - 5(5) # # 5(5)
Eyeball: - 5(5) # # 5(5)
Harderian gland: - 5(5) # # 5(5)
Skeletal muscle: - 5(5) # # 5(5)
Sternum: - 5(5) # # 5(5)
Femur: - 5(5) # # 5(5)
Skin: Decrease, lactation, mammary gland + 1(5) # # 0(5)
Cellular infiltration, inflammatory cell, mammary gland + 0(5) # # 1(5)
++ 1{5) # # 1(5)

Values are number of animals with findings.

Values in parentheses are number of ammals examined.
#: Blank value.

Grade; -: No abnormal findings, +: slight change, ++: moderate change, <+>: presence in "presence or not" basis.



Table 40 Histopathological findings of male rats in 14-day recovery test following 42-day repeated oral dose with 4-methyl-1-pentene in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR02194)

4-Methyl-1-pentene (mg/kg)
Organ: Findings Grade Control 1000

- 80T -

i

Number of animals examined 5

[

—

Lung: Accumulation, foam cell +
Trachea: -
Esophagus: -
Forestomach: -
Glandular stomach: -
Duodenum: -
Jejunum: -
lleum (including Peyer's patch): -
Cecum:

b L L

Colon:
Rectum:
Pancreas: Atrophy, acinar cell, focal
Cellular infiltration, inflammatory cell, periductal
Liver: Microgranuloma
Fatty change, periportal

Heart: Myocardial degeneration, focal
Kidney: Hvaline droplet, proximal tubular epithelium

Eosinophilic body, proximal tubular epithelium

Regeneration, tubular epithelium

Cellular infiltration, inflammatory cell, renal pelviec mucosa
Urinary bladder:
Testis:
Epididymis:
Prostate: Cellular infiltration, lvmmphocvyte +

++

Cerebrum: -

e T e I

Cerebellum: -
Spinal cord: -
Sciatic nerve: -
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(Continued)
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Table 40 Histopathological findings of male rats in 14-day recovery test following 42-day repeated oral dose with 4-methyl-1-pentene in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR02194) (To be continued)

4-Methyl-1-pentene (mg/kg)

Organ: Findings Grade Control 1000
Number of animals examined 5 5
Spleen: - 5 5
Thymus: - 5 5
Bone marrow of sternum: - 5 5
Bone marrow of right femur: - 5 5
Submandibular lymph node: - 5 5
Mesenteric lymph node: - 5 5
Pituitary gland: - 5 5
Thyroid: - 5 5
Parathyroid: - 5 5
Adrenal: - 5 5
Eyeball: - 5 5
Harderian gland: - 5 5
Skeletal muscle: - 5 5
Sternum: - 5 5
Femur: - 5 5
Skin - 5 5

Values are number of animals with findings.

Grade; -: No abnormal findings, +: slight change, ++: moderate change.



- G0T -

Table 41 Stages of spermatogenesis of male rats in lé-day recovery test following 42-day repeated oral dose with é-methyl-1-pentene
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR02194)

Stage I-VI
Number Pachytene Round
of Sertoli cells Spermatogonia spermatocytes spermat ids
Group animals Number® Number Number Number
0 mg/kg 5 Mean 21.00 2.% 47.24 114.92
S.D 2.2 5.42 4,25 5.04
1000 ma/kg 5 Mean 22.16 21.16 58.44%x 138. 36%
S.D 2.18 §.97 £.51 16.20

Stage VII-VIII

Number Preleptotene Pachytene Round
of Sertoli cells Spermatogonia spermatocytes spermatocytes spermat ids
Group animals Number Number Number Number Number
0 ma/ke 5 Mean 18.52 39.60 56.68 108. 44
S.D 1.42 1.19 §.72 3.05 5.05
1000 ma/ks 5 Mean 19.16 4,48 47,96% 65.20% 135. 284+
S.D. 1.2 1.02 3.2 5.44 11.80
a: Expressed in number of cells in a seminiferous tubule. {to be continued)

#; Significantly different from the 0 ma/kg group at p < 0.05.
**: Significantly different from the 0 ma/kg group at p= 0.01.



- 90T -

Table 41 Stages of spermatogenesis of male rats in 14-day recovery test following 42-day repeated oral dose with 4-methyl-1-pentene in the
comhined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR02194) (continued)

Stage IX-XI

Number Leptotene Pachytene
of Sertoli cells Spermatogonia spermatocytes spermatocytes
Group animats Number® Number Number Number
0 ma/kg 5 Mean 20.72 6.52 46 B4 56.52
5.0 2.52 22 6.30 7.05
1000 mg/kg 5 Mean 22.64 6.52 53.40 68,12«
S.D. 2.56 0.46 6.83 3.19
Number Stage XII-XIV
of Sertoli cells Spermatogonia Spermatocytes 1 Spermatocytes 2
Group animals Number Number Number Number
0 ma/kg 5 Mean 20.40 6.40 44,88 63.72
S.D 2.18 0.65 4,51 7.75
1000 mg/kg 5 Mean 22.52 7.88 52.48% 71.56
S.D 3.48 1.56 316 5

a: Expressed in number of cells in a seminiferous tubule.
Spermatocytes 1: Zygotene / Pachytene spermatocytes.
Spermatocytes 2: Pachytene / Diplotene spermatocytes.

#: Significantly different from the 0 mg/kg group at p= 0.05.



Table 42 Histopathological findings of female rats in 14-day recovery test following 42-day repeated oral dose with 4-methyl-1-pentene in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR02194)

4-Methyl-1-pentene (mg/kg)
Organ: Findings Grade Control 1000

- LOT -

i

Number of animals examined 5

[

n

Lung (including bronchus): -

n

Trachea: -
Esophagus: -
Forestomach: -
Glandular stomach: -
Duodenum: -
Jejunum:
lleum (including Peyer's patch):
Cecum: Cellular infiltration, inflammatory cell, submucosa
Edema, submucosa

Colon: -
Rectum:
Pancreas: -
Liver: Microgranmiloma

Fatty change, periportal
Heart:
Kidney: Cellular infiltration, inflammatory cell, renal pelvic mucosa
Urinary bladder: -
Ovary: -
Uterus: -

'
L Ln

+ + \ + o+

+

Cerebrum: -
Cerebellum: -
Spinal cord: -
Sciatic nerve: -
Spleen: -
Thymus: -
Bone marrow of stermum: -
Bone marrow of right femur: -

Submandibular lymph node: -

ho fn n Lh h h h n n th L h Lh — Lh — n n h h — = L L L L L L L La
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Mesenteric lymph node: -

(Continued)
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Table 42 Histopathological findings of female rats in 14-day recovery test following 42-day repeated oral dose with 4-methyl-1-pentene in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR02194) (To be continued)

4-Methyl-1-pentene (mg/kg)

Organ: Findings Grade Control 1000
Number of animals examined 5 5
Pituitary gland: - 5 5
Thyroid: - 5 5
Parathyroid: - 5 5
Adrenal: - 5 5
Eyeball: Atrophy, lens ++ 1 0
Fibrosis, choroid +++ 1 0
Fibrosis, iris and ciliary body +4+ 1 0
Deposit, hemosiderin + 1 0
Harderian gland: Cellular infiltration, lymphocyte + 1 0
Skeletal muscle: - 5 5
Sternum: - 5 5
Femur: - 5 5
Skin - 5 5

Values are number of animals with findings.

Grade; -: No abnormal findings, +: slight change, ++: moderate change, +++: severe change.
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Table 43 Reproduction performance in parental rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR02194)

Estrous cycle Copulation index Fertility Gestation Nursing
Normality Male Female index index Gestation index

Incidence Length Incidence Incidence Incidence Incidence length Incidence
Group (%) (days) (%) (%) (%) (%) (days) (%)
0O mg/kg 11712 4.09 11/12 11/12 11/11 11/11 22.7 11/11
(92) 0.30 {92) (92) (100) (1003 0.5 {100)
40 mg/kg 12112 4.03 12/12 12/12 12112 12/12 22.5 12/12
(1009 0.09 (100) (100) (100) (100) 0.5 {100)
200 mg/kg 11/12 4.00 12/12 12/12 11/12 11/11 22.6 11/11
(92) 0.00 (100) {100) (92) (100) 0.5 {100)
1000 mg/kg 12/12 4.05 12/12 12/12 9/12 9/9 224 9/9
(100) 0.12 (100} (100) (75) (100} 0.5 {100)

Normal estrous cycle = (Number of female with normal estrous cycle / number of females examined) x 100.

Copulation index = (Number of animals with successful copulation / number of amimals mated) x 100.

Fertility index = (Number of pregnant females / number of pairs with successful copulation) x 100.

Gestation index = (Number of females with live pups / number of pregnant females) x 100.

Nursing index = (number of females nursing live pups on lactation day 4 / number of females with live pups delivery) x 100.
Values are means and S.D.



- 01T -

Table 44  Estrus cycle of female rats in 14-day recovery test following 42-day repeated oral dose with 4-methyl-1-pentene in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test (SR02194)

Normality
Incidence Length
Group (%) (days)
Omgikg 575 4.02
(100) 0.04
1000 mg/kg 3/5 4.00
(607 0.00

Normal estrous cycle = (Number of female with normal estrous cycle / number of females examined) x 100.
Values are means and 5.D.



Table 45  Pregnancy and litter data of rats dosed orally with 4-methyl-1-pentene in the combined repeated dose toxicity study with the reproduction/developmental toxicity
screening test (SR02194)

- 11T -

Number of Number of Number of Number of Lactation day 0 Lactation day 4

Pregnant corpora implantation Implantation Delivery pups Number of Live birth ~ Number of Viability

Group animals lutea sites index (%)  index (%) delivered Sexratio live pups index (%) live pups  index (%)

Pups data

0 mg/kg 11 MEAN 16.5 159 96.7 96.6 15.4 0.530 15.0 97.7 147 98.3
S.D. 1.4 1.6 42 52 1.7 0.166 1.7 33 1.7 4.0
40 mg/kg 12 MEAN 16.8 157 93.5 92.6 14.5 0.541 13.8 95.6 13.6 98.1
S.D. 2.3 1.8 5.9 55 1.8 0.133 1.9 8.0 2.0 5.0
200 mg/kg 11 MEAN 155 15.1 973 95.8 14.5 0.456 14.2 93.1 14.0 98.7
S.D. 1.4 1.1 4.0 4.6 1.3 0.089 1.3 32 13 2.8
1000 mg/ke 9 MEAN 169 16.0 94.9 94.6 15.1 0.510 14.9 98.6 149 100.0
S.D. 0.9 0.9 54 8.1 1.2 0.113 1.1 2.8 1.1 0.0

Implantation index = (Number of implantation sites / number of corpora lutea) x 100.

Delivery index = (Number of pups born / number of implantation sites) x 100.

Sex ratio = Number of male pups born / number of pups born.

Live birth index = (Number of live pups on lactation day 0 / number of pups born) x 100.

Viability index on lactation day 4 = (Number of live pups on lactation day 4 / number of live pups on lactation day 0) x 100.
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Table 46 General appearance of pups in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of 4-methyl-1-pentene

in rats (SR02194)
Male Female
Lactation days Lactation days
Group Findings 0 1 2 3 4 0 1 2 3 4
0 mg/kg Number of pups examined 90 87 87 87 86 79 78 77 77 77
No abnormal findings 86 86 87 86 82 76 76 77 77 77
Milk-band negative 1 1 0 0 3 2 1 0 0 0
Death or lost 3 0 0 1 1 1 0 0 0
40 mg/kg Number of pups examined 93 87 86 86 86 81 79 77 77 77
No abnormal findings 83 86 86 86 86 76 77 77 77 75
Milk-band negative or unclear 4 0 0 0 0 3 0 0 0 2
Death or lost 6 1 0 0 0 2 2 0 0 0
200 mg/kg Number of pups examined 72 71 71 71 71 87 85 85 84 83
No abnormal findings 71 71 71 71 71 82 85 84 83 82
Milk-band negative or unclear 0 0 0 0 0 3 0 0 0
Death or lost 1 0 0 0 0 2 0 1 1 0
1000 mg/kg Number of pups examined 69 69 69 69 69 67 65 65 65 65
No abnormal findings 69 69 69 69 67 65 65 65 65 65
Milk-band negative or unclear 0 0 0 0 2 0 0 0 0 0
Death 0 0 0 0 0 2 0 0 0 0

Values are number of animals with findings.
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Table 47 Body weight changes of pups in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test of 4-methyl-1-pentene in rats (SR02194)

Number Male Female
of Body weight (4) on lactation day Body weight (a) on lactatjon day
Group Litters 0 1 4 0 1 4
0 mg/ke " Mean 7.05 7.69 10.89 6.61 1.25 10.26
S.0 0.75 0.8¢ 1.28 0 0.88 1.41
40 ma/kg 12 Mean 6.83 7.43 10.68 6.47 7.13 10.26
S.0. 0.50 0.70 1.23 0.52 0.74 1.2¢
200 mg/kg 11 Mean 6.98 7.64 11.02 6.66 7.30 10.63
S.0. 0.5 0.60 1.04 0.5 0.58 0.77
1000 mg/kg 9 Mean 6.49 6.88# 9.96 6.16 6.64 9.66
S.D. 0.43 0.49 1.05 0.3 0.40 0.87

%: Significantly different from the 0 mg/kg group at p = 0.05.
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Table 48 Gross findings of pups in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of 4-methyl-1-pentene in rats

(SR02194)

Male Female
Group Omghkeg 40 mg/kg 200 mghkg 1000 mg/kg 0 mg'kg 40 mg/kg 200mghkg 1000 mgikg

Total number of pups examined 89 92 71 69 79 80 86 67

Findings of dead pups during day 0-4 of lactation

Number of pups examined 4 6 0 0 2 3 3 2
No abnormal findings 3 5 - - 1 3 2 2
Organ : Findings
External :  Autolysis 1 1 - - 1 0 1 0
Findings of pups euthanatized on day 4 of lactation
Number of pups examined 85 86 71 69 77 77 83 65
No abnormal findings 85 84 71 68 77 77 83 65
Cerebrum : Dilatation, ventricle 0 1 0 0 0 0 0 0
Thorax : Deformation 0 1 0 0 0 0 0 0
Liver : Yellwish focus, lateral left lobe 0 0 0 1 0 0 0 0

Values are number of pups with findings.
- : Blank value.
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