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2z M

3,5.5-MHFndd -k (CAS No3452-97-9) @ 12, 60 3 LT 300 mg/kg/day Z#HEZ « MoxtL
THRBCAT. REMRHR L OKE %O 46 B, #7 « Mg L CHEHRERT, RER L O
AREIE. 2o WHE I BECOSM. BRORERS L. HESH~ORELRSIZLE
. MESMOAMB L UORMROBAZRETERIISDWIRERESN - £MEESMHE
FEEBREEML. UTOBMRBELNT,

1. HHEEMORERSHHE

(1) HExtT 2858
IVEEF 8 T3 300 mg/kg B2 CTEMESED O, R TIREREOSEER LRD S,

RBE TIZRES L UEOKEB O8I 300 me/kg BETIERD b7z,
S)Hﬂr&iéﬁiﬁﬁf‘mﬁﬂuﬁiﬁ\ ~vh7 )y MEBLOMERBOEE DR 300
mg/kg FETED LT,
HMIFLFPIRE TCRREZZR IO o—VOBEORA M 300 mgkg B#ETED LN
7o
SEHEEE T, [FROEEDBMA 300 mghkg T, FEEBLOBEM 60 33 X T 300
mgkg BT, EEOBRBOBRL I OKREERHLOBMA 60 LT 300 mgkg BT

ooz,
6)EIRTIT, BTHROEED 60 B LU 300 myke BT, BEOEKD 300 mgke B TERD
517,

FRORE T, B ERIEOREDIEL 60 B LU 300 mgkeg BT, &
BICERED D WIIPEEDORMAE LR OE AL J BRI 60 35 X U300 me/ke B
T, FRBICBREORIBOARER . BlaEROAEIB L= A ROBADH 300
mg/kg BETED ST,

) —AXREBE TR I L EBIIEED LN Do T,

(2) MBI T8

1)300 mg/kg B THEYE 21 BICFETHID 1 PIZRD 5N, BHBIZX Y 3 PlE Tk 14~19
BIZBEZ L, ETHOREBMEKERE TR /NSRRI E2R5ED 5
iz, RBRBEFTIIBRANZAEER LOBEEORA 2 U500 b, WEHERT
HRE ClIffgo /N ERBERER L., BRORME EROBHEE L2 EXRD Lk,

) EEEAMEH A3 300 me/kg FETIRD Lz,

3)EEE O KIE D 300 mgkg B TERD L,
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HBEEBRTIL. FFROEEOHEMD 300 mg/kg T, AEERLOEMN 60 BT
300 mg/kg BT, EAEDOBEOEEEELOBMD 300 mgkg H THO LA,
SR TR, FgOE BEES 300 mg/kg BETRD LNLE,
6)F AL FEEIRE TiI, FIROBE D 3\ X% B0/ ERDMIEH LR X B O
ZEHEDS 300 mg/kg BT, BIRORME LR OIEIFEMES 60 mghkg BHETRD bz,

ClE. HED 60 mghkeg U EOBOBBOBERER L CMEEEELOEM, BEORMBE LRO
B, HED 60 mekg LU EOBDOIFEOFEERILOBINEG X CBBOBEE ORME RO
AW S, ARBRIZET B 3.55-NMFmd ) -vORER ST L 5 BPER (NOEL) XM
& HIZ 12 mg/kg/day THh B &l i,

2. £MRAEENE
(1) HEZXT D

REIZ L DEBIIRD N2 o7,
(2) HEWIZx§ HRE

%A MIRE CIEREAR LS ORMEED 300 mghkg BT 4 FIlIZRD biviz,

DBEW O 5B L ORIETEHEE TIL. 2B RMBET L AHD 300 mgkeg FT 2 H
2RO B, BERER L CHERRBRETREOBAL 60 mghkeg BT, BRI &
R, HIZERE & OHPEEMSRR AT IR OB 233 LT 300 mgkg B TED b,

NAEFERE TIX, TMHRESIZXZEBIRD LNt

(3) HAERIHTIHE

D)EE 4 B OFAREFROMEED 300 mghkg B TRD b,

DEREHERE TrL, 300 mekg BEOMEE CHH 0 BIZEEARD bivi.

NFARO—RERRL L UOHRTIE, BRECL2EBEIRD N2 0T,

Db, WS OATEREIIN T DRET 300 mghkg BETHRO LT, —F, 300 mgkg BHD
METITRBER LS OBER R LI, FETH - BEHIZLI2ERPIL LULHEFRECH NS5
N &, 60 mgkg HOFREOEME R b NICFNILERT 5 L B2 b1 5 HHERBFETF

BEOBLOBRD ORI EnD, ARRIZET B 3,55-Nnxt ~vO B O MBI 04

2R 2 ERER (NOEL) 1 300 mg/kg/day, BEEMDOAERIZXIT 5 EFEER (NOEL)

i% 60 mg/kg/day, RHAROFAEIIX T HELER (NOEL) i 12 mg/kg/day TH 5 & HHr &
77
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1

il

OECD I F bt FMEDEEMSREEO—R L LT, 3,55-1F¥3f/-» (CAS No.3452-97-
9) T v MIXL THKER. REHMMBLIUCRE®Z TS5 46 AR, #7 v MioxtL
THRZRAT, KEER L USHERSRE, 20 CICHE3I B L TOYM, BORERS L, HED
YM~OREREC L 2R, HHEHOEEL X OKRIEROEAZRIZTREIZOVTRE
B5ES - AMREFHHERBRETER L 2O T, ZORBEELHET S,

7w, ARRIT TOECD ERHEBRFTHEEIC (81) 30 EMARE 2 12V, HEBFER
OECD A MHA KS A4 BILV OECD #£EH A FZ 14> (Combined Repeat Dose and

Reproduction / Developmental Toxicity Screening test) (Z %4 L /=,

HEELUAHE

1. HBYE

WRWB L, 3,55- M AFuAEE /b (3,5,5-Trimethylhexanol, L1 F TMH & B§9) (CAS
No0.3452-97-9, Lot &% : MEE : 927%) T, HADRWEH
THEEEALBEERTH D, KBRUEITEXAIEBERICANL., HiIBEN (-1~11°C) 1I2fF
fFlL7z (Appendix 1~3) , 2B, RERTEOHEBRYEOLER L BEFEENHH L.
B S UM OESBEHE OLEMEN TR X7~ (Appendix 4)
2. BERBORE

BEEBII. ARBOAERTEAR (SR-9534, 14 HEIKERERR) OBREEZEBIIH
BlLf, HERERBRTIL, 100, 300 LT 1000 mg/kg/day % F N FHUEE 5 Gl
HLEZA 1000 mghkg HTHTDLDWIIRBIILIBEPHT S GIP 45|, #T 5 fl
26125 biv, 300 mgkg BETHEERMIG, BREEORME. FROGEERL OFER
ROLI, T HIZ 300 mghkg HOMTITSFD 2 FlIHEEARORENRD LIV, 100
megkg HOMCIIHROGEEROREIBED N, U LOKMANL, KRR TIHIE
5HMAARRERBRON MG LzBREL. sARR. o0 RESBEELRSS
N2HELLT300 mghgBEL L7, LT, A5 THMAE 60 mgkg/day B X MEHE
12 mg/kg/day ZEREL, ILIZEETHEF ) THERSTIRBELRT, T4 L
7= (Table 1) . BMAOEUT 1 BEU - D HERES 12088 Lz,
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I, ATEEREIBIT A ZEMMPOER A TIEAROHBLE T 12 mg/ke B OHf 1 5128
BRIABEL, HERPADHERIUREEFBOEERVNE L, Z072, RFETIX
REBIUHEORSIETOT—#2HEA$TDH2 L &L, RHBLUBZBIZOWTIHEBRER
BRELS2Wed, FlnbRZ s Lk,

3. HEBRMEORBSIE

TRMEERBEL, 024, 12 BEU 6 wve 3k Hiz2 ) 7 (BAERBF : Lot
No.508014, 509003, 510022, 511014, 601005, ¥ 7~ HFEHNEH) [TEMBL, B
L, MBEABARESTEL 2 — I LV ANROGBRFETCOTHEO ST FERKL
(Appendix 3) . F DR SFRIEO 7 AROEREHIHE SN0, FRUEEIL 7 A
M 1ELIEE L, BEICHVD E TEXRERRICAN, HEEAN (2~87) WRfF
L7, #BED TMH RAEBIHEORETH Y. »OHW—ThHDH Z L BMEEABARR
ot 2t X VSR Sz (Appendix 5)

4. RBBY

A 1% 8D Crj:CD (SD) %@ SPF Z v b (# : 55 [T, REHF 242~268 g fif :
550C, {KEFHE 164~200 )2 HAF ¥y — L R - UN—HFKKXHH1EZIT AN, 15 HRAD
BB 21T o2, RELCIZEMEHIR S, —RREBBREL 18 1H. FERELHMP
3EIERL., ERREEZ R LELBEHERBIZHVE, T OWTIE, 10 BEOMHE A
HEEHETITO. HAMIZERFORD b8 s A,

5. MERESRMEF

B, NV T URT7TLANTRE 2323 C, BE RH5+10%., #KEH 10~15 [H
/HEE K OREEARER 12 B (FRIS M O F & 8 E TRUDICRE SN FEFE 310
BERIZRWT, 777y bRERREMK 7 — (260W X380D X 130H,mm) % AV TERE
L7z, #E3sER 17 B 6&MROND Y IZERGMAKRE (KA b7 L—2 HEF
¥ —Z - YNR—HREH) FRO AT UL AREZIMAEA L, ¥— VY7 OlE
PCEE, B TATE 2L, B &id 1R, KE P LT, AR 18
By, WEHRSIZ1IEE L, F— OB 2812 1 BOEE TfTo 72,

ABFRNOERBICKOFERMEII LA 1LET7%, 2B, BHICIERRABEE
(¥ 77 v 7R, I CEERKESE) BRUOIURREEE (X1 v¥Fr, #FREE
T¥pA ) & 1 EMEMC TREIZEAL .,
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AR IERNEE (CRF-1, U T U2 ABESTERASME&BRAERTANWT, &
BEARIEAGEAR (FLIETAKEK) 2 BBEKEED DV IIHKE (EORBREFORKER
ER) ZAWT, FRENEBRCERIE . REROZBRITIZEIZ1IE. BEEKER
DREE B 1 EOMETER L7z,

O ST R L OREIIMEEA B ARSI % — (Appendix 6, 7) BXUOAY =4
NEER T ¥R 4 (Appendix 8, 9) TER L, SFEAMEIC OV THEH SOP OFEH
BRTHDI L E2HR L7, BREKONKNEREIIIAFEKRXSH TERL., K4t SOP ©
KEEEOHEAANTHD I L 2HE Lz (Appendix 10, 11, 12) ,

6. B ITE & OB

BE 3 IABIME 15 Bic. BME 14 BOKEEZ S LICESHOEKENY —IZR 5L OHFE
PR EEAMLEZRAVTIT 272,

OB, FANFITHEE T =V RN E R TRINC 7 — R 21TV, B
JRICARBIZIVEHESO L LM EERAD 2AFEI. T2 (EEEY) *EHICE
ALTT o7, HWAERIZOWTIEBET = v XU 2B 0TEIZ T — VRNE 21T o 1=,
=ik, BEwoilElcesit Litb— FZRREE, ARNBIUEHES 8
L TERLZ,

7. BEFE

BEREI. HRHDBESAKZROHIIBRESILIUEERH LI L0, BOREL
Lz, BERXEY v 72 TRHERICERNIZIT - 72,

B, BIZ OV TIIRERT 14 BB LOSESMMA ST 46 BH. #izON1T
WEACECHT 14 BRIE K OWRACTE TORERRM. S 50RO AIIT R B &L UWE
SHETOME L L,

B SRFZIE. FRIOBEM S AR 1BFDRE L LT,

BEFBITAEL kg 372905 ml &L TERERIIERLEWVRIZAE L2EEIZE- SV
THEHLE, 28, FERESACESARITOHEOFECESWTHEHLE,

B3 10 BEORRMA L. REMMBRFOTIKE (KREGHEE)IIH T 3739 g (335~399
g) . MET 2315g (204~260g) ThH o7,

,10_
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8. BZE, MELIUHREEH
1) HEE#IZOWT
(DA RE#l 52
2HRIOWT, RBRART 1 8 1 EULOHEE T, B2 LUMZIZL BTE, 48
PBE L, BRLULERIZSWTIIFOREER L OEFR 2 ata L -,
OFERE
EFZONT, BE1H (HEO®READ (. ®BE2, 5, 7. 10 BIY 14 B. 2D
BIZTHERZOLVIZBRERTARBIUHRABICEFRFEBACTRAE L, ol
EEL, FERNE (&5 46 AFRE-KRE 1 BEE) BLIOCKEENE [ (FEHE
g/ %5 1 BEE) X100] 2EELE,
GyEMEAE
2HIZOWT, KE 1B (HEOKERD . &E52, 5. 7. 10 8BEXT 14 B.ED
BEREHMZ2REAEMNFALRACAREFRIZAVCCHE LR, BEMRICEY
BB E2%2r—vEicty b L, B (BER) CERELXAEL., 1YY D1H
SOBEREZEMN L,
(ARBRE
BEHRORE (&5 43~44 B) TR BITOVT, Ty MARES—
(KN-646 B-1 &, EHBEER) IZINAE LU CTHEERT THRRE{T o, F3RMOEBRD
—HEANTTRO~@DEBELZHREL, 21 BMNERZAVTTEOBLVCO@OEED
BREZTo7%2, £, BRRPOKKELE L 7.

OpH REBAE (A= - =35)
@&B (Pro) RBEE Mz - =)
@ (Gl RBME (rx )L - =)
@7 bk (Ket) RBREE (ML - =3
®vuvry -4 (Un) REBIE (A )L - 25
®r Y rr (Bi) ABREE (f - =)
@R (Occult blood) REBRRE (M- =3
®it#E (Sediment) E27

@HE (Grav) Biatis (72 a®a ) a)
WRE (U-Vol) HEAE

OB R R OBRKE EEMNE

_11_
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()L FRIRE
BE 46 BOZBAOHKEFZ, ATE» 54 16 BHEBE L2 oW T, =—F AR
BT CREBERAR 2 SEM L 72, EDTA-2K THE L mE v 7. FO~O8 LW
BOEE IOV TRES T o7, &6ic, OOEB XM b L 7 SR i
FRWT, @, @OERITOWTIE, BAHXBAOHEMD L /-tEEx 7o B Y oD
LTI L 721, 3000 pm T 10 SRHhEOSEEEZITV. GO iR ERAVTHRELT

277,

DOFRMmERE (RBC)

@~= 7V v ME (H)

@mfazE (Hb)

@FEFMERERE MCV)

OFHFmEF~E /o B (MCH)

OFHFMME~T S 2 & BE (MCHC)

OMAMERE (Ret)
®u /% (Plat)

OB MmEkE (WBC)

WEEEFRRE (CT)

W7z hov R (PT)

OIEMAVER S N o RS AF B

(APTT)

OrEmMHKEMMESHE (Hemogram of WBC)

_12_

BRIELUE (-7 —FHE)
(= F =TT — T660 &)
RBC, MCV & & » &
(m—NF—T1 25— T660 BY)
T VA ' o U R(EBE)
(Z—AF—H T F— T660 H)
BEREHUE (2—A ¥ —[FH)
(z—nF—H 7 — Te60 )
RBC, HbiE X ¥ EiH
(Z—NZ—AD 2 F— T660 TY)
Ht, HbE & Y EH
(2= g —H 05— Te60 )
Brecher #
BEREAE (217 —FH)
(2= F—0 7 F— T660 &)
BREME (m—7—]F7H)
(2—NF—H T F— T660 i)
A E I £ B ERUERIE &
(77 A~ Ble{Ina7) v j-4-)
Mo RTTRF Uk
(AMELUNG KC-10A »"#25-KK)
=7 Uk
(AMELUNG KC-10A ~"724-KK)
AA - F LR EERER
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BE5 46 BOBEOTRKRERIZ, ATENLH 16 BER L2220\ T, =—F R

SR—95635

BT C, MEFHREO D OEME, R RERA SEM L, 3000 rpm T 10 D
EOSBEEZTV., BonkmEZ AV TROREZT o7,

QGOT
®GPT
® vy -GTP

@®=2) xR FF—¥ (ch-E)

©Mm#E (Glu)

®# =2 L xF a—/» (T-Cho)

@rVZ7UEY K (TG)

®Vfigd (PL)
@ ULy (T-Bi)

WRFEEFE (BUN)

@7 L7 F =" (Crea)
@+ rJ U As (Na)
@AY s (K)

@7 o—n (1)
BHNT T (Ca)
®EKY > (P)

DwERB (TP)
@7 N7 2 (Alb)
®A /G (A/G)

@& B 7 E

IFCC & (H 7150 X B & DT 4EE)
IFCC i (B3L 7150 & B&h o &)
8 L-y -7 v v-p-mheyz) 3V BHEE

(B 377150 BB DT EE)
a7 FINF A2 Y SEEE

(B 327150 2 B 5T 4R E)
~F Xk

(B3z 7150 B & T ERiE)
BEFiE (AL 7150 X B &V EEE)
Wl 7 U a— A YEE

(B3Z 7150 KB B HTERE)
BERiE (B 7150 X BBHTER)
TV A

(B 3z 7150 & H By o HriiE)
JLT7T—E AT —NiE

(AL 7150 & B ®hoo k&)
Yo7 =itk (B 7150 KB &8O ERE)
RIEE (2—= 2 480 BULK KNS
RMHE (Z—= 7 480 R HHLEE)
BEMEE (EE CL-6M Bu7(} hovs-)
OCPC & (BSL 7150 £ EBYOHTERE)
T4 R - on—ik

(B 3L 7150 2 H B A @)
B Ly bk (A3 7150 BB EE)
BCG £ (A 7150 BB TR
TP, A& W EHT 3,
Tro—27 T — MNEERKEE

13 -




SR—-9535

(NHKBBLIUCHRETERRE

5 46 BOBAIZ, ATENSK 16 BFRER L 226z 20T, SARZHEEL, =
— T VBT CRIR O X D M L 2tk EHXBR SHEME. ADBEXE, &5
DHERBEBICHEZBBEMIZRE L=, £o%. g, Bk, Mk, OB, . KB (K
Bd - /DB) . TEE, BIT., PIRR. ER/AVE, MR, IBERY N8 B, & T
YU Lo, BT, FTR. TR, LR, KE. WERBLUKWBE (BHMEEL) .
T () . FBRH OMUES) . BEAEAR. BE, JE. [EX. &8, F§ G
B-RE) . +1EB. EB BB 55 £B. BB, K. BE EERZED)
BLURINRE 10%FEEERL~ ) VIRCTEEL. REFLE, T BERB LU~
F-BRIIFEy FYVRTHEE - REL, BBREIUCBREERT T VRTEEL.
0% T ) —NMIRTE LT,

BHBEDO > b, T, BiE (£46) . BR. 8% (Ef) BRBIUHBERLE
(BEA) COWITHEEMOEEREYEFXFELAVTRAE L, BoNZRIFEENL, &
BEREERN [ (BETEE/@MEE) x100] FEHLE,

B)VREBMMEHIRE
WMHEBEO S b, 2F O, Bk iR OB B N TEE R, BE. 7
B8 GiE-RE) . +2HEE. =5 BB 55 &5 BB BR. BR LG

FURIMBIZOWT, T 74 VABBBYHL, ~v b2 ) v AT U RAERR
5T BB U THERRE (PAS Bufs, PTAH $efs, Oil red O o0, ~ Y o HER
) EAZERL. REERRZHORELZT 7=,

2) MBI OWT
O)— Rk =

2z onT, REWET 1 B 1B EORE T, R2BIUMZ2CXVITE. A8

RERBE LU, BELUAERCOWTIFORERL L OFEsRM 2z io& Uz,
QFEERME

EZHNZONT, BE51H (HHOKRERD | &2, 5. 7. 10 BXC 14 B, ik
O, 1. 8, 5, 7,10, 14, 17 BLU 20 A, WHFO, 1BIP4HZ, T, K&
HT (ML RED) HEFEOAER *RUACEFRFFHVTAELE, b
REE»S, REENE [ (k5 4 AGE-KRE1BKE) | (R0 BAE-F
RORAKE) BLY WELBRE-MBOAMRKE) | | BLUENLETNOEKEHME
RS LR ERNE [ (RESNME 5 1 BHEE) X 100, (KEREME KO
AEE) X 100 B LU (KEHME HEO BEE) X 100] 2HH L~

414_



SR—9535

G)EEENE

ZHNZONT, ’BE 1R (HAOKERN  &#E52, 5, 7. 10 8L 14 B, Tk
1, 3. 5. 7,10, 14, 17 (K020 B, HEF 1 BLUC4 BZEFREZAVCHE
L7z, BIERMAIC@YBEOREt 22— Vit y FL. B RIER) EREZARE
L., 1%V 0 1 A5OREEZHEH L,

@FBB L UHEEERAE

RREFNIEE 4 HIZ, ik 25 B E THOHROEBD SRV BIITER 26 BiZ, 20
BRECHAIIRAEZEEDIZ, TNFNT —FT VKRBT TS KEARY 5 KB S 8,
2HOHRE - MELPRSICBE L=, 0%k, . B . O B B (K
BB L FEA, 8. R, ERUME. KRR, BRIEY LS, B, &, T
AU g, BETIR, F TR, ETR. AR, K&, BEBIUKRERE (BRZE) |
FHE EHE) . BBH GMUERE) . BEHKEIR. WE, JF. [REX. £E. 5 G
B-BRE) . T1HEB. 2. BB S5 &5 BB, BEk. R, FERLUE:.
10% hHEEE R~ ) R TREL, RELE, £, BERBIOA—F—RIITE >
RNY VR CEE - &/RIF LT,

TEBIUIRRIZOWTIE, BEMICERRE L OEIREEEFEL -,

WHBEOY b, TR, Bl (£46) . B, 8% (BE6) BLUIR (BA) o
WTHERYBFRRZAVTHEL, BohNEE L BEREERL [ (BFE
B/ 8{EE) X 100] 2HEHL =,

)R EM B FHIRE _

WHBEDO S b, £FIOTH. B, Mg O b N TEFE BR. 8% F
Wi, B BTE - RE) . T2EB. £5. BB BB, &5 BB, PPEBICEE
FRRBALIZDWT, RS T7 4 o EBEEML, ~< XL v - 23 VU REERRD
BB U THBERE (PAS KA, Ol red O s, ~ Y VERE, IFRBHERE
[Naumenko & Feigin DD EL]) BEAZEH L, REMABFEMREZT- =,
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3) HEHEEWOERB L OWREROFEIZOWT
WMERNIRE
HERFIZDWT, BEHT 10 BPSXREITE TOER ., X L FREICL DEERHIE
AEERL, EFEMET CHEAMERE EERH. BENATH. REREN, BEx
BB L URFRES) OHEZTV. HAMOREOEE (EF E 723385 k.
THARE) 2HRRL I
QR HED A TLRERE
B5 14 BOMEIZOWT, BRBRENTY 1L 131 (BEAMEADHDYE) T 14
ARIZREL L TREBEIYR, REOHIIMEOBEFICE PR INHBE L L.
REMMBEZEROB & Lic, WIROMT IO FEIZERRBER INTHS L L,
TRE [ (REVERZILEMT v VE/RET v M) X100 BXUREER [ (Zh
L7tET o N/ KRB L 8T v b X 1000 #BHLUE,
(B L OB ITEVRE
R LU HEFHZOVT, iR 21 B2500R T B £ T 9RIZ o5k E. BT
. BHERS. 4FRERLUORTESL. HEROUMBLIUARZEHEL L, D
BERNL, TRSBE FROBEMNLHEOR (%K TH) TR . HESR
[ (ERZHEL-MT v P IERIET » M) X 100] | %E [ RHERES
EFREH) x100] | AR [ (HERDRSETRE BHERE) x 100] | ME4
BRHEE [ M54 BFIIHBERORBDONIMT v ML/ EFITHBLLHES v b
¥) X 100 ] B O AR MARE! 2B L, £, BEFOFHE
ENLERE [ (BEREHHREES) X 100] 2EH L,
OFERO—IRREBEL L OEFE
SHZONT, MEOINLCHE4RETIAIE, £FBLORTEHREL, —f%
KEBLIOARIZOWTEELZ, 2B, WERREISHMETRAHMEOR: LTREAE
L7,
BEKENS, FAERATR [ (MF4 045 RE/MERSRRAFIESR X 100]
UEREMELTHEE LA, 2L BBE2RIRCHIVITAHAFIL 2o 3 AR
TR E L TR T,
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OV EROEERE
2FIZONWT, B0, 1BIV4BREFRTZAVTHE L. 2B, FEMIX
1IERICHERINT 1ICH- DV OFEHETRLEZ, EON-REE»L. FEBME (F
FAHGE-WEFOAGKE) BIOEEMME | (KEMNE WEO H) X100] %
HHL~,
(OFTEROTIR
FEEHE, BREEDLICHE L, whole body % 10%FEEE A~ U VR TEFEL,
BREFE L, TOMOBIZONTIE, HE 4 BICEAR (DERETED) 28EL, 8
ERFEBRAEZAVTEZERRESE, 2H508F - B2 RENICEBELE, BEFR
EBALDERD LN HHZ-OVTix.whole body % 10% g E R~ V) VIR THEE - 777
L7z,
9. HEEHLE
RE. RERMER I OEERME, BREE, RE BERPOHKKE, MEFHORER
JOMEEFHRENCATER, BEER. REFEERIL, MRYM. EREFR. BX
B, BERE, BHEREK., HEMSBRATFIER S8R, HAeR, tE, HERSRE
TR, WE 4 AAEFRERL SUOHEREFRIZOWTIL, Bartlet OREEEZHNTES
BMEEZBREL, TORR, 28 (p>0.05) 2R LEHEBIZOWTIE— b &S BT
ECHW L, AEREE (p=0.10) , Dunnett DREE (BEREBOKE IWEIBEITH
PREREZAOE)TXHEEES TMH REBELOLBEEITo72, —HhH. T%45H (p =
005) ZmRLEEA, RREICBITDSpH, BB # r ok vee)/ —rr via
By, BILEUS, KER L OWE, 25Nk L UWREEBARIREDRERD 5 b 2 BFE
U EDBAE Y L— FH3H 5 UFTRIZ OV T Kruskal-Wallis &2 AWV THT L, BERGE
(p =0.10) . Mann-Whitney > U-RR7E A TxBEE & & TMH B 5H L OB 21T 72,
HARORFEOFE, RBER, TR, HEFRBIUWE 4 ARHETRR L NIREM
BENRERZRRD DL 1EBEOBH S L— FRLZOLNEFRIZOWTIHKD L 5 KREEL
Tok, bbb, ERB X -RELITV. TOFKR, BELREE (p =010) X2R$
x RETCHBR LS TMH 5B L OB EITo, EL. 2B X -REH LWL
S3H x - REICTES OB AL Fisher DEEREREEZ AV,
SRS OREICE L T, BRES B TEHRIAFNIIEE L LT,
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1. ESHORERSEE
(D—AIRAEE 2

—IRERE O % Table 2, INDIVIDUAL DATA 1-1~1-4 (7”7,

FHEAS 300 mg/kg HED 3FITHRES 6 RLAKE, Witz 5 36 AETA L. 1 HAD
BB EH 1 5700 40 3O TH o7z, H5RE D EEOHKEF LD 300 mgkg BED 4
FITHE 15~18 BIZFED LT,

(OEEHE

(KEH#Z % Figure 1, Table 3, INDIVIDUAL DATA 2-1~2-4 |27,

WO TMH B 5 BIZBW T XTBE L i L THEREE O b 2d o725, 300
mg/kg B CHEMER X CBNFEOSEBM BB 547,

G)EEE

AR B Ok % Figure 2. Table 4. INDIVIDUAL DATA 3-1~3-4 {Z5R %,

BRI 12 mekg BRIV 60 mg/kg B THRE 28 Rz, REEOHED 300
mg/kg BETIRE 10, 14, 2B X046 BIZED LI,

BRBE

RBEDORAE% Table 5. INDIVIDUAL DATA 4-1~4-4 |27,

REDOEMA 300 mghg HTRO LN, FEEIRD SN o7ed, BKENSEE
DOF DI BT,

G iR FHIRE

MR FRIMEOR %L Table 6. INDIVIDUAL DATA 5-1~5-8 IZ7R 7,

EHFMEATE o REOBEO LN 60 mgke BT, ~< 7 ) v MEB LW
mEEEDOREDRDA2 S NI FEEEROBE DML 300 mghkg B THD L, BET
AR EREE D AMERT S A STz,

(O)LRAL AR
MR FEIRE DO E Table 7. INDIVIDUAL DATA 6-1~6-8 {2757,
REZEEB LV o— VOB 300 mgkg BETRD bk,
(MEEE
BEERBIOCREREERILOBIE L Table 8, INDIVIDUAL DATA 7-1~7-8 iZ
Y,
RO A EE R OBMD 60 meke BT, FFBOEELS L CHREEELLOBMN 300
mekg BT, EEDEBROEER L UAEEEL OB 60 mykg BEE £ U 300 mg/ke
TR LN,

_18_
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(8)yFIhr

HIRR O A Table 9, INDIVIDUAL DATA 8-1~8-4, 29-1-1~29-1-4 {ZR T,

TMH#BSIZ LB LEZONHEE LT, BiBOREED 60 mgke BT 2 #]. 300
mg/kg BT 11 HlIZERD Hiv, 300 mghkg B THERABICAEZNRD N, ik,
BHRO#REIZN Z T 300 mg/kg BFD 2 FIZEREOEK (PhotoM-1) BRD ST,

B EEZONAARE LT, FHROB QRN REK X160 meke 8T
1 fiiz, FTREOEMA 300 mghg BT 1 iz, HORED XUHRE LEDERER 300
mg/kg BT 1 iz D bz,

O EBAL R FHIRE

SREE R R OB Table 10, INDIVIDUAL DATA 9-1~9-4, 28-1-1~28-1-8,
Photo H-1~H-6 |Z5% %,

TMH BE5IC LA ELEZONLHR L LT, BRTHRBEDEMLIRME LROM
FRHILED 12 mgkg BT 9. 60 me/kg BT 12 #£Hl, 300 mgkeg BT 10 Fliz, P&
EOEMRBE EROMFRILE (PhotoH-3, H-4) 73300 mgkg BT 2, BEDR
(L RAE £ B DiFEEtE/MF (Photo. H-4) A3 12 mg/kg BT 9 FiliZ, 60 mg/kg BT 11 iz,
300 mg/kg BT 12 fl2flic, BEORME LEOFE (PhotoH-5) 7% 60 me/kg BT 5 i,
300 mg/kg BT 7 HIIC, PEEORME EROBED 60 mgkg BT 1 Flic, BREOER
Mt (Photo.H-5) 73 60 mg/kg BT 2 #1, 300 mgkg # T 5 #liz, HEEOTRRIATESD 60
mg/kg BF35 L N300 mgkg BT 1 BHIEED b, BMEAFHILLHEERE(LTH 7=, 60
mgkg B TRERAFEICOWTHEERIZZ LN o)y, REHEITSEEmMRS S
Nz, o, 12 mgkg BT 1FIORTH o120, BEORMBE LROBAEVED LI
P

T, RERFBZEIRD LNV LO0, SAEHIIOLED LN, TMH &5 &
DEIENEX LN DR & LT, 300 mghkg HTRRBIZBEDHEBOAER LU
B O EEOMEEL (PhotoH-6, H-7) 3% 2 Flic, BED a1 KOS 4 HIZ,
FFIE C LR EE O /N ERIMEASRHL. (Photo H-1, H-2) %% 60 mg/kg B35 & UF 300 mg/kg B
TH2LPNIFED LT,

TEREBLIUEE, 20CCKR, BREABIUAIRICIE TMH 5 LBEEL -
EGIERRD b d | Table 10 (TR THOMRIZH HERHERS L OBEIIRD bh22in

277,
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2. HEMORERSEE
(DA R RERE 2

— AR IR BB E O Rk 4 Table 11, INDIVIDUAL DATA 10-1~12-4 {2755,

PEORATIR S HARA TIE, FREEDS 300 mg/ke BED 1 HITHRS 22 BIZ, AREOABOKE
75Ye s 300 mg/kg BED 3BTRS 6 B LIBRIZERD bz,

PEYRMARI CRE. 2845 300 mgkg BED 1 FI TR 21 BIZERO bz, [FAFITIEER 8
BEV BICHESRD G MIZREIED oz do 7=, 300 mg/kg B TiRIHI
LLUT3FEFNFIER 14, BBXIUI BIZBER L, TN DEREITIIFERLE
Bk L USRIE 0 ABOKEFRY 3 sz, BREBOREDN 2 iz, Bunrobo
Hilnds K ORERADS L BT, £/, B, mBIKTHENRENR | FIRDO LI, FOfh
OBITIL. WEOR TIERED 60 mghkg B0 1 FlZIENR 14 B UBRIZRD b, JES 300
mg/kg BED 1 TR 16 BIZEE® Hitiz,

HEBR T, WE 1 BIZEE RSN Lim/m 300 megke BED 2 Fil2 B L -,
¥/, AREORBOEEDFELD 300 mg/ke BT L FIIME 0 B, Hd &4 KE
DR TREFE A 60 mg/kg BED 1 FllZHRMIMIZSIZEERD oL,

QOEEHRE

K EHB % Figure 3~ 5, Table 12~14, INDIVIDUAL DATA 13-1~15-4 [Z7~7,

YEIERTE S5 BAR Tk, (REEINIEIAS 300 mgke HTED LN, HE 5. TRBXT 10
BORE, FERNELS X OCEEENEORMHSRD bz,

FESRIAR T b RIRRIC A E NG 23 300 mgkg B TRH 5., EIK0. 17HB K20 H
DOEE: 5N AREEMBOKIED 300 mg/kg B TR biviz, 300 mghkg HOFLTHIE
X UEHIT L BEBHITIE, BEEA 2 H (NodS6, 462) TREAMIIEFEDRBDHED L
nr,

WE M T AR A ERIMDHI A 300 mekg BHTRO LN, FEOEEIHEOR
U1 Bz bni,

()EEE

BB OE({t% Figure 6~ 8, Table 15~17, INDIVIDUAL DATA 16-1~184 {277,

SEYRATE S AR Tid. KA 300 mekg BETHS S B LT BiZ, {EAS 60 my/ke B¥
THEE 2 RIZRD B,

PRI i, A 12 mekg BETHIR 108 XV 17 BiZ, 6038 LU0 300 mgkg BT
IR 10 BIZEB® 57z, 300 mgkg BHOFETHE L URFBIZL 2EEBTIIERZRE 2 #i
(No.456, 462) TREREMIEEOMOF L LB L TEEEOR VRO LI,

MEHMMTIZ, WINnO TMHRESBIZ L EE LR L CRFEIRD 0L o0,
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HRTER
BEEEB L UBREFETESEHOMAEE Table 18, INDIVIDUAL DATA 19-1~194 (Z7RF,
JFigo EE OB 300 mgkg BT, FROFEEELDOBMA 60 313 LT 300 mgkg
BT, EEOBBOEREERIEOEMNAL 300 mgkeg BETRD Lk,
()&l
HIR OB % Table 19, INDIVIDUAL DATA 20-1~20-4, 29-2-1~29-2-4 |Z5R7,
(5)-1 300 mg/kg BEDFET- B X OUFEBEHRH

i@ &A@ 2 fliz, BIROER 2 61, BREAD | Fiz, B ONETER
FUEADRKRAEDITED 1 flic, REREOEFEIED 3 FlIZ. FERBITE
A& ETEE 2% 1 1?] ROz, B, INLOBEMITWVTR BERERSL L TE
/N ?é‘mmiﬂéﬁﬁi‘ﬁﬁ% LY gl

(5)-2 FERBEF (EHBERECHEZET)

FHED & B &L 300 mg/kg BEOSHFERECTH 1 6, HFEEKED 60 mg/kg BT 1
Bz, BIRO B EEBIENM BT 1 Fliz, BBEOBRIRET 1 iz, RERT
OEBCEIEED 60 mgkg BT 1 iz, OIS 300 mgkg BET 1 FIIRD Sz,

()RR FHIRE
REMRFRIRE DA% Table 20, INDIVIDUAL DATA 21-1~21-4, 28-2-1~28-2-8
[Tz g
(6)-1 300 mg/kg DL L =T BZA

TMH 512 L 3HBLEX b AFAL LT, FRCIHEED 3 L PEED/NE
ERDYERRRAEDY 4 BIEflic, IR TRED ZVIREEOERN 3 FIIRD b, &

BEERA LD - RBRABIC OV TR L L THEENRD b,

fiic . BIETIIRME LR OB (Photo H-8, H9) 23 3 #li@BD LA
7o

JEIR CIXEEDERN 2 fillz, BEO~TUF U LILEN 3 FICRD bz,

I CITERRFE BT 2BRED U RA FEMHE 1 Fliz. RIRFICRIT SEEDOREM
FABERZS 261z, 5 omd 1 FIZFRD bk,
JRE CHBEOULANRIFIIED L,
(62 FHEIERE (EHFRECHEZET)
TMH #5123 A L LT, FFIBTIXRED DV IixREEO/ERDERKLH
300 mgrkg D 4 B, BHETHRME LR OBRE ORRRLZEM N 60 mg/keg B 3 fil, 300

-21,
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mg/kg BEOD 2 Fliz, BB TIIPEEOERED 300 mpke BHOSHFRN/ET LE 2 6%

BH. 3IPNIED LT,

FREE CIIfEAMEM OBEDTTEN AT 1 §iZ. ~eTF Y VILBENHREE. 12
mg/kg B35 & 00 60 mg/kg BETH 2 BT, 300 mg/kg BET 4 FICERD bL, BPBHEHG
0. TMHESEICZVWERBL LN, BEABICREZIRD Sn2ho Tz,
¥/, EWEIRSET L7z 300 mekeg B 2 FITIE, BIBICHIRFICBITABED Y R
4 FEMBRD Hh,

TEE, BIBBICIRIZII TMH 85 & B L 2 BidZBD 511, Table 20 127
THMOFTRICHEBRDERS L OBEERD LR Rz,

3. S OLFEEER X OKREROBEFE
(DATERERR AT

FHBERR A ORLAE 2 Table 21, INDIVIDUAL DATA 22-1-1~22-4-2 {Z7RF,

DM R BB TIIRFRIE B OAFE A 300 mg/kg BT 4 FIZEBRH LN, Thbm
26 3 BT, BB RUMHIRARSL L7, 1 fHERBARMI Toh o7z, Lol i

BELLEBLC TMH BREHIIZEETORE, RERRBIUZRBREBIIFEEIRD LN
ot 7o, ZERARLSIANE 300 mg/kg BT 1AL, RESIIX MR LT 12 me/kg T
1B D LN,
()3t X CRBHHITEVEIE

B L R TEMBZE DR % Table 22, 23, INDIVIDUAL DATA 23-1-1~23-2 {Z
Y,

HRE, HERRBHAFRE, LS X CHERRIE O OE T REOEELS 60
mglkg BT, BRI, BFRFR. BERSK, HERSHAFRBOEER X OCHERR *f
DOHED A TFIRE DX AS 300 mg/kg BETHD i,

HEEF L LT, 2HHERETHZ 300 mgkg BT 2 HlIlBD 5N,

SR TERZIE T RS R BREETHE 1 1, 12 me/kg BER LU0 60 me/kg BETHES 1 f,
300 mgkeg THE 10 F, B 1 FHIRD LR, WTHOETIRIZOVTHHARTREE IR
B LNRPoT,
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GFERDEFE

FEROAEFMDREEL Table 24, INDIVIDUAL DATA 24-1~24-4 |Z7RT,

WE 4 B OEELY S LEEFREB L OROAFREOKMED 60 mekg #H# T, WE
4 BOHEZSFLAETFRE. WE 4 AFTOFERETFR, ME 4 BOHEDCETRF
IREDEIED 300 mg/kg £ THR® b7z,

(OFERO—ARIREB &

HARO—ARIREBEZORAE % Table 25, INDIVIDUAL DATA 25-1~25-4 (2577,
FET5H D VWIIAEAGIH T FREE CHE 1 Filds XL O 2 FillZ, 12 mg/kg BECHE 2 H11Z, 60 mg/kg
BECHERES 3 BN, 300 mgrkg B CHE 1S Bk L UME 10 fCRBD b, THHDHEIO S
b, EEFRASKEECHE 1 FlRD bhi,
AFFITIRWTROBIZIEWTHRFEIED b oz,

CYFEROKERD

FAROEERS % Figure 9, Table 26, INDIVIDUAL DATA 26-1~26-4 (2R,

HETIIEEDORED 300 mghkg B THE 0 BiZ, FERMER L OEERNEOERME
A3 12 mg/kg BETRO bTz,

TR A E O KA 300 me/kg BETHE 0 BIZERD BT,

(6)FT AR DT

BAERORRDOEKEZ Table 27, INDIVIDUAL DATA 27-1~27-2-4 |Z7R7,

FEFTIE—RREBETH LN REEOH 1 IOEBRIZMZ., 60 mgke BEDOH
O 1 FIZRFIROMEE, RO REEE, nEEAKSRD bz,

HE 4 BICBERLEFARTIINT OB THRERFEIRD ORI -7,
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5 E

TMH @ 12, 60 33X 1% 300 mg/kg/day 2 #EF » Moxf U T ARBeaT. ASECHEATIES L OVRES
%O 46 B, M7 v PO L CHEREAT, AELER K CHHIREAE: S NIHE 3 BETO
R, RORERS L. #HESH~ORERSIZLIEE, HESBWMOLEREL L ORIERO
RAECRETHEI DWW TREREEN - EMREBHIEEABRLER L,

1. RE&RSEE
(B RITT &

—RORREEE Tid. URIEDS 300 mg/ke BED 3 BITHRS 6 BLIR., EEMHICERE 36 HET
DHEEH 1~40 HORIZED bk, Ll PEOICET 2BBENLFTRTHY, BREO
BEEEIZ XV RBIZBIIA DN ol &b, TMH BEIZX2EHER L IMETE
Rot, ¥, HBRBXUOREERFORETCLERRIIREIZD bR o7z, 300
meg/kg BETIXIRE 15~18 BIZ 4 B THRE N BEROEEBFREIBRD b2, Ml —RIKE
DEZEELTETHIERFIRDONT, HRHERS LOBEZIRDLNRD o7,

FEEEE T 12 mg/kg BEIS X U060 mg/kg BETHRE 28 BIZ —BHEDEBENRD Sni=, [
AOXNBHEOEBEENREZVWILICIIFEELELLN, TMH 5 - OBEIIRZVNLO L
EZz b, 72, 300 mghkg HTEHEBOFENRD SN, RABEOKELAEELR
NRVWHLOOMEHLIVSETHEZR L TR, BEEOSEBE L OEENREZ LN,

Mg RIETHEL LT, 300 mgkg HETA< 7 U o MEBIUCIMEAREORY, i
R ORBBAMMPIED iz, BETH -7, 60 mgkg BOFEHFRMER~E /o BE
DS, 300 me/kg O FEBEROEMIABNEBHRBALEL 2 b0 Tidleh o7,

FFigi 4425 TMH B SOEE L LT, 60 mgkg B THREEEHLOEM, 300 mekg BETE
BRI OCHREEELLOBNNA L, REMBBFIIRE TII 60 B LU 300 mp/ke B TH 2 6
\NEFBMERERME D 6L, MUMAPRHBHOE TLA LN TSI Ehh, TMH
BECHEELZEEBER DI,

B Tit, 60 BL U300 mpkg HETEEB L OFEEELOBM, JBRTIL 60 mgke B
TEBORBE, 300 mgke B TIIHBAE LOBADBRY S, REMAMKFHIRA CIZ TMH #
EHSE TIHMRME LEOWTRILERS Bt /MR, KRBT LEOBE, 60 BLV
300 mg/kg B CENMAELRZ LN, RICKFBEYEZT v MTRELEZES. BICHETIX
FROAMRAECHFRALETAZI LRGN TED, FREERCEEFOLRERITR
WEEZDP, WEEOLEOEENRONEA I FErLROEEBLUBLE LS EZET
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TEBEZLNTWEY , FBENMECONTLBFHEA—HEL I BRENH B>, L
Ao T ARBTIE TMH BEIZ L - TEMREE EEA~OHFH S 5 VI EEE/NMED
RO 2 A 720, BEHEREFHTEIL 60 5 X10300 mgkg © TMH BEIZ X RME L
BFOBARBIOCERMAFEOHEBROBMEEZLZ008RY AW L7~, 12 mghke B THLRAT
EEROBERBD LN, 1HOAOBREEMIILLONIHATHY, FBETIER
CHRBEIALNRNI LD, 12 mgkg # T TMH 8528 2 BMEREFNZEII R
HOE LT, 728, 300 mgke B TIIMBELENRE TCREEZERB LI U7 o — L DOED,
RRECHREOBI, BRPOFAKBOEMHPBED b, TMHESORELE X bk,
INOLOFRVNBEROREBEBFOEMLEEL TWE:E 5o TiE, LM TiER
ol

MR B FHOM A T 300 mg/kg B CTHRRBIZEROTER, B EEOHE R X
Capd FORBPBRRBOLIL, TMH BEIZXZ3EEBEEXAONZNE, ZOBFIIHLNT
otz
QB RIT T

300 mg/kg BETREIR 21 BIZFET-FIAS 1 FIRRD b, 1R 14~19 BIZRBICL Y 3 BB
Bliz, ZhboflTiEHRCIFBEOE AL, REAREIORE CHIB /N ER DR
fb. BRUCRMAE LROIEHEE. MROZERIRBO LN, £OMIZIE, RBIZULA,
BIRICHRKFIZBIT 5 U R4 FEMB L UOREMRIER, 25T ~MBRD L, £
D%, WEHBRBMCIIETH D2 NERFBHEIIA LN 20722 &2 6, TMH (TERME O/
BRIV EEBARILEEZEA DN, INLORTHB XOCRBEZRFTIINTH
HFBEAICRIESHESE S 7=, iR 14 B RFERFICIIER 13 B LV EO L0l
H 5, EIRTELBIE, FERNBIVCENIIREOHTENL LN TNWAZ &b, BIED
TR LOHMIZ L S —REOEASAE L, BRE X URIBOZER. fIFORKEFICRT
LURA FENBLOREMIBIER 2SN cMIZEBH I VIEBRSICZER TS X ML-X
IEAEEBZ LI,

iz, —AREEEIEE TN 300 me/kg B CLLEATER S HIRIE L UEEHIMIZERD b
B, LBEEHETARICRELNELOTHY, HE FE, TMH £512 X 2 BEMER & ITWE
TE Mol

REHEBTIL, 300 mgkg B THIRACELIM, Hikdl X UHESB 2 E L THEERND
HIN, £, BEROEKESTEMOBRSHRICED b, Zhbik TMH &E1Z
LEZ BN, BEETIIRICIER 10 BiZ TMH B 5H2B CREPED SN, —BH
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DEAALTH Y, 12 B LT 60 mghg B TREERBIZHEIRD ORI LG, TMHE
SLOBEITIRNEDOEEZ LN,

WE 4 BERAITIZ. 300 magkg BETHRT - BEG LBEFRICIHBOZEA G, FREERT
BOMRES TiL 300 mg/ke BF THHIEIZ/NEEBLOMERRRA (L., MR OZERE. 60 B X 1300 mg/kg BET
B IR ABE LR DIEEMDED 511, S#EER TIL 60 meg/kg BfF ThTIROGETEH O
M. 300 mg/kg HTHIBROERBKSIUCREERHE RSN ELFORBOEKEEELOEMH
OO, TMH BEIZL2EBLEZ LN, 1B, BRORBERFOBRE T, H#L
R0, EMERME LROMFREER X OB/ ME, REE ROBER S TIZERMY
IR b, HIZED DR WRME LR OIBHEESED bh /=i, ZhidteEic X
HHDEEZ BN,

UL, HED 60 mghkg A EOHEOFRBOEEL LUKRERERILOEM., BEORMT LKRO
BE, D 60 mekg UL EOHOHBEOFEFEELOEMB LUOBERBOBECRMAE LR O
FhEtED o, ARBRIZEBT 2 TMH ONEHESIC L2 EPER (NOEL) (IHH & biz 12

mg/kg/day TH 5 LYl T,

2. EFEEAEM

ATERERE Tl O RIRIRRE T 300 mgkg D 4 iz 8~14 A RORFR LG ORKEGE R
H ol THRARTYH 300 mgke B TRAFWIEHRORAED 5 P 2 FUZERO LN TR Y.,
TMH 52 LA ELEZ O, LML, TMH 5B TRBREITOEE, REEBLY
SRRBIZBE L OABZIRO LT, 300 mgkg B TRFARLEHOMEL R LE 450
7b 3 FITHKRBIEIRAKIZL, KBRAKET 1 HOA THo7, 7. 300 mgkg
BORZRARMIH 1, RIS LU 12 mghkg BOTEFE 1 EOFIIERE & CHEHAR
FRIBRE TRETLRILD 5 VEIRE A T ST RITEBD il o 7=,

BEM OJ TIE 60 3 £ 0300 mgkg HETEREORMELRD b, FRICERT L EE
ZoNHHERBHEGTEREORIVBRO NI L6, TMH #E5IZ X DFRIZRIET
EENEZ LN, 608 X300 mgkg B CITHEMRREROHEDEFREDOHL B3R b,
60 mg/kg BY TiItErt (M /) ORM@HBED L7225, 300 mgkg B CHEICEEBIIRD S
N, MHEE QICETFREAES LA L, BRUIZHRIED 2 W0ITgHA IR
BERIF LB ZoRRNoT, T2, 300 mghkg BTRBEMORT H 5\ VIRBE
FOD, HEROREBEmMAH LT,

HWEREF L L TEMEIRECHA 300 mgkg T2 fRIRD LN, TN HOFITILHE
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BB IA N2>, FARTIIFHE 0 BOKEDOKERA Lh, BE#H TIIHR
BEMBRFHIRETRROEMRES & CRIR CHRRFICE TV F, FEMBRBED LN &
b, TMH BEIZX ZEEEMMELR EORBH DI NVIEREICERNT IR ML RIZE-TH
EMOWETEIIG T 2R ERH- b LELLNT,

AREdE (R, BREARIUEIR) 0EE, KB L VWREEBRFHRETIE TMH #
Sl AHBIRD LN ehoTz, B, 300 mgkeg BETEROBMEOEREN 2612,
L1 PICEDRBR LEIZEPE D 72 6 N HIBEE R TR AR O HER D350 S 723,
WITNHERERRDOONTEY . FREOEFINBHTL IAIKEDLNTNWDZ L
b, BABEMRLOEEZ LN, TMHES L OBERR VLD EEL bRk,

MAERTIE, WHE 4 BOFHERETFROEMEDR 300 mghkg BHETED LI, THITREOL
BEIRIEL 2 BIiC & BIEMECThH o, MIZ, 60 mgkg BETHLNEHE 4 A DAFRKOK
BiX, AR DOHERRSOEFREOBEEICLIZbOTHY, RETIFEROEFS I
THREIED b d o,

WAERDEEHR TIX 300 mgkg BEOHBETHE 0 BITIEEARD 5h., BENTORE
IZRiES TMH R50ORELEZ b, £, BE 4 B CIIREL B L CEEEER
HLNT, KECHEMNER X UEMEOSEERLRALNDZ LD, 2FFR/EC LE
Bk &, FERODEARBEFTCRIITEEIRVLOEEZ LN, 12 mgke B TIXEKE
BMER X UBMEORKMENSRD by, BHEEHOAOE(LTHS7-D, TMH &5 &
OEEIT2 VLD EEZ BT,

FAERORBRTIL, 60 mgkg HOHAEIROETH CEOMREE, MiEo BZAEE, mithE
KBBO NN, 1FIOHZDEHETHY, TMHEBEEIZLDZHDLFIEZ N2 2T,

UEDZ &6, HEMOERERIIXN T 52T 300 mgkg HETHLROLNT, —F, 300
mg/kg HEOHE TIIRFRIEHOMEGEL S L, FETH - BFIZL DBERHB LI CEWFIEE
CHIRALNT=Z L, 60 meghkg BOBRFEDEFELZ LI FNCERTALEX DN AHE
REFEFRBOBYBEBDO LN L6, ARRIZRIT S TMH OBEMO £z
L EE (NOEL) (I 300 mgkg/day, M@ OAETII T 2ELER (NOEL) i3 60
mg/kg/day, RHEERDOFEEIZRT 5EEER (NOEL) 1% 12 mg/kg/day Th D &M Siiz,
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Figures

Figure 1. Body weight changes of male rats dosed orally with THH in the conbined repeat dose and reproduct ive/developmental toxjcity screening test (SR-9535)

Figure 2. Food consumption of male rats dosed orally with TMH in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9535)

Figure 3. Body weight changes befare gestation period of female rats dosed orally with TMH in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9535)
Figure 4. Body weight changes during gestation period of female rats dosed orally with TMH in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9535)
Figure 5. Body weight changes during lactation period of female rats dosed orally with TMH in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9535)
Figure 6. Food consumption before gestation period of female rats dosed orally with TMH in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9535)
Figure 7. Food consumption during gestation period of female rats dosed orally with TMR in the combined repeat dose and reproductive/developmental toxicity screening test (5R-9535)
Figure 8. Food consumption during lactation period of female rats dosed orally with TMH in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9535)

Figure 9, Body weight changes of pups in the combined repeat dose and reproduct ive/developmental toxicity scresning test of TMH in rats (SR-9535)
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Table 1. Experimental design for the combined repeat dose and reproductive/developmental toxicity screening test of TMH
in rats (5R-9535)

___________________________________________________________

a

Concentrat ion No. of animals
of T Volume -

Group (wiy %) (ml/kg) Male Female

b
Control 0 5 12 12
¢

TMH 12 ma/kg 0.2 5 12 12

TMH 60 mg/kg 1.2 5 12 12

TMH 300 mg/ke 6 5 12 12

a: TMH (3:5:5-Trimethylhexanol) was dosed orally to males for 46 days befores during and after the mating period, and to
females from day 14 before mating to day 3 of ltactation.

b: Control was dosed with olive ail.

¢: TMH vas dissolved in olive oil.




Table 2. General appearance of male rats dosed orally with TMH in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9535)

TH (ma/kg)

Item Contratl 12 60 300

No. of animals examined . 12 12 12 12
a

Salivat ion 0 0 0 3

Soiled fur around the external urethral orifice 0 0 0 4

a: Values are no. of animals with findings.




Table 2. (continued) <Number of males showing salivation and soiled fur around the external urethral orifice in TMH 300 mg/kg sroup

1-5 6 7 8 9 10 11 12 13 14 15 16 7 18 19 20 21
a
No. of animals observed 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals showing salivation 0 2 1 3 0 0 3 1 2 0 0 1 1 0 2 0 0
No. of animals showing soiled fur
around the external urethral orifice 0 0 0 0 0 0 g 0 0 0 3 3 3 2 { 0 0
Day of administration
2 23 v/ 75 20 27 28 29 30 3 LY4 33 3 k% 3 37-46
No. of animals observed 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals showing salivation 0 1 ) 1 1 0 0 ] 2 0 1 0 ‘0 0 i 0
No. of animals shoving soiled fur
around the external urethral orifice ¢ ( 0 (] 0 0 0 0 0 0 0 0 0 0 0 0

a: Total no. of animals observed.



Table 3. Body weight changes of male rats dosed orally vith THH in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9535)

No. of Day of administration Body weight gain

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

Control 12 373.8 376.5 301.5 397.8 £10.8 422.8 4453 10,3 493.4 509.8 520.8 147.000  39.258

15.6 15.5 17.0 18.5 21.2 22.5 2.3 %3 28.0 4.4 S5 21.39 6.644

TMH 12 mg/ks 12 3.8 3.3 392.7 399.9 414.2 £27.8 450.8 £77.5 £98.3 518.6 529.3  154.500  41.116

1.7 12.9 15.7 18.4 21.0 2.4 21.6 32.2 9.8 §2.5 47.7 41166 10,397

THH 60 mg/ke 12 3r2.3 337 3895 3962 4106 4233 4463 468.6  488.9  506.9  516.9 144.667  38.837
17.1 17.6 18.4 19.4 19.6 21.8 2.4 24.5 5.5 8.5 B4 22,260 5.572

TMH 300 mg/kg 12 3767 3701 387.8  398.2 4144 4333 452.8  481.8  505.3  530.4  539.4 164,750  43.846
15.8 15.7 19.8 2.5 25.0 28.3 28.0 2.7 37.5 41.5 £5.9 34,955  8.087

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




Table 4.
screening test (SR-9535)

Food consumption of male rats dosed orally with TMH in the combined repeat dose and reproduct ive/developmental toxicity

No. of
Group animals 1 2 5
a
Control 12 26.2 2.0 22.7
2.5 2.2 2.6
THH 12 my/kg 12 27.3 26.0 23.3
2.5 2.0 2.9
THH 60 mg/kg 12 25.4 25.8 22.6
2.2 2.3 1.7
THK 300 mg/ke 12 26.8 21.9 23.0
3.2 2.9 4.1

a: Values are means and S.D. thereunder» and expressed in gram/day.

b: Values in parentheses are no. of animals examined.
¥: Differs from control, p¢0.05.
#%: Differs from controls p¢0.01.

10

14 21 28 35 k2 46

(11)b

19.1 19.0 23.3 19.1 16.8 19.3

2.3 1.6 31 2.3 1.5

20.1 19.8 19.8%% 18,4 17.8 20.0

3.2 3.6 3.2 3.2 2.5 2.4

19.8 19.0 18.5#  19.2 19.0 20.1

2.5 1.9 2.1 1.8 2.7 2.1
(10) am

22.5% 20.2 22.2 21,1 22.0%%  22.8%x

4.1 2.3 3.3 2.5 2.6 4.1



Table 5.

Urinary findings of male rats dosed orally with TMH in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9535)

a: Values are no. of animals with findings.

b: Vatues are means and S.D. thereunder.

#: Differs from control pg0.0%,

pH Pro Glu Ket Uro Bil Occult blood
No. of -
Group animals 7.0 7.5 8.0 8.5 - t - - t + 0.1 EU/dL - - ++4
a
" Control 6 ] 0 3 3 5 1 6 1 & i 6 6 5 i
TMH 12 ma/kg b 0 0 & 2 1 2 6 2 1 3 6 6 ) 0
THH 60 ma/kg 6 0 2 3 1 6 ] 6 3 2 1 6 6 6 0
TMH 300 mg/kg 6 1 1 2 2 6 0 6 4 2 1] 6 6 6 0
Urinary sediments
Epithelial cell
------------------ Specific gravity
RBC WBC Squamous Round Small round Others - Water
T ) S 1.021- 1.631- 1.041- 1.050¢ U-Vol consumpt ion
Group animals - - - t - - 1,030 1,040 1.050 al/21hr g
b
Control 6 b 6 b 0 6 6 [ 0 2 3 8.83 12
.43 6
T™H 12 mg/kg 6 6 6 6 0 6 6 1 4 0 1 12.00 14.0
5.09 8
TMH 60 mg/ky 6 6 () 5 1 6 6 0 1 4 i 10,67 14,
2.68 8.
TMH 300 mg/kg 6 6 6 5 1 6 6 0 3 3 0 16.67%
5.58 1



Table 6.

reproduct ive/devetopmental toxicity screening test (SR-9535)

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

Hematological findings of male rats dosed orally with TMH in the combined repeat dose and

No, of RBC Ht. Hb. My MCH MCHC WBC Plat
Group animals 0/l % 9/dt fl pg £ 1080 1030
a

Contral 12 9,390 52.62 16.35 56.05 17.38 31.03 11.86  1075.8

0.356 1.89 0.63 1.61 0.79 0.79 2.% 88.3

THH 12 mg/kg 12 9,584 52.63 16.20 54.93 16.87 30.76 12.48  1093.1

0.575 2.90 0.68 1.71 0.72 0.72 3.78 4.4

THH 60 ma/ks 12 9,435 52.38 15.71 55.58 16.63 29,96 14,03  1122.3

0.535 2.59 0.68 1.62 0.95 1.06 3.86 7.7

M4 300 ma/kg 12 8.993 49.92%  15.25%% 55,52 16.91 30.52 12.91 1122.5

0,450 2.25 0.68 0.9 0.42 0.80 5,57 m.2

Hemogram of WBC
Neutro.
No. of Ret . cT PT APTT Stab Seg. Eos Bas Mono Lymp.  Others
Group animals % sec. sec, sec., X X % X % % %
Control 12 1219 312.3 12.86 30.02 8.5 15.6 0.6 0.9 0.0 83.3 0.0
2.8 104.0 1.09 4,54 0.8 5.7 0.7 0.0 0.0 5.9 0.0
TMH 12 ma/kg 12 10.9 301.2 12.97 30.28 0.4 16.5 1.1 0.0 0.0 82.0 0.0
2.2 78.7 0.84 1.93 0.7 7.5 1.0 0.0 0.0 7.6 0.0
(1Db

TMH 60 ma/ke 12 11.0 295.1 13.48 1.23 0.8 11.6 0.8 0.0 0.0 86.8 0.0
2.0 88.4 1.55 3.7 0.6 3.5 0.9 0.0 0.0 4.0 0.0
TMH 300 mo/ka 12 12.2 345.0 13.88 32.18 0.% 14.0 1.5# 0.0 0.0 84.0 0.0
2.4 105.5 1.85 3,57 0.7 4.4 0.9 0.0 0.0 £.6 0.0

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

b: Values in parentheses are no. of animals examined.
s#; Differs from control, p¢0.01.



Table 7. Biochemical findings of male rats dosed orally with TMH in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9535)

Protein fractions (%)

No. of TP Alb MG Alb Globul in GoT GPT CHE 7Y -GTP T-81l Glu
Group animals a/dl g/dl @ Q. B Y /L (i /L {7 mg/dl mg/dl
a

Control 12 6.1 2.42 0.653 45.48 22.18 9.70 16.69 5.95 100.8 26.7 7.8 1.55 0.10 145.0
0.21 0.08 0.056 2.56 1.98 0.86 1.54 1.70 26,2 3.7 19.9 0.49 .00 13.4

THH 12 my/ka 12 6.08 2.45 0.670 47.29 22.97 9.2 16.48 4.93 96.9 26.4 88.0 1.59 0.10 144 .4
0.26 0.1 0.047 2.1 2.21 1.04 1.40 2.1 18.1 3.2 4.7 0.28 0.00 15.4

TMH 60 mg/kg 12 6.16 2.39 0.631 44.63 23.98 ' 9.62 16.3% 5.47 103.8 28 84.8 1.7 0.10 146.9

b
0.18 0.08 0,035 3.2 2.05 1.42 0.80 1.48 30.7 12.8 351 0.50 0.00 13.1

THH 300 mg/ke 12 6.08 2.41 0.654 46.57 22.62 9.11 17.08 £.63 101.3 26.9 71.9 1.67 8,10 137.1
0.18 0.12 0.046 2.32 3.08 1.06 1,38 0.91 21.2 6.8 22.6 0.67 0.00 17.9
No. of T-Cho T6 PL BUN Crea Na K Cl Ca P
Group animals ma/dl ma/dl mg/dl ma/dl ma/dl mEq/L mEq/L mea/l ma/dl ma/dl
Control 12 56.5 37.8 95.9 15.67 0.53 143,00 4,887 107.3 9.93 7.45
8.6 20.5 12.6 1.87 .05 1,85 0.330 1.3 0.35 0.56
THH 12 ma/kg 12 64.1 5.3 109.8 15.63 0.57 143,08 4,878 106.5 10.06 7.49
12.9 2.5 22.8 1.45 0.07 1.87 0.257 2.4 0.37 0.59
TMH 60 ma/ke 12 62.3 38.9 101.3 16.22 0.58 142,63 5.005 106,2 10.08 7.76
14.0 12.0 16.4 1,66 0.06 1.63 0.422 1.6 0.51 0.76
™H 300 mg/ks 12 3.1 3.3 167.7 13,87+ 0.56  142.96 4,941 104.8%¢  10.17 7.68
11.2 5.7 23.9 1.89 0.05 1.23 0.29% 0.6 0.44 0.55

- - - -

a: Values are means and S.D. thereunder. %: Differs from controls p{0.05. sx: Differs from control, pg0.01.



Table 8. Absolute and relative organ weights of male rats dosed oratly with TMH in the combined repeat dose and reproduct ive/developmental toxicity
screening test (SR-9535)

Body Liver Kidney Thymus Adrenal
No. of weight Right Left Right Left
Group animals g 9 % g Y g ¥ mg 10°°% g 107%% mg 107%%
a
Control 12 §97.3 12120 2.431 1,570 0.316 1,540 0,310 309.1 62.104 729.3 5,890 .. 6.344
4.6 1.468 0.162 0.120 0.018 0.092 0.018 103.7 19.942 3.2 0.612 2.6 §.481
TMH 12 my/kg 12 £03.2 12,953 2.559 1.602 0.318 1.584 0.317 296.2 58,614 28.5 5,742 29.5 5.947
4h 4 2.178 0.227 0.166 0.022 0.184 0.031 68,3 11.219 5.3 1,346 5.4 1.430
THH 60 ma/kg 12 £91.8  13.676 2.780%%  1.771%  0.362#%  1.7h4xx  0.357%x  266.1 53.947 30.4 6,203 32.5 6.633
32.1 1.136 0.126 0.196 0.043 0.188 0,043 63.2  11.297 3.0 0.691 3.5 0.856
TMH 300 mg/ke 12 5104 17.815%« 3,493 1,918%x  0.378xx  1.906w 0,375 277,454,190 27.3 5,383 29.8 5,866
433 1.723 0.207 0.205 0.043 0.232 0.053 51.5 7.609 3.1 0.697 £.8 1.046
Testis Epididymis
Na. of Right Left Right Left
Group animals g % 9 % g % g ¥
Control 12 1,783 0,361 1.767 0.358 0.707 0,141 0.693 0.140
0.179 0.040 0.18% 0.038 0.041 0.010 0.060 0,010
THH 12 mg/ka 12 1.727 0.346 1.728 0.347 0.682 0.137 0.690 0,137
0.123 0.044 0.122 0.043 0.059 0.018 0.069 0.018

THH 60 mg/kg 12 1.810 0.367 1.808 0.370 0.690 0.140 0.684 0.138
0.168 0.037 0.160 0.038 0.051 0.010 0.053 0.014
TMH 300 mg/kg 12 1. 644 0.326 1.733 0.341 0.640 0.427 0.680 0.133

0.265 0.057 0.151 0.038 0.128 0.025 0.048 0.015

a: Values are menas and S.D. thereunder, %: Differs from controls p¢0.05. =x: Differs from control, p<0.01.
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Table 9. Gross pathotogical findings of male rats dosed orally with TMH in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9535)

T (ma/kg)
Ttem Control 12 40 300
No. of animals examined 12 12 12 12
Organ : Findings
a
Liver : Yellowish white patch 1 0 1 0
Kidney : Pale discoloration 0 0 2 [ 11 Isx
Swelling 0 0 0 2
Pituitary gland : Cyst 0 0 0 1
Testis : Atrophy 0 b 0 1
Epididymis : Atrophy 0 0 0 1

a: Values are no. of animals with findings.
s%: Differs from controls pg0.01.



Table 10. fHistopathological findings of male rats dosed orally with TMH in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9535)

Item Contral 12 a0 300
No. of animals examined 12 12 12 12
a b
Organ : Findings Grade
¢
Liver : Fatty change, periportal + 0 0 2 2
Fatty change, focal + 1 0 0 0
Necrosiss massive + 0 0 } 0
Microgranuloma ++ 0 0 1 0
Kidney : Hyaline droplet, proximal tubular epithelium Totat i 9 12 12
+ i 9 Jax 12 T 10 Tax
i ; R S . Y
Eosinophilic body: proximal tubular epithelium + 0 [ 9 Jxx [ 11 Jsx [ 12 Jux
Regeneration, tubular epithelium Total 0 1 6 7
+ 0 1 5 Y= 7%
+ 0 0 [1] [U]
Casts granular Total ] 0 3 b
4 0 0 2 I
+# 0 0 1 ['l]
Casts hyaline + 0 3 ] 0
Cellular infiltrations lymphocytes focal t 0 1 0 0
Cyst () 0 0 1 0
Spleen : Deposit, hemosiderin + 2 1 2 1
Heart : Cellular infiltrations histiocyte, focal + ] 3 0 0
Pituitary gland : Cyst > 0 0 0 1
Rests tubular structure 4 0 0 0 |
Thyroid : Irregutar shape, follicle + 0 ¢ 0 2
Columnar change: follicular epithelium + 0 0 0 2
Decreases colloid + 0 0 0 4
Testis @ Atrophy, tubule Total 1 0 0 2
+ 1 0 0 1
+ 0 0 0 1
fpididymis : Decreases sperms intraductal +Ht 0 0 0 1
Appearance desquamative spermatogenic cell 4 0 0 0 1
Prostate : Cellutar infiltration, Lymphocyte, interstitial + 0 i 1 0

a. There were no abnormal findings in the lungs cerebrums cerebellums thymus, adrenal, forestomach, glandular stomach, duodenum: jejunum. ileums cecums colon or rectum.
b: + = slights ++ = moderates ++4+ = severe change and ¢+> = detected. c: Values are no. of animals with findings.
%: Differs from control, pg0.05. s%: Differs from controls pg0.91.
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Table 11. General appearance of female rats dosed orally with T in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9535)

Findings befare gestation period
No. of animals examined

Salivation
Sotled fur around the external urethral orifice

Findings during gestation period
No. of animals examined

Dead

Killed

Sativation

Soiled fur around the external. ursthral orifice
Hemorrhage of vaginal orifice

Decrease in spontaneous activity

Prone position

Bradypnea

Low temperature

Mydriasis

Subcutaneous mass of right axillary region with bleeding

Findings during lactation period
No. of animals examined

Soiled fur around the external urethral orifice

a: Includes one animal that failed in copulation.

b: Values are no, of animals with findings.

¢: Includes one animal that had no evidence of pregnancy.
d

. Excludes one animal because confirming successful copulation vas failed.

1

Control 12 60
12 12 12
] 0 0
0 0 0
¢ d
12 11 12
¢ 0 0
0 i 0
0 0 0
0 0 0
0 0 0
0 g 0
0 0 0
0 0 0
0 U 0
0 b 0
0 8 1
11 11 12
0 0 0
0 0 1

—_
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Table 11. (continued) <Number of females showing salivation and soiled fur around the external urethral orifice in TMH 300 mg/ke group

(Before gestation>

No. of animals observed 12 12 12 12 12 12 12 12 12 12 12 [ 11 6 2 2 2 ? 2 1

No. of animals showing salivation ] 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 1 0 0
No. of animals showing soiled fur
around the external urethral orifice 0 1 1 0 0 0 0 0 0 0 i 1 1 ] 0 0 0 ] 0 0

{(Gestat ion>

""""""""""""""""""""""""""""""""""""""""""""""""""""" baof sestatio
U2 03 4 s 6 7 8 9 M M @B oMo oo W o8owow A R B

o. of aninals dbserved  f M1 1 M Mmoo mofoH o oH 0o oW w9 8 8 7 1

No. of animals showing salivation ¢ 0 0 0 0 0 0 i 0 0 0 0 0 0 i 1 0 0 0 0 0 0 0
No. of animals showing soiled fur
around the external urethrat orifice 0 0 0 0 0 0 0 0 0 0 0 1 1 1 0 0 0 i i | 0 0 0

{Lactation>
Day of lactation
0 ] 2 3 4
Na. of animals observed 7 7 5 5 5
No. of animals showing salivation 1 D 0 ¢ 0
No. of animals showing soiled fur
around the external urethral orifice 0 0 0 0 0

a: Total no. of animals observed.
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Table 12. Body weight changes before gestation period of female rats dosed orally with TMH in the
combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9535)

No. of Day of administration Body weight gain

Group animals 1 2 5 7 10 14 Day 1-14 % a
b

Control 12 232.4 221.9 240,3 244,3 246.6 255.6  23.167 9,958

10.2 1.3 10.1 12.6 12.9 13,3 6,39 2.603

TMH 12 ma/kg 12 2.2 B4 W04 7.3 499  25%6.2  2.000 10,330
9.0 10.7 9.7 1.5 13.4 3.7 899  3.78

TMH 60 ma/ke 12 2313 2331 237.5 244 1 250.3 2583 27.000 11,738
16,4 5.1 17.1 15.6 15.5 17.4 7,909 3.589

TMH 300 mg/kg 12 230,0 227.8 217.0%%  225.5%%  231.9%  241.3 11.333%% 4, 972x%
13.8 11.9 16.8 13.7 14.0 14.3 6.387 2.982
a: (Body weight gain / body weight on day 1) x 100,
b: Values are msans and 3.0, thereunders and expressed in gram.
*: Differs from control, p¢D.05.
x%: Differs from control, p¢D.01.




Tahle 13. Body weight changes during gestation period of female rats dosed orally with TMH in the combined repeat dose and
reproduct ive/developmental toxicity screening test (SR-9535)

No. of Day of gestation Body weight gain
Group animals 0 1 3 5 7 10 14 17 20 Day 0-20 ¥a
b
Controt 3 269.7 274.8 286.0 294.2 304.2 R21.6 31,7 375.3 422,3  152.545  56.727

14.6 15.4 16.0 18.3 20.3 20.3 2.0 24,0 271.0  23.905 9.511

TMH 12 ma/kg (X 267.8 212.3 283.3 2918 299.8 367 331 362.0 408.4 140,545  52.544
1.7 9.1 11.5 12.2 1.2 12.2 13.2 13.1 13,9 13.201 5.390

THH 60 ma/kg 12 263.3 211.7 283.0 293.8 303.7 319.8 340.5 370.8 408.8  145.500  55.317
16.5 17.0 19.4 19.5 20.5 23.7 23.6 27.1 26,9 159 5.663

(10)c (8) (8) (8)
TMH 300 mg/kg N 1.0 257.2 261.8 276.7 284.5 3.9 354 360,0%x  363.13% 114.375%% 47,030

%.8 2%.3 2.2 215 211 27.5 38.7 28.6 16,8 23.862  12.869

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

b: Values are means and S5.D. thereunders and expressed in gram,
c

*

. Values in parentheses are no. of animals examined.
: Differs from contral, p<0.05,
s: Differs from control, p¢0.01.
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Table 14, Body weight changes during lactation period of female rats
dosed orally with TMH in the combined repeat dose and
reproduct ive/developmental toxicity screening test (SR-9535)

No. of Day of lactation Body weight gain
Group animals 0 1 & Day 0-4 ¥a
b
Controt 1 120.5 320.7 329.7 9.273 2.951

23.5 2.8 %6 12142 3.915

TMH 12 ma/kg 11 3.4 2.4 332.0 2063 6,587
4.1 16.1 200 9490  2.9%

THH 60 mg/kg 12 320.8 32,9 3263 5500 1.889
23,3 21,6 20,6 16412 5129

(5)c (5) (5
T 300 ma/ks 1 2683.0%%  281.4#x  301.2  9.000 3.200

2.4 2.3 207 T.e 2,890

a: (Body weight gain / body weight on day 8) x 100.

b: Values are means and 5.D. thereunders and expressed in gram.
¢: Values in parentheses are no. of animals examined,

%: Differs from control, p<0.05,
#%: Differs from control, p<0.01.



Table 15. Food consumption before gestation period of female rats dosed orally with
THMH in the combined repeat dose and reproductive/developmental toxicity
screening test (SR-9535)

No. of Day of administration
Group animals ] 2 5 7 10 14
a
Control. 12 17.8 10.7 17.5 4.9 161 13,3
hob 2.8 6.3 1.7 2.2 3.0
TMH 12 mg/kg 12 15.8 12.3 14,6 15.9 14.0 12.6
2.0 3.3 1.9 2.0 3.5 3.6
TMH G0 mg/kg 12 15.4 14.0% 13.3 14.7 15.3 14.8
4,3 2.7 35 3.2 2.8 2.3
TMH 300 ma/ke 12 14.9 11.8 8.2%%  12.2» 14.2 12.9
4.3 3.4 5.1 3.1 5.3 4.8

a: Values are means and S.D. thereunders and expressed in gram/day.
*: Differs from control, p¢0.95,
x%: Differs from control, p<0.01.




Table 16. Food consumption during gsestation period of female rats dosed orally with TMH in the combined
repeat dose and reproduct ive/developmental toxicity screening test (SR-9535)

No. of Oay of gestation
Group animals 1 3 5 7 10 14 17 20
a (10}h {10)

Control 1 17.5 17.8 18.6 21.7 23.9 20.0 3.2 17.8
2.2 31 £.3 £.4 2.6 4.1 31 2.9

THH 12 ma/kg 11 16.2 16.6 17.7 19.5 20,5+ 17.9 19.5# 17.2
2.2 2.5 1.7 1.6 1.9 2.5 3.3 1.8

TMH 60 mg/kg 12 18.5 17.6 17.9 19.6 20.7» 18.8 20,3 16.3
3.1 2.9 2.7 2.5 37 3.0 2.8 3.1

(10 (10} (8)

THH 300 mg/kg " 17.7 15.7 18.9 19.8 20.5% 18.8 20.4 14.0
4.8 2.3 3.4 3.7 34 5.4 3.5 5.4

a; Values are means and S,D. thereunder, and expressed in gram/day.
b: Values in parentheses are no. of animals examined.
#: Differs from controls p<0,05.



Table 17. Food consumption during lactation period of female rats
dosed orally with TMH in the combined repeat dose and
reproduct ive/developmental toxicity screening test (SR-9535)

No. of Day of lactation

Group animals 1 4
a

Controt 1 14.3 3.6
2.9 5.9

T™H 12 ma/ke 11 11.5 30.5
6.0

T™H 60 mg/kg 12 13.3 271
4.3 8.4
(5)b

TMH 300 my/kg 7 1.9 6.8
3.9 4.7

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



Table 18, Absolute and relative organ weights of female rats dosed orally with TMH in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9535)

Body Liver Kidney Thymus

Qvary
No. of weight Right Left Left Right Left
Group animals g g ¥ g 4 g % mg 107%% 1073 g 107% mg 107%%
a

Control H 9.7 13.222 .01 0.986 0.299 0.967 0.295 172.5  52.178 ;5 M. 57.1 17.495 54,9 16.681

24.6 1.105 0.191 0.124 0.050 0.133 0.052 63.4  19.290 &5 1.658 7.4 3.250 8.3 2.391
TMH 1 332.0 13,470 4,056 0.993 0.299 0.959 0.289 216,664,463 35,5 3.8 11.104 59.% 17.79% 53.1 16.033
12 ma/kg 20.0 1.142 0.219 0.077 0.016 0.0 0.019 3.5 9.416 b4 5.1 1,502 7.9 2.070 9.0 2.815
TMH 12 326.3  14.384 4,408+  0.981 0.295 0.948 0.291 200.3  61.007 3.9 37.9 11.619 61.0 20,468 55.3  17.092
60 ma/kg 20.6 1.673 0.425 0.0 0.022 ¢.097 0.025 574  15.291 §.6 bh 1.192 16.9 §.537 8.2 3.265
TMH 5 301.2  16.032#%x  5.330«x [.994 0.330¢  0.98% 0.328%  131.8  43.758 5.8 8, 12.880 50.0 16,644 49.6 16,642
300 mg/ky 2.7 1.340 0.390 0.080 0.030 0.099 0.036 53.2  16.980 3.5 3. 7.6 3.437

a: Values are menas and S.D. thereunder.
%; Differs from controls p<0.05.
#%: Differs from control, p<0.01,

0.585 65  2.367



Table 19. Gross pathological findings of female rats dosed orally with TMR in the combined repeat dose and reproductive/developmental toxicity screening test (5R-9535)

Total no. of animals examined 12
No. of dead or killed animals examined 0
Organ : Findings

Liver : Yellowish white discoloration -
Adrenal : Swelling -

Dark red discoloration -
Stomach ; Dilatation of lumen -

Watery content -
Glandular stomach : Dark red patch/patches scattered on mucosa -
Uterus : Retention of bload -
Yagina : Retention of blood -

No. of surviving animals examined 12
Organ @ Findings

Liver : Yellowish white discoloration
Yellowish white patch

Kidney : White patches scattered

Spleen : Swelling

Skin ¢ Subcutaneous yellowish white mass

Vagina : Cyst

[ v A e ST N e S e |

¢~ = plank value,

: Values are no. of animals with findings.
oo Includes one animal that had no evidence of pregnancy.
: Excludes one animal because confirming successful copulation was faited.

: Includes one animal that failed in copulation and two animals killed because of all the Llitter’s death.

12 el 500
n 12 12
0 0 4
b
- - 2
- - 2
- - '|
- - 1
- l
- - 3
- - 1
- - 1 )
d e
1 12 8
0 0 1
0 1 0
0 b 0
0 0 0
0 | 0
0 0 1



Table 20, Histopathological findings of female rats dosed orally with TMH in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9535)

Item

Control 12 60 300
Total no. of animals examined 12 12 12 12
No. of dead or killed animals examined 0 0 0 4
a
Organ : Findings Grade
¢ d
Liver : Fatty change, periportal Total - - - ¢
t - - - 1
++ - - - 3
Kidney : Degenerations fatiy, proximal tubular epithelium + - - - 3
Spleen : Atrophy + - - - 2
Depasits hemosiderin t - - - 3
Thymus : Atrophy tal - - - 3
¢ - - - 1
t - - - 2
Adrenal : Increase, lipoid, zona fasciculata ¥ - - - 1
Hypertrophy, cortical cell, zona fasciculata + - - - 2
Congest jon + - - - 1
Glandular stomach : Erosion t - - - 3
e e f
No. of surviving animals examined 12 " 12 8
g
Oroan : Findings
Liver : Fatty change> periportal Total ] 0 0 4
+ 0 0 0 3 1%xh
+H 0 0 0 [ 1 ]
Fibrosis, focal + 0 0 1 0
Hematopoiesis, extramedullary + 1 ! 0 0
Kidney : Degeneration, fatty, proximal tubular epithelium + 0 0 3 {2
Pyelonephritis + 1 0 0 0
Spleen : Hematopoiesiss extramedullary + 1 0 0 0
Deposit, hemosiderin + 2 2 2 4

1
1
1
1

(cont inued)



Table 20,

(cont inued}

Total no. of animals examined

No. of surviving animals examined

9
Organ : Findings Grade
Thymus 1 Atrophy 14
Adrenal : Increase. lipoid» zona fasciculata +
Necrosiss zona fasciculata, focal 4
Forestomach : Squamous hyperplasia 4
Ovary : Cysts corpus luteum 4
Vagina : Cyst (4)
Mammary gland : Adenocarcinomas tubular 4

Cantrol 12 60 300
12 12 12 12
12 1" 12 8

g 0 0 [ 3 I«h
0 0 0 2
0 0 1 0
0 i 0 0
0 0 1 0

i

- - 1)

- - (1) -

*
* Kk —-

T —h D 2 T

uterus (No.456) or vagina (No.454).
t+ = slights ++ = moderate change and <+> = detected.

: - = blank value.

: Values are no. of animals with findings.

: Includes one animal that had no svidence of pregnancy.

. Includes ane animal that failed in copulation and two animals vhose titter all died.
. There vere no abnormal findings in the hearts lung: cerebrums cerebellum, pituitary glands thyroid, glandular stomachs duodenums jejunums ileums cecums colan or rectum.

Includes dead or killed animals for veakness in statistical analysis.

: Values in parentheses are no. of animals examined.

pitfers from control, p¢0.05.

: Differs from controls p<G.01

. There were no abnormat findings in the heart, lungs cerebrum» cerebellums pituitary gland, thyroids forestomach: duodenums jejunums ileums cecums colons rectums ovary,



Table 21. Influence of TMH on reproductive ability of rats in the combined repeat dose and reproductive/developmental toxicity screening test {SR-9535)

Estrous cycle

Before administration

Administration period

Normal Abnormal Normal Abnormal No. of a b
No. of -~ memsomomesm e croome e pairs with Days from Coputation  No. of Fertility
pairs Total Continuous Irregular Total Continuous Irregular successful mating to index pregnhant index
Group mated diestrus diestrus copulation copulation % animals %
Y d
Control 12 12 g - - 12 0 - - 12 3.441.6 100.0 i 91.7
THH 12 mg/kg 12 12 0 - - 12 0 - - 12 3.3:0.9 100.0 11 9N
TMH 60 ma/kg 12 12 0 - - 12 1] - - 12 2.6:0.9 100.9 12 100.0
TMH 300 mg/kg 12 12 0 - - 8 4 4 - " §.213.4 N.7 1 100.0

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

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

d

: - = blank value.

1 Values are means + §.D.




Table 22. Influence of TMH on delivery and maternal behavior in the combined repeat dose and reproductive/developmental toxicity screening test in rats (SR-9535)

a ¢
No. of Implan- Live
No. of  No, of implan~  tation No. of  Olelivery birth d Gestation Gestation Nursing
pregnant corpora  tation index pups index index Sex length index index
Group females lutea sites % born % No. % ratio Male Female No.  Male Female day % X
Controt Total 1 179 174 164 163 89 74 1 1 ]
Mean 16.3 15.8 97.428 14.9 94,099 14.8  99.432 1.289 8.1 4.7 0.1 0.1 0.0 22.3 100.0 100.0
5.0. 1.7 1.3 3,794 1.8 9.366 1.7 1.886 0,475 1.8 1.6 0.3 0.3 0.0 0.5
THH Total 11 180 165 157 156 75 81 l 0 1
12 ma/kg Mean 16.4 15.0 61.502 14.3 95.256 14,2 99495 1.118 6.8 7.4 0.1 0.0 0. 22.1 100.0 100.0
S.D. 1.5 2.2 9.826 2.1 4,178 2.0 1.676  D.693 2.4 2.5 0.3 0.0 0.3 0.3
™ Total 12 197 172 151 150 63 87 i 0 1
60 mg/ky Mean 16.4 14.3 88,233 12.6 88.083 12.5% 99,243  D.B0Bw% 5.3s+ 7.3 0.1 0.0 01 22,3 100,0 100.0
S.D. 2.5 1.8 12.010 2.3 13.199 2.4 2.626  0.365 1.1 2.2 6.3 060 0.3 0.7
g
(7 {7 (7 (7 (AR m @ M
THH Total A 113 94 (7) 82 (7) 1 (" (7 39 32 1 10 1 (7} (7)
300 mg/kg  Mean 16.1 13,4 B84.966% 11.7% 87.473 10.7%% 88.911  1.530 5.6% 4.6 1.6 1.4 0.1 22.1 63.6 71.4
S.D. 3.6 2.1 14.502 3.3 19.073 2.7 18,35 0925 2.2 2.0 29 2.6 0.4 0.4
a: (No. of implantation sites / no. of corpora lutea) x 100,
b: (No. of pups born / no. of implantation sites) x 100.
¢: (No. of Live pups born / no. of pups born) x 100,
d: No. of male pups / no. of female pups,
e: (No. of females with live pups delivered / no. of pregnant females) x 100,
f: (No. of females nursing live pups / no. of females with normal delivery) x 100,
g: Values in parentheses are no. of pregnant females axamined.
*: Differs from controts p¢0.05,

x
*

: Differs from controls p¢0.01.
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Table 23. 6ross pathological findings of dead pups at birth in the combined repeat dose and reproductive/developmental toxicity screening test of TMH in rats (SR-9535)

Male Female
THH €ma/kg) THH (mg/kg)
Item Control 12 60 300 Control 12 60 300
No. of dead animals examined i 0 0 10 0 1 ] 1
Organ : Findings
a b
Abnormal findings 0 - - 0 - 0 0 ]

a: Values are no. of animals with findings.
: - = blank value.



Table 24. Influence of TMH on viability of pups in the combined repeat dose and reproduct ive/developmental toxicity screening test in rats (SR-9535)

a
No. of Live Viability
pups born index
Item No. of dams (on day 0) No, % Male Female
Cantrol Total " 163 160 88 72
Mean 14,8 14.5 98.034 8.0 4.5
S.D. 1.7 1.9 3.388 1.7 1.6
TMH 12 ma/kg Total 1 156 154 75 79
Mean 14.2 4.0 98.816 6.8 7.2
S.D. 2.0 1.9 2.648 2.4 2.4
TMH 68 mg/kg Total 12 150 144 60 8k
Mean 12.5% 12.0% 96.306 5. 0%% 7.0
5.0, 2.4 2.4 8.419 1.5 2.0
TMH 300 mg/ke Total 7 7 ) 24 22
Mean 10. 1% b.6%% 64, 933xx 3. bux 3.0
5.D. 2.7 5.1 44,633 30 2.5

a: (No. of Live pups on day 4 / no. of Live pups born) x 100,
#: Differs from control, p0.05.
#x: Differs from controt,> p¢0.01.



Table 25. General appearance of pups in the combined repeat dose and reproductive/developmental toxicity screening test of TMH in rats (SR-9535)

No. of animals examined
No. of dead/missing animals

Dead animals
Missing animals

Rudimentary tail
No. of surviving animals

Abharmal findings

{ontrol 12 60 40
a
89 75 63 39
i )] 3 15
1 0 1 A
0 0 2 11
C
0 - ! 0
88 75 60 pL
i} 0 0 0

Controt 12 60 300
74 81 87 32
2 2 3 10

2 0 0 2

0 2 3 8

1 0 0 0

2 79 84 y/4

0 0 0 0

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

¢: - = blank value.




Table 26. Body weight changes of pups in the combined repeat dose and reproductive/developmental toxicity screeming test of TMH in rats (SR-9535)

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

Control n 6.49 7.16 10.55 4,066 62,630 6.25 6.87 10.14 3891 61,972
0.61 0.74 1.02 0.495 5.594 0.74 0.89 1,42 0.702 5.41

TMH 12 mg/kg il 6,15 6.54 9.58 3.4271%% 55, ThInx 5.9 6.38 9,22 3.282 55,355
0.41 0.53 0.68 0.393 6.02 0.47 0.5 0.88 0.618 9.634

THH &0 mg/kg 12 6.26 6.84 10.51 £.250  67.55 5.9 6.53 .96 4,050  68.079
0.72 0.97 1.60 1.030 13,399 0.63 0.88 1.50 0.980  12.644

{(5)c {5) {5) (5) {5) (5 (5) (5}

TMH 300 mg/kg 7 5,56# 6.38 10.22 4,280 71.592 5.03%  6.16 9.74 4,140 73,224
1.21 1.20 1.75 0.968 8.500 1.2 0.99 1.89 1.085 9,89

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

b: Values are means and S.D. thereunder, and expressed in gram.
¢: Values in parentheses are no. of Litters examined.

*; Differs from control, p<0.05.
*»*: Differs from control, p<0.01.
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Table 27, Gross pathological findings of pups which were dead after birth or killed on day 4 of lactation in the combined repeat dose and reproductive/developmental toxicity

screening test of TMH in rats (SR-9535)

Male Female

TMH (mg/kg)

TMH (mg/kg)

Findings of pups dead after bhirth
No. of animals examined
Organ : Findings

Liver : Pale discoloration

Spleen : Black mass

Abdominal cavity : Hemorrhagic ascites
External : Rudimentary tail

Findings of pups killed on day 4 of Lactation
No, of animals examined
Organ : Findings

Abnormal findings

a: Values are no. of animals with findings,
b: - = blank value.

Control 12 60 300 Control 12 60 300
1 0 1 1 2 0 0 2
a b
0 - i 0 i - - 0
0 - i 0 0 - - 0
0 - 1 0 0 - - 0
i - 0 0 1 - - 0
88 7 60 24 72 79 84 2
0 0 0 0 0 0 0 0
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