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M., T4, BIBEOABELTHVSOSHTWASEERELEYEL-A b+ v-2-T s —
VBB T X FMIC2WVWT. F v FEHLL 0. 100, 3008 & UF1000ng/kg/day i B TRIEE T8
E5FM% - AMRESUHHEEREEEL 2o BV IFMERI10TE L, HBRYE IERE
1AHRBRI» S4B/, BRSO BREMEIE (U1~458/8) TS L 4,

1. RERSHEKE

HBic>WT, 1000ng/ ke TRIBBORPDHN B X CFEMMBOEERROFRD S0t
—BREOHE. RREBIUVMEKERE TR, ElLRBoonlad -7, MBELERET
F. 1000mg/keBECMBEB LB Y vOFERRBOBEDL o, HEERAETIE. 1000ng
/B CREIBENEROAEREMIRAD oM, LoL, REMAB¥NCRISBECERYE
OERSICERT 2ZELBEDL oD - T,

—4. BRI WT, 1000ng/ ke CRERPBICEES L VFEHNMBOFTERBRLHRD
bhte, WE¥RETIE(MRIBDSAR L 1,

PlEoERP S, 1-A b Fv-2-To) —AFFRIXFVDF y P~DOREZEORZ LD,
BRI T 2 HE, MBEEEFNEEELTID LN, BHERIT., MH L 6300ng/kg/day &
HE S,

2., AERAEN

HEYWoRRE, ZHE. EiRUIH. BEKR KK, BRE, HER, 28F, S2HEBL
CBEREBICEILRBDoNEh oo REMcHLTE, BRHERK. FAEBR. . B
HR, FE. PEBIUHBEEHFEREGRRELRBED S NL D » o

Licd-» T, MEBRBVOABESLIUCRIVORLECLH T IMEERIT, WTINd1000mng
/kg/day EHEE & s,
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#

o

I-A bk v-2-T o) — VBT A7 VIR, . T4, BHESoRBELTHVSRATWLS
CEMETH 2. FYMHEOHFHICS>WVT, o MBI 2HEEOLDs o fHi38500mg/kg"’ Ty 5
v PCUHRBRERS LAABABERR R, @, BBRRERCoathEERORE T 3
3000ppmiRE T, LJERIBEORIMULE((. REEOBETHE. BELHBEROWINE £ U1
ODEROEMRME LRCBF2HTROMMBBD oz EHBEY ahTWVWS, LdL, K
EEORSHEUEBIUVAEMBLAER LDV TR, HobiRE LTV W,

COHRBRIE. ECDILB I 2 B{EERENFEYVEORERR T S a0—BE LT, £
L72bDTH %,

HREN
-2 bk v--Tus, AR F A AMES » P IcREKORS L., K%E}EHFHEJEM‘:Q’“\)
ERB LA E R, AYEOREREBEL &0 AR AT LRI T 5, -

REBME B LUOHE
1. ¥WE¥'E (Appendices 1~4) |

1-A FFv-2-7ws¢) — VEERR = X 7V (CAS No. 108-65-6) ld. 5> F8132.16. AhA-80
CLAT. HEO0.969 (20/20°C)  KBIUFAHABARicABALRBEBEHOKETH 3. LB,

DbD (v +ES M. 9%) %
AF L. B (4C) TERRELEAL o AYHEOFM (2 appendix LIZ/R Lo AW
BYHIGRPMOILE TS > & 2B L (Appendix 2)  WRYBRARELTES
BEK (ERMUBHRASE, vy 1 ES181039) 2AVIHEOREABLALZ LI NBEED
BECHARLTREBEEL, IHOEAB I L/ L, EAK X THREER (4C) °HERE
Bl BEBRELRELTHHMBEETSH 2 C & HER & 1/ (Appendix 3) DT, ;‘@1@%;157/
BIL, BEETAUNCEALE. $4. NEHERRICEELBRERIC VT L. BT
FETRMENTWE I LR L 2 (Appendix 4)o BB, WBRMHEOFHT O > BREDHITIR.
KRFEL CEIBL 2o

2. HEABYIE X FEERMH (Appendices 5~8)

B SD%R (Crj:CD(SD)) DSPFS » PR HWio 5 v PREEXF +— 2« U N—HFREH
(MRNEEARTFHIRT5) »o@Eids:B8. A8 TMA (HE4TIC, #4700) L. 1268
HEBERECHL s, 2OoMicREXTV., REVIHEAT—BREBRREORIFXMERL0 L
M OEE. HRsBER B L, REMIGKOEEEE (FEGH) 3. #406 (388~
436)g. ME 227(217~239)g TH » Fo

5y Mk, BREE21~22°C, BE55~60% (Appendix §) . MKAEIOEL L/B (A -7 v
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vy Va2 x7—5N). MBHLBH(FRIFRIT. FRFET)O NN 77— X7 28WE (1F)
T, HERIKZF v v 2ABEMr — Y (260Wx 380DX 180H(mm)) IKINAE L, ChEZ2F L 2R
BUSBrD 5 v 7KL THE Lo L, RERZBROMIZ. BEVME (HXF+— 2 -
Yoy—RXet. S 4 b7 v -2 (2 FESS.6.18) . HFRAMEDO SR ¢ Appendix 6)
EANIeEY S — KR — P8Iy — 2 (265Wx426Dx 200H(mm)) RINEL 2o HE (BXABET %
BALSHE. ERARS ®EMRZ by 7. 2o FHEB611T7. 961270, HEVHOSHER -
Appendix 7) &7k (MEJNEEKEKEIgar — LY » 97 4 15 —EBREABRBEH L THA,
ERYEOSFR : Appendix 8)i3. THENRERBLIVAHBRKEEE 7 3BAKE (R
H—Fz— By —VOBA) KLV EHEBERS S, HVZOBE - BEAEER. #HK -
K-BEOMEBOSRERZSLL, HDoFEFEFHBAZEL ¢, ABRBOEHEE cREER
BT ELELNIBEEROELE B - bD &Y i,

3. BoUbXUoEER
ZRBEOHYHREMESILE L, BF~OHWMORN DI RKEEHED (REH) OFEI
EoSK BILEMEAMBERZTY., EHOFESHPH LT 2L ST,
BOOROFMOEFHMNIE Yy FRERIZIDITWV. 7 v 7 BLUTr — Vi3 RRAZ R
Lo

4, ZEEBoRE. ABRTFOHRBLUVBRESHE

BEERTEFRABRELC. HEKRSEBBIURERERBZEBL 1. BRREARR. 5
v PR IEMBERICE T 2682 R%T. BREABLIUC IO BBEOBREICERB LI WERYE
DEFNEFH1000. 20008 £ U3000mg/ke B EROKRE L, MEUKICHEE L CHBRYME TR,
2000mg/kgll L OB THREFHOET. 3000ng/kgBTLAD EHITE L VCHEENBD 5N 1,
—F., TeHICERLAEBRME T3, 2000ng/ke A TOHTE(RE D 519, 3000mg/kghE
THREHOET. £A50 &EHIT. HEIBDSNP, HEKIKARLILBSRILE~NTER
ODHREPEBVWERBICS » 1o TR, WFNOBELBBRLALZBELSEBD LWL L -7 U
toERE»S, 1-A b+ v-2-T o —VEBT A F L. BEKCEBLTHRET T
HMICARLLEBAECEXTROPLERSRSBNLMEARIIKCS 2 50D, 3000mg/kgic BV T H T
BB SHT. SHSHRIBVEDER SN, TIT. RERSHERE, 5 » 21800
RAPLE L. BEKCEABLAZEBRYEOO, 100, 250, 5003 X U'1000ng/kg/day B %2 14 B
FEORE L7, R51HOY AP OREBKILTSET, 21 ITHAES €. TOHR.
—jRIREE, E, BER. KR, MEKEFR. OREACFHRR. ARBLUEEERCBL
T, BEREMRBOONRD >, T, RERLHNTRILL 72,

DIFORM S, 1-4 b v-2-FTur/, —VERIXZFVOARRICBIF 25RO VT
. RBENAFS54 v CHEESNALEBEDO1000ng/ke/day 2 REHAB L L. UTF3008XT
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100mg/kg/day® 3B A2H/EL 720

HBRBEOMKIE. OFBRKRER (LT, XHEE) . Q1-2 b+ v-2-Tuox/ - AEERT 27
V100mg/kg/dayi& 58 (100mg/kgB¥) . @[EI300mg/keg/daytx 58 (300ng/kghE) . @[E]1000mg
/kg/dayi2 5B (1000mg/keBf) DABEE Lt

BEAER, BEAREBRECKARCHAETE Sl /ke 2 REBBELL, 779 YHE Y
VFAREE LA EEEERWTL 67v/vEiK (100mg/kgBE) . 5. 00w/vEHK (300mg/keB¥) H B W id
16. 6Tw/vhiE (1000mg/keBE) %, M & SREBBI4AHAT» SHRUBRE. MBI SKRROMEIH
(L1~45EED) o, IBIE(FRPBORE L, EEGOKRSRER. 2EHOMEKE
CESOTHEB LA, MBRE., BRYEOARE LTAVARABEEUKERRICRS L o

5. IRBLIURE

1) S+ 2HE ~
(1) —HREBE

BEHEREH., BMOER. A, THIFC>VWTEEL

(2) EBLUBRERUE

GEOMNTER. BREMHEEREMEEN BLUCZ0RB 7T HMBTT V., SO RREERS
HEBBRERCRE L, o2 L, MOERBE, EIRO. 7. 14 BLY NWHEHHFOBLY
AHIRAE L . EHER., FEATHSbETCRIEI TCOURMORBHEEREZAIE L 7
EERORSATEIR. BRGS0, MRIMEES BiciT- . REHPHBTRIEERZHE LR
hote ChODHEIIIR., BFLEME(A + 7 —B, PLIDEZH Wi,

(3) REB & U BRIREHER

BEISHOFRIC, Bor—PE—BRoMEANTIN1 DHEAGHLEEED . REN
%%éﬂ%i?ﬁﬁ@%éﬁkoﬁ%@ﬁ%ﬁﬁ%“iﬁ%(%w@)Kﬁm\ﬁﬁ%&%fﬁ
WHIEBIER I F SRS n HEEIR0 H & Lo SMREOBE 6 F UMAIITL., T
LRABOBRTHABRBINLAEWMEOHE L, REBIUSBROBIEER, 5. BBICD
WTEBEBED SRRRT E oMM, SRR ( (XERRLBVE/BEHVH x100] « %
BB [ (RRAMK/RRMBIIME) X100) L OHER ( (ERBEMB/ATRER) x 100]
ROV IAMBOBESA LM > WCHEHM (ERO HE» S5RBSER S W HE TOMRE)
2HE LT

(4) BRREFRE

HicowT, UTORBEEZERL 7o

2. RRE:BS0HCHGREENL. BREE (w1 v 2 - ZHBASHE, V7127
497 A®) ik Bpl, Wl ¥ ve7 B Y by BV AEYBIUY R vy s =5 v
DERMREETo7Te £/, 5 » FPERBY — VIRE (KK LTRAERIESVT,
AR, WEORE (2 vetEHhRak. BRI B5FRULEORE (Y ¥ 7Y

SN
\
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Uy iAnTway s bk, URI-CELL® i) %17 » f2o

b. MBEFRE : #HEAMAORNIESHMETER (L5 45 B) ORBIEFI T - 1

YR IRMAIHOF RS BIVREL, KOs E2BRE L, KM — 7 VKRB FCHBEL T

BABIRE TRV, RFTOBEER>VWTHRA LR, 6, RMLAMKRIHHL., To—
WiAs. 8% = VRS b U v ABTHEEREAELTNRES. o bo e v EBEE L UES
LD ey X752 F vEBEHORMEKR., —8E., EMTA-KREBELTZ oo MERAE ICH L 72,

IHEH (&%) B F #TE # 25
© 7 I BR 4 (RBC) BRIEKRB AR
@ i & 3% & (ib) 5oy VB> MY 9 LA -
~NESe B UrE
®@~=< FZ7 Yy bEHL) 20 Z A
@ IR MER AR (MCY) iTEME
Z IR E HEHMERET K
® I 3k [0 R M 3% 8 (MCH) ATEM > 3&® (E-4000 :ZHOE
EHBF (#))
® Y1955k [0 Bk M 5 3% R B (MCHC) TEE
@ H (M Bk ¥ (WBC) BEXERRB AN
@i /MR E (Plat.) BWRIERRHE AKX
@ AR R MERE (Ret. ) Brilliant cresy! blue
_ Dfs Lt REKIEA DR
@7 e o sEE(PT) Quick— BYiE
Mgt E e BHE
OFEEIERs raery£7352Fy =39 rRiEHILE BB (KC-104 : K
B R (APTT) 7 ANy 7)

BB, FORELREEACMBERKEFRLZMFERL D, QMRRCEEBRBL ST D -

Foizh, BEIEBLED -,
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MBEREERE : BRLMBO—RroMFEEZIBE L. ROFEZRIEL 7,

R

IHEH (BB5) B E RS
D 8By vy (T.P.) Biuret &
@ 7TNT v (Alb.) BCG ¥
® A/GH (4/6) FHEE
@ Mm% (Glu.) B R
(GK" -G6PDH®’ -UV &)
® rUYUTYESIALPF (1.G.) BEEXRHE
(LPL® -GP0*’ -POD® &)
® #£avrxFao—n (T-Cho.) BEEE
(CES®’ -COD™ -POD %)
@ #Bryarvry (T-Bil.) Jendrassik &
FR#ZZE# (BUN) Urease-UV & HALVFEEB S
B (JCA-VX-
@ 27v7¥F=yr (Crea.) Jafté & 1000 B2 Y >
54— HA
@ GOT (GoT) SSCC®? i BT (H))
@ GPT (GPT) SSCC #
® 7-GTP (7-GTP) SSCC &
® LDH (LDH) SSCC &
@ ALP (ALP) GSCC® &
® 29Yvxzz¥3—+ (ChE) BTC'®~DTNB'V &
® Hvwma (Ca) OCPC ¥
® ®EBRY v (P) [ 347
»(PNP‘z’—XOD‘a’—POD%%)
® +b+Yva (Na) 414 vBRE
) BREHHSGW
® H#Vvas (K) 1 4 v BBIE #iE (NAKL-1:
) EHEEKITE M)
@® \/H () 4 * vBBE

1) Zrafd+—¥, 2) a2 —26Y YBERKEEE. 3)

VR Fq
Yyoo—¥, 4) SYew Y YEBBILER. 5) “AFFvIS—H, 6) 2 VAT
M—VIRFST—H¥, 7)) AVAFa—NtFrF—¥, 8) XA VIFETIEH
FRAEEA, 9) FA4 YEHREES, 10) 7FUAFAF2Y v 11) §,5-YF X E
Z-2-= b e BEE#®. 12) TV VYRIVF Y FFRXT72YF5—¥, I3)FYF
vEF VY-
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(5) WEHERE

HREMEHEVT, BIHEFIHOBEETRIE, -7 VKB T CHROBHR L. XoHE %
RELK, B, WRELS L TF00mg/kgBH TRILBD S icEiROKIL L - elfic o0 T
ROBEFEOCIHEIC, 1000ng/kgBF CILB D SN A-RBORIL LA, » felfic oW TRZREY
M TOoEHIC, EHICBRLTRAL
a. HR:2HFEFEHSELTAMBMICHEE L, &5, icowTld. HREOHAKBBLIUVFE
ODERB AN, FRE ( (FRE/EEH x100) 2HE L o
b. REHEEME : EFLEMRF(A b5~ AT 200 2H VT, MHEOR. THEE. IR,
O . B, B, slB. MIRZUCHORE, HELELERE REER)L. BR
HodErxRcxEEL (HdEE)2HE B L. BE. BIT. BRBIUBRLEARESLAEZ
LT, THEE, FRIBIZEERCHEL 7,
c. REMBFRE  ROBVEZHRMU. 105hHY vEEE v~ ) YB(ERBIUHEL
hkod 77 i) TEEL o

M. FEE, RER. ~— 5 —BR. FRIB(LE/MED), WBER. KR, [E. M. 06
EF. BE. 5. B. FFE. BB, FRE. 815, BB, Bk, BE. SR L& piulR. BE.
PRE. FE. B, XKEKEH). B (BREXT. ERXE). LEBEE,. F- 88 WE. K
BEE). U vocH (GEEY v oo, BREY voo8), BB (TR=8/). K& GEFH). LR
(). = ot PYER R E BB AL

RIEMASRERER. SBEBLU100ng/kegBF0o2. RS FMOBOERDOKIZLLIED »
oMo B, TEE, BRE. BR. OB, [E. B, FR. B, 88, 2K, §. NE
(+Z4EB - ZB-EB) . KB (5B - &8 - 58) . Rl B, 5. v <85, 48
MR, FOMNBHREERAM. oo, BT, BR L&, fiiZlR. B2, Mo,
FE, B, LR WT, BEREWSS 72 YUIREFEEL, FERELZHELTERL 7,
1003 &£ 300mg/kgBE DIFIRMS AR Ui < i3, WIRMEE MM B &L 0 1000mg/keBE CHEME
BOAEESEZEZ SN2 ELOB Yo BHOEREREBEL ., £/, WBEVEEET 5120,
—WOMEDORE I > VW TRERE (RVY T u—5) \ —HOoHDOERIC > W THEPASEE
EfFotio HMBEADS B, WHBEL1000ng/BEOLBYE KUMOBOEKROKILL Xd -
foliE OH-EREERZ., RRASEHBHERRAFT CEIHERTRRL-984-1) TRFEL THR
Lo

2) HAERIEYT 3HE
(1) ER¥BLUHELORE

A OBRTERBEOERYK (AREETROEEH) 2H~. oE ( BHERR FHRE
X 100) ZHEFE Lo F7o. WHEAMEEBEREOEROREICLVHEL, Bl Lokklb®
BHLU o
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(2) AREREBIU—PRESK
FERICOVWTOBNZEUARORELHR Lk, 37, SH—BREBLUCEREHR
U AR ( (HERZHRARE BHERE) x100) BLOFERALSE ( (ME4 048
BOHMBEMREERE x100) 2R 1,

(3) HERIE

FERCOWTHE OB LUABCHEBNCESH I EORKBEEZRTEL. 1 LY D OF
KB EEH L o

(4) HHEERA

PR EOHWE, EEMAREHOBIE(MELH) Kz—F NV J ook Vs THREES
B, WEHICEY 3 EEREENRNCHEL A,

6. it N
BoNEHESZVWEHEERSVWT, MBRLOMOFEE (BRES XLUT) Z2RDH
&T*ﬁﬁtflo

hE. BEEE. IEAEBIVOMEELEF -5, BEER. BEK. SRR, TRYM¥. &
BHRBRED/€T A MY » 2 F—5 13, Bartlett DR BBREEIT > e DB —HBBER—T
MEBOSBATEITV., 2OREREEEZR D&, Dunnett FEF /2 idSchef 167k (HOKE
SBEBBBE) RLoNBEHCHT I38HORBERELIT »to FHB—RTRVEBEERS
VicHRR, HAER, SR, FEAREFR, RREOEUNF—s R ED/ Y3 2 Yy
27— % i3Kruskal-WallisOERIREE TV . Z O REBEE2 RO 2B A. DunnettikE 7o it
Schefféik (HMOKEIPRULZBPE) CLIOMNEHENT IBEHOLBREET o # 7
YhVF—Fieo0Tik. REE, R, HER, HEROHILE ¥ *RE. —RKREOE/L
BLUBHEENEEROBEE R PisherOEEEREZ AW . O

HBHR
1. RIE#HSEHR
1) FET-8% (Tables 1,2, Appendices 9,10) ¥ & F—#¥IR#E (Tables 3,4, Appendices 11,
12)
FLREROMEEE LR ONT., —BREC>VWTH, REWHORS ER T 2ELid
BHoNRh ot BB, BRERALEDohAEME L TR, BESBAE TR, H2PT,
300mg/kgBE THELPC. 1000mg/kegBf THELPCL, MEZFEAK A3300neg/kegBf THELILICER Y S,

2) {k&E (Figures 1,2, Tables 5,6, Appendices 13,14)
1000mg/keBE DHEDEKE X, BEORBI>NTHEEELPTE > CHB T 2ERMBED S
h, BEHBEboEEEMBREZRED L. 1000ng/keBolokE iR, REGIHEOKRE
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BHEBRIE~NERTRLOPED s, REGMMABATOKRENNMEBELHERCHED L 1,

3) EEEE (Figures 3,4, Tables 7,8, Appendices 15, 16)

1000mg/keBF OO EMB IR, REWHZE L THBHEL PP TRIZEEIcHn, HEVIEE
JUMHOEBHBLIFAEENAOL N, HoEHRICR. HRYEORECERT 3 &%
ZOoNB2EEREAIBOONL D o 7o 300ng/kgBOITRIODOBEHBRIMER L ~FEK
EEER LY, BUCABKEHERBED Shidh -1,

4) R E (Table 9, Appendix 17)
BERBHEEKK. FRBEMARBOL NG D » 10

5) oM #A R (Table 10, Appendix 18, HE| 5 — % : Appendix 30)

ZRBEHEHKC, BRPEOREICERT 2 LZEXALNLIEFERENRBOLONE D - 1,
100mg/kgBtO 7o bo v E v RWEH L EREECTEEZRLEY, BlhicHEBEAERR
BHOoNTED - T,

6) HEDIMiEAEILF¥ERE (Table 11, Appendix 1%, ¥ &5 — 7 : Appendix 30)
1000mg/keBHE T, MEBLITEEY VOFERRBLHED N,

7) El#AF R (Tables 12, 13, Appendices 20, 21) ‘

M s s, HRYHOBELERN T3 LEX SN 3ELBBO oG-, BB, BEN
@b oL TR, HoRE FEIAVIMBOHEBESIPL, KEE (EMl) 25100ng
/kgEE DML S & VMR O R BRI A5 1000mg/kgBE DHEIPCIZERD S 1T,

8) BEEHE (Tables 14, 15, Appendices 16~19)

1000mg/kgBE T, HMIBIBOoHMEROF RN SRDL SN, BUNEESHEMERZARL 7o
B, 300ng/ kg OB ORMNERRIMBRICHRTHERCEMEERLAY, Z{LicHRE
KEERED SN - 2,

9) HmEMBEFE (Tables 16, 17, Appendices 20, 21, Photos 1~8)

MHE b, WRYEOBRECER T2 LELZOQIERBO NP 1o o, BEFIC
HMEHLAD LN EREBIUCERAKT OMECWT, £EBRBEB LU TEMEICELL
BEBED OB -1, KB, HRPERSERTHOERICE I 2 B0 RME LR OIFRED
REBRLPHBHELERTEBRACPLPEHEVHEMES » 28, BEREMATRIE, FHEK
GHERED oI > fo —RREBOHETEHCHANICRED S nicBE kK

-9 - Study No. 86-065-2




KREKEORKIEE. FPRREL L UVEE. SRTRELREMFRCRY S AFOoRE,/
RE[/CRHN. FPRRE, 7077 - YoR%,. WROFREBHEEBCREML. KBEICR
BEHOEERERMVERSI L, HLOoZEMDAL S, RALAZHBECSEOLLBEHE
EN, WIFhLHBRERERESOL S, BRERLELHW SN BEITE » Fo

2, HEREFEH

1) HEWicRIFTEE (Table 18, Appendix 26)

(1) RREB L UZHEK

RRAKIL OMEHS1000ng/keB e B 5B IHOAT, RERRFRRELZRD SN
Bhoto h REKILIFTOHEBLIUZEBRICH, NBHELEREFREREMLLSBDO SN
59 2 NCT A
(2) EHEY. EREBLIUEKRE

BHAEH. EREBIUVERER, BB LEEFRRENLBBD QLD - T,

(3) HERD X CEIRYE
HMERD L CHERPMIZ. SRBLE~ERBECRBD SN - 1

(4) s XUHERE
BEOERHME b, SHRBBLIUHEREBCRERBL S Wb -7,

2) HAERICRITTEE (Table 19~21, Appendix 27~29)

(1) &M =
GHERN. MR, BEIHBXCIAOFARK, i, BAERB XUMBEIEEESRE,

SHREE & N ERELASESD bR » oo FERO—BREC b Z(LRESD 5N - I

(2) h&E
BEIHBXCLHOFARKER, WRBLENEFERE(LRRD o0 D - 10

(3) k&

WRYBOBRESLERT 2LEZA0NABBLUABORERRBD SNAEDP »1co ARRE
BFiIcoWTId, 1000mg/keBE CHE WL (0.6%) B Shi. NBREREBD SNEDL -1,
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HEL s NEHEETEIMAMIES Y, REVMIOREHMBRERCEL Lo MkE(LE
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Pdv-1-Tunr, - VoRMBBLXU IV o yBBAGKE L TRPIEBH#EIN 2 CEBMES
nNTWs*o,
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HEirB0Tbd. Inl/ke/day0 KERETHARLBERRAE LROREERS L UHEEDE
BIEMERTH, tnl/kg/dayl FTREMLERS BV IEBRSNATE LY . BSHE1000mg
/kgD1-2 bF v-2-FTar, - VBRI ZAFNVEREREORS LAAZRIBVWT S, WS
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- '
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BB, XERYVEHORMUE TS 32-2 b+ v-1-F o) -~ VEEBIZAF L'V B2 0T 0
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IHiR1-A MFv-2-Tar) - VBRI XFARLI-A bFv-2-FTory — 3 RHHER
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KEk->THBBH OIS, BREBIIWEFN &1000ng/kg/day EI i,
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Fig.1
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Body weight change in male rats treated orally with 1-methoxy-2-propanol acetate
in the combined repeat dose and reproductive/developmental toxicity screening test
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Fig. 2 Body weight change in female rats treated orally with 1-methoxy-2-propanol acetate
in the combined repeat dose and reproductive/developmental toxicity screening test

Significantly different from control

(*:p<0.05)



7-690-96 ‘ON Apn3g

45-

>
=
S |
e 25
o
S 20-
Q
3 |
) 154
L
10-
5..
.
]

—O0
Qoo™ TTA—" 9
OQ------"""""" O----memem-- Orreeemeceeee- 0
* *%
—0— 0 mg/kg
--=-¥---- 100 mg/kg
........ A 300 mg/kg
---0--- 1000 mg/kg
~e— Mating period —»
1 [ T T -
8 22 29 36 43

Days of treatment

Fig. 3 Food consumption of male rats treated orally with 1-methoxy-2-propanol acetate

in the combined repeat dose and reproductive/developmental toxicity screening test
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Food consumption of female rats treated orally with 1-methoxy—2-propanol acetate

in the combined repeat dose and reproductive/developmental toxicity screening test

Significantly different from control

(*:p<0.05)
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Table 1 Mortality rate of male rats treated orally with 1-methoxy-2-propanol
acetate in the combined repeat dose and reproductive/developmental
toxicity screening test

Dose (mg/kg) 0 100 300 1000
No. of animals examined 10 10 10 10
No. of animals that died 0 0 0 0
Mortality (%) 0 0 0 0
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Table 2 Mortality rate of female rats treated orally with 1-methoxy-2-propanol
acetate in the combined repeat dose and reproductive/developmental
toxicity screening test

Dose (mg/kg) 0 100 300 1000
No. of animals examined 10 10 10 10
No. of animals that died 0 0 0 0
Mortality (%) 0 0 0 0
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Table 3  Incidence of clinical signs of male rats treated orally with 1-methoxy-2-propanol acetate
in the combined repeat dose and reproductive/developmental toxicity screening test

Clinical sign Dose (mg/kg) 0 100 300 1000
Fate TK FP (Total) TK (Total) TK FP (Total) TK UC (Total)
No. of animals g 1 ao 10 ao g 1 ao g 1 Q0
Alopecia — g 1 O 10 Qo 9 1 Ao g 1 Qo
+ ‘ 1 0 Q 0 W 0 0 O® o0 0 O

TK : Terminal kill

FP : Failed to cause pregnancy, killed at the termination

UC : Animal with unsuccessful copulation, killed at the termination
— : Negative

+ : Slight



Table 4 Incidence of clinical signs of female rats treated orally with 1-methoxy-2-propanol acetate
in the combined repeat dose and reproductive/developmental toxicity screening test

Clinical sign Dose (mg/kg) 0 100 300 1000
Fate TK NP (Total) TK (Total) TK NP (Total) TK UC (Total)
No. of animals 9 1 QO 10 10 9 1 Qo 9 1 o
Alopecia — 7 1 @ 10 Qo g8 1 @ 8 1
+ 2 0 @@ 0 ® 10 W 1 0 W
Crast - 9 1 0 10 a® 8 1 ® 9 1 Ao
+ 0 0 (O 0 (O 1 0 0 0

2-690-96 ‘ON Apnmis

TK : Terminal kill

NP : Non-pregnant, killed on 26 days after copulation

UC : Animal with ‘unsuccessful copulation, killed at the termination of mating period
—: Negative

+ : Slight
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Table 5 Body-weights of male rats treated orally with l-methoxy-2-propancl acetate in the
combined repeat dose and reproductive/developmental toxicity screening tegt

( g)
Dose Day; of treatment ’ .
(ME/KE) === o= o o e e e
. Gain
1 8 15 29 29 36 43 44 1~44
0 407 445 475 499 526 555 578 580 174
*+ 13 + 15 + 18 24 + 29 + 36 + 36 + 35 + 26
(10) (10) (10) (10) (10) (10) (10) (10) (10)
100 . 406 445 478 502 531 559 577 576 171
+10 + 16 +18 . +17 + 21 + 27 + 30 + 31 + 24
(10) (10) (10) (10) (10) (10) (10} (10) (10)
300 406 442 472 497 525 553 571 574 167
+ 13 + 23 + 26 + 32 + 33 + 36 + 38 + 38 + 27
(10) (10) (10) (10) (10) (10) (10) (10) (10)
1000 405 441 468 484 506 527 542 543 138%%
+ 10 + 15 £ 16 + 21 +19 =+ 23 + 24 + 26 + 21
(10) (10) (10) (10) (10) (10) (10) ° (10) (10

Each value is expressed as mean*S.D. and (number of animals available).
%% ¢ Significantly different from control at 1% level of probability
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Table 6 Body weights of female rats treated orally with l-methoxy-2-propanocl acetate
in the combined repeat dose and reproductive/developmental toxicity
screening test
€ &)
Dose - Days of premating Days of pregnanc? Days of lactation
(Mg/KE)  mmmm = m oo s e e o e et —e e~ eoco—os  Semmemee-——e-——---—-
Gain Gain Gain
1 8 15 1718 0 7 14 20 0~20 0 4 0~ 4
0] 227 248 260 33 270 303 343 435 165 320 343 22
+= 6 *10 +* 8 * 10 *= g +12 + 14 + 20 + 15 + 31 + 21 20
(10) {10) (10) (10> €9 ¢ 9) (9 ¢ 9 « 9 ¢ 9) « 9 ¢ M
100 227 249 265 38 268 306 344 431 163 322 345 23
+ 7 + 9 *x11 =10 + 13 + 14 + 15 + 26 + 17 + 26 + 21 + 14
(10) (10) (10) (10 (10) (10) (10) (10) (10) (100 (10) (10D
300 227 249 264 37 273 314 357 449 176 336 361 25
+* 6 > 8 * g = 9 +11 *19 * 22 + 30 + 22 * 29 * 25 + 13
(10 (10D (190 (10 ¢ ( 9) « 9 ¢ 9 ( 9) { 9) ( 9) « 9
1000 227 240 248x% 22% 261 297 336 424 163 304 341 37
* 6 + 8 + 9 + 8 12 + 14 +17 + 21 £19 £ 29 +18 + 17
(10) (10)  (10) (10) ( 9 ¢ 9) (9 ¢ 9 9 ( 9) ( 9) ¢ 9

" Each value is expressed as mean®xS.D. and (number of animals available).

% : Significantly different from control at 5% level of probability
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Table 7 Food consumption of male rats treated orally with
' l1-methoxy~-2-propanol acetate in the combined repeat
dose and reproductive/developmental toxicity
screening test

(g/rat/day)
Dase Days of treatment .
(mg/Kg) ———m—mm e e e e e m e m -
1 8 ‘ 22 29 36 43
0 36 35 37 39 40 39
+ 3 + 4 *+ 5 + 5 * 4 * 3
(10) (10) (1o (10) (10) (1)
100 36 37 36 38 39 36
+ 3 * 2 + 3 + 3 + 4 - += 5
(10> (1o Ao (10> (10D (10)
300 34 36 35 38 ' 37 - 37
+* 4 * 4 + 3 : + 4 + 2 + 3
(10 (10D (10) (10) (10} (1o
1000 34 34 33 34 J4%% 34
* 3 + 1 : + 2 ' +x 2 + 3 += 3
(10> (10> ( 9) (1o (100 (107

Each value is expressed as mean®xS.D. and (number of animals available).
* ¢ Significantly different from control at 5% level of probability
#% : Significantly different from control at 1% level of probability
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Table 8 Food consumption of female rats treated orally with l-hethoxy—z—propanol
acetate in the combined repeat dose and reproductive/developmental
toxicity screening test

(g/rat/day)
Dose Days of prematihg Days of pregnancy Days of lactation
(Mg/KE)  mmm o m T oo s s e e e mmmmcscoos Cmmemm——m—m———e- --
, 1 8 0 7 14 20 0 3
0 - 23 23 22 28 30 30 24 52
= 3 +* 3 +* 3 x 4 = 3 * 5 *+ 11 * 7
(10> (10D ¢ 9 ¢ 9 (9 ¢ 9 « 9 « 9
100 24 22 25 30 31 31 26 54
* 2 +* 3 * 2 + 3 + 4 + 4 + 8 = 8
(1o (10 (10) (10 (10} (10 (10) (10
300 23 23 26% 31 32 31 30 59
* 3 * 4 + 3 * 3 x 4 * 5 + 4 x 7
(1o (10 ( 9 « 9 -9 « « 9) « 9D
1000 21 22 24 29 30 29 26 56
+ 4 + 3 * 2 +* 2 + 4 + 2 12 * 5
(10> (1o « M « 9 ( 9) ¢ M ¢ 9 « 9

Each value is expressed as mean®tS.D. and (number of animals available).
% : Significantly different from control at 5% level of probability.
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Table 9 -1

Urinary findings of male rats treated orally with l-methoxy-2-propanol acetate
in the combined repeat dose and reproductive/developmental toxicity screening test

Dose No. Color Cloudy Specific pH Protein
(mg/kg) animals C PY Y — + gravity 5.0 6.0 6.5 7.0 7.5 8.0 8.5 ~  + 4+t ttt  +++4
0 10 t 9 10 1.024 4 1 7 2 6 4
+ 0.014
100 10 10 9 1 1.021 8 2 6 4
+ 0.005
300 10 1 9 9 1 1.028 1 6 3 2 6 2
+ 0.010
1000 10 9 1 10 1.020 1 2 4 3 6 4
+ 0.006
Dose No. Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — F+ + ++ +++ — + + ++ +++ — + 4+ ++ 4+ 0.1 1 02 4 = + 4+ +++
0 10 10 7 3 10 10 10
100 10 10 5 5 10 10 10
300 10 10 5 4 1 10 10 10
1000 10 10 6 4 9 1 , i0 10

a}) : MeanZXS.D.

Color : C(colorless), PY(pale yellow), Y(yellow)

Cloudy : —(negligible), + (cloudy)

—(negligible), *(15~30mg/dl), +(30mg/dl), ++(100mg/dl), +++(300mg/dl), ++++(1000mg/dl)
—(negligible), *£(0.1g/dl), +(0.25g/dl), ++(O 5g/dl), +++(1g/dl)

Pratein :
Glucose :

Ketone body :
Occult blood :
Urobilinogen :

Bilirubin :

— (negligible), j:(Smg/dl), -F(15mg/d1) ++(40mg/dl), +++(80mg/dl)
—~ (negligible), =*(trace), +(slight), ++(moderate), +++(marked)
Ehrlich unit/dl

— (negligible), +(slight), ++(moderate), +++(marked)
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Table 9 - 2

Urinary findings of male rats treated orally with l-methoxy-2-propanol acetate
in the combined repeat dose and reproductive/developmental toxicity screening test

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg) animals — + ++  +t++ —  +  +t tt+ e e T e s I
0 10 10 10 1 4 3 2 10 10
100 10 10 10 2 3 4 1 10 10
300 10 10 10 1 4 3 2 10 10
1000 10 9 1 9 1 4 3 2 1 10 10
Epithelial cells Casts Fat
Dose No. of Sq R S G H W globules
(mg/kg) animals = + ++ +++  — 4+ ++ — +  ++ - + -+ - 4 —  +  ++
0 10 1 8 1 10 10 10 10 10 10
100 10 2 6 2 10 10 10 10 10 10
300 10 3 5 2 10 10 10 10 10 10
1000 10 1 8 1 10 10 10 10 10 10

— : Not observed;

Crystals

Mg(ammonium magnesium phosphate)
Ca(calcium phosphate)
Ams(amorphous)

+ : A few in some fields; ++ : A few In all fields; +++ : Many in all fields

Epithelial cells Casts
Sq(squamous) G(granule)
R(round) H(hyaline)
S(spindle) W(waxy)
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Table 10 Hematological findings of male rats treated orally with l-methoxy-2-propanocl acetate
in the combined repeat dose and reproductive/developmental toxicity screening test

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. WBC Plat. PT APTT
(mg/kg) animals (10°/ul) (g/dl) (%) (f1) (pg) (%) (%.) (10°/ul) (10*/u1) (sec) (sec)
0 10 806 14.9 44 .8 56 18.5 33.2 36 83 138 12.6 18.8
* 34 % 0.5 + 1.2 + 1 + 0.5 £ 0.4 12 + 18 *+ 17 + 0.3 £ 1.3
100 10 804 14.8 44.5 55 18.53 33.3 29 75 134 13.0% 19.5
* 36 % 0.5 + 1.6 + 1 * 0.6 * 0.4 + 8 + 17 + 21 +* 0.3 * 0.9
300 10 803 14.5 44 .0 55 18.1 33.0 36 73 144 12.7 18.6
+ 18 £ 0.4 £ 1.2 * 2 *t 0.5 = 0.8 7 + 15 T 23 * 0.2 £ 1.0
1000 10 792 14.8 44.7 57 18.7 33.0 30 71 133 12.8 19.2
* 153 £ 0.3 £ 0.8 x 2 + 0.5 * 0.5 + 11 * 14 *r 13 * 0.3 * 1.2
Each value is expressed as mean*S.D.
¥ : Significantly different from control at 3% level of probability



Table 11 Blood biochemical findings of male rats treated orally with l-methoxy-2-propanol acetate
in the combined repeat dose and reproductive/developmental toxicity screening test

Dose No. of LDH GOT GPT ALP Y -=GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg) animals (IU/1) (Iu/1) (IU/1) (I1U/1) (1u/1l) (IU/1) (g/dl) (g/dl) (mg/dl)
0 10 129 59 34 214 0.48 45 6.22 3.03 0.96 94
* 33 t 8 + 4 + 32 + 0.33 x 7 X 0.18 £ 0.08 * 0.07 + 18
100 10 145 62 33 237 0.34 45 6.28 3.05 0.94 88
+ 51 *+* 7 t 6 + 42 *0.22 + 13 *£0.25 *0.12 =% 0.06 + 20
300 10 158 61 34 226 0.27 55 6.37 3.07 0.94 81
T 48 7 t 8 t 43 +0.17 + 21 +0.19 + 0.14 * 0.08 + 18
1000 10 124 63 36 192 0.24 69 6.29 3.08 0.96 97
i + 28 + 8 * 3 * 37 £o0.18 + 24 +0.22 + 0.12 *+ 0.06 + 13
=2}
{
Dose No. of T.G. Glu. T-Bil. BUN Crea. Ca p Na K Cl
(mg/kg) animals (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) {(mg/dl) (mg/dl) (mEg/1) (mEgq/l) (mEq/l)
0 10 76 151 0.31 15.3 0.51 10.4 6.5 143 4 .32 103
+ 19 * 12 +0.03 = 0.9 +0.03 £ 0.3 + 0.3 s 1 * 0.29 + 1
100 10 88 146 0.30 15.0 0.53 10.3 6.5 143 4 .26 104
* 35 * 11 *0.03 + 2.2 +0.04 % 0.3 + 0.4 T 1 *0.25 + 1
300 10 87 145 0.30 16.7 0.55 10.3 6.5 143 4.35 104
© * 30 * 12 +0.03 = 1.9 £ 0.06 £ 0.3 * 0.4 * 1 *+ 0.23 + 1
=
& 1000 10 60 134%x Q.32 15.4 0.53 10.2 6.0% 144 4.27 104
= + 28 + 9 *0.03 * 1.8 *0.07 %= 0.4 £ 0.4 * 2 *o0.10 + 1
© Each value is expressed as meantS.D.
& ¥ : Significantly different from control at 5% level of probability
p5id ** : Significantly different from control at 1% level of probability
i
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Table 12 Incidence of necropsy findings of male rats treated orally with 1-methoxy-2-propanol acetate
in the combined repeat dose and reproductive/developmental toxicity screening test

Dose(mg/kg) 0 100 300 1000
Fate TK FP (T) TK (T) TK FP (T) TK UC (T)
' No. of
Organ : Findings Grade animals 9 1 (10) 10 (10) g 1 (10) 9 1 (10)
Lung : Black spots - 9 0 ( 9) 10 (10) g 1 (10) 9 1 (10)
+ 0 1 (1) 0 (0) 0 0 (0) 0 0 (0)

-:Negative ; +:Slight ; TK:Terminal kill ; FP:Failed to cause pregnancy, killed at the termination ;
UC: Animal with unsuccessful copulation, killed at the termination ; T:Total
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Table 13 Incidence of necropsy findings of female rats treated orally with 1-methoxy-Z-propanol acetate
in the combined repeat dose and reproductive/developmental toxicity screening test
Dose(mg/kg) 100 300 1000
Fate TK NP (T) TK (T) TK NP (T) TK UC (T)
No. of
Organ : Findings Grade animals 9 1 (10) 10 (10) 9 1 (10) 9 1 (10)
Lung : Red spot - 8§ 1 (9 10 {10) 9 1 (10) 9 1 (10)
+ 1 0 1) 0 ( 0) 0 0 ( 0) 0 0 (0)
Kidney : Hydronephrosis, left - 9 1 (10) 9 8 1 (10) 9 1 (10)
++t 0 ¢ (0) 1 0 0(0) 0 0(0)
Thymus : Red area - 1 (10) 10 (10) 9 1 (10) 8 1(9)
+ 6 (0) 0 (0) 0 0 (0) 1 0 (1)

-:Negative ; +:5light +++:Severe TK:Terminal kill ;

NP:Non-pregnant,

UC:Animal with unsuccessful copulation, killed at the termination of mating period ; T:Total

killed on 26 days after copulation :
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Table 14 Absolute and relative organ weights of male rats treated orally with l1-methoxy—2—-prepanol acetate
in the combined repeat dose and reproductive/developmental toxicity screening test
Dose No. of B. W. Brain - Liver Kidney Spleen Heart Thymus Thyr. Pitui. Adrenal Testis Epidid.
(mgkg) animals (g) (g> (g) (gd (€3] (g) (g (mgd) (mg) (mg) (g) (g
Absolute 0 10 542 2.19 14. 88 3. 48 0. 93 1.68 0.42 35. 4 14. 8 73.0 3.72 1.49
+ 37 +0.08 * 2.03 =*0.28 *0.11 x0.14 *0.06 * 6.4 =+ 1.7 % 2.4 *x0.46 =*0.12
100 10 544 2.16 14. 84 3. 40 0. 85 1.865 0. 38 34.0 14. 2 6S. 6 3.68 1. 54
+ 28 +0.09 £ 1.53 #*£0.31 #=0.10 =*+=0.11 +0.06 =+ 3.8 * 1.5 + 8.8 +£0.21 +0.12
300 10 538 2.13 14. 89 3.48 0. 93 1. 60 0. 33 34. 8 15.0 67.2 3. 45 1.44
+ 36 +0.08 * 1.75 *0.36 x£0.11 £0.14 *0.06 £ 8.3 =x 2.1 + 6.8 *0.26 *£0.12
1000 10 511 2. 20 13.98 3.62 0. 89 1.54 Q. 37 33.0 14. 3 78. 2 3.53 1.43
+ 26 +0.10 = 1.08 #*=0.33 =*0.15 +£0.11 =+=0.06 * 3.8 =+ 2.2 + 9.5 *0.28 =+0.18
Relative® 0 10 542 0.41 2.73 0. 64 0.17 0. 31 0. 08 . 6.58 2.74 13.52 0.69 0. 28
* 37 +0.04 +=0.20 *£0.03 =%=0.03 £0.02 #%£0.01 = 1.28 = 0.36 £ 1.18 £0.12 =+£0.03
100 10 544 0. 40 2.73 0.63 0.16 0. 30 0. 07 6. 28 2.62 12. 82 0. 68 0.29
+ 28 +0.02 +0.19 =*+=¢0.04 *£0.02 =x£0.02 *0.01 £ 0.82 £ 0.26 £ 1.53 =%0.05 +£0.03
300 10 539 0. 40 2.76 0. 65 0,17 0. 30 0. 08 8. 48 2.78 12. 56 0. 64 0.27
' *+ 36 +0.02 #0.16 =*0.,08 *0.02 =*=0.02 #*0.01 #* 1.63 £ 0.37 £ 1.82 £0.03 =+=0.02
1000 10 511 0. 43 2.74 0. 69 0.18 0. 30 0. 07 6. 44 2.81 15, 32% 0.69 0. 28
+ 26 +0.02 *=0.18 £0.07 %£0.083 #£0.03 =+=0.01 + 0.58 * 0.50 x 1.85 £0.04 =+0.03

Each value is expressed as mean * S.D.
@ : Relative organ weight per 100g body we1ght
¥ : Significantly different from contr‘ol at 5% level of probability



Table 15 Absolute and relative organ weights of female rats treated orally with l-methoxy—2-propanol acetate
in the combined repeat dose and reproductive/developmental toxicity screening test
Brain Liver Kidney Spleen Heart Thymus Thyr. Pitui Adrenal
(mg/kg) animals (g (g) (g> (g (g> (g (mg) (mg) (mg)
Absolute a8 . 80 2. 03 65 1. 05 0.25 20.0 15.1 79. 9
+0.09 . 96 + 0.11 .07 +0. 04 +0.08 . 8 . 8 + 8.9
1.94 . 05 2. 07 0.67 1. 07 0.23 .9 .6 80. 6
*+0.08 . 30 *+ 0.16 +0.10 + 0. 06 +0.06 . 6 .5 + 10.5
1.98 . 20 2. 14 0. 65 1. 11 0. 25 .9 .1 79.5
o *+0.10 . 16 + 0.20 +0.06 +0. 07 +0.05 .0 . 1. + 9.6
(=)
I 1. 94 14. 78 1. 95 0. 61 1. 00 0.21 .4 .1 76. 2
- *0.05 + 0.92 + 0.15 +0.07 +0.11 +0.08 .5 .5 + 8.1
Relative®@ 0. 58 4. 06 0. 59 0.18 0. 31 0.07 5. 86 4,43 23. 33
+0.03 +0. 26 + 0.04 +0.01 +0. 01 +0.02 + 1. 14 £ 0.93 = 2.41
0. 56 4. 08 0. 60( 0.18 0. 31 0.07 6. 07 4. 54 23. 39
+ 0. 04 + 0. 39 + 0.03 +0.02 +0.02 +0.02 + 1.07 + 0.82 + 2.74
0. 55 4. 21 0. 59 0.18 0. 31 0.07 6. 37 4. 44 22. 15
+0.03 +0.16 + 0.04 +0.02 +0. 01 + 0.01 + 1.18 + 0.42 + 3.30
0. 57 4, 34 0.57 0.18 0. 29 0.06 6. 57 5. 00 22. 33
+ 0. 03 + 0. 20 + 0.04 + 0. 02 *+0.03 + Q.02 + 1.60 + 0.30 + 2.03

(n):

2-590-96 ‘ON ApniS

is expressed as mean X S.D.
@ : Relative organ weight per 100g body weight
Available number of animals for the parameter

Each value
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Table 16 - 1 Incidence of histopathological findings of male rats treated orally with
1-methoxy-2-propanol acetate in the combined repeat dose and reproductive/developmental
toxicity screening test

Dose(mg/kg) 0 100 300 1000
Fate TK FP (T) TK (T) TK FP (T) TX UC (T)
Organ  : Findings Grade  animals 9 1 (10) 10 (10) 8 1 (10) 9 1 (10)
Heart : Myocardial degeneration/ - 3 1 f 9§ - - -1 g 1; 9 1 510;
fibrosis + 1 0 1 - - 0 0 0 0 0
Lung : Accumlation, foam cell/ - 9 0 £ 9; - 1 é 1; 8 1 é 9;
macrophage + 0 1 1 - 0 0 1 0 1
Mineralization, artery N 2 % é g; - - (1) é fl)g % % g g;
Metaplasia, osseous N 213 (1) g ?3 - (1) 2 %; 8 (1) §18;
Cellular infiltration, - 9 0 é 93 1 g 1; 8 1 é 9;
neutrophil, focal + 0 1 1 0 0 1 0 1
Hemorrhage " g ? 2 '.B - (1) g (1); g ‘1) slg;
Liver : Degeneration, fatty, - 8 1 2 9; - 1 é 1; 9 1 210;
hepatocyte, midzonal + 1 ¢ 1 0 0 0 0 0
Microgranulona " % g é 'ég - % g (1)3 % % é 8
Pancreas : A%gggl}]y, acinar cell, N 8 é glgg - % E (1); ; % § g;
Proliferation, ductule N g (1) élg; - (1) g ég % % é g;
Cellular infiltration, - 6 1 g 73 0 é Og 8 1 é 9;
interstitium + 3 0 3 1 1 1 0 (1
Deposit, pigment, brown N g (1) Elgg - % é (1); {{ (l) é %;
Fibrosis N 9 0 2 9; - - - 1 s 1; 8 1 E 9;
0 1 1 - - - 0 0 1 0 1

-:Negative ; +:Slight ; — :Not examined ; TK:Terminal kill ; FP:Failed to cause pregnancy,
killed at the termination ; UC:Animal with unsuccessful copulation, killed at the termination; T:Total
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Table 16 - 2 Incidence of histopathological findings Qf‘male rats treated orally with
1-methoxy-2-propanol acetate in the combined repeat dose and reproductive/developmental

toxicity screening test

Dose(mg/kg) 0 100 300 1000

Fate TK FP (T) TK (T) TK FP (T) TK UC (T)
Organ  : Findings Grade  aninals 9 1 (10) 10 (10) 9 1 (10) 9 1 (10)
Kidney : Cellular infiltration, - § 1 (29 § (8 9 1 (10) 7 1 (38
lymphocyte, cortex + 10 é 1g 2 2 Zg 00 g Og 2 0 2 23
CTIATE e ehet TP Poth Tt PRty §a by
Hyaline droplet, proximal - 0 0 2 Og 0 g 0; 0 0 2 0; 0 ¢ g 0;
tubular epithelium + 9 1 (10 10 (10 g 1 (10 9 1 (10
Basophilic tubules ; % 3 g g; 2 é Z; Z g é g; é % 5 g;
Dilatation, distal/ . - § 1 é 93 10 210; 9 1 5103 9 1 glog
collecting tubules, diffuse + 1 0 1 0 0 0 00 0 0 0
Cast, hyaline ; ; .6 2 g; 18 glg; g é 218; ? 3 é g;
Cyst, simple /multiple ; ? % E g; ? E g; 3 é 218; 3 é glgg
: R EEIEEE R IR
Prostate : Necrotic debris, - 9 1 210; - - -1 2 1; 8 1 2 93
glandular lumen + 0 0 0 — 0 Q 1 0 1
Cellular infiltration, - T 1 S 5 0¢0 11 { D
lymphoeyte, interstitium + 2 9 2 1 1 20 2
Inflammation " g é 218; - - 6 2 ég ? é E %3
Adrenal : Vacuolization, - 8 1 2 9; 1 g 1; 8 1 S 93
zona fasciculata + 1 0 (1 0 (0 1 ¢ 1
Thymus : Hemorrhage : 3 ? 2 gg % 5 é; g é 218;
Spleen  : Deposit, hemosiderin N 8 9 §133 ~ - ? g ?; g 2 2133
Hematopoiesis, - 0 0 2 0; - - - 0 é Og 0 0 é 03
extramedullary + 9 1 (10 - = - 1 (1 9 1 (10

-:Negative ; +:51light ; —:Not examined ; TK:Terminal kill ; FP:Failed to cause pregnancy, killed at the

termination ; UC:Animal with unsuccessful copulation, killed at the termination ; T:Total

No abnormalities detected in the brain, pituitary, thyroid, Parathyroid, trachea, stomach, intestine, testis
epidydimis, seminal vesicle, urinary biadder, sciatic nerve, bone marrow and lymph node from animals of
control and 1000 mg/kg groups, and a FP animal of 300mg/kg group, and in the skin with macroscopic abnormality
from one animal of control group.
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Table 17 Incidence of histopathological findings of female rats treated orally with
1-methoxy-2-propanol acetate in the combined repeat dose and reproductive/developmental
toxicity screening test

—

Pituitary : Cyst, Rathke s pouch,

=+ 1
—_ D PO O O O Ok O Ok Ok O Ok O

T A R R I N L e

D= O WO WO OO MN-] O OW —ow OWw OO Ow OSwo

Dose(mg/kg) 0 100 300 1000
Fate TK NP (T) TK (T) TK NP (T) TK UC (T)
No. of
Organ : Findings Grade animals 9 1 (10) 10 (10) g 1 (10) 9 1 (10)
Lung : Hemorrhage - 8 1 g 9; - - -1 2 1 (10
+ 1 0 1 - - 0 0 0
Liver : Necrosis, focal - 3 1 g 9; - 1 2 1 (1
+ 1 0 1 0 0
Pancreas : Proliferation, ductule - 8 1 E 9; 1 é 0
+ 1 0 1 - = 0 1
Kidney : Basophilic tubules - 3 1 2 9g 1‘E lg 1 2 1 (1
+ 1 0 1 0 0 - 0 0
Cast, proteinous - 9 1 (10 12( 1 1 1
P ¥ ! RE b ¢ 0
Dilatation, collecting - § 1 § 9; 1‘§ lg 1 2 1 (1
tubule, focal + 1 0 1 0 0 0 0
Atrophy, parenchyma, - 9 1 (10 0 0 1 1
unilateral +++ 0 ¢ E 0; 1‘2 1; 0 g 0
Thymus : Hemorrhage - 3 1 9 - - 0 1
; A - ) :
9 1 0 1 1
IR b ¢ ;
0 0 0 0 0
9 1 é 0; 1 2 1
0 0 0 0 0
g 1 2 0; 1 5 1
2 2
A \
2 2
AR \
2
0

anterior lobe -
Spleen : Deposit, hemosiderin -
+ 1 1
Hematopoiesis, - - —
extramedullary + 1 - 1
Skin : Ulcer - - - 0 - P -
+/+++ - 2* - 0
Acanthosis - : - 1* - .
+ - - 1®* - 0
Cellular infiltration, - : - g Zg - - 2® - é 2; 0 -
neutrophil, corium + - 0 - - 0 - 0 1° -
-:Negative ; +:5light ; +++:Severe ; — :Not examined ; TK:Terminal kill ; NP:Non-pregnant, killed on days

after copulation ; UC:Animal with unsuccessful copulation, killed at the termination of mating period ;

T:Total ; ®*:Examined the animals with macroscopic abnormalities in the kidney or skin

No abnormalities detected in the brain, thyroid, parathyroid, trachea, heart, stomach, intestine, adrenal, urinary
bladder, ovary, uterus, vagina, sciatic nerve, bone marrow, lymph node and mammary gland from animals of control
and 1000 mg/kg groups, and a NP animal of 300mg/kg group.

TN o~
) (

RN S
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Table 1 8

Reproduction results of rats treated orally with 1-methoxy-2-propanol acetate in

the combined repeat dose and reproductive/developmental toxicity screening test

Dose {(mg/kg) 0 100 300 1000
No. of pairs mated 10 10 10 10
No. of pairs with successful copulation 10 10 10 g
Copulation index (%) 100 100 100 90
Pairing days until copulation(days, Mean*S.D.) 2.9%1.1 2.3%£0.9 2.4%0.7 3.1+£0.8
No. of pregnant females 9 10 9 9
Fertility index (%) 50 100 90 100
No. of corpora lutea (Mean*S.D.) 18.2%3.6 16.8+2.0 18.9£3.8 17.4%1.3
No. of implantation sites (Mean*S.D.) 17;0i1.9 16.2%=1.9 17.7+1.7 17.1%0.9
Implantation index (%, Mean*S.D.) 94.7+9.2 96.7+7.2 95.2%£10.2  98.3%5.0
No. of pregnant females with parturition 9 10 S 9
" Gestation length (days, Mean*S.D.) 22.6+0.5 22.6+0.5 22.4%0.5 22.8%0.4
" No. of pregnant females with live pups 9 10 9 9
Gestation index (%) 100 100 100 100
No. of pregnant females wi fh live pups on day 4 9 10 g 9

Copulation index
Fertility index
Gestation index

(No. of pairs with successful copulation/No. of pairs mated) X100
(No. of pregnant females/No. of pairs with successful copulation) X100
(No. of females with live pups/No. of living pregnant females) X100
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Table 19 Litter results of female rats treated orally with
l-methoxy—-2-propanol acetate in the combined repeat
dose and reproductive/developmental toxicity
screening test

Dose(mg/kg) 0 100 300 1000
No. of pups born 15.8% 3.2 15.0% 2.2 16.1: 2.6 16.3% 1.0
Delivery index (%) 81.8*%12.0 92.4% 5.7 91.0% 9.4 95.5+% 3.9
No. of pups alive on day 0 of lactation
Total 15.7% 3.2 14.7% 1.9 15.8% 2.7 15.9% 1.4
Male 6.7 1.4 7.5+ 2.0 7.9+ 2.1 7.3% 1.9
- Female 9.0% 2.7 7.2% 2.0 7.9% 2.9 8.6 2.4
Live birth index %) 99.4% 1.9 98.3% 2.8 97.9% 4.5 87.2% 4.5
Sex ratio (Male/Female) 0.73 1.05 1.01 0.86
No. of pups alive on day 4 of lactation
Total 15.6% 3.1 14.5% 1.7 15.6% 3.0 15.8% 1.4
Male 6.7 1.4 7.4+ 2.1 7.8% 2.2 7.3 1.9
Female 8.9 2.6 7.1% 1.9 7.8 3.1 8.4+ 2.3
Viability index (%) 99.3+% 2.0 98.8*x 3.7 98.3% 3.4 9.3+ 2.1
Body weight of live pups (g)
on day 0
Male 7.0% 0.8 7.4% 0.5 7.2% 0.9 7.1% 0.6
Female 6.7 0.8 7.0 0.4 6.6% 0.8 6.6 0.5
on day 4
Male 11.3% 2.1 11.9% 1.1 11.9*% 1.8 10.9% 1.4
Female 11.0% 2.1 11.3% 0.9 11.2% 1.6 10.3% 1.3

Delivery index (No. of pups born / No. of implantation sites) X100

Live birth index (No. of live pups on day 0 / No. of pups born) X100
Viability index (No. of live pups on day 4 / No. of live pups on day 0)X100
Sex ratio = Total No. of male pups / Total No. of female pups

Each value is expressed as Mean * S.D.,except sex ratio

) ()

N4 N
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Table 20 Incidence of external findings of rats treated orally with
~l-methoxy-2-propanol acetate in the combined repeat dose .
and reproductive/developmental toxicity screening test

Findings Dose(mg/kg) - 0 100 300 1000
External No. of pups examined 142 150 145 147
No. of pups with external anomalies
0] 0 0 1
o) (0 (M ( 0.6%X1.9)
External anomalies
Anury _

0 0 0 1
(0> ) (0) ( 0.6%1.9)

( )¢ No. of pups(Mean * S5.D. of individual litter percentages)
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Table 21 - 1 Incidence of visceral findings of rats treated orally with
l-methoxy-2-propanol acetate in the combined repeat dose
and reproductive/developmental toxicity screening test

Findings Dose(mg/kg) 0 100 300 1000

Visceral No. of pups examined 142 150 144 147
No. of pups with visceral anomalies

_ 0 0 0 0

o o) (0) 0

( ): No. of pups(Mean * S.D. of individual litter percentages)
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Table 21 - 2 Incidence of visceral findings of rats treated crally with
l-methoxy-2-propanol-acetate in the combined repeat dose
and reproductive/developmental toxicity screening test

Findings Dose(mg/kg) 0 100 300 1000

Yisceral No. of pups examined 142 150 144 147
No. of pups with visceral variations

' 1 5 2 0

( 0.6%1.9) ( 4.0%6.0) ( 1.9%5.6) 0)

Visceral variations
Thymic remnant in neck

1 4 2 0
( 0.6%x1.9) ( 3.3%x6.1) ( 1.9x5.6) 0)
Presistent left umbilical artery ‘
0 1 ' 0 0
0) ( 0.7£2.1) 1) Q)

( ): No. of pups(Mean * S.D. of individual litter percentages)
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