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OECDRIZEMHFLFNEIREEARICHAIFRHAEFTZELZO-RLEL T, 3-X
FNV=—1, 5-RYIyIF=NDIFTy FEAVWLRBOBRERIIRARSEEB LV
AEREBUHMAEBER 4. T4bb. 3-RAFN—-1, 5-RYFIIIA—AD
O (HEHE) . 100 . 300 BLU1000mg kgD HEZ2SDARI v (Crj: CD) 2,
BUERERBRUEAT»SXEHBALBECHRWH I TCoOFERE. BIIERK 148
POREHE. RERVBOREHBBIVIBEZBETCHEIH I THOHUI~HBR
O#F5FL. REZFIII2BESMICBIT2—-BRBEEENLBEEIRRT I L LI,
HRBR. XBTH. RBEBLU B - - MELZLOEREN, REROBEBIUVURE
CRETHEBICOWTHRELL,

I. RE#GEH®
1. #8(P) CREITHR

1000mg ko HGRHIZBWT ., —BRRBOBETHEN K5 298 IR FERBIIZA
Lhlz, COREBRGFERICERL, X552 1HRNRICHERTLIEALTH» L.
2o MBEERECBWIEATERBT 5a: — 707V Uy FEHEEOED .
TVWTIVREFEBIVUA/GHEOb T MERSRO N, hE, #AHE.
MABZMEBLVCREZRECBEBDERSOBREAD NP2, 300 B
FT100 ng ke GBIZBWTIZ., —BRRB. hE. S8R, OHFRE. MBEL
FREBIVHEZREOVWTRIELEBRDERSFOBRBBAD LA P2,

2. B(P) ICRRITHE

10009/ kot 5B IZ B VT . —BRBOBETH L ARCHSESRORENEH
WELBR LR A SRk, 27 REZRECSVIHFEROBHBOBLE
BorZUa—4YBOMNS LCFREROMMAEED SNz, KES L UES
B REBMEES0BSIAD L7, 300 BLUI00 ng ko 5RICH
WCiE, —RRIE. HE. EER. RESREOVWTLLERNERS OB
Wb LR h T,
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Do, FRBRETICBI2—BEEFENLESERIZHBEY L2300 ng ko
Jday r#E3Inhs,

I. EHEBEEE
1. Reyy (P) nAMRBERBRLCIRRBRTHE
1000mg ko 5EHICBWT L, BOREAMBIURFEOE, BEONXEEL LV
REE, BogaliE. 2RBICHEERB. SSRZEBEGR. FRERB L CHF
RE FERKEBRBIVSRBOVTRIELERDERSNBRERBAD LN LD

-~ 7,

2. HER (F, ) CREITBE
1000mg kg 5RicBWTL . HEOHDAEFRE. BERBB I HESE #
HieEBHERSOBRBBIBOLNT . ARBERLALR Lo, 22 A8
AHREBOD 2 EFRBLUVGHELCHBYERSOBBERO LAY, HIBIZBWT
LEEWERD oz,

PDrom<<. FFBRETICBTAEMALEBHEN L ESEBRBESAS B L UH
EEHOWFERIZBWT L 1000mg, kg ~day L faEESIN S,
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B3=XFN—-1, 5-RYZIVA-NVE. BUETZ-VHECHAWSLRYZATFHVR
MBHRORE. 2LRRRYIVIVORBTHAIRYIATFARIA—-NVOREHELT
IESERAIhTWS, ,

ARBRII. OECDRIZBMHENLEMENLEEARICHRIENAEERLED—REL
. BEEAEFHEROERICLD . SUEDESC MTHENICEN IR BENR
BAOBEEHET S0, OECD Guideline for testing of Chemicals, Combined
Repeat Dose and ReproductiveDevelopmental Toxicity Screening Test {Zf€-»TH
L, $%bb, 3—XFN—1, 5-RYFUyIVA—-NEZHESyFIZ1IH1M,
'ﬁtﬁﬁﬁﬁﬁmaﬁﬁaﬁﬁﬂﬁéﬁfﬁﬁﬁﬁi?@ﬁmﬁﬁ‘MK@ER%%M
Hui» o XEHA. RERYBORKRIBBIC I RERTCHE 3 HE THEH41~45H
BROKSL. REVKSICIIBEFDICBIT - BRERZNLEELTRETLIELE D
. BRBR. XETYH. ZREBIUC TR - WELELOEMEN. XUEROREEBIV
REICRZIBEBICOVWTRELL, _

B, XRBIE THALCEDECRIABBIVCEELEMECRIAEFROAEKD
HHERZ2BH 2 GSB4ARICHETIABRBRICOWT (BAMNE3 A3H ; RARES
TP/ LEHARRR. BRBLI SEALEFRR. VERBUOSEHTERETER
EERRERER) —BNUE (BUSENAISHREMB2I 5. @HAEIL. 63K/FH823 |
DS THHALEDECRIKBBIVEBELAFOEICRIFFROAENFHESE 2
EHLGFBRARICHETHIRBMRICHETHIER | TETVWTEEL L.
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ABRMEABLIUFE

1. BBDEBIVEE
1) By Hd
HBRHMEATHL3I—RAFN—1, 5-Ry¥yIr—jbid
XTOREINL, BEHEOEBLZLUTIRRLL.

®qoE #F
# B 3-XFN—-1, 5-Ry¥rIir—-n

(3 —methyl— 1, 5~ Pentanediol)
CASES : 4457-71-0
HMEXE LR RER CHs

|

HO—-CH,; —CH, —~CH—CH; —CH; ~—OH
oy bES
# ;4 99.18 %
% R I A Em T Wtk
5 F R 118. 20
it = 0.97 (20C)
o = 270 C
®& B A —50°CRTF
®REHE EXRERL. ZE - FH - -BUHRHF

ZB. IMABRRTRICIRROBBMH-HLHETTHS {23

HFL. REXBREZRELTVS, ABBREERBEBCERTS.

2) % &

B #4 & : HEERFEHAK (EASHAZREIS)
vy bES : 5C82, 5K81

REHFE  ZBRF



R-608

3) BREBEOFARBIUVRERR

EHRERIECBBMEOLEREZTREL | EFAKCERLIX2ERECHY
L7z, 2. BB ERMERTY Y. EHREETRRLL, FEBHEN2~20
% (%) X, EXEHR - 28 - BWHRERGETCHBALETHI I LBHERE
nCWw5 (Attached data 1) e b6, AR I1ABRKC IBOBEETT > . #
RBEOBBEIZ. 1AXTORABLIAMEFEL . ERERL AL LTER - B
RELL, 28, ¥ERBOKEFH (EHAK) LEARKCEELL.,

HBBOBEBRAUMBORIRABITBIVEORSERBD 2N, 52
LAEBBERIZOWTHAZOR 574 —BRIVBEREERYV Y —F 2V
P—TEBLLEER., WFRLRRERHT2EE1399.0~105.0 XOHETH Y.
BEIZEYTH -7 (Attached data 2. 3) .,

2. ARBY
Crj:CD(SD)RSPFI v b (HEF¥—NR - UN—HAEH) OBES
6O (ATIEE : #£621E) 27 HMTHMAL. 1HERE - BlILATL 6. #iZ—
BRBICREF LS hEENFREFLSHBEZ2ETSER TR ZRABLA, B
BEFMOBEAA72RNLCHAHEZEEL . RRANCERTS 2. hEHNPFR
FT—RRBEEREIFIBOONLWHMBE LA SABTHRELZRABLAE. 4B,
BERBROGREHBIIHET 302~326 ¢ . BT 206~232 ¢ ThHH72.

3. AHRME

Bid. WK - BB L UBMRBHEEEL TRIE22.5£3.5 'C. M@K
209% . MEEE 1 BERE10~150 . B 1 B12050 (FR7H~FHRTH) CRELLR
FHZE (603%E) THALL.

Bhiz. XRMUFASLCRRITEPOWHFAHZTOHMEZRE, SRHUN, -V
(W190 XD350 XH1T0 m: U—RZ Y ¥ o7 ) 7 Hhal) CHENATLL.
REMEFRIFLLERAZITOMBIEBERT S — (W266 X D266 X H200 mm :
ETEREASH) THREFIEDF 2EZMNALL. BIZOoOWTRARITEP LW
F4HITORMIE. A8 (K747 —7 t HFEFYr -2 - YN-HBA&H) 2
ANRTGAFy 7BIarr—Y (W30 XD400 XH185 m: HEZ L 7HAS
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#) TEAMATLL., WFhLEEAN (NMF: FUZ VI AVBRBIZERASHE)
BIUHKHEA (ELAKEME : BHRAREMER) t8HICBRSYL, 2B, 7
FGRAFv7RIAY T —VICL2ABFHMEAROBAKIE . BARAREZHWIFT -2,
FRPOHERMEDO G, MEAEAHBFRMFH Y ¥~ CREBLIAWF—2
. RBAROHIIZ. ABECRBLLEKEDO AR HEEABAREENEREL
- (F£40H) KEBEL. ROWLTF—I 22 ZhAFL. FHBOR
REBEDOTWILZHAL., RELL,

4. EEZBHB LUy - YADRT

i, RS SR EERR ST CEERNE T, 22, BHERRE
FERESLONESORARPAERLE, ARy —YRRRRES . B58E. &
SR M. BPESBICEERBEIVEL. BERTLRAIT LRS-V IR
NEDTL,

5. %52 BHRBIUCHHE

BHRIZ. BB ERERICARBEZMA4ABEREL. 1ROSMBIZHES2
el o0, By SHOKE, RE - BMCHESO—RIKREB, HHE, #
RBoBEERCIDSHEZRRL B, SEOKETHEIIMLL .. EBOEHKEN
TEHETH LB L)arta—2EAwWeTny 7EEEICLVERHEERL
e, BATRBERBHCT L, BrURORHIDEZ—-F A ERRICL DER
I,

i 58 & 5 & HE i
(mg ko) | BRE (X. %) &K | SFWES IR | FHWEFS
BB 0 0 12 1001~1012 12 1101~1112
EHER 100 2 12 2001~2012 12 2101~2112
= H R 300 6 12 3001~3012 12 3101~3112
aHER 1000 20 12 4001~4012 12 4101~ 4112
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6. BERE ZOREHRM

BERIE. RICEBLATy PREWE 2ERBEORSFHRAR (XLt EYY
Ye—pblryrd— HBES:0-417. %58: 0, 125 . 250 _ 500 B LUF1000
ng/kg) DRREBHILTHRELL, $4bb . HEEE b 10000,/ koD 52 B0
THL—BRE. KE. EHE. NAZREE. OBRLEREESCHL P AERDE
BEOBBRBOONL o2, LT, RRBICHIT 2SR, 1000n0, kg
YL, MT. ARH3TRETI0 BIC100 ng ket b HRBIUEHBIZ 22
nZEELR,

7. BEBER. BFFEB I UCHS A

3=XF—1, 5—RYZyIA-NE, #$RLTEOMICALRERINS T
B EZLRBZI L, 272 OECD Guideline for testing of Chemicals .
Combined Repeat Dose and Reproductive/Developmental Toxicity Screening Test
REWEORSGZHRLL, S5HBKR. LEOFTA FF4 Y i2hE-»> T, HITXKER
HHEBIUVZORHRIHGHEI THIHE ., BTIIXEFHI4EE. XEHE (FR5
HE) . #REBBIVCHEF4AHOHROIHE TOM~4EEE L, 1HLE. ¥
HOW~FHIBOBAEEBEHEY VY F2AWCEHNEORS L, #BRBICIIBE
(ESHAK) DAZERICES LA, BEFERE0S /100 ¢ L. HtcEoEkSs
BRI, RV eBokELZ. MIEOWTRBKENS LUXRESEPRLHEHD
HE, ARMAGREAKROH. 7H. YBBILUV2IHOKE., RANBEPIIHEHFOOH
DEEEERICEBLL,

8. BE. W, MEOHES X VHE
1) (P)
(1) —RRIB o BIR
—BRBOBEED. B5. REERBIUREH2BEOLEIE. &
BERBIUFDREOAELERLE, EL. AHOBRBESWEICRS
EHO2HE L. SRERMRTIEE L,
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(2) hEHE
thEI . X5FA%BE (5 1HoxS5w) ( #54H. 8H. 11H. 15H. 22
H. 29H. 36H. BHBIUVHKRE (HE5ERABHKIE) DFISEp 5128307
TTOREKCHERELL,

(3) #mBHE
FHABR. AIREZRL . hEBEAELALHOFH 8HA 512883032 CHM
CHREAREZAEL. THORHERLNZ,S L HEHEEZEHL L,

(4) MBFHE
BHHMERTEHOBBRFMICWH L D -8 (PI6KE) BEIEL24EF
FMEI-TARBRTCHEL. BXESR,HELLZ.

OBEABIRS S HEEM (EDTA—2K) 2MAARMYY (SB—41: &
BEREFHASHE) CRNLALELE AV UTOWERF -7

mEHH 3 2 h B,
75 I ER B BRERTERTES
NEZuErg VTPV ARMNEIOEVEY

NIREZ2Y vy ME FHFMEEE (p® ) XFHMEHK (104 nw> ) =
102

P maREMR EREAECREE

PHFMRMEER ANEZ7o & (9 d8 ) X106
FRIMERER (10 mm® )

- #95 M BR NEZRE VB (9 df ) X102 *
MmEREE ANTRZ Yy ME (%)
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BEHE o ¥ FHF B

WA MERE B rechery:

i /B EREMRELBEE

HILRE EREAELREEY

HIRE R May— Giemsa i L % 8Hk

QBRML7MBEZE3.8 X7 yBPPUYTLAEMALKBEICLD, BEONE
(3000 rom. 100[) 2. BoNMBEZHAVWTLUTOHEZT > 22,

BREHH M E K &
rabnrvrEiE Iy FED

EHE#EACE PO KT IS RE 22y RED

74TV /=& raryRIFRXFED?
{5 R 3 52 1R 47

a) A— NP —2HHSHEMK T +F54F— T8990 (HhXLHRME)
b)) MBBRE S HEREE ACL 100 (Instrumentation L aboratory )

(5) m#AALEME
MBFEBREOLDHDORMEARKICEARSGRLASEDNLACMBEZHWT, LUTD
BREZFTH, '

ORMLAMBEZABREICE DRLEE (3000 rpm, 107E) L. HoNME
FRHWCHTO#E T2,

BREHE B E F &

Ag P Bessey — L owrvike?
BavxsyFo-—-in CEH-COD-POD¥%®
rUZUEF4 R GK—GPO—-POD#¥%*

U rigE PLD-ChOD-POD%®



MmEHH L
Brupvy TYEURE g

¥ Hexokinase —G 6 PD#k*?
REER Urease —GLDH#E®
2Vvrdy Jaffé &<

FrYUTZL 1F Yy BREBE’
VR7N A4 BRE/E?

R Ay HBAREBEK

/IR N OCPC#¥e?

3. R IV BYTTFUBES

BEOE Biuret %<’

A/GlH BEHE M ELEPLER
EHE E V-7 TF—FMRIZXIEREKBE

R-608

QERFRPHANY Y EMZLFHICRNL M ZRELHEE (3000 rpm,
W) L #BonmBqBEZHWTILTOHEEZ T2,

BEHEH M FHF &
GOT UV —rateE®’
GPT UV —rategg?
LLDH UV —rateg?
EHAE RS

¢) g&HiEE Monarch ( I nstrumentation L aboratory )
d) BRREETE CLINISCAN 2 (BREHEALVFHER)

(6) #
AFHMERRESFHIEH (R5FABKROE) ChBZHARLLBR. 2—F
VWRBTCRIMLZ#Z. AIRLTARSEBLIUCERZARMICERLL. 356
. . bR, REZESOH. FBR. BB, TEE. LRMEZEFCHERR.
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HE. BRR. TR, ¥R, FRELEZRML . BEBIUVERELEGR Y7 VB
TOMOBEBLICHEBIZY VBBESHR (1 /15M. pH 7.1~7.4 ) THEL
W% ATY YEIERELA, T, BTEHH (100 ng ke 58 : 2003) i
PWTLEFEMERRICBEL 2,

(1) BEERAE
BEERIE. OB, WE. FR. BB, BB, A5 I CRELECOVTH
EL. BRKESSHNSTERLEHLL,

(8) WHEHBFHRE

EFHWIcOVWT, . LR, FiE. FIE. 3. BE. BEBLUBE L&k,
HIREBEOARPHEFTHRMNZNRNTZI 7+ LA, ¥ERLSHEROZHIMB L
URTEWCOWTHRZERL ARy - ZFVRBEEIFVWEBRL
7,

2) 8 (P)
(1) —BRBHOBE
—BRBOBARZEH. 5. RGERBIURGHR2KEEHO1IH3E, W
BERBIVTHEREOFEZHEELL., L. AHOBAREEGFWB L UVES
Efo2@: L. fIREBEBHKIIEL LA,

(2) ERMDB%E

HRABOBRE. BRERKALPORESBRAINSITHEHBEAXTEZRML .
BRUL, REWORSHBPREBEAXT7HREAEWNE. REH. ZE2HBX
UHRBHRLEHCHEL. RREHARIANBRBIUVRBH»rP L RXORBHZ TOH
B(ERY) 28XL. 48, BERABBOBAXATHRIZ. RAHOEH» LB
Lz, REHRPEIEAATHOBTFOEEELANL,
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(3) EHE
wEIZ. Z5FABE (5 1B0HR56) . #54H. 8H. MEHBXLU15H,
ERBIESPIZERON. 7H. UEHBXIU2IH. S EHEATREHFOEB LU 4
HOFa 8FHh 5 12300 THOMICHEL 2,

(4) EHRHE
AEERE. XEWRAENELEALCE. SRMEAWEERLIB. 7H. 1488
JU21H. HEHRPIIMELHBIC4AHDOTH 8K S5 123042 THRIK
RERBZHEL. HORHER 2,5 1HENRZEHLL,

(5) ¥l L UHHBEE
BEMIIERAN RS ARBEOFEZTHBELL., THRRTOBBIIAERN
B HRRDHZTEHFN. FRO2EFW., 2B FMI0BTTIRERTLT
Wheiihsd, tOHEWMBEOHL LA, RERZBZDHOFMIEEI CTRIBHA
Lol BED LH (Koo 1106) oW, Z—F/HBRT THRILEKE
BEBEHBL . BROBRTERALLLEIAS, FEARERSBD LS
el AL,
NEBRTHRBIRLFEPICOWTIRHERIHHF S Y. BWERBOBEL
WEAHEZCEBHET» %,

(6) # M
WEAHICREHM2MEZ2Z—FAVBRT TRIOXES ELBIZHRAL THES
EBIUVHBZARMICERT LI, BRBBIUBRBEREER 2., &
Lz, B, DB, REXZA0N. FIR. REE. TR, LEMEZALERER.
BE. BR. BE. IR, 7E. BBIUVARNESHMUEZRNL., UV BESH
(1L /15M, pH T.1~7.4 ) THABELALNWEG RV Y YEICEELL:, 7.
Ayt (FERE: 106) ROoWTLRARICMEL 2,
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(7) SEEEHE
wHERI. LR, AR, FR. BR. BRI UCBREZOWTHEL ., &%
KErpLHANGEEZZRELL,

(8) WHMEBFEFHRE

ZE8MICOoVWT . OB, FR. BIR. 3I¥. BRBIUVMBEENT 4V
AELL., "NERLEHEROSHMICTOVWTYFEAERL, AR MR Y Y-
IFAVCRBETFVWERLL, 28, HRWERSFOBESROLRFRICOW
TREREZOWTIYRZEEL . ARCBRBEEZREBLL:., 36k, dBBORRK
28 (1109, 1110) B X 1000mg kot 5B ORRE 265 (4102, 4103) D
BIZOWTIEPASREEXHMLREL .

3)B#HH (P) oXE
UBREEZ bR > THELLE. A—BADKREL 1N 1 OMA2E5DET. REKR
BIth. HEHEBRERUHRBE LT, XEFBEAINSITLLLE, XEOH
RREH. EEBRHDLVWEEHFHORTOFECIITW, ChOHFRASI L
Hz2XESHHELT. 2OHEZREROBELL, 2B, REINEHFORE (100
mg,/ ko#k 5-# : 2003) AFE T L2100 mo kot 5H N (No. 2103) 3. H—RA
TREVFHEBINIHE (No. 2002) EREL 2.

4) HEWR (Fy)
(1) HERDERE .
BMEOHEFRRY. WERRYRL . MRBEOHFEYEBEL:, EFRR
BEREHEL . RERWELLBCLHERIPCEESEL, 20, BERI
RRELDOELVWLOERWTY VBEER (1 /15M, pH 7.1~7.4 ) TH

BMLA0%RARY YBICEEL . RELL,

(2) HEROBEB LU HE
BWHEREZOWTRE ., AROBAFZHEH1IET-L, AEE. BFO0H (Hi4H)
BIUV4AHICHELL, BEAHIC2HEFR2Z-—THAHBTCROKES L
. BML. NEBEOREDRERBELL,
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9. BEtEMFE
R ENFTERROBREEZHWTIfTW, FEABRSBIU1IX%E L, 8.
RiIZ—BEOPHE-BIE LA,

1) sERE

BartlettIER IV EBONBOE—HOREL T2, ZORE. FBSH—
DBACR—TRBELCIZ BRI EFY. BECHRESADORLBE.
BOPBFAZLWE SZIZDunnett#E 2 . EROPIBMSRL 2 L 5i2id Scheffé
ERHAVWCHERL ARG BLO—HEBREE T2, FESH—TLEVWHAR
ik, Kruskal-WallisOMERERF V. FETHREHNRBLEZRERLEOT
BIEMOZIEO>WT EBOFRSZELWEEEZDunnettH | k. SHOBE
BPRALBELEIZScheffé BBoREEH->12.

thie EHE. REHGRAEE. HAY. AEER. HEUE. DIKREREE.

M RESE. SEER. HHER. HRER. BERKR. BRE, £k, 5%

dBoWAeE FHEREFESE

2) x2 WX
REE, ZhE, HEE

3) ZMF—F DHBR
RRE (%) = (RERAHHR, TEHWH) X100
Bl (%) = GERBWR, TERZHWR) X100
MER (%) = (ERBERHURIERSHHR) X100
FIRMME (H) =MHE OB (HMMAH) —HROH
B =i/ (E+#)
FERERE (%) = (WEAHOEFRE /WEOHOERK) x 100
ARE (%) = (BEERE ERERK) X100
MAS (%) = (HFO0HOEEREK BIBERK) X100
EIRE (%) = CERRB/HHB) X100
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A BRER

I. REBS5SHKE
1. BREIEE
1) —MiRHE (Table 1. 2. Appendix 1~8)

BEBEBROBEICBWT . HEH 100000,/ ko2 5B 75 (No. 4004, 4006,
4007, 4009, 4010, 4011, 4012) CBWTHE29ALG. REPER TR T—K
WAZWIEHEBELCERSAL, ZORER. #5% 1 BEDRCKERLL, 20
il BRMERGICEEL 2 —BRREOERIBAD bR L1,

L8, 100 ng ko 5RO 1B (No. 2003) HFREITHRETELE. AFAORE
MEETOMO—BRE. hEBICEFRCEREL L. SR BWCHOBA
BEBLCHBRZHCHBEAE. RTCRAREFRRDZEOHEOBEFIAD S
Zrhb, ERERAZSCIZLOLHMLA, 32, LHEOBHFASHEED
161 (No. 1008) icBWTCHRERAICBEESRL,

2) % E (Figure 1 Table 3. Appendix 9~12)
ERYEBASRHICBUSHER. R5HBAZEL THRBBLIZERARICEBL .
FEHWEHNREB LUK SHRTORERMBICARBL OMICERLZEZRIRADS
niZhroiz,

3) B (Figure 2. Table 4 . Appendix 13~16)
HEDEESBICBAHEMEAR. RS UBZBELTCHRBLEIEZARDER R
L. BHEHOBHRCHBBL OBIEELZREAD IR L P12,

4) MAZME (Table 5. 6. Appendix 17~24)
FMRBOFEELEES100 ng/ kgBREHCHADLSWLY, B5BENEEITL
Poale, BBMERSBICBT A3 Z20MOREFEBENBRELIZZARLELRL.
HRBLEEBRDERSBORZEELXZ2RZD o1,
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5) M#EILPEME (Table 7. 8. Appendix 25~32)
RESFOFRELTEESI0 ng kg ERICADSNLD  HERLOBEREITY
Mo, 2. BASBEIZBT e 707 Yy HELEEOERLEEH 100009
SRBRSFRIZBODLR. ABRSBRTR7ATIVREBIVA /GO PICHE
MEmERLE, RBROESSBICBI2 20BOREHERNER L IZIRARY
HERL. "RBLEHBRMERSBORRCERLRZ2RZBOD SN2, '

6) HiHmArE (Table 9. Appendix 33~36)
BiCHEREBROBEL1000mg,/ Kotk 5- 50 1 #] (No. 4008) icBWTA LR,
ZOMOBICIIRIBR L RERB DO o7,

7) BHEE (Table 10, 11, Appendix 37~44)

FRIcBWT, HNEROEELFEHFI00 ng ko 5 RHICBWTRD S H.
BERLOBEII P, £Oft WELAHE - HB. $odbblR. LK.
BE. TB. BEBIUBRLAOBAERBIVCHAERICIITRBLEHERY
HESBOBICHERLEZRAD SN2,

8) MHEMBENMAE (Table 12, Appendix 45~47)

1000mg, /KR 5 RICBWITEBL L RHEEBZOREICIIERYER G ICHEL
REREZRBODLN P, B HEBB L1000 kiR 5RO 2HICE
WO ERLIEOBRK L FMMoRT{. RERICHIMELTNENED LT,
Fof, BEICEFBREMEABRD 26 (1002, 1006) B X F1000mg, kofk 58
D3H (4001, 4003, 4006) 2. HEICBENLZHEHMEOBEHBIUCHICRENS
REEMBOIZEHN1000mg, keI 5HD 1 81 (4008) I2REb oW, ThEER
BWFNRLBHHPIZWEBETH), 20RARAHLSBROLZLDELEZ LT,
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2. BlcRiZIBE
1) —BIREE (Table 13~15, Appendix 48~59)

ETEME, XKEFBSIUVXRELNRE. AREZIVICHEFHE2ELTASR
hol, |

REFBIUCXBHBEET2—RRBOELE. dRBEBICHEBRMERSR
ODVWFhROFICBWTLED SR 72,

REHRTI. REEBROBEICBWTHENL1000ng  kix 58D 5 # (No.
4101, 4104, 4107, 4110, AN2) RBWTHEOHDRSBICESL I TOM. —
BHEWIIHMELTHEI AL, CORERZHLRARICKREGE 1 BEDREICHEXRL
e, ZOMIZIZ—BMIRBOELRIIBD NG P,

MEHMBCBWTL, AREBDEAROBEL 100009, ket 58D 5 # (No.
4104, 4105, 4107, 4110, A112) RBWIHBBELLEE3IHZ TORE. TiIZHR
LTEEIL:, 2oMICiE—BRRBOELKIIAD SN 12,

2) ¢ E (Figure 3, Table 16, 17. Appendix 60~67)
BBRMEESRICBT HER. XEW. ARIBSIUCHFHRZEL THR
BLIZARCEBL. ZREHOREBIVCEHNBOKENMBICHREL &8

 BMESSROBCHEBRLERBOLALP R,

3) fEfE® (Figure 4. Table 18, 19, Appendix 68~75)

HBRYERSFRICBULEMEARI. REW. RIS IVETHRAZEL TH
BELEIRAROEZARL. FUEHOEHBLIEIANEREZERDERFROME
CHEBELZZQZRAD LRGP,

4) MR (Table 20, Appendix 76~179)

BELFE. S8ICCASBERABORHBOEESF 10000, R5EHRD 1
B (No. 4108) ieBWCALR, 2NMOBICIZARNLESZZDOR L,
7.
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5) #EER (Table 21, 22 Appendix 80~87)

1000mg kg 5HicBWT . FROBHERBIVCHAEREOEFELSH. &4
BEROENEZEOMMBBBIVHNERNFELESHEHIBOLNS, 2. AF
TR, FRZZBEADON G720 MROBHIERS I UCHABERRZRAEE
eaRLlL, o, BIELALHE 8B, 72bbEAR. OR. BREBIUHHRD
BMONERBIVCHNERICENBRLEOBIREELZ2RBO LR,

300 mo /KDL TORERIZBWTIE. WELLBY  BowNEES L UHY
HEICHABBLOBICERLZRADOR P2,

91

6) HEMBENME (Table 23, 24, Appendix 88~91)

1000mg, kot G RICBWT . WRICEBRDHEKSFICHEHAEL L AL 5B H
Doz, Thbb, FHEBICERLTIWSG 7Y a-F Uy EoHMASEBETIS
pl. 100 mo koix 5RETIZ OB . 300 mo ko G BT SFlICEMIcBE D LD
2L, 1000mg ko S TREZFAICEMD 5 VWREEICALH, REBEIER
LTEmAEEL1000mg kB EHOBMIRD LN, Fh, EEBWIALRL
NERDBEOBEM B RBHASSTRETIZI0H. 100 ng ko 5HTIZ 6 Hi.
300 mg ko ER TR 6 A D Lhzlzxd L. 1000mg,/ kof% 5 F TIX R Rid
AL REBBROFRELZELPARERBL 1000/ EERORBICEAD LN,
LD s, 1000mg ko SR CRIFEBOBRKLOBEEARB LIUFMBERNIE
BELTWAZYa—FryEFEMLTWRLOLHBSRL., 20M. BEICE
WTHE RRICEM SN NESSREL X TF1000mg kg5 RoLMic. #
JBOBREZBHAL 000,/ kR SRICBWIHRTHRBOESOALRLL 1 H
(4108) @O LN . TROMARORBAICHRBLOBREEFRLZRZAD LN
T. ZDRBRAH»LBROLELRELEZ I 6N,

I. ERBEENE
1. BEHicRBETHE
1) M (Table 25, Appendix 92~95) |
BERMERSHICBITA2HAS. 7 2bbREHNAAERBIUCRBERISKD
REMZTCOHBUIABRBLEIZRAZFTHY . #RBLEAHBDELFROBKCEH
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BL2RBAOLN -7, BENTIE. 1000ng/kofZ 58 1 5 (No. 4108) iz
BWIRSSHPLKEHMFBREL THARIW LY. 200N ERABICRES
BRDLNLhpo7, 8. 1000 ki SFHOERHBEEEZ 2L 15 (4108)
2. REFMBRSBICXESBOLN., BHBHCLERBZRAD LA L P2, &
. AROMOARERHRBERAD LN L hocl s ARAOREHRER
BRMEBRG L OREDLTWRARNZTELLEZILNS,

2) XEEBIURZHKE (Table 26, Appendix 96~99) ,
HEFBLICEBMEREROWTFRAEZBWCLABRKBBRS AUAIRERIER
ML, EHOKERIIN X Tho, T KERLEITRELLEHH K IH
BELEHBMEARSBORCHERLZRRD Lo, HIRORILIZ. HE
B LM (Ho. 1006X N0, 1106) 2R ETOHARTIEBWIAD LN, HBME
BREBIZBIZZBRZIVWTFRLI0 XThH-72,

3) HAREERK. RN, H®|BICEERE (Table 27. Appendix 100
~103 )

HBED 1O (No. 1106) 2BV, HRBEICBVWT L HRIBEESNA Lo
. SROKE. FHETH-1, 2OMOHBRBLICERPEREROR TR
FERVBAZTIRARBTHRBSR ., HRHBCARR L S RRMERSROMIE
HEEXERBDOLR AP oR, 27 MRBRIIBEESAT. HEREEHELR
100 XThH72,

BERETIE. SRBEBIVCEBRMEREROVWTROBICBWT bRED | 7
BOBIVBRALOMEFHICERRAD SR AP -7,

4) BB, BRER. BREBLIUHERHER (Table 27, Appendix 100 ~
103 )

UBRMERSRCBIAHGE. EREBRBIVERBUANRBRBLEIRARNHE
AL AEBLZEBDERSROBCERL2EROLON P>, 22,
BEIRIZ100 mo,/ kofR 58> 3 84 (No. 2101, 2107, 2109) {25 3 /. 300 mg,/ kg
BEHN 284 (No. 3101, 3111) RE2HALNLDAT, HBMERERICS
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THHERBEBSEHLBRIAROEZ AL, MRBCARBLEERMEARSH
DECHBLZZBRED LGP,

2. FIARKEBTEBE
1) . WREFE . EFERBEB L U&EHFE (Table 28, Appendix 104 ~107 )
HRECARBEERDEARSROBRCHELZZRBD oLz, FERDOH
RBUBIZBWI HARBFSLIUVEBRDERSBOVWTRICLERREAD LN -
R, BBDEHBESRICBUAAERERBIVCHERRIARBLIRAROEEZRL .
HRFLEFRYERFHOBCHEFRELZEBBO LN L, 27, £h4HZ
TOHORIZECTLLFERIT. 100 ng kot 58D 2 B (No. 2106, 2111) 2§t 2
B, 300 mo koI 5RO 3 Bk (No. 3103, 3108, 3109) {2F 6 HlB L tr1000mg,/
kot 53D 2 B4k (No. 4102, 4104) icEr4BiALhH | EBA4BICBII A2 EH
RICBHHEBLAERDERSBORCHEFRLZRAD LRGP » 12,

2) 1tk E (Table 29. Appendix 108 ~111 )
BRUERSRICBII2HARBICABAOOKERR . HRELIEIZABROME
PRL. AEBE S ERY SRS ROBCERLERAD LA L P,

3) iR (Table 30, Appendix 112 ~115 )
ABABIZBTHHRICBWT . ¥RBBIUVEBDERSFROVWTIOBICE
WTLREBEEZTD LR P2,
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% =3

3—XFN—1, 5-RyYZyIF—ND0 (FBE) . 100 . 300 B Lr1000mg,/
koD BESDRI v b (Crj: CD) iz, HIZRBEUBWS S XREYBE & T HIBN
HETOAME. BIRREMANPHXEHE. XERIHOBRIABS X CSHE
BTHESHEITOFMN~SHBEROBRSL . REBSICIIBEDHDICBIT 223
MEHLBEERBTLL L LI, BRAR. XEFY. TRBLIUCHR - WEL LD
ERRES. REROREBIVRFILRRTEEICOWTRELE,

H(P) I T2 MEBEEEZHLZBEBEL T, 100mg/ kKESRIZBWTHRME
BRENBRELLT—BRBIEBIARGFEBROFTESF BT 2HDRIZHEBRMCHRES
nhe, COGEX. HBMHEOEA . FRES 2V IIMENERCERLCRSEN D
BVWIIERSERZRIC—BERCALNIRKHMLZRELIIRZD . REEZBICHBAL | &5
1BERREITHRENICHEINAETH-R, 2B, hBEBB LU EHRIIELIE
BOLWT, FIMCBWTLEERICARGZEZEZEIZD OGP, 2o, 1000
e/ KO ER TR MBLFEFRELCBWIEASTBEOES. T4bba — a7V >y
BOBRVETNTIVEHEBIVA/Gltob¢FriEmARD LA, LPrL. BH
SEOEHBBREBEL HTFLTHD . 20U BEECHEELLREHRH CERIZALR
elpode, 2. FEOBRBERBIVCFREEBZORELCBWILFBARBEELZ IR
FTREAEBD LRGPl s EAFTEHNEHREEFNLBERICZLWEL
LEZH6N3, 300 BEXU100 ng kg 5ERicBWid, —BKRB. hE. EEE 0
BERE, IBELCERE. IRBIVBFTEREOVWTRELEBRDERFOBERAYD
b7z, B, 300 ng kRGBT BFTERLCBWIFEERESSHEERLL
. DBLERECBWCHFBRICEEL REFHCELIZO LT, HBRHER
BroBEZZTWwWEFSZI LN, '

B(P) T 2—BBEEFHLPECHELT, 1000 kiFFERICBWTHEME
BREOBEF-BRBOBEBIUVFBOFEZRELBWIRDLhL, Thbb,
—BRBCIRBLABRORESPVEBA BV 5SRAKZ. B3R CHHICHY
THIRIOEDBREBES R, FRIEBWIR., REMEBZYRETHFEBAN 7Y
A—-FYBROMMANBRBIVERBMERSBOFBCRD LN, ZOELIZH
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ZOAADSNIELS. BEHSVWESBICHEELLELLEEL603, LALE
P, 1000mg,/ KOBRERTIZ. ZHOZ Y aA—FYRBOMMAMOBER L EXbFHiz
ML, —F. FERoORIBIREELTWE, S5k, FREZOFELSHESZD
LNENT. BEMERSOFBRICREIBEFREINLS . EEENERIIRD S
Y. BEZOLZEBEBOTENVLOLE L LN, T, 10000,/ ko 5RIZH
WC. HREREOEESABIVEREROEESBOLAL, RREROKEIZ. A
BEBEBWIHEFBEBIATE) . APV AREETEERELELLRZY. B
BloREMBENLELIEED ST, BEOMBICLA ML AREERRT I RS
BEODLNLP-2, BRERBOSEICOWTL., 20EHERLFH,-THY . HBE
BWARERBDORE P72, LeWo7, ChOBEEROTLIZ. BERZHLES
RELWLDEZELZ LN, 300 BLU100 ng ket 5RIcBVWTIE. —BREB. hE.
BHEB IUFEZREOVWTRICLDEBDEARSOBERRD AL Pk,
BEY (P) OABBEREICRIZIBECEL T, 1000ng kot 5RIcBVWT LH
OUHRHMBLURBEALR. BEOXEEBIUVZHECREITHRNERSOBBIER
Dot k. BOBEBIUCRELKICHBENLELZRBOLAT. BT
DREBIVUREICHTIHAZFHELLWEE 250, BEP T, BRIBEB LU
ARICEBIRBOOLRT . BB, BRERBIUSRE, HEREER, HAEEBL
UABBCLERNERSOBBERAD LN L P2, 352 YRBOBEFHICL
BERZADSERG -, LEBE->T, 1000m0/ k0o HEBLBWILBESSHDOLER
BNCRETBBETWEEL SR, | |
HARICRIZTHECHLT, 1000m0 ko 5ERICBWTLHERHRESIZIAD
Shd. . BERYK. EEREBICHARICHBRNERSOBBIIRD Lk
iz, 2. EBROKERBBIVABRAAOAFRCLERDERSOBBIIRAD S
Y. EBABOHRICBVWTLRESRBD ORGP, LiK->T, 1000mg,/ koo
FARIEBWTLRERDOBEB L VARDREICRETHERIL VLS LGN,

Plom< . REKS L2 —REEZOLBECEL T, REHS10000g, ko 58
DR FAROBHEOBEREZ7Va~F Yy EoBNBIUFEEZOHMAF1000
g,/ ko S RMOMICRD SR, BHPOERMENBIUHEROREBLUVERDR
FELTiE, 1000mg  keiZ 5 HICBWILHBMEREFOBEBRED SR o7,
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LT, AHRBEFTRBIIAPRERGFERCHEILIESERIIMEL L 12300 ng
kg day AHBAFRCHETIEREREBESSVBIVOXREROEZHHWTR
i2BWT L 1000mg, kg day L EEI N,
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and reproductive/developmental toxicity screening test of 3-methyl-1, 5-pentanediol by oral administration
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Table 1 Clinical signs of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 3-methyl-1, 5-pentanediol by oral administration
Dose Symptoms Day of administration

mg/kg ¥ 2 3 4 B85 6 7 8 9 10 11 12 13 14 15% 16 17 18 19 20 21 22 23 24 25
0 No. of animals . 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings ¢ o o o0 0 0 0 O 0 0 0 O O O O©0 o0 O O 0 ¢ 0 O 0 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 i1 11 11 11 11 11
No. of animals with abnormal findings o o o o 0 o0 0 0 0 © 0 O O O © 0 1 O 0 0 O O O o0 O
Death o 0 ¢ o o o0 ¢ o0 o0 O 0 O O O O O @0 O 0 0 o0 0 0 O
300 No. of animals 1z 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 o 0 0 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 0 0 0 0
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings ¢ 6 0 o o 0 0 o0 o 0 0 O O O O O O 0 O O O O O 0 O

* . Commencement of pairing
a): Intubation error
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Table 2 Clinitcal signs of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 3-methyl-1, S~pentanediol by oral administration
Dose Symptoms Day of administration
mg/kg 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50a)
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No, of animals with abnormal findings o ¢ o o0 o0 ¢ 1 0 O O O 0 0 0 0 O O O O O 0 O O 0 O
Crushing of incisor o ¢ ¢ 0 o 0 1 0 o0 O o0 O O O O O O O O O O O O o0 O
100 No, of animals 11 11 11 11 11 11 i1 o1t o1t 1ro1r o111t 1111 1do11r 1111 o1 i1o1r 11o1r it
No, of animals with abnormal findings 9 ¢ ¢ o o0 o 0 OO © 0 O O 0 O O 0 O © o0 © 0 o0 O 0 o0
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings o o0 0 o o o0 0 0o o0 O O 0 O O O O O O O 0 0 0 0 o0 o
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 -12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings ~ o 0 0 2 3 3 4 4 4 5 4 3 4 5 4 3 4 3 4 4 5 4 4 4 0
Salivation 0 0 0o 2 3 38 4 4 4 5 4 3 4 5 4 3 4 3 4 4 5 4 4 4 O

a): Autopsy day



R-608

Table 3 Body weights of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 3-methyl-1, S~pentanediocl by oral administration

Dose Day of administration Gain
mg/ kg 1 4 8 11 15 22 29 36 43 50a) 1-43
No. 12 12 12 12 12 12 12 12 12 12 12
0 Mean 312 3356 365 382 402 429 460 481 506 494 184
S.D. 7 9 9 10 10 15 20 32 26 25 24
No. 12 12 12 12 12 llb) 11 11 11 11 11
100 Mean 312 334 362 381 402 431 464 491 614 504 202
S.D. 6 7 8 10 10 11 15 16 19 20 20
No. 12 12 12 12 12 12 12 12 12 12 12
300 Mean 312 333 364 381 403 430 460 487 509 498 197
S.D. 6 7 9 11 12 15 19 23 27 27 24
No . 12 12 12 12 12 12 12 12 12 12 12
1000 Mean 312 333 362 382 401 431 463 490 513 497 201
S.D. 7 7 10 12 13 19 21 24 28 26 26

Unit : &g

No.: No. of animals

a) : Autopsy day

b) : One animal died on day 17 of administration because of intubation error,
No significant difference in any treated groups from control group.
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Table 4 Food consumption of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 3-methyl~1l, 5-pentanediol by oral administration
Dose Day of administration
mg/kg 1 4 8 11 15 22 29 36 43
No. 12 12 12 12 12 12 12 12 12
0 Mean 30 30 33 30 30 29 31 29 30
S.D. 1 2 2 2 2 3 3 4 4
No. 12 12 12 12 12 112 11 11 11
100 Mean 30 30 32 31 31 31 31 31 31
S.D. 2 2 2 3 2 3 3 2 2
No. 12 12 12 12 12 12 12 12 12
300 Mean 30 30 32 31 31 31 31 31 31
S.D. 2 3 2 2 2 2 3 3 3
Ne. 12 12 12 12 12 12 12 12 12
1000 Mean 30 29 31 31 30 30 30 31 31
S.D. 2 2 3 3 2 2 2 3 3
Unit g/rat/day
No.: No. of animals

b)

One animal died on day 17 of administration because of intubation error.

No significant difference in any treated groups from control group.



Table 5 Hematological examination of male rats in combined repeat dose and reproductive/development toxicity
screening test of 3-methyl-1, 5-pentanediol by oral administration

R-608

RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-

Dose No. locyte let nogen

mg/ kg X10Ymm? g/d1 % pul? pg % %o X10¥mm3 sec. sec. mg/dl
0 12 Mean 833 16.4 46 55.0 19.7 35.8 20 106.5 13.3a) 15,3a) 319a)

S.D. 45 0.6 2 1.8 0.7 0.8 2 6.8 1.0 1.9 37

100 11 Mean T96% 16.1 44 55.7 20.2 36.2 19 104.4 12.5 15.7 316

S.D. 34 0.6 2 1.7 0.8 0.8 3 11.8 1.0 2.7 21

300 12 Mean 801 16.1 45 55,7 20.2 36.2 20 109.6 12.6 15.4 311

S.D. 25 0.5 1 1.1 0.5 0.5 4 7.9 1.2 2.0 35

1000 12 Mean 802 16,2 48 56.2 20.2 36.9 19 103.9 12.4 15.1 320

S.D. 25 0.3 1 1.6 0.6 0.6 3 8.0 0.8 2.4 20

a) : Data in 1 animal was excluded from statistical analysis because of no
blood sample due to technical error.
% : p<0.06 (Significant difference from control group)
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Table 6 Hematological examination of male rats in combined repeat dose and reproductive/development toxicity
screening test of 3-methyl-1, 5-pentanediol by oral administration

WBC Differential leukocyte counts (%)

Dose No .,
mg/kg X10¥mm® Lymph. Stab Seg. Eosino, Baso. Mono. Others
0 12 Mean 91 87.0 0.0 12.1 0.5 0,0 0.3 0.0
S.D. 21 5.1 0.1 5.9 0.5 0.0 0.5 0.0
100 11 Mean 113 88.1 0.0 10.8 0.5 0.0 0.6 0.0
S.D. 15 3.5 0.0 3.3 0.6 0.0 0.3 0.0
300 12 Mean 103 86.9 0.0 12,1 0.6 0.0 0.3 0.0
S.D. 24 5.9 0.0 5.4 0.6 0.0 0.6 0.0
1000 12 Mean 117 90.7 0.0 8.0 0.8 0.0 0.5 0.0
S.D. 37 2.5 0.0 2.2 0.9 0.0 0.5 0.0

No significant difference in any treated groups from control group.



Table 7 Blood Chemical examination of male rats

in combined repeat dose and reproductive/development toxicity
screening test of 3-methyl-1, 5-pentanediol by oral administration

R-608

GOT GPT LDH AlP T.cho TG PL T.bili- Glucose BUN Crea~

Dose Nao. rubin tinine
mg/ kg 1U/1 1U0/1 1U/1 1U/1 mg/dl mg/dl mg/dl mg/dl mg/dl mg/dl mg/dl
0 12 Mean 71a) 43a) 62a) 224 48 69 79 0.15 132 13 0.61
S.D. 20 7 15 33 12 23 14 0.03 24 1 0.07

100 11 Mean 70 41 66 192 52 68 83 0.14 131 13 0.62
S.D. 11 7 22 21 15 24 17 0.04 16 2 0.06

300 12 Mean 72 46 67 197 47 77 82 0.15 138 11k 0.62
3.D. 16 11 22 650 8 22 12 0.03 19 1 0.06

1000 12 Mean 68 48 68 204 51 67 82 0.15 131 13 0.62
12 23 14 0.02 13 2 0.086

S.D. 10 12 36 45

a) : No blood sample available due to technical error
#*% 7 p<0.01 (Significant difference from control group)
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Table 8 Blood Chemical examination of male rats in combined repeat dose and reproductive/development toxicity
screening test of 3-methyl-1l, 5-pentanediol by oral administration

Na K Cl Ca P TP A/G Albumin Globulin (%)

Dose No.
mg/Kg mEq/1 mEq/1 mEq/1 mg/dl mg/dl g/dl % a1 17 8 4
0 12 Mean 143 4.7 114 8.7 7.8 6.1 0.81 44.5 24, 7.4 17.6 5.8
S.D. 2 0.3 2 0.3 0.6 0.2 0.09 2.8 2.3 0.8 2.0 1,2
100 11 Mean 143 4.7 114 8.9 7.9 6.1 0.82 45.0 25.5 7.0 17.0 5.4
S.D. 2 0.3 2 0.3 1.3 0.3 0.10 3.1 2.9 0.6 1.5 1.7
300 12 Mean 143 4.6 113 8.9 7.8 6.0 0.87 46.5 23.9 7.0 17.3 5.3
S.D. 1 0.3 1 0.3 1.1 0.3 0.08 2.3 2. 0.7 1.8 1.6
1000 12 Mean 141 1.9 112 8.8 8.0 6.0 0.9%0 47.4 22.0% 7.2 17.6 5.9
S.D. 2 0.3 2 0.2 0.5 0.3 0.09 2.6 2.5 0.7 1.9 0.9

¥ ! p<0.05 (Significant difference from control group)



Table 9 Gross pathological findings of male rats in combined repeat dose and reproductive/developmental toxicity

screening test of 3-methyl-1, B-pentanediol by oral administration

R-608

Dose (mg/kg)

No. of animals examined

No. of animals with abnormal findings (%)

Lung
Dark red spots

100 300 1000
11 12 12
0 0 1 ¢ 8.3)

4} 0 1 ¢ 8.3
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Table 10 Absolute organ weights of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 3-methyl-1, 5-pentanediol by oral administration

Bogy Thymus Heart Liver Spleen Kidney Testis Epididymis
weight

Dose No. of (R) (L) (R) (L) (R) (L)
mg/kg animals g mg g g mg g g g 4 mg mg
0 12 Mean 494 312 1.49 13.34 - 743 1.66 1.70 1.68 1.67 - 689 667
S.D. 25 72 0.08 1.36 91 0.10 0.14 0.09 0.09 69 47
100 11 Mean 504 352 1.50 14,48 808 1.71 1.80 1.67 1.67 662 640
S.D. 20 75 0,13 1.80 138 0.12 0.17 0.13 0.15 78 63
300 12 Mean 498 3256 1.47 14.52 828 1,75 1.81 1.66 1.65 676 647
S.D. 27 48 0.13 0.78 139 0.14 0,09 0.12 0.11 76 66
1000 12 Mean 497 326 1.54 14.33 813 1.78 1.86 1.68 1.68 691 673
S.D. 26 90 0.13 1.24 89 0.18 0.19 0,11 0.11 62 63

No Significant difference in any treated groups from control group.
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Table 11 Relative organ weights of male rats in combined repeat dose and reproductive/develcpmental toxicity
screening test of 3-methyl-1, 5-pentanediol by oral administration
Thymus Heart Liver Spleen Kidney Testis Epididymis

Dose No. of (R) (L) (R) (L) (R) (L)
ng/keg animals mgx &% g% mg% g% g% g% g% mg% mg%
0 12 Mean 63 0.30 2.70 151 0.33 0.35 0.34 0.34 140 135
S.D. 13 0.01 0.18 19 0.03 0.03 0.02 0.03 12 11
100 11 Mean 70 0.30 2.87 160 0.34 0.36 0.33 0.33 130 127
S.D. 14 0.03 0,28 27 0.03 0.03 0.03 0.04 17 14
300 12 Mean 66 0.30 2,92% 167 0.35 0.37 0.33 0.33 136 130
S.D. 11 0.02 0.15 31 0.04 0.03 0.03 0.03 17 15
1000 12 Mean 65 0.31 2.88 164 0.36 0.37 0.34 0.34 140 136
S.D. 16 0.03 0.15 16 0.03 0.03 0.03 0.03 14 15

% ¢ p<0.06 (Significant difference from control group)



Table 12 Histpathological findings of male rats in combined repeat dose and reproductive/developmental toxicity

screening test of 3-methyl-1, 5-pentanediol by ocral administration

R-608

Organs Dose (mg/kg) 0 1000
No. of animals 12 12

~findings Grade 01 2 3 4 P Obs TE 0 1 2 3 4 P Obs TE
Liver

~-fatty change, hepatocyte, periportal 111 11 12 12 12 12
Spleen

~hematopoiesis, extramedullary 12 12 12 12 12 12
Kidney

-egsinophtlic body 10 2 2 12 9 2 1 3 12
Testis

-atrophy, seminiferous tubule, focal 12 0 12 11 1 1 12
Other gross region

-Lung : inflammatory cell infiltration, focal 12 0 12 1 1 1 12
Q0 : No remarkable changes 1 : Stight 2 ¢ Mild 3 : Moderate 4 Severe P : Present a)
Obs : Observed number TE : Total Examined

a): "Present" is used when grading of severity was not done, such as case in the neoplastic lesion.

No significant difference in any treated groups from conirol group.
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Table 13 Clinical signs of female rats during the pre-mating and mating periods in combined repeat dose and
reproductive/developmental toxicity screening test of 3-methyl-1, B-pentanediol by oral administration
Dose Symptoms Day of administration
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 16% 16 17 18 19 20
0 No. of animals 12 12 12 12 12 12 12 12 12 12 .12 12 12 12 12 12 8 7 3 1
No. of animals with abnormal findings [ 0 0 0 0 0 0 0 Q 0 0 0 0 o} 0 0 ] o} o} 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 3 3 0
No. of animals with abnormal findings 0 0 0 0 0 0 0 4] 0 0 0 0 0 0 0 0 0 0 0
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 8 8 1
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 [0} V] o} 4] (v} [s] 4] 0
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 7 3 1
No. of animals with abnormal findings 0 0 0 0 [ 0 o] 0 0 0 0 0 0 0 0 0 0 o 0 0
* ¢ Commencement of pairing
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Table 14 Clinical signs of dams during the gestation period in combined repeat dose and reproductive/
developmental toxicity screening test of 3-methyl-1, 5-pentanediol by oral administration
Dose Symptoms Day of gestation
mg/kg 0 t+ 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
0 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 1 1
No. of dams with abnormal findings o 06 ¢ ¢ o© ¢ O © © ¢ © 0 o0 © O 0 O 0O O 0 O 0 O 0 0 o0
100 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 O
No. of dams with abnormal findings 4] 0 0 0 0 0 o] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4]
300 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 ¢
No. of dams with abnormal findings ¢ 0 ¢ 0 ¢ o © O 0o O © O © O 0o O© O O 0 O O 0 0
1000 No. of dams ) 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 O
No. of dams with abnormal findings 0 o 0 o0 0 0o 0 0 0 0o 2 1 1 1 2 3 4 4 1 3 3 5§ 1
Salivation ¢ 0 0o o0 ¢ ¢ ¢ o o0 o0 2 1 1 1 2 3 4 4 1 3 3 5 1
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Table 16 ' Clinical signs of dams during the lactation period in combined repeat dose and reproductive/
developmental toxicity screening test of 3-methyl-1, s-pentanediol by oral administration

Dose Symptoms Day of lactation
mg/ kg 0 1 2 3 4
0 No. of dama 11 11 11 11 11
No. of dams with abnormal findings 0 0 0 0 0
100 No. of dams 12 12 12 12 12
No. of dams with abnormal findings 0 0 0 0 0
300 No. of dams 12 12 12 12 12
No. of dams with abnaormal findings 0 0 Q 0 0
1000 No. of dams 12 12 12 12 12
No. of dams with abnormal findings 3 3 8 5 0
Salivation 3 3 B 3 o]
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Table 16 Body weights of female rats during the pre-mating period in combined repeat dose and reproductive/
developmental toxicity screening test of 3-methyl-1, 5~pentanediol by oral administration

Dose Day of administration Gain
mg/ kg 1 4 8 11 15 1-15
No. 12 12 12 12 12 12

0 Mean 219 225 239 248 259 40
S.D. 7 7 8 9 12 11

No. 12 12 12 12 12 12

100 Mean 219 225 240 245 258 39
S.D. 6 7 9 10 11 11

No. 12 12 12 12 12 12

300 Mean 219 224 238 243 253 34
S.D. 6 7 10 10 12 9

No. 12 12 12 12 12 12

1000 Mean 219 224 236 245 257 38
S.D. 6 9 12 8 11 10

Unit @ g

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 17 Body weights of dams during the gestation and lactation periods in combined repeat dose and reproductive/
developmental toxicity screening test of 3-methyl-1, 5-pentanediol by oral administration

Dose Day of gestation Gain Day of lactation Gain
mg/kg 0 7 14 21 0-21 0 4 -4
No. 11 11 11 11 11 11 11 11
Q0 Mean 266 309 363 460 194 327 351 24
S.D. 9 14 19 24 19 23 24 11
No. 12 12 12 12 12 12 12 12
100 Mean 266 312 354 456 190 331 353 22
S.D. 9 10 10 18 15 15 13 12
No. 12 12 12 12 12 12 12 12
300 Mean 269 310 354 456 187 333 350 17
S.D. 14 17 14 21 13 17 9 15
No. 12 12 12 12 12 12 12 12
1000 Mean 266 308 363 449 183 331 347 15
S.D. 10 12 13 20 16 19 20 11

Unit : g

No.: No. of dams
No significant difference in any treated groups from control group.
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Table 18 Food consumption of female rats during the pre-mating peried in combined repeat dose and reproductive/
developmental toxicity screening test of 3-methyl-1, 5-pentanediol by oral administration
Dose Day of administration
mg/kg 1 4 8 11 15
No. 12 12 12 12 12
0 Mean 21 20 22 22 23
S.D. 2 3 2 3 4
No. 12 12 12 12 12
100 Mean 20 21 22 21 22
S.D. 2 3 3 3 3
No. 12 12 12 12 12
300 Mean 21 21 22 20 20
S.D. 2 2 3 3 4
No. 12 12 12 12 12
1000 Mean 20 19 21 20 23
S.D. 2 2 4 3 3
Unit : g/rat/day

No.:

No significant difference in any treated groups from control group.

No.

of animals
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Table 19 Food consumption of dams during the gestation and lactation periods in combined repeat dose and reproductive/
developmental toxicity screening test of 3-methyl-1l, 6~pentanediol by oral administration
Dose Day of gestation Day of lactation
mg/kg 1 7 14 21 1 4
No. 11 11 11 11 11 11
0 Mean 23 27 28 24 27 47
S.D. 3 4 5 4 5 6
No. 12 12 12 12 12 12
100 Mean 24 28 28 25 24 45
S.D. 2 3 2 3 3 §
No. 12 12 12 12 12 12
300 Mean 23 27 29 24 26 46
s.D. 3 3 2 3 4 5
No. 12 12 12 12 12 12
1000 Mean 24 28 31 23 24 46
S.D. 2 3 3 3 6 7
Unit g/rat/day
Na.:; No. of dams

No stignificant difference in any treated

groups from control group.



Table 20 Gross pathological findings of dams in combined repeat dose and reproductive/developmental toxicity
screening test of 3-methyl-1, 5-pentanediol by oral administration

R-608

Dose (mg/kg) 0 100 300 1000
No. of dams examined 12 12 12 12
No. of dams with abnormal findings (%) 0 0 0 1 8.3
Spleen

Adhesion (liver, stomach and fatty tissue) 0 0 0 1 ¢ 8.3y
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Table 21 Absolute organ weights of dams in combined repeat dose and reproductive/developmental toxicity
screening test of 3-methyl-1, b6-pentanediol by oral administration
Body Thymus Heart Liver Spleen Kidney ovary
weight
Dose No., of (R) (L) (R) (L)
mg/ kg dams 14 mg g Fe mg £ g mg mg
0 11 Mean 361 232 1.03 14.77 700 1.14 1.14 58 54
S.D. 24 76 0,06 1.50 134 0,05 0.08 9 7
100 12 Mean 353 284 1.06 14.94 737 1.21 1.14 56 56
S.D. 13 78 0.07 1.55 94 0.256 0.09 6 7
300 12 Mean 350 248 1.04 16.23 748 1.17 1.14 53 53
S.D. 9 56 0.08 1.05 95 0.08 0.08 14 8
1000 12 Mean 347 178 1.02 16.90%% 714 1.22 1.23 55 54
S.D. 20 72 0.08 2.00 204 0.12 0.12 8 7
%% : p<0.01 (Significant difference from control group)
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Table 22 Relative organ weights of dams in combined repeat dose and reproductive/developmental toxicity
screening test of 3-methyl-1, S5-pentanediol by oral administration

Thymus Heart Liver Spleen Kidney Ovary
Dose No. of (R) (L) (R) (L)
mg/kg dams mg% g% g% mg¥% g% g% mg% me%
0 11 Mean 66 0.30 4.20 201 0.32 0.33 16 16
S.D. 20 0.02 0.24 43 0.02 0.02 2 2
100 12 Mean 80 0.30 4.23 210 0.34 0.32 16 16
S.D. 21 0.02 0.33 31 0.07 0.02 2 2
300 12 Mean 71 0.30 4.35 214 0.34 0.33 15 15
S.D. 17 0.02 0.28 29 0.02 0.03 4 2
1000 12 Mean 51 0.29 4,87%% 206 0.35% 0.35% 16 15
S.D. 19 0.01 0.36 585 0.02 0.02 2 2

% ¢ p<0.06 ; %x : p<0.01 (Significant difference from control group)



Table 23 Histpathological findings of female rats in combined repeat dose and reproductive/developmental toxicity
screening test of 3-methyl-1, 5-pentanediocl by oral administration

R-608

Organs Dose (mg/kg) 0 100 300
No. of animals 12 12 12

~-findings Grade 0 1 2 3 4 P Obs TE 01 2 3 4 P Obs TE 01 2 3 4 P Obs TE
Liver

-fatty change, hepatocyte, periportal 2 10 10 12 6 6 12 6 6 12

-glycogen accumulation, hepatocyte 4 8 8 12 3 g 12 4 8 12
Spleen

-fibrosis, capsule 12 0 12

-hematopoiesis, extramedullary 12 12 12

0 : No remarkable changes 1 : Slight 2+ Mild 3 : Moderate 4 : Severe P : Present a)
Obs : Observed number TE : Total Examined

a): "Present" is used when grading of severity was not done, such as case in the neoplastic lesion.

No significant difference in any treated groups from control group.
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Table 24 Histpathological findings of female rats in combined repeat dose and reproductive/developmental toxicity
screening test of 3-methyl-1, 5-pentanediol by oral administration
Organs Dose (mg/kg) 1000
No. of animals 12
-findings Grade 01 2 3 4 P Obs TE
Liver

~fatty change, hepatocyte, periportal
~glycogen accumulation, hepatocyte

Spleen
~fibrosis, capsule

-hematopoiesis, extramedullary

0 : No remarkable changes

Obs : Observed number

a): "Present" is used when grading of severity was not done,

1 ¢ Slight

12 O%x 12

4 8 12%% 12
11 1 112

12 1212
2+ Mila 3 Moderate

TE : Total Examined

%% ¢ p<0.01 (Significant difference from control group)

4

Severe

P

Present a)

such as case in the neoplastic lesion.



Table 25 Estrous cycle in female rats during the pre-mating period

in combined repeat dose and reproductive/

developmental toxicity screening test of 3-methyl-1, 5-pentanediol by oral administration

R-608

Dose No. aof Count of estrus Mean duration
MeantS.D. of cycles
mg/ kg animals 0 1 2 3 4 Mean+S.D.

0 12 0 0 0 [} 6 3.5+0.5 4.2+0.3
100 12 0 0 i 5 6 3.4+0.7 4.2+0.3
300 12 Q 0 0 7 5 3.440.,5 4,3+0.4
1000 12 Q 0 2 7 3 3.1+0.7 4.5+0.6

No significant difference in any treated groups from control group.
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Table 26 Reproductive performance of male and female rats in combined repeat dose and reproductive/developmental
toxicity screening test of 3~methyl-1, S-pentanediol by oral administration

Dose No. of No. of Days until Copulation Fertility
. copulation index index
mg/kg males females Mean+S.D. (%) a) (%) b)
0 12 12 2,6+1.4 12/12(100.0) 11/12( 91.7)
100 11 11 2.3+1.3 11/11¢100.0) 11/11(100.0)
1 i1e) 1 1/ 1¢(100.0) 1/ 1(100.0)
300 12 12 3.3+1.2 12/12(100.0) 12/12(100.0)
1000 12 12 2.8+1.1 12/12(100.0) 12/12(100.0)

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

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

c): One female was mated with a male with successful copulation because 1 male died due to intubation error.
No significant difference in any treated groups from control! group.
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Table 27 Findings of deliverly on dams in combined repeat dose and reproductive/developmental toxicity
screening test of 3-methyl-1, 5-pentanediol by oral administration

No. of No. of Gestation Gestation No, of No. of Implan- No. of No, of Live Delivery
pregnant females index length corpora implan- tation gtill=- live birth index
Dose - females a) (%)b) lutea tation index born born index % e)
mg/ kg sites % ¢) % d)
Total 11 11 100.0 205 195 95.1 0 184 100.0 94.4
0 Mean 22.5 18,6 17.7 0.0 16.7
S.D. 0.5 2.4 2.3 0.0 2.0
Total 12 12 100.0 230 204 88.7 3 187 98.4 93.1
100 Mean 22.7 19.2 17.0 0.3 15.6
S.D. 0.5 1.5 1.9 0.5 2.2
Total 12 12 100,0 234 209 89.3 2 198 99.0 94.83
300 Mean 22.7 19.5 17.4 0.2 16.3
S.D. 0.5 3.1 2.1 0.4 2.6
Total 12 12 100.0 238 215 90.3 0 201 100.0 93.5
1000 Mean 22.3 19.8 17.9 0.0 16.8
S.D. 0.5 2.6 1.4 0.0 1.9

a): No. of females with live pups

b): (No. of females with live pups / No. of pregnant females) X 100
¢): (No. of implantation sites / No. of corpora lutea) X 100

d): (No. of live pups on day 0 / Ne. of pups born) X 100

e): (No. of pups born / No. of implantation sites) X 1060

No significant difference in any treated groups from control group,
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Table 28 Findings of pups in combined repeat dose and reproductive/developmental toxicity
screening test of 3-methyl~1, 5-pentanediol by oral administration

No. of No. of Sex External b) Day 0 Day 4 Viability
males females ratio malfor- index
Dose No. of a) mations No. of No. of % d)
mg/ kg dams (%)e) live pups live pups
Total 93 91 0.51 0¢ 0.0 184 184 100.0
0 11 Me an 8.5 8.3 16.7 16.7
$.D. 2.4 2.2 2.0 2.0
Total 90 97 0;48 oC 0.0) 187 1856 98.9
100 12 Me an 7.5 8.1 15.6 15.4
S.D. 1.7 1.8 2.2 2.2
Total 108 87 0.65 0C 0.0) 195 189 96.9
300 12 Mean 9.0 7.8 16.3 15,8
S.D. 2.9 2.4 2.6 2.2
Total 104 97 0.52 0C 0.0) 201 197 98.0
1000 12 Mean 8.7 8.1 16.8 16.4
S.D. 2.5 1.7 1.9 1.8

a): (No. of males / No. of live born pups)

b): No. of live born pups with external malformations

¢): (No. of live born pups with external malformations / No. of live born pups) X 100
d): (No., of live pups on day 4 / No. of live pups on day 0) X 100

No significant difference in any treated groups from control group.
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Table 29 Body weights of pups in combined repeat dose and reproductive/developmental toxicity
screening test of 3-methyl-1, S5-pentanediol by oral administration

Dose Male Female
ng/kg 0 4 0 4a)
No. 11 11 11 11
0 Mean 6.9 10.6 6.6 10.3
8.D. 0.8 1.7 0.7 1.4
No. 12 12 12 12
100 Mean 7.2 11.0 6.7 10.3
S.D. 0.7 1.2 0.7 1.2
No. i2 12 12 12
300 Mean 7.1 10.9 6.6 10.3
S.D. 0.7 1.3 0.7 1.3
No, 12 12 12 12
1000 Mean 6.7 9.9 6.3 9.3
S.D. 0.5 0.9 0.5 0.9
Unit : g

No.: No. of dams
a) : Day after birth
No significant difference in any treated groups from control group.



Table 30 Gross Pathological findings of pups in combined repeat dose and reproductive/developmental toxicity
screening test of 3-methyl-1, S5-pentanediol by oral administration

R-608

Dose (mg/kg) 0 100 300 1000
Male

No. of pups examined : 93 89 105 102

No. of pups with abnormal findings 0 0 0 0
Female

No. of pups examined 91 96 84 95

No. of pups with abnormal findings . 0 0 0 0
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