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Body weight change of male rats treated with 2,2,4~-trimethyl-1,3-
pentanediol diisobutyrate

Body weight change of female rats treated with 2,2,4-trimethyl-1,3-
pentanediol diisobutyrate

Food consumption of male rats treated with 2,2,4-trimethyl-1,3~
pentanediol diisobutyraté

Food consumption of female rats treated with 2,2,4-trimethyl-1,3-

pentanediol diisobutyrate

Mortality of rats treated with 2,2,4-trimethyl-1,3-pentanediol
diisocbutyrate

Body weight change of male rats treated with 2,2,4-trimethyl-1,3-
pentanediol diisobutyrate

Body weight change of female rats treated with 2,2,4-trimethyl-1,3-
pentanediol diisobutyrate

Food consumption of male rats treated with 2,2,4-trimethyl-1,3-
pentanediol diisobutyrate

Food consumption of female rats treated with 2,2,4~trimethyl-1, 3-

pentanediol diisobutyrate
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Hematology of male rats treated with 2,2,4-trimethyl-1,3-
pentanediol diisobutyrate

Blood chemistry of male rats treated with 2,2,4-trimethyl-1,3-
pentanediol diisobutyrate

Absolute and relative organ weight of male rats treated with
2,2,4-trimethyl-1,3-pentanediol diisobutyrate

Absolute and relative organ weight of female rats treated with
2,2,4-trimethyl-1,3-pentanediol diisobutyrate

Summary of gross findings in rats treated with 2,2,4-trimethyl-1,3-
pentanediol diisobutyrate (successful pregnancy, male)

Summary of gross findings in rats treated with 2,2,4-trimethyl-1,3-
pentanediol diisobutyrate (day 4 of lactation, female)

Summary of gross findings in rats treated with 2,2,4-trimethyl-1, 3-
pentanediol diisobutyrate (not copulation, male)

Summary of histological findings in rats treated with
2,2,4~-trimethyl-1,3-pentanediol diisobutyrate

(successful pregnancy, male)

Summary of histological findings in rats treated with
2,2,4~trimethyl-1,3-pentanediol diisobutyrate

(day 4 of lactation, female)

Summary of histological findings in rats treated with
2,2,4-trimethyl-1,3-pentanediol diisobutyrate

(not copulation, male)

Summary of histological findings in rats treated with
2,2,4-trimethyl-1,3-pentanediol diisobutyrate

(not copulation, female)

Summary of histological findings in rats treated with
2,2,4-trimethyl-1,3-pentanediol diisobutyrate

(non-pregnancy, male)

Summary of histological findings in rats treated with
2,2,4-trimethyl-1,3-pentanediol diisobutyrate

(non-pregnancy, female)

Copulation and fertility results in rats treated with
2,2,4-trimethyl-1,3-pentanediol diiscbutyrate

Findings of delivery in dams(F0)} treated with 2,2,4-trimethyl-1,3-
pentanediol diisobutyrate

Body weight change of pups(F1l) from rats treated with
2,2,4-trimethyl-1,3-pentanediol diisobutyrate

Summary of gross findings of pups(F1l) from rats treated with
2,2,4-trimethyl-1,3-pentanediol diisobutyrate (sacrificed,male)
Summary of gross findings of pups(Fi) from rats treated with
2,2,4-trimethyl-1,3-pentanediol diisobutyrate {sacrificed, fenale)
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BRELEMEOEUENEEEFMT 2720, L LMV AF -1, 3-RU s o4 -0
VA TFLU D) GEESGBE) o 30, 150 BXU 150 ng/kg/day%2 5 v P OB
B> o REHME. BRI UCBEIAZ THESORS L. RERSEHEHICNA T
45 - RECKRIITEEEZRAL 7

D

2

RE&xEHMYT

—RRBICIHBYHABRSOXBRIEDONT, ATALBEINE I /2,

B 150 ag/ B THEEMMESBH o, REBHNMD 150 ng/gBFTHEML 7o,
EOMBEFNRETIE. BRYWEESOREBLEA o 3 (L3 B, MKLF
FRETIE, 150 BXU 150 /BT VT F VU BLTREV L E L DHEMMNE
o, BRBLCFBRNDOLENTRRE NI,

BEERBEED S0BKC 150 ng/igBTHBERENEML. 512 150 ag/tgBf T
BREEN ML, #TE 150 ag/eBTHBREEN N EML .

HIRAR TR, HO 150 ag/kg B THBOBBME»ED o Nt

MEBFRR TR, HD 150 ag/lgLLEOBREH TEBORME LEDOHFEEHLL X
CETREEOREEOHANBD o, 51T 150 ng/lgB THMRME LD,
R, EMRAETEOELR. FROEBH (ORI EIUCHFEROBRMNED SN,

A REFE A #

RERE. ZRESICHAPERE TR, HRYHRSORXBRIBD SN -1z,
SHNEHETE. ERIVOFANL/ERICHBLHEENEZE L RBYERSORLE
BRSO -1, o, FEROAZRETHLHRBYHARSICLEEELSND
HERLB, FELHBE4B8FITCIRACHE ML 7o RER. WE4BETORTERS
FUHBTAHOHKR TRERVHEKREICLFLELZOoNIERERRIBEINAL I -
7io

PlPEOERNMS, LULI-MNYAFU-1 3RV IFA—-NWNISAVTFL—FOREERSES
B, BEEE LI 150 ng/kgllEoBETELON, BREVERTHAESL HIZ I
mg/kg/day ECWIBTL fzo T HMHEOHEMICRIFTHEEELIVRIMORLE - REICKIFE

ER:2

. 150 me/kg/day BSIc L - THRD oMY, RARELXEBLMEE L $12750

ng/kg/day & HIMr L 7z,
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EFROVERERSEYE - FMREBHHSER
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BEUFOEBCMATEN - RECREITRHREERIL 1=,

B, HROERIRLHE 13I8, EBNE. (IERE 15
(HAEILAIIE) © FREEDECFZIZRRUERLEYNE
CRIEFEUHOABEDHEFLEDIMSELARICRET s HR AR
K2oWT) OBE#EEK T HDOEL 1,
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(1) B #R —10°C~ 280°C
19w W # 0. 042 wt% (5K
19) 4 0. 944 (20°C)
AR - - 12 Torr  ( 150°C)

D RoFwiLtogEs WOBRVARZHMBERIGUTHDSRE A 2, REFE, K<
Z7EFRL, ROV BROBRBFEVBITIPVERESITI,

1) BERMEREL LY BERTH. 0 2 28T 5 —CRBEL. BOEBEL -,
54 BRI O 0

. R UERIE Reference data 2 /R L 7o
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2)

3)

ABRMEBLUHE -

g B Y

HALKSDRT v b (S1e:§D, SPF) B, HRZ Xz AV (A&t (BERERT)
DOERTHEBOMBRICEERIELIOALIBIKBAL &,

BYES HEKRE - IMLAHF LR, HESUT: SERTHAY L THRICHV I,
BAOURTROGEER, #7T 151~293 ¢ . #T 168~181 g TH -1,

EBERER
0ECDA A RS A BTy FOFEANERINATVWS, R, SAM. it X
UBEARERLTERL TRAL,

. - ]

By, BELI~C. BEL~65%. BIAERIE /B, BE 150~300 lux . FBEE
B 2BER] (PRI TR ST, FRTHHELD) CREINLNYVTVRTLOREE

(W5 T xXD10Odxt 2.5m. 142,95 2°) THITL

BRXed FEEWY-EX ERSAE®) O HBEKEXEAERS (W61 0 xD 790X
H195.0 ¢n) ZFEAL. TV IWEHE -KA7F Yy VAFHERE— Y (F 15 8xD 234X
H16.0 ca B —Y « AXR—=Z 6,017 cw’) LML 1 RFH>BELEET L, (BL.
TEHM DI, BEE T IREE - KX7F 2 UXEERAES -V (7 36.§xD 25, 0x
H16.0 ca B —J « X=X 14,720 ® ) CRBELBEL 2o TRUBLUBEDOR
BMIHEEABETTIIMGIHE - KAF UV APEATY— Y (F 36.8xD 25. 0%
H16 0cn) KHE PV -BXTBREOHRE (FLT77—F34) ZANTHEL L, 8F
y-vRRELE, HESIEIESRKLE,

FRHE, AV VBB TERRNSH (REBPRX) MEONMF HBHEE (BHER
BREFE) Z2EHL., AEHBTEHRACERS L, ZERICHEH L AT OBELRHE
DA, AV LV IVBEBTERRSHEIMAEZA BFXRBESKTE VI — (RHE%
AXR) KEBELERBL, TOFHRMEEIZ. Relerence data J I</RL 7,

okid, KEKEHBHICBERNX /7, KBKOMTIZ 1 EIC 4B, BAEA BRAREE
MEREE V7 - (BNMEERT) TERBL. ZOKERERBEZIL Reference data 4
R U7co B L7-MB, KBELUBED MBI KR IBERST TEREOEL SN S
REYDREZLE D - 12,

BE. BYORBEHMb, F— 0 EHEBICEEEZRITILAZLEDNIABEBEROT(IL
o tce
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YR HONCHEERICL - THEIMEL., BIERHBBEC LD ZABRBEERTLL O

¥ AEL10A2TBiCEAT L1,

HYOBAMIBEEMICE/ SV FE2FTBRLLELICY - L iIcTHEBES (Aninal

[D-No. )

R X I i

) ABRBEOHK

IMBBEBIUIRBYERSHOT 48 & L,

t AR A B ENEUE S B B F 5
(mg/kg)
i3 1 0 (XIHEE) + 12 1001 1012
2 30 12 1101 1112
3 150 12 1201 1212
4 1a0 12 1301 1312
it 1 0 (ot EEE) « 12 2001 2012
2 30 12 2101 2112
3 150 12 2201 22112
4 150 12 2301 2312

¥ I—UALMILNDAHEHESL 2,

6) AEHREHEH

FERCEL - THERED.HD 2 HEEEER (HE: (.

ng/kg ) =EHM L 7= (Reference data 7) o
TOER, HEED 500 ng/ P LoBRSHETHEBEROSHENIBD SN, 150 ng/kg Bl E

DEEFTHBLCRTEROEEVED S,

5000 T80 BLU 1000

PUltoginsre, XABRORGHEZL 150 ng/kgicZEL. UTAaKScTRL, AR

Z 150 mg/kg. BEHAE%E 30 ng/kg @

EF LT,
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8)

9)

HWERYEORR., BESWK

VEBOWBRMEEX I A AN (FASATR7EANSE. ZREHEAET) AL,

f . NBXT 150 ng/nl DIEEBEICHAR Lo, ANKE., EAKI THEBEICREEL
BB DOHEBRYIEIL Reference data 5 ICRLAMLL 2 (7/v) BEBEBOBE., BHER
HETTHOBLELTEHEETHAI LRI ATVWAE I LS, FHENG 1EMIICLE
ULoHETERBL, AMRTHLURNICEAL 7

BREBEOBEATG., BANHBHICHAYMLEBONNy FOOEBESY Y TILERBL
ELI, TOEE. Reference data 6 IS/RL 72 94, 0~98. 0% O HiFE TE ) ic B
ENTHEYMEILI - 1,

BE5HEB L U&RE LR

BEERE. DA A Fo54 v IREEEEH - EFMREBHS4EEAR] TREREhTY
AR ERBICEL TRHEEORE 28K L /-,

HERBI. KE 100 ¢4 0.5 ol &L, BEMNCHMEL EFEERCESVTHEEL
o BYVYTFERAWTEALE (TE//E) RBEEORE L, BB A4 0
DHERBRICKRE L 1,

HOREHEE. XEFMHUEAISREFHM BRI UCREHMETRIIEHOEKIE
MlE L, HOBREHME., XEMUUBHELRENMGT (RERLETHREUEM) Ko
CRXEBRIHEOTIRBEAAEL TOKREOMEIAET (40~538H) &Lk, K5,
REOBRIL LG IR ESAEKTROERIFE E TUER., BRARIL O I H KR
WHORHFIE E CHEBIRS L

Bl UBREEB
— RO Bl
s b, 2>V THRHAMPEEBEL I,

EEME

T, 50 (®EHEBEE) T, 14, 21, 28, 35, BEUNHE (E&8) cflE L
foo BT, BB (BEHER) « T, UBXUUHEKHEL, REOBRIAL LD 12
iz IEORSE28, 35, BXTCUBICHEL 2o 0. REBZROMIZ. HE 0.
T UBXITUBI, SR LABEIHEEOSIUT4HICHEL 7,

BHEROHIE

o, 50 G&5EE) 7 . 1L 28, 35, 2B X038 (HREIA) KHERE%
MEL. MEEOLSKRORMEBE TOMOBREREZRKDPFEG I BREELHEHL 1o, #T
2. 50 (B55EH) (1 BLUHBKR. REDKRIL LB -3 T hlBo®RE
. BHELICUNEHREEREZAEL. MEEH»SRORMELH EF TOREREZRHEH 1 H
BMEBETEM L/, . RERIOMIERI. 7. UBXUIUHIC, 2 LIHIZE



BOBLU4BRHMEL, AIEBLSRDOUMELE CTOMOBMERERKHFEG 1 HEMEER
EREHUIL, 6. REMMPOREBRIAEL SH- 7,

LR &

REH S HAY (REMEA+a»TIAM) OHBNHELT - ~HIRARROKD F -
JIANLA L TRE2ENEREES 4, Y. BETORTRES b > TRERL
EL. TOHEEFEOT & L1z,
BEAMEREKERIEE TRV, REHLSKORENE COROARAEAR IR
LCESEAmEENL 72,

TRERS S, SREOVIKER [ (XRRIBYY FEHYE) x 100] #HHL
2o

BRI UCHEROHE

BARSHEICSBRREOBELITV., HEATT LABEXHEOBL L CHEEEZEREL
oo £, HiRME (ME0HDOERAMOHKROBOERBERUABE) | R

[ (ZREBYE " ZRERLFHVED < 1600 1 HER [ (EROEMY TRERD

X 1001 . BERE [ (BREBEEREEE < 100] . 9BF [ (HERB FHREH
X 1001 | tHER [ (HEARE-HERE x 100] 2EHL 7,

FAERRIHER, HERYE (AFR+ZETHE) 8/~ T HET L L LICAERET
DEMEF S, o BEOBIUV4HCHENORERERTAE L. HEH 1LY
DOEHERETERL 7,

HWEAHBBICHLER2AZBRL., TEHRECRRBRBREELT -2, WEHMPORTRED
EHRCEESEOARBERZT- ., . FAROIBEFER [ (WEA4HERK N
EERE x 100] 2BHL ., ’

. RRRE

BREOELMIc>VTEIRBICERL 72,
B IERERIE LB, T FUTHKREREL. BEAHKR» SEKML 72,

MR
RECEAMAM 72, RAMBEREEE TS [ 6000 (F7 =3 Vi, XE) AL
TTROEEEME L /2 (EDTA - JKEMMA)

NT b7 Yy M (HCT) SRMIKOBTHEL O FMIE
N E SO E YR (HGB) ST A MAESOE VE
7R i 24 ' (RBC) HF5 35 2 H ik

g R MR FEE (MCV) RBC, HCTXR b B

1 R i BRI % B (MCH) HGB, RBCK » EH



EEFRMERIMEREBE (MCHC) HGB, HCTX D EH

il 7N #® 5 (PLT) R RE
B il BR 5 (WBC) BRI RE
B MW R & 9 X Ta—H%A I MY —F

BMRE2ERE EROBBTAEL /oA, FIRMBREEERZERL, A/ TYVary
WEFLYFRE L THREL 7

FRFRMERE RO EROREBIC DWW TRARMKREERAT S ZEMEF v Cuy b (F
VEHEXESH., EERPEEX) THhEdk,. MEARKELREERN L, EHLLEmMEAMD
Evohiih-1cHd, EBREITHLEN T,

- MBILFHIRE -

BRECR 7Y —vIi-L (BRR&E PV bor EEBETRERX ci@zRRL. 304544
BE® 3000 rpaTTHMRELSML THIMNFEZA VAL, SHELCEATITEE
CentrifiChem ENCORE T (N—7A —%. KE) BXU EXTACHEN T00N (35 v 7 &, RED
EAVWCTEROHEHBZAEL 7,

& % S| (T.protein) Ea—-VLvy b&
7T N T v (Albumin) B, C. G &
A/SG (4/6) itEE
mm 2 (Glucose) SN —-ZFF ¥ -YHE
R E B % (BUN) L7 ~¥HRE
JLVvT7T F (Creatinine) Jaffe &
wEYILE (T-Bilirubin) VT VEBERE
gy I UVBRAFY o
N S R (GOT) Karmendt B ik
Ty I VBREILE VB
RS UZXT I F—-FF (GeT) KarmenBt B &
Y=Y INES VA
RTFF—* (Gamma-GTP) Szas: EE
770 U A (Potassium) BRRE
54 * (Chloride) BB&E
Ve 7V v BN (Calcium) ThNEFVIEBEE
|, OB v v (1. phosphate) FYTFUOBT Ly E_LE

* HIOIFHEIE, ENCOREE T, flhid EKTACHEM THIE L 72,
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HRBIVUBEER
TERCXITIHUC DV THRERNLHBEL . BEERELMEL .
BETIBHYONAB. O, BABIUVHBRE. 8. NBXUFHOABEIUNE. K
. BREBLUCRRELZORE,. BMOMRLLUBEEREL. T XTONBNEY
KoWT, AL, KE&, BanlzE@l

KBy

HERESER., WIIKMOKLARAIE LB - T UVHBRLERIE. TESEORRBRNE
KET-®%, MR, FE. BB, HEBJURBRELGERLAIE L BREEERE - KEK
(HXMER) 2HEH L, £/, 29O R, FE. T, M. OB, BB, 8%, &
B, VR, TEABIUCRERBELNEE (M. KEOR) 2 1%PHEBEEHRL<Y) Vi
THEREL. BEBIUBE LGB YT v RBETEEL 726

EARTR L 7o -

WHE 4B - T UVRBREROERE S, TESEOARNEE LT - c&. B, fF
. BBRELUPEEREZAUELSEEHRE - AFEL (BUER) 2HH L, £/, 28
PO iR, . TR, ME. K. O R, 8. TEASIURERERER ()
B HHEREALTY VERTREE L, Kb, SIRBICHEAEARBLIUEBRBEREA NI,

RRDEIL L0 - fotf

HEMERS®R, = -7V HBRRINEER S, TEBEONRNBEELZT -8, KHE.
AR U o E, B, RE. KRBE (BHEEST) ( BR. JE. MBI UTREX.
L. BRBBIUCER/NME, . A8, B, T28E. DB XIBE. FR. KB, BB,
. BIT. B, 9. 725, B. B, ~—7-R. k. TEESIUCFHZ10%P
EERIL<) VERTEEL 12,

HRSGGDOBD SN - Fo b -

HIRBIC, -7 VHBERNERZEA S, TEREOARNBEZT > %, KE.
AR ) UNE BB, e, KBE (BHEZE20) ( R, B, LUK EX.
D BRBBLTLER/NME, & RE. B, T2EB. NE. XIE. PR, BB, BE.
TR, BIE. B, ¥, 78, B, B ~—5 K. K. TELASIUEHLZ X TF
HEEE LY VERTREEL 2, BERESZED SO VIR ERAKIL LHEL o

REMRTERAE

TREZLETIFYICOVWTHBFERALEML 2o

A MEBMZEWAFR (RREERT) 3774 YURZERL. AT bFF2 Y U
c XAV URBLI, BREBIEFL /I -TERBL. REOEHEBLUEEIIDVWTER
L7



Mz % BRI & B o

NBHLEARBSFAORM. MR, OB, FR. ¥, 1R, 8%, FREIUREHRE
BRAHRR (B 1A, EMEOB; 1LAD o 8. 150 ng/ky DILOBESEHTHBERL.
150 mg/kg BTHBRBRERS TR ENEML o/, WBLT 150 ng/IgBOLFOFRBE
JUOBRICOVWTHMBFRELERKL 12,

HRS L o

NEHEEGHABHSAOK. WR. GR. FR. TR, K. 8%, PRBIUCRERE
Mg (i, LB o, B, 150 ng/kg BTHBERN ML, ETEREROHMAR
ohtored, HBXT 150 ag/BO2AOFBBLIUCTRBRCDVWTHHEBREREELE
ML

REDRI LIS - FotEHE -
eFloK. KR, O, . T, MR, 3%, B, 7. 0, FE BEEE 8B
B/, BB XUTTERK,

HiREBRILIEEL > lEB KTERAKRILOME :
2FOR. BB, B, FRE. B, B, A%, B, TE, PR, FH. BRLEE B
£, GILRB LT EEK,



1) =9 DORERE L BT
KRBOET -5, 3082 —% - vx2FLEZAVTERL., EBEEIC>VW TR TR
DHEICEDFEABITEIT > 120
B, WEPMTOFERICET IRMAR 1 BENDOFYE | EEALE L, HEkiEER
¥ i PC 005 BLUkx:PC 0.0l O 2B¥REE L 12,

fxE, HER. qEY. HEERER. BERK. . FTHUAH. EREM. SKE,
SRE, HER, ARREREAR, FFERO4L4BEER, BEHE, BEHR - KEH
(EXER)  MBFNBLCORLENREBEEC DV THRHRBERERE? 2 W1,
RO Bartlett OFNBRELZEBL 2o, ENBOBEE —xcBEAMAINET - 1o
SHPEETCEHOEXRKNRIKOBEE Dunnet DB EHERE, SHOBEXREHNIREN
55 &13Schelft ODFEHERRECHRBELERSEHBOBEEEREL 1o,

Bartle O FEDHBRETCARESHOBEIE Kruskal-Vallis DIEBRE*ERB L, BR
TEBROEAEPRIPKOBER DunnettOIEMNRE, SHOEAXAKIRLIBER
Scheffe DIPURETHBEHLEBRSHHMOBTEELREL /o,

Bartlett

gaz (FAERE] gee

ANOVA Kroskal-Wailis
& 67 #% E

BEE FEE HEE BEE

»H Y L ' »HY L

® T w70
BEEXBOH® BAEORE
= # = #

Dunnett Scheffe Dunnett B Scheite %Y
LELBRE ZEHLBERE ME {2 B E g fr #& &

HER, KRRBLUSZBRICODVWTIRX BE> P E2H VI,
REZREOREFEHEEIC DO TEFisher D EHEMRBRTEE) 2B W, BL. FEM
MERBEOFBELIUVOEBTEDONTZFHRICOVWTERARA A ZEREEZEEL 7o,



11.

2R & R

D XKERSEHE

B X F—IREE (Table |, Appendix 1-1-1 ~ [-2-12)

A, BEHBEZBEUCHEVCTWOBREHRICOBEEI LN 12,
—RIREBOBETIZ. KTHOBEBOHED 150 ag/iBHTE 60 THBIK 1 AIBEEKX
hic, TR, ROUBYMANRETCHE IR, 3 ng/ ¥ THE 2004 BEIC,
150 mg/kg BTHKRZ2MASSHESLUVIIBHIKZhZN I ABREI N,

& & (Figure 1 ~ 2 . Table 2-1 ~ 2-2, Appendix 2-1-1 ~ 2-2-12)

BT, 150 ng/ky BTHRBBICHURTHRSHMEECAENRLVEREZRL. BE 1 5
SUHOEERHEMB LD L o,

HTid, SBOFEIRKRESHEMEFL AL, ARBLEBVERSHLOMTEIRY
Shiid -7,

BB (Figure 3 ~ 4 ( Table 3-1 ~ 3-2, Avpendix 3-1-1 ~ 3-2-12)

BT, BB GEHLOMICEIEDONLEN - 1,

fETiE. 750 ng/kg BTHIROO S TEBLIU THO UHORM., SHBEICHNTREEN
EmlL., FROASULHOREREE L MBEICHNTHEML /2,

HoMmikFaka (Table 4 o Appendix 4)

TRTOHEH T, HBBICHNTHFIREEBORDB LT v AREROEMARY S
N, BENBROEHOMEAR HBHOQEEREEOEE) Th 7. £0H. 30
BEY 150 ng/k B THRBBEICH AL MOV @A Lzt ARICHEELLETR
Binote, HB, BREHELIMERAPED SNLEM -2 Eb D, WRFMBRERD
HERTHLNWEH -1,

. HEoMmBILEXIRE (Table 5 | Appendix §)

IRTOREH T, HABHICHENTER) D ogmr@bvohni, 25, 150 ag/kg K
LOBREBETILTF U RBREVLMEY TALT I MG BXUANY T LOBEM,

0T BRU y -CTIHEHOR DN, F/. 150 ng/kg BTl BREADOHEM. (PT L X
CEEDOBLPEFRENBD Slc, £DM. B KT 150 ng/kgBETAHY 7 LDHEMA,
30 mg/kgBFTR v -CTPEMOEMAIABHONAN, HERCHBELELTREh T,



f.

SFEER (Table 6-1 ~ §-21 Appendix 6-1-1 ~ 6-4-4)

BT, HBEICHAN INBLT 150 ng/keBETIHBOMEMERI ML, &5 750

ng/kg BCTHBOXRER, TROXBEBBLUHENEEI ML 72, 20, 30 ng/ke8
THREROELOIAED S chH, BEICBEEL ELTEREO - 1o

T, HREICHA, 150 ng/ky BTHBOEEB S JUHEMERNE bITHEML 2,

SRR (Table 7-1 ~ 7-3. Appendix 7-1 ~ 7-2 )

DRI U fo B
HRYMBERSHCREBOS VAR L LT, HEBOBE T50ng/kg B TLIHIG 6 Flic
BEINh/, Tofh, BARAMLEZZOCNIFELL T, FEOMEN 10 ng/kg BHoD
1fhic. liROFREa,. MOBRK X (BR) BLUKBOR (&) 2 150 ng/kg
BTczhzhlHicBBI N,

WE 48038y (BR2%HY)

HERMERSHICREHDOPPE VAR L LT, BROKGELS 150 LT 150 ng/ket
TrzhZENIFR I AIcBEESIN, 20, HAREHLEZAONAREL LT, KR
DB EALD 150 ag/gBFD 1S, KO, XENAGBHO L FHic, KREAISNNEEL X
U150 meg/kgBEO & LB, MOFBH X (BR) 2150 BXUT50 ng/kg HDEZ L
PlicEHE I NI,

REBOBILL S5 - ol -
150 B&T 7150 ng/ ke HOMES 1 AICBYVoN, BELLAMBERBEEDRFTRIED
SN > 2B 150 ng/kg BOETHRBOBEALSBEI NI,

MR E ML S G0 » fodt B K T R AL O Hf -
30 mg/ke B CTHERER 1 BliCBOHONT, HELOIKREFTRIBR LG -T10



h.

REMHBFRRR (Table 8-1 ~ 8-6. Appendix 8-1 ~ 8-6 )

HEiRZ R X B 1o HE -
HRYERSOREBLERTRINIFRELTEBBLIUFRICED SN, §hbb, B
BORME LEOFEREEANN BB TEEIIHA (Photo. 1) . 30 ng/lgBOEE I HI.
150 mg/kg BOBESH ., hEFEIFBLY 150 ng/ B TEE1H. dEFEIFMB LT
& L6 (Photo, 2) BIEIh. WFREMIANBETEELIRA. HEE 1A, 30 ng/kg
BHTEEIR. PEE2H. 150 ng/kg B TEEGCH. dEESHAB LY 150 ng/gBT
BE 1A, dEFIABIRINIC, /20 ERMAE LROBEEN 150 ng/igBHOAHICE
B84 (Photo, 3) . EFEIABME I N, BURMEOKLIES 150 ng/ B TERES
Bl. BEAIERTBREAALLICDEE 1 ABREIN, FRTE. FHURROBEOHE
BEDY 750 mg/kgBET 64 (Photo. &) BE XN/, REBIEBLERIFRELT. FE
DL (Photo, 5) AWRBETLIF. Jing/kg BETSH, 150 ng/kg HTERBLY
150 ng/kg BTIABEINIL, WTFHLBEDOENLTH - 1o,

Fro. FBOFMIAMMEE (Photo, §) BLUKRBOKRHEANE (Phote. 1) 4% 750 mg/kg
HoR—EECEHEI N,

ZOMOFRIZ. NEBRLIOBMIKERBITOLONT, HABRENURETH 12, T4D
5. LBOREH, BRBROBERILE. FRO/NMHIFE, EROFEHYE /A - EHAED
JUVBBORBEOZIA{LZErBE DO NI,

WE 4 HOBEY (BRDBEHY)

BRMERS L N EN RS NI FRRBEES NN A1, BESNAFRE. WK
PDEFRFEL L CEMAL. WEOHMS L UER. FROBHL « NAEES X B
BMFHE. SROGKLE - BELRAREB L CRNREEOREES L CBIEKEOZM
EBEETVFNLERRERBRELEL O NI,

REDERI L 1S > fo#E B

HMEE2FRON, ED 150 ng/keBFD | AHICEHERBORME LROFIEEM/L - HFHEY
cENUREE EROBEL KRB, FBRTRFEROBRIEIEEELL, £0
fi. 16, HE2HHBOBRLES Z2VIBBOFBRENER ORIV BESI NI,

BIREHRIL S o - ol KRR O M :
HESLATR, CBRORFE, BBOBHRLE. FROMEREL L UCHFROFRE/D
L EDEALNBES NI,



D EERERNT

a,

ZRBLUZIGEE (Table 9 | Appendix 9-1-1 ~ 9-2-4 )

RRERE. WL XU 30 ng/kg BTR2HAMIZL /2, 150 BXU 150 mg/gFETR TN T
N1IMOARBARIT, RBEIZNWZTNIL 1B TH ~ 1,

Zhaid. HBE. 150 BEC 150 ng/kHOSTREMIL LA O2W TR L. 30 ng/kg Bt
TE1I2BIB A (91 7%) TRRILL 72,

HERABEBETIER., O TFhoRbIEIF4~5SHOMRAMERLLN, MEBEB IV 150
mg/kg HOZ1PICREREELAShIERAMPOMIE GEGEL - RIEKRLEHG) PEEE
khoBHohi, 055, HBRHEO 1 FIIERAPHOE LN NIHBE WV RREHNKT
L7ty 150 mg/kg HO1HERESMA*EL THAGR EELKREORILICEES
Dotc, £OM. 150 ng/ky BOFHHERPEIHBEO LB~ T L 1B&ELHKEH
FHEEEVED S K,

DB L OCREE (Table 10, Appendix 10-1 ~ 11-4 )

SHBREICIEFTIBEEINT, SEORREM. Bk, EREY. HERK., HELE
Wi, . 48EFEREBLIUCRERKIBEIRESHEERL. HEER, FKRE, 244
H, BEEBIF4BEFERCHEMEZERED SN - 1,

FHEROFE, FELICHBHRE (Table 11~12. Appendix 10-1 ~ 12-2-4 )
FHEROAZRETI. REQR1IALHEHEINLE T

HEHMGTOEETE. dBBICHXTHE4BOKED 150 ng/ke B OB THMER %
AL, HTEmMU 7,

HEABETORCROHK TR, MOKRBIONBED LAIKBEINLDATSH » 1,
HE4BOHRTE. MROERRHA & L CRFBROTBHET GBER vEAES M,



12. BBBIUER -

D REgsHHE
RTHE., REPRZECHEVThOoBRESEHC LB oNT . —RRBICLHRYER
BEOoRBIBD N 12,
EEICOWTiR, HD 150 ng/ B TERESHMEEL TROERLI/BD S h, BERIHNS
HRYERSOREEBINEAON ., BTREBRMERSOREBIZYD o dh -1, BH
Bico0TR, D 15ieg/ks HOFROHO S HBDOHTHEMARD S, HERME
BELOMBIPHZISNTE -1, BETRERYMERSEOLEL R T A3ELIEL-
720
MEEBRETIE. HRYERSORBREAD SN - oo MBILFENRETE. 150
BLU 150 ng/BTRELO, /VT7F2VvBLUREYLVE LV OHEMBED S K., B
BLUFBA~AOEENRBINI, ZDf. 30 ng/kgl OB SHTERY » OHEM.
150 ng/kg IEDHBERTTALTS IV, A6 BXUANY T LOHEM, 60T BX 7 -CTP
EHEORD. 512 150 ng/t B TOT BUBLITERORDIABD oD, HEMSE
KBTI ERERTELDODLEIZLA SN 12,
REEBTR. D 150B8XT 750 ng/IgBHTHBOHEXNERNSEML, S5 750
ng/kg BTHBOEER. BBOERERL JUHENERN ML /o, #0D 150 ng/kgBT
2. FROZEES JUBHNERS ML, CASOEEBERLRIERYERSICERAL
reELEEZI SN,
HBAR T, D 150 ng/ B CHBOEBRALL., D 150 ag/ie A LOBREHTHER
DREANED S, HEFERETIE. #HD 150 ng/klLOBRESHTHERORAET L
ROFSEREECOBENEEL, 150 ng/kg BTREHEICHEI N, £, BFEE
BeA 15065 LT 150 ng/ B TRE N EBL., BARME LROHEE., BHts L UL
FREEDBEEEN 150 ng/MBOAKCHESIL, BEBOERICEHEECHBILLR
HELROBRANBKREIBOACHEEIN, TOREBFIC OV TIHBABTRTVLHIER
FPEUTOHMBHEIIHENSI I LICLVEDHAILEEINEEINILDDEERSL, 1
B, HBART, HOBFBOREMAN 1B 150 ng/pBFicch Tl ABERILL
A, THhiCEYS T 2 BENTLIBBE I - 12,
TR, B0 150 ng/keBFicBifftoR LB L UFRIADOEEOBRIED SN, C
DEMIHBERNHEML D 150 ng/BFTREDSNT . FRICEUIBFORE
BEBCOLMEEDH LI LNRBINI, £, FHRMELSLCRBORMEARREL 150
ng/kg ORI —HMICBBINLL, CASKODVWTRIFADATHD, BRYEREOE
BOFEIIODVTRUMTENE M- 12,
REBLUVHERABRZOBYOIHRE LOCMBFERRATE. FTEORREEZEI SN IR
FREABZHoNT, ERYHESLOMEBREVWEDLEELONL, ZOMED SH-M
BEHELIT. VFRLERRENBREEZI SN,



iy

PUEODZ ErS, ,L4-P)AFN-1,3- RUG I IF N IAVTFL—-bPORERS
KEAPENRER. FRBLUTBEEZEZoN, BT, 150 ng/kg/day DL EDEEHET
JUVTFvBIUREYVLE DN, FREEOK N, BRI T 3RMETE LROH
EEEOBEOMMNE X UMW TFRELEDN. 51T, 150 ng/ig/day 5 CHREMMIMS.
KEO. 7UTFvBIURBREY LE Y OEN. BROoOBERM M., FHOBEIL. &ir
FREE LD S FIcHE . BOAURMEOBEIGE. HFHREBERIIBDOoNT, #T
2. 750 ng/kg/day S TREROEMBLUNBEROMMIBD 51l

Lichh-T, BABTZERBIHTIE 30 ng/kg/day . #TE150 ng/kg/day E¥MIHN B,

HERERA B
TREBLVUZFECHBYEARSOXBIED oW » 1o, HAPEE TR, 150
mg/kg BOREUAPEINRED LIBCKHXT LIBEE{RTENFTEZLNBDON
s, EE L IBOEFHL 150 ng/BICAF -l itk B3boTHD, KLUy —
GRFEIEM : FHLE ~4 4 B) LEBLTEINLH - 1,

DHREHETE. FIRIVOLANEELLSBEL. FEROAZRETHLHRBRYHARSD
TERIBDONLE -7, e, FEROEGFRICHEEG A FELHF 48 E TR
Fcwgml, ZER, AFCRBLIVOCHEADOSBR TLHBYHRSICLZ3EEBEIED S
niih- 71,

Pl EnSy LUL-PYAFI-1,3- RS U IOF -4y T7F L —-rEEICE
MEOEMICRIZTHESIUCRMORA - RHICRIZTRHEIT. 150 ag/kg/day 5
LE-ThHBEBDoNT BRELERBI LB ng/ka/day L¥IBTIN 3,
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Table 1 Mortality of rats treated with 2,2,4~trimethyl-1,3- Exp. No. 2076(115-016)
pentanediol diisobutyrate

Sex Male Female

Dose level (mg/kg) 0 30 150 750 0 30 150 750

No. of animals examined 12 12 12 12 12 12 12 12

No. of dead animals 0 0 0 0 0 0 0 0

Mortality(x) 0 0 0 0 0 0 0 0




Table 2-1 Body weight change of male rats treated with 2,2,4-trimethyl-1,3- Exp. No. 2076(115-016)
pentanediol diisobutyrate

Unit : g

Dose level 0 mg/kg 30 mg/kg 150 mg/kg 750 mg/kg

No. of animals 12 12 12 12

Days of experiment 0 271 + 9.7 272 + 9.6 272 + 8.8 272 + 8.7
7 307 + 15.5 304 % 16.5 305 + 11.0 304 + 15.3
14 334 + 21.5 327 + 20.0 328 » 12.6 325 + 19.6
21 361 # 23.1 351 + 22.3 352 + 13.9 347 + 22.1
28 388 + 25.7 374 £ 24.0 377 + 17.0 366 + 25.2
35 400 # 28.9 383 + 27.3 389 + 21.8 376 + 29.0
42 424 + 30.6 402 ¢+ 29.0 408 + 25.5 392 + 31.7

Gain 0-42 153 + 24.8 130 + 22.6 137 + 22.4 120 # 27.0 *x*

Values are expressed as MeantS.D.
Significantly different from control group; *%: P<0.0l



Table 2-2 Body weight change of female rats treated with 2,2,4-trimethyl-1,3- ) Exp. No. 2076(115-016)
pentanediol diisobutyrate

Unit : g
Dose level 0 mg/kg 30 mg/kg 150 mg/kg 750 mg/kg
Before mating period
No. of animals 12 12 12 12
Days of experiment 0 175 =+ 3.0 175 + 3.1 175 + 3.7 175 = 3.2
7 190 ¢+ 3.7 195 ¢+ 5.2 193 + 5.7 193 + 5.2
14 202 &+ 4.8 206 + 9.3 206 + 6.8 208 + 5.8
Gain 0-14 27 + 5.7 31+ 8.1 31 ¢+ 5.3 33 + 5.7
Gestation period T
No. of dams 12 11 11 11
Days of gestation 0 209 + 13.0 211 + 9.6 212 ¢+ 7.3 216 + 8.4
7 227+ 9.5 228 + 7.3 231 ¢« 7.7 236 + 9.0
14 257 * 10.6 258 + 10.2 263 + 11.0 266 + 11.7
21 327 + 24.8 332 + 15.4 338 + 17.9 335 *+ 18.3
Gain 0-21 118 + 21.3 121 + 13.0 126 + 13.1 119 + 15.9
Lactation period T
No. of dams 12 11 11 11
Days of lactation 0 244 + 15.5 251 + 13.0 253 + 14.2 251 + 16.6
4 245 + 15.4 254 + 9.4 253 *+ 14.7 258 + 13.3
Gain 0-4 2+ 8.7 3+ 9.2 0+ 6.8 6+ 9.6

Yalues are expressed as Mean:S.D.

e~



Table 3-1 Food consumption of male rats treated with 2,2,4-trimethyl-1,3- Exp. No. 2076(115-016)
pentanediol diisobutyrate

Unit : g/day
Dose level 0 mg/keg 30 mg/ke 150 mg/keg 750 mg/kg
No. of animals 12 12 12 12
Days of experiment 0- 7 20+ 2.0 19 + 2.2 20+ 1.8 19 + 1.9
7-14 20+ 1.9 20+ 2.9 200+ 1.7 20+ 2.5
28-35 22 4+ 2.2 20+ 1.3 20+ 2.0 21+ 2.3
35-42 21 + 2.3 19+ 1.6 19 + 1.8 20+ 1.4
42-43 22 + 3.0N 21+ 1.9 21 + 1.2 21+ 2.8
Cumulative
consumption 0-14 285 + 27.3 275 + 28.0 276 + 22,0 274 ¢ 30.1
28-43 320 + 31.4 295 + 19.6 299 + 24.9 306 + 27.4

Values are expressed as Mean+S.D.
N . Non parametric analysis



Table 3-2 Food consumption of female rats treated with 2,2,4-trimethyl-1,3- Exp. No. 2076(115-016}
pentanediol diisobutyrate :

Unit : g/day
Dose level 0 mg/kg 30 mg/kg 150 mg/kg 750 mg/kg
Before mating period
No. of animals 12 12 12 12
Days of experiment 0~ 7 13+ 1.2 14 ¢+ 1.2 14+ 1.3 id + 1.1
7-14 13+ 1.6 4 1.7 14 + 1.1 14+ 0.8
Cumutative
consumption 0-14 186 *+ 16.7 193 + 14.8 190 + 15.1 195 + 12.2
Gestation period T
No. of dams 12 11 11 11
Days of gestatijon 0- 7 i+ 1.7 14+ 1.4 15+ 1.7 16 + 1.3 %
7-14 16 + 1.3 17 £+ 1.3 17 + 1.7 19+ 1.8 *
14-21 17+ 1.2 18+ 1.5 18 + 1.7 19+ 1.9
Cumulative ,
consumption 0-21 334 + 21.1 339 + 25.2 348 + 33.4 372 + 28.2 %
Lactation period T
No. of dams 12 11 11 11
Days of lactation 0- 4 19 + 5.4 21 ¢+ 2.8 20+ 4.0 23 + 4.3

Values are expressed as Mean+S.D.
Significantly different from control group; #: P<0.05



Table 4 Hematology of male rats treated with 2,2,4-trimethyl-1,3- Exp. No. 2076(115-016)
pentanediol diisobutyrate
Day: 44
Dose level 0 mg/kg 30 mg/kg 150 mg/keg 750 mg/kg
No. of animals 12 12 12 12
HCT (%) 47.9 + 2.3 48.1 + 1.8 47.5 + 1.2 46.8 + 1.9
HGB(g/4d1) 14.9 + 0.5 15.1 + 0.6 15.0 + 0.4 14.8 + 0.7
RBC(x 10® /mn?) 9.35 + 0.43 9.57 + 0.38 9.43 £ 0.24 9.17 + 0.42
MCV Cum) 51.2 *+ 0.5N 50.2 + 1.4 % 50.4 # 1.2 %% 51.1 =+ 1.1
MCH(pg) 15.9 + 0.3 15.8 * 0.5 15.9 + 0.4 16.2 + 0.5
MCHC 0 31.1 + 0.7 31.4 + 0.4 31.5 + 0.3 31.6 + 0.5
PLT( x 10° #mn?) 1122 + 90 1112 + 109 1111 + 110 1149 = 111
WBC( x10°/mm) 4.9 2 1.2 5.7+ 1.0 5.6 + 0.8 5.2 + 1.1
Differential leukocyte
counts{x)
NEUT 27 + 6 20 + 3 *x 22 + 4 % 21 + 5 #x
LYMPH 70 + 7 77 + 4 *% 75 + 5 # 76 + 5 x%
MONO 2 1 120 2+0 1+1
EOSN 2 +1 2 +1 2 +1 2 +1
BASO 0+0 0+0 0+0 0+0
Luc 0x0 0+0 0+0 0+0
Values are expressed as Mean+S5.D.
NEUT : Neutrophil LYMPH : Lymphocyte MONO : Monocyte EOSN : Eosinophil BASO : Basophil
LUC : Large unstained cells
Significantly different from control group; #: P<0.05 =**; P<0.0l

N : Non parametric analysis



Table 5 Blood chemistry of male rats treated with 2,2,4-trimethyl-1,3- Exp. No. 2076(115-016)
pentanediocl diisobutyrate

Day: 44
Dose level 0 mg/kg 30 me/kg 150 mg/kg 750 mg/keg
No. of animals 12 12 12 12
T.protein(g/dl) 5.90 + 0.24 5.97 + 0.22 6.09 + 0.19 6.28 + 0.30 *x
Albumin(g/dl) 3.47 &+ 0.24 3.556 + 0.20 3.75 + 0.20 %% 3.91 * 0.27 *x
A/G 1.43 + 0.14 1.47 = 0.10 1.60 + 0.11 =% 1.65 + 0.13 %%
Glucose{mg/dl) 150 + 19 140 = 10 143 + 12 136 * 16
BUN(mg/d1) 13.6 + 2.0 13.5 + 2.2 13.2 + 2.1 14.5 £+ 1.7
Creatinine(mg/dl) 0.58 + 0.06 0.61 + 0.06 0.66 + 0.07 *x 0.76 + 0.07 **
T.bilirubin(mg/dl) 0.09 + 0.04 0.10 + 0.03 0.13 + 0.03 #*x* 0.18 + 0.05 *%
GOT(U/1) 47 + 14 48 + 7 37 £+ 9 % 33 + 10 *x*
GPT(U/1) 22 + 1IN 20+ 6 19 + 13 14 + 6 #
Gamma-GTP(U/1) 3.2 £+ 0.5 3.7 2+ 0.4 % 2.6 + 0.5 #% 2.4 + 0.5 %%
Potassium(mmel/1) 4.72 + 0.36 5.07 £ 0.42 % 5.09 ¢ 0.35 * 4 4.84 + 0.34
Chloride(mmol/1) 105.6 + 1.2 105.1 £ 1.2 104.6 + 1.7 103.4 # 1.1 *x%
Calcium{mg/d1) 9.65 + 0.16 9.74 + 0.15 9.92 + 0.14 %% 10.22 + 0.27 *%
[.phosphate{mg/d!) 5.78 + 0.39 6.92 + 0

44 %% 6.91 + 0.37 #%x* 7.02 + 0.39 *x*

Values are expressed as Mean+S.D.
Significantly different from control group; #*: P<0.05 #x: P<0.01
N : Non parametric analysis



Table 6-1 Absclute and relative organ weight ¢f male rats treated with 2,2,4-trimethyl-1,3-

pentanediol diisobutyrate

Exp. No. 2076(115-016)

Dose level 0 mg/kg 30 mg/kg 150 mg/ke 750 mg/kg
No. of animals examined 12 12 12 12
Body weight €:9) 402 + 28 383 + 28 388 + 22 370 + 30
Absolute organ weight
Thymus {mg) 409 + 101 338 + 60 x 341 + 53 340 + 57
Liver (g 12.83 + 1.64 11.96 * 1.50 13.25 + 1.08 14.46 + 1.56 =*
Kidneys g) 2.68 + 0.23N 2.56 + 0.15 2.68 + 0.20 3.12 + 0.42 =
Testes (g) 3.38 + ¢.11 3.45 + 0.20 3.46 + 0.17 3.39 + 0.2¢4
Epididymides g) 1.25 + 0.18 1.24 » 0.11 1.23 + 0.11 1.22 + 0.15
Relative organ weight
Thymus (mgx) 101.533 + 23.572 88.354 + 15.572 88.064 + 12.940 92.314 + 16,801
Liver (gx%) 3.183 + 0.216 3.110 + 0.175 3.417 + 0.183 % 3.899 + 0.207 *x*
Kidneys (&%) 0.666 + 0.038N 0.669 + 0.033 0.692 + 0.039 0.841 + 0.072 *x
Testes (g%) 0.845 + 0.052 0.906 + 0.092 0.896 + 0.077 0.919 + 0.087
Epididymides (g%) 0.313 + 0.041 0.325 + 0.032 0.317 + 0.028 0.331 + 0.030
Values are expressed as Meant+S.D.
Significantly different from control group; *: P<0.05 =*+: P<0.01

N : Non parametric analysis



Table 6-2 Absolute and relative organ weight of female rats treated with 2,2,4~trimethyl-1,3-

pentanediol diisobutyrate

Exp. No. 2076(115-016)

Dose level 0 mg/kg 30 mg/kg 150 mg/kg 750 mg/kg
No. of animals examined 12 11 11 11
Body weight g) 245 + 15 254 + 9 253 + 15 258 + 13
Absolute organ weight
Thymus (mg) 202 + 64 243 + 59 230 + 42 229 * 57
Liver (g) 9.47 + 1,21 9.72 + 0.87 9.76 + 1.10 11.73 # 1.25 %%
Kidneys g) 1.69 + 0.11 1.71 + 0.09 1.70 + 0.19 1.78 £ 0.16
Ovaries (mg) 103 + 13 103 + 17 107 * 12 101 + 15
Relative organ weight
Thymus (mg%) 81.757 + 24.171 95.505 + 22.179 90.680 + 14.638 89.354 + 23.550
Liver (g%) 3.862 *+ 0.407 3.825 + 0,322 3.843 + 0.247 4,545 + 0,325 sk
Kidneys (g%) 0.692 + 0.046 0.674 + 0,035 0.670 *+ 0.062 0.692 + 0.058
Ovaries (mg%) 41.987 + 5.557 40.590 + 6.745 42.385 * 4.913 39.546 + 7.604

Values are expressed as Mean#S.D.

Significantly different from control group; x*:
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Table 7-1. Summary of gross findi in rats treated with 2, 2, 4-trimethyl-1, 3- . No. 2076 5-
pentanediol diisobutyrgﬁ ( successful pregnancy ) Exp. No. 2076 (115-016)

Sex: Male
Dose level ( mg/kg ) 0 30 150 75
No. of animals necropsied 12 11 11 1(1)

Organ Findings
HEMATOPOIETIC SYSTEM

thymus reddish 0 0 0 1
RESPIRATORY SYSTEM

lung colored patch/zone 0 0 0 1

DIGESTIVE SYSTEM

liver brown 0 ¢ 0 6

scarred 0 1 0 0

INTEGUMENTARY SYSTEM

skin mass 0 0 0 1
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Table 7-2. Summary of gross findi 1n rats treated with 2,2, 4-trimethyl-1,3- Exp. No. 2076 (115-016)
pentanediol diisobutyrate ( day 4 of lactation )

Sex: Female

Dose level ( mg/kg ) 0 30 150 750

No. of animals necropsied 12 11 11 1

Organ__ Findings

HEMATOPOIETIC SYSTEM

thymus bro 0 0 1 0
red patch/zone 1 0 0 0
reddish 1 0 1 0

RESPIRATORY SYSTEM

lung colored patch/zone 0 0 1 1

URINARY SYSTEM
kidney green 0 0 1 1
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Table 7-3. Summary of gross findi in rats treated with 2,2, 4-trimethyl-1, 3- . No. 207 -
pentanediol diisobutyrgg { not copulation ) Bxp. No. 2076 (115-016)

Sex: Male

Dose level  ( mg/kg ) 0 30 150 750

No. of animals necropsied 0 0 1 1

Organ___ Findings

DIGESTIVE SYSTEM

liver brown - - 0 1




Table 8-1. Summary of histological findings in rats treated with 2,2, 4-trimethyl-1, 3- Exp. No. 2076 (115-016)
pentanediol diisobutyrate ( successful pregnancy )

Sex: Male

Dose level ( mg/kg ) 0 30 150 750

No. of animals sacrificed 12 11 11 11

No. of animals necropsied 12 11 11 11

No. of animals examined histologically 12 11 11 11

Organ____ Findings T12 3 T12 3 T 12 3 T 12 3

CARDIOVASCULAR SYSTEM

heart ) (12) (0) (0) . (11)
granulation -100 - - - =~ - - - - -4 00

HEMATOPOIETIC SYSTEM

spleen ) ) (12) (0) (0 (11)
deposit of pigment -12 0 0 - - - - - - - - -11 0 0

thymus (12) ( 0) (0) (11)
hemorrhage -000 - - - - - - - - =100

RESPIRATORY SYSTEM

lung ) (0) {0) (0) (1)
accumulation of foamy cells - - - - - - = - - - - - - 100
infiltration/cellular - - - - - - - - - - - - -100

DIGESTIVE SYSTFM

liver (12) {11) (11) (11)
infarct - 100 - 000 - 000 - 000
Sl o i A A R R A R
eposi plgmen - - - -
fatty -1 0 0 -8 00 -6 00 - 3=x0 0
swelli 11veroells -000 -000 - 000 - 6=x 0
granulation =310 - 200 - 000 -2 00
infiltration/cellular - 100 - 100 =000 -000
fibrosis -100 - 000 - 000 -000
foci/hyperplastic - 000 -000 - 000 - 100

URINARY SYSTEM

kidney (12 11 (11) (11)
basoph111cd1ange -11 0 0 -9 00 - 830 = 1 9]

-100 - 100 - 000 -0 00

deposﬂ:ofczlcmm - 000 -2 00 -100 - 000
eosinophilic body -12 0 0 -11 0 0 -10 0 O -11 0 0
hyaline droplet -11 10 -9 20 - 650 - 1 10==)
necrosis -000 -0 00 - 000 ~ 8«3 0
protein cast -300 - 1080 - 000 - 000
tubular dilatation -000 - 009 - 000 - 60 0
fibrosis - 000 - 000 - 000 - 41 0

T: tumor 1: slight 2: moderate 3: marked

=: benign #: malignant

(): No. of animals examined microscopically at this 51te

Significantly different from control group; =* : P < 0.05 = : P < 0.01

—— -



An-Pyo Center (p82d) 8672 Page 2

Table 8-1. -continued Summary of histological findings in rats treated with 2,2, 4-trimethyl-1,3- Exp. No. 2076 (115-016)
pentanediol diisobutyrate ( successful pregnancy )
Sex: Male
Dose level ( 0 30 150 750
No. of animals sacri wed 12 11 11 11
No. of animals necropsied 12 11 11 11
No. of animals examined histologically 12 1] 11 11
Organ____ _ Findings T12 3 T123 T12 3 T 12 3
ENDOCRINE SYSTEM
adrenal gland (12) (0 (0) (11)
vacuolic change -12 00 - - - - - - - - -11 0 0
INTEGUMENTARY SYSTEM
skin (0) (0 {0) (1)
#fibrosarcoma . - - - - - - = = - - - - 1 - - -
T: tumor 1: slight 2: moderate  3: marked

=: benign #: malignant
{): No. of animals examined microscopically at this site.
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Table 8-2. Summary of histological fmdlngs in rats treated with 2,2, 4-trimethyl-1, 3- Exp. No. 2076 (115-016)
pentanediol diisobutyrate ( day 4 of lactation )
Sex: Female
Dose level ( ) 0 30 150 750
No. of animals sacrificed 12 11 11 11
No. of animals necropsied 12 11 11 i1
No. of animals examined histologically 12 11 11 11
Organ___  Findings T 1 2 3 T 12 3 T 12 3 T 12 3
HEMATOPOIETIC SYSTEM
spleen (12) (0) (0) (11)
deposit of pigment -12 0 0 -~ - = = - - - - -1 0 0
hematopoiesis, increased -11 0 0 - - - - - - - - - 700
thymus (12) {0) (0) (11)
hemorrhage -2 00 - = - - - = - - - 000
atrophy - 300 - - - - - - - - - 000
RESPIRATORY SYSTEM
lung (0) (0 (0) (1)
hemorrhage - - - - S - - - - = - - - 100
DIGESTIVE SYSTEM
liver (12) {11 (11) (11)
fattychange - -4 00 -100 - 000 - 100
granulati - 200 =000 - 100 - 400
1nf11trat10n/ce11ular - 000 - 000 - 000 - 100
extramedullary hematopoiesis - 200 - 300 - 200 -2 00
URINARY SYSTEM
kidney basohl (12) 60 0 (11) 100 (11) 0 0 0 (11) 100
ilic change - - -
p -0 00 - 000 - 000 - 100
depos1tofcalcmm - 300 -100 - 300 -100
rotein cast -500 -400 - 700 - 400
tubular dilatation -12 0 0 -1 0 0 -11 0 0 -11 00
ENDOCRINE SYSTEM
adrenal gland . {12) (0 (0) (11)
vacuolic change - 300 - - - - - - - - - 000
T: tumor : slight 2: moderate  3: marked
= # malignant

=: benign
(): No. of anipals exammed microscopically at this site.
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Table 8-3. Summary of histological fmdl in rats treated with 2, 2,4-trimethyl-1, 3- Exp. No. 2076 (115-016)
pentanediol diisobutyrate ( not copulation )
Sex: Male
Dose level ( m%/kg ) 0 30 150 750
No. of animals not copulation 0 0 1 1
No. of animals necropsied . 0 0 1 1
No. of animals examined histologically 0 0 1 1
Organ Findings T 12 3 T 12 3 T12 3 T 12 3
HEMATOPOIETIC SYSTEM
spleen (1) (1)
deposit of pigment - - - = - - - - -0 00 - 100
DIGESTIVE SYSTEM
liver : (1) Yy {1) 0 0 o
a chagge - - - - - - - - - -
tt{mg liver cells - - - - - - - - - 000 - 100
granulation - - - - - - - - -0 00 - 100
URINARY SYSTEM
kidney (1) (1)
basopl'uhcc:l'\%y - - - - - - - - - 100 - 010
eosinophili - - - - - - - - - 100 - 100
hyaline droplet - - - - - - - - -100 - 010
necrosis - - - - - - - - -0 00 -100
fibrosis - - - - - - - - - 000 - 100
ENDOCRINE SYSTEM
adrenal gland ) (1 (1)
vacuolic change - - - = - - - = - 000 - 100
T: tumor 1: slight 2: moderate  3: marked

=: benign #: malignant
() No. of animals examined microscopically at this site.
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Table 8-4.  Summary of histological findings in rats treated with 2,2,4-trimethyl-1,3- Exp. No. 2076 (115-016)
pentanediol diisobutyrate ( not copulation )
Sex: Female
Dose level { ) 0 30 150 750
No. of animals not ocopulation 0 0 1 1
No. of animals necropsied . 0 0 1 1
No. of animals examined histologically 0 0 1 1
Organ Findings T12 3 T12 3 T12 3 T 12 3
HEMATOPOIETIC SYSTEM
spleen deposit of pi t (1)000 (1)100
i pigmen - - - - - - - - - -
hematopoiesis,ggncreased - - = = - - = - -~ 000 - 100
DIGESTIVE SYSTEM v
liver (1) (1
infiltration/cellular - - - - - - - - - 00 ~ 0 0
URINARY SYSTEM
kidney ) (1 (1)
it of calcium - - = - - - - - -000 - 0 0
lar dilatation - - - - - - - - - 100 - 100
lymphocytic infiltration - - - = - - - - - 100 - 000

T: tumor 1: slight 2: moderate 3: marked
=: benign _#: malignant
(): No. of animals examined microscopically at this site.
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Table 8-5. Summary of histological findings in rats treated with 2, 2‘, 4-trimethyl-1, 3- . No.
pentanediol diisobutyrate ( non-pregnancy ) Exp. No. 2076 (115-016)

Sex: Male
Dose level ( ng/ke ) 0 30 150
No. of animals non-p. 0 1 0 758
No. of animals necropsied . 0 1 0 0
No. of animals examined histologically 0 1 0 0
Organ Findings T 12 3 T12 3 T12 3 T12 3
CARDIOVASCULAR SYSTEM
heart (1)

granulation - - - - - 100 - - - - - - - -
HEMATOPOIETIC SYSTEM
spleen . . (1)

deposit of pigment - - - - - 100 - - = = - - - -
URINARY SYSTEM
kidney basophili chlaxrﬁ ‘D 100

ilic e - - - - - - - - - - - .

eosinophilic - - - - - 100 - - - - - - - -

hyaline droplet - - - - -100 - - - - - - - -
ENDOCRINE SYSTEM
adrenal gland (1)

vacuolic change - - - - - 100 - - - - - - - -

T: tumor 1: slight 2: moderate 3: marked

=: benign  #: malignant
(): No. of animals examined microscopically at this site.



An-Pyo Center (p82d} 8549 Page 1

Table 8-6.  Summary of histological findings in rats treated with 2,2,4-trimethyl-1,3- Exp. No. 2076 (115-016)
pentanediol diisobutyrate ( non-pregnancy )

Sex: Female

Dose level  ( mg/kg )

No. of animals non-p

No. of animals necropsied .

No. of animals examined histologically

Organ Findings T 1

WOoOOoOOO

3 T1

DIGESTIVE SYSTEM
liver (1

infiltration/cellular - - - - - 100 - - - - - - - -

URINARY SYSTEM ,
kidney (1)
tubular dilatation - - = - -100 - - - - - - - -

T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant
(): No. of animals examined microscopically at this site.
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Table 9 Copulation and fertility results in rats treated with 2,2,4-trimethyl-1,3~ Exp. No. 2076(115-016)
pentanediol diisobutyrate

Dose level 0 mg/kg 30 mg/kg 150 mg/kg 750 mg/kg
No. of pairs mated 12 12 12 12
No. of pairs copulated 12 12 11 C 11
No. of pregnant females 12 11 11 11
Copulation index (%) a) 100 100 91.7 91.7
Fertility index (%) b) 100 91.7 100 100
Estrus cycle (days) 4.6+0.5 4.3+0.6 4.320.4 4.1+0.3 *
(Mean+S.D.)

a) : (Number of animals with successful copulation / number of animals mated) x 100
b) : (Number of pregnant animals / number of animals with successful copulation) x 100
Significantly different from control group; #*: P<0.05



Table 10 Findings of delivery in dams(F0) treated with 2,2,4-trimethyl-1,3- Exp. No. 2076(115-016)
pentanediol diisobutyrate
Dose level 0 mg/kg 30 mg/kg 150 mg/kg 750 mg/kg
No. of dams observed 12 11 11 11
No. of dams delivered live pups 12 11 11 11
Duration of gestation 21.8+0.6 21.6+0.5 21.420.5 21.6+0.5

{Mean+S.D.)
No. of total corpora itutea
(Mean+S.D.)
No. of total implants
(Mean+S.D.)
No. of total pups born
(Mean+S.D.)
No. of total live pups born
(Mean+S.D.)
Male
Female

Sex ratio (Male/Female)

No. of total live pups on day 4
(Mean=+S$.D.)
Male
Female

No. of total dead pups born
(Mean+S.D.)
Gestation index (%) a)

Implantation index (%,Mean:S.D.) b)

Delivery index (%,Mean+S.D.) ¢)

Live birth index (%,Mean+S.D.) d)

177(14.821.9)

154(12.8+3.3)N
150(12.5£3.5)N
150(12.54£3.5)N

70( 5.822.0) f)
80( 6.7x2.1)

0.88¢ 70/ 80)N

68( 5.7+1.8)
80( 6.7+2.1)

Viability index on day 4 (%,Mean+S.D.) e)

Male
Female

0
100
88.8+23.5N
95.6* 9.9N
100.0+ 0.0N
97.7+ 5.5
100.0+ 0.0N

166(15.1+2.1)
147(13.4+1.3)
139(12.641.7)
138(12.5+1.6)

66( 6.0+1.8)
72( 6.6£1.8)

0.92(¢ 66/ 72)

65( 5.9+1.7)
71¢ 6.521.9)

1( 0.1+0.3)

100
89.4+
94.64+
99.4+

9 W O

.7
.1
.0

99.0s
98.5%

(S ]
. .
O W

g)

161(14.6+1.7)
150(13.6+1.3)
145(13.2+1.3)
145(13.221.5)

.6

66¢ 6.021
2£2.4)

79¢ 7.

0.84( 66/ 79)

65( 3.9+1.6)
79( 7.242.4)

0

100
93.6+ 6.8
96.8+ 4.9

100.0+ 0.0

)

154(14.021.8)
143(13.022.4)
132(12.022.3)
132(12.0£2.3)

.8+1.5)
L2+1.5)

0.67( 83/ 79

32¢ 4.721.4)
78C 7.1+1.6)

0

100
93.1214.1
93.5+14.0

100.0+ 0.0

d) : (Number of live pups born / number of pups born) x 100

(a3
~
.o

N : Non parametric a~'ysis

(Number of females with live pups / number of pregnant females) X 100
(Number of implants / number of corpora lutea) x 100
¢) : (Number of pups born / number of implants) x 100

(Number of live pups on day 4 after birth / number of live pups born) x 100
Includes live pups died before observations
Includes a pup retained on day 1 after birth



Table 11 Body weight change of pups(Fl) from rats treated with 2,2,4-trimethyl-1,3- Exp. No. 2076(115-016)
pentanediol diisobutyrate

Unit : g
Dose level 0 mg/Kg 30 mg/ke 150 mg/kg 750 mg/ke
No. of litters 12 3! 11 11l
Male
Days after birth 0 5.8 + 0.7 5.6 + 0.4 5.5+ 0.4 5.9 » 0.6
4 8.2 &+ 1.8N 8.6 + 0.9 8.4 + 0.7 9.3+ 1.1
Female
Days after birth 0 5.5 + 0.7 5.3 £ 0.5 5.2 0.3 5.6 £+ 0.5
4 7.6 + 1.2 8.2 + 1.0 8.0 + 0.7 8.9 + 1.2 %

Yalues are expressed as MeansS.D.
Significantly different from control group; =*: P<0.05
N : Non parametric analysis



Table 12-1 Summary of gross findings of pups(Fl) from rats treated with 2,2,4-trimethyl-1,3- Exp. No. 2076(115-016)
pentanediol diisobutyrate (sacrificed)

Sex: male

Dose level (mg/kg) 0 30 150 750

No. of pups necropsied 68 65 65 52
Organ_______ Findings

HEMATOPOIETIC SYSTEM
thymus thymic remnant in the neck 0

[}
—
(e




Table 12-2 Summary of gross findings of pups(Fl) from rats treated with 2,2,4-trimethy!l-1,3- Exp. No. 2076(115-016)
pentanediol diisobutyrate (sacrificed)
Sex: female

Dose level (mg/kg)} 0 30 150 750
No. of pups necropsied 80 71 79 78
Organ_______ Findings

HEMATOPOIETIC SYSTEM
thymus thymic remnant in the neck 0 0 0

-

DIGESTIVE SYSTEM
liver malformative nodule 0 0 1 0
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