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Figures 1~6

Tables 1~233



(= #1

MNUFEZYRY b= T R FA VAT L— (LUF. PEIE L B8FE) o, HEEEMITHT S
FERECIZ2FELTOREN, SBBWOLR - BEBIUOHAERNORFTICRIETEEL B
M B7HIT, 0 (BEXR) . 100, 300 3B X T 1000 mg/kg @ PETE % #f# D Sprague-Dawley
F7y MELRE/E) CKERORELE, RE 15 BAND 2 @BERE L L TRE S €,
HEZELHIER TR 2 AMRERICHR L, HIIRESR, BRASTSETHE®MIIWSE 5 A
W, HAERIME 4 RCHKR Lz, F, 038X TN 1000 mg/kg & 5-EE 0O &K 5 ITE & QD
774 b (0B LT 1000 mg/ke) (X 42 HREHES LR, 14 HKRESETHBRLE, 20
FERELUTICEH L=,

1. RfEHRESELR L OEEMRER

REFTNThOBEZEBWTLA LN, REMHTO—MIRE, FEEBBS LW
B RIZ PETE RS ICEE L2 L BRA N 2 EMIRD LN h o7,

REHMRTRBIC 14 BOKREROLKFRE, MEALFHRE, REEEB LI OWRH
BREICYH, PEIERSCLDORELMETE Z2RMLEARD N2 o7, |

FHMERBRESIUHERECTLETIIRO O T, HREEEZ IR T IHRIIALNR
Nl

2. HWMBELEFM

ATERAFHICE LTI, HAY. 2R, THE, HER, MERRM. Sl SR
BRE, SRR PETEREOEEIIRO bR -Tc, HERDBREII OV, &7, i
PBLOMKEIC PETE R EOFEBIIBO bRl otz, £, PETERFICERLEELEZOND
FREELBEEIN b ok,

3. BIEAE
PEDRER LD, ARBRSEMH T COPETE OEEMEIT, HERGEES LOCAREEFTHED
WKL TS, PETE 5 ICER LEEENBO LN o7 Z LD, 1000 mg/ke/day
LT,



[ B B 8]

NRUBFTYRAY =T FTA VAT FL— b (Fdnd NS-408) (&, BB K E S HlRE
HCENTZT AT ARAITH Y, IpERREICER S TWS,

4, 0ECD R b EHE LT M AREBERLIFBHRED BRE LT R Fx 2T b—1
TEIAVEIF U bOREMRBOEREH/L DT, Ty MERAVDIEREEE - £
FEF A B ERREIT V., BRI T 2 ERS ORI KO OREM, 2 b HTA
ROAEFEN, BEBIOHELSOAERECZRIETEEIZ OV TR LEOTHRET 5,

ARBRIT. TOECD (LM ERRIET A T4 v/ HEREHN - £FEAEFHEFGHBRIE)
(1996 43 H 22 B) ¥ L, bFEHHEGLP) (ERR12F3 8 1 BRE. BREF N 5. 4
TR 268 5, Rk 1202+ 14 FER/E 15) . $HOBERS IOFRICHET EE (P 1L
412 A 22 BE, HBHE 221 5) BEU EREMOME L ORESFICBT 5 4% (B
5543 H 27 A, K 1445 H 28 A —HME. REFETEES) ZHETLTEBELE,



(7 ]

1. HBWE
WRYEL LTAVWERVZTYRAY b—=AF hFA Y F7F—b (BUF. PETE L IEE)
DRI, LLTO@EY TH D,

o= N FTYRY b=ATF hNTA YV FTFL—k

P i 2 NS-408

® A4 Hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-1-oxohexyl)oxy]methyl]-
1, 3-propanediyl ester

CAS No. 7299-99-2

aF 3 Cy7Hge0g

nTE 640. 93

WEAL R 7N A% R

4
oA 170°C (1 mmHg)
H E O 0.96 (30/30°C)

g
O CH,CH,
CHZ—O—!:—CH—(CHz)s—CH3
ﬁ O CH,CHs
C—O—CH;=~C—CH;—O—C—CH—(CH,);—CH;
HaCH,C— CI;H C|2H2—O—C—CH—(CH2)3—CH3
(¢|3Hz)s !! CH,CH,
b |
ARFRBR (T s B HEHE X L7 PETE { 8 96.4%(GC).

Appendix A} & FIV =, HBR ISR (RRWEZMERB 1 2003F 12 4 25 A) MAKE T,
HRDESEREECBOTERATERRE L, T, ARBROBREKTRICBEAERYE
ERBMEAFRCEMS L, BUTICTHEEMRERBREL ER L., ARHAMP, ZETH-Z
L %A L7 (Appendix B),

2. ERATME XOEE L

8 J@#H D Sprague—Dawley (SD)3&[Crj:CD(SD)IGS, SPF] DOMMEZ v b%E, BAF ¥ —IL R -
UN—BAESHEAREE X -0 bEAL, AERE~OBLEBELRIDTAWMEEZEZD
T4 BEATFHEE Lz, 8% - Bb#ETh 88— RREZEEL. ARBEBIUREKTH
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CHEBEZME L, £k, BefotRAHEATRENOERBAB LIS, BREK T BICH
HEFONMMERBEREEER Lz, £OKR, BE - BULHEP. 260 -RREBICE
BHONRDoT, Tz, 4 ARRUSOMEI 2R LBt 16 B TR b, FERZ R
BETEANY FY o ZRIOBRIRE ML R LB 23 4 ), IREREH B 3 FlIcRD bh
o MO RU EOBYETERGE,, RERTE (REFM 1A OHERELY &
(CHRED LM LOTA 2RO 8 % FERNB L EEAIMBRC IV EN T Lk, BE5EO

B IIMERE L D 10 B Th o7, 2B, BT Xs TRBERL LR SN =8 (K 9 F.
35 B D5 B, HERE. M 25 GRS L, M0 AIRBMAENTE=F ) I LIz, AT
B o ATREE LOREHEROFEHFIIUTORY TH5S,

Y ATRH: 200444 8 7H
A TAr DB B HEST T, M 93 T
ATFERRE: #230.9~261.9 g (1 245.6 g), M 168.3~197.1 g (T 184.3 g)
WEBMBA: 2004448 22 H

BB AT I 330.8~420.4 g (FEH314.0 g). &tﬁzm. 2~245.0 g (¥ 228.3 g)

EERANT, FBYORIZT =1 M2y CAEBHES 2 L. B - BULENTIIE8E
VR RBRHEESRBLUCARNBME S ETALLBY I — FEENT, BoUBRBEIL
BORRLIENI— FICRRHEES. IWESBICARENESELTA LI — %
B, ok, HAEROEAERINIER Lol

Ehid., £BBEHER Y — Y (220 wx270 dx190 hmm) 2 1 L0 (REFFIZ 20C/ 7 —)
INAE L., FRIEE 21.0~25.0C, FEELE 40.0~75.0%, HBKEHEH 15 B850, B 12
RER] (7 BE~19 BEAUT) KHIShZFBE (9 5%) T, BEFH (CE-2. BAZ LTHR
b)) BLOUKEK (EHFHKERGAK 2ERCERSETHB L, SR8 A (BEHD
W FRER A =R 0 B) LLRORBEMIZ. 7y NAT IR F v 7 BEFHE 7 — 2 (350 wX 400
dXx180 h mm) [IZXEFE L. MiE4 A (B0 B=0MH) ETHR NTRF T (RXR—=7 Y —
Y. ARZAZNU—BRRSH) EERBELCHBLTAS L, 2k, AEHHT,. H5=
DIRBE O ERMEIL. ThEh 23.0~24.5C, 49.0~67.0% CTh o7z, i, H4a LEHL
KB LOCREUTITRBRICIEZ R THREN O H DRADITED Do,

3. BEmiEoTK
W EERE L CEEEMZ, 50w/ vOICAR LE, 2 EEETERFRLTCIERBLT

-4-



5w/ vh IR AR L, BBRHEI/KIZTRET, HICEET 5=, KT corn oil (v v
NEF V2P1825, BUEIT T H T AT A KRASH) 2BIR LUz, BEBEITEE FEIRICR
BLz, BEELWRMEEEIILUTORY THDB,

®BEE (mg/kg) BE (wW/v%)
100 5
300 15
1000 50
Eﬁm%ﬁ%\%ﬁ%gmamﬁxmwm%ﬁWmomT\%ﬁﬁ%ﬁﬁﬁ%Tiﬁmﬁw

AL S AMOREMEHEL (AppendixC), Z ORERICESE, WEREOTHEIZR G
8 B LAPICAT o7, Eic, 200448 4 A 20 BICHEL L 4 ORI OWRS TS B%
EL, EHEENHABEREED 107T~110%ThHY . REHENTH T 2B LE
(Appendix D), 2B, BEBRBIZFKE OO ERERITER Lo,

PR A DI BRI OREIS . A TBBREL 0.5 0l FORM L, ~F VL T—EREL
Lt ~% ¥ THEAR L TRESRERS L, ic. HRYEELEBFRL, ~%
P UACEER L CHEYERRIE (5, 10, 20 pg/ml) AR L7, ABERKB L UCEERERE TR 7

w57 (60) HBICKVHEL, BEEENLERLZREREA OV TREZRD T, 6C
FMELLTICRT,

S A T A~ DBl

(R 0.53 mm, BEX 15 m, BEE 1.5 um, J&W Scientific)

2 B £ # : 250°C (1 4yf) —5°C/ 4—300°C—15C,/4r—315°C (15 4rfi)

Fx¥ YT —HA : ~U A (25 kPa)

7K % : 60 kPa

7 % ¢ 50 kPa

EAREE 0 280C

B AR E 280°C

ABEAE 2ul (R7Y v hVAR, BT YT FA L0 25 55)

4. BHEORER L UREHE
EW T C T EM L7 PETE O R NIk 5350 - MR ABMS THERER RBHEE
B 1 R-03-008) OFBEMNOHRELE, bbb, MEHET »~ M2 100, 300 3 LT 1000 mg/kg @

PETE % 14 BEIRER ARG LR, WTFhoREREIZBWTEH, —#RE. FE#HZEB XL



UHEEE (P, TR IUBE) CHBRMEARGOFERBO LN Pl bbb, K
RRUBITA2RAEHOKEESRERED 1000mg/kg ITREL, UT. ALK 3ITCHRLTHA
B% 300 mg/kg, EARE 100 mg/kg ITRE LTz,

B ~DORE L, TR 2 BF bRk 2 EMORERMER CHRATBIZESE T
DG 42 AT, MEZSEIN 2 IS, SR E TOSEMM. MMM E T 4 BT (42
~54 A, V7T 74 MEFEOHIRER 42 B, EnEREE1LE, ORF~12KKZTy FABEE
ACCHRSIRCREORELE,

SHOREYWE., BEE, BE, REFEBLUVEHEFFIILTORY TH B,

iz ®59E BE5E BE REXEx BME 5
(mg/kg) (w/v%) (mL/kg) Vi3 it

1 Corn oil (EIA) 0 0 2 MX01001~012 FB01001~012

2 PETE 100 5 2 MX02001~012 FB02001~012

3 PETE 300 15 2 MX03001~012 FB03001~012

4 PETE 1000 50 2 MX04001~012 FB04001~012
5 (574 M8%) Corn oil (HE{xK) 0 0 2 — FBO5001~005
6 (4774 MEE) PETE 1000 50 2 — FB06001~005

ko MEREE b ROEREDEEY b L ICERBOREHRELXHIN L,

EIERBRES & LT, BEIXNBEBLIOEHAERD Y b#HPFSOREWE 5 Fl (MX01008
~MX01012, MX04008~MX04012). I W T T A FEHOLFI X EXRHZERD (HE1H) M 14
HREMKRELE,

5. BIEBLUBRE

1) — R OB E

EFNCEW T AEHM B L OCEEHHTIIER 1 . REFMTIIREFROER 2 [,
—MCREEEBIE L,

2) FEM7eEIRELE

HOFMRERBZIT, REKTHE (EATESXR), 5 7. 14, 21, 28, 35 B LT 42
BiZAT, ESCEERREBBIZIEE T BV 4 BicfTo, BoOBMRERE ST, REK
TH (EAWBSHRR), BE 7. 14, 21, 28, 35 8LV 42 HIZITW., BEIRH T TH-



FBIIRB O RIZ, EDOMDOaAIIHE OB NO 4 HOMICIEBEL, 26XV TF T4
HREETRIC 4 BitiTo. BEIE. WThb 13825 16 BOIZITW, 227 Y7
IR D FER L, FEMAERBEIR. I VL TORE (B - 0L, BRE,
. RE. EE®) RiTokth., F—UMrOMYHTBRICAREEEL (MYVELEE., fHn
HE, LB, FR, BB, REA, AR, IR, REEMH, AR, W), FEH LT
DITHDOEEMEBE (BE - kAL, BETH. FO5 A0, FF, FRG. H1T. ERT
B, FYRTE. R, B8, 1B BR) Lk,

3) HerERRE |

BT, &5 42 BOFEMERBEE XS FHOBYES OIF V5 i X UHESLE
T AR BEBLIUCEREROE 5 FlE, £/, BiE 14 B OFFMOERBERZIC. £Flico
WOBSRBRE 2 £ L, ik, HRfIIME 4 B RREEMSEE L LSHOBMESH
FZEWSEERE L, V774 FETIX, &5 42 AB L OEIE 14 B OFNFNEFEM R ERE
BICh &S, 2PIOBIERAE S EM Lz, BEREILY 74 = VG AL, BREA.
BASRL, BESIALRRS. B (BH) KE, ERXAOFEZBE L,

4) IKEHE

BB LOMOFT 74 MEIZ, 85 1 REFAAR), 7. 14, 21, 28, 356K U042 A, EIE
1, TRBEXW 14 A, fHA (RRREFRBICEE 15 A) ITEEZME Lz, ZEPHER
NHETOMZ, &5 1. 7. 148021 B, XEHRRLRIERO (KEHEFBR), 7. 4B X
W20 B, HEBIIEE O (DEE) BIU4EZLNCEH AICHKELRIE LE,

5) BAFENIE

R LMD S7 7 4 M, BE 1~2, 7~8, 14~15, 29~30, 35~36 B XU 41~42 B,
B 6~7TRB LTV 13~14 BT, KEHTOMIL, &5 1~2, T~8FB LN 14~16 B, REMBE
FRAEEE 0~1, T~8, 14~15 B3 LTV 20~21 A, H¥RITHE 3~4 BT, T LNHAEB LT
BHEEFNEL., ToENOEEEFENLE,

6) A H
Y7 T A bEEBRSBERFICOWT, BOTRTE £ TOMEARHBRLITS SV TR EFR AL

-7-



B, BAATERATFREML, AERLERAERINS T THAMEZBE L, MEARI
fEHl, REMHS LI UCRBARIEHICOEL, REFME, 4 BRBOEE#RZRLUSN O
HIZRAE LB OBEEZEICEH L,

7) A2

REUZ, BT T4 MEERRMESFZ 2 8MKREE (RE5150) 0 128#H»D, ZB%
MABTHET, 2HMEREL LTRBPNOMHEL: | TRARES S, REOERE, EA
ATHROBFOFES D WVITERZHRB T2 Z2LICL 0T, W@l ahi- B 23R
OHEERLTREZME L. BERICHT L,

ZERE R DI, MERERBE S RZRRERR L TO REB LT OMICER LR EFH
DOER, EHOZEE ((ZEHHE/ZESHE) X100, %) BLOFEICERENHER
NIZBW & IEREA & LTRRE (GREEME/ ZREMED X100, %) 2RI LE,

8) mif - MHREBOBE
BHEORBLEHILALEALRIETRS S, 2ROBERIT. Eik21 B o0%h
PEBSNDETERTD, FrT 11 BRETICORAZET LIEFIZ 20T, TORZMHEOR &
L, DREEZESEERCEIAERREOFEL GBS L, ERRETE 2ol
ZOBRTHR O — KRB L OERORE, L BRFEOAELHIET Ui, 72 WHE 1~4 A OB,
R, WERBEEELL,
D L 2P OMEREIN GER0 B LA ETORK) Rk, KHOHESR (ERHY
PEMER /IR IRENER) X100, %) ZEH L, WHE 5 H OBRFFICEE LB RER & CHEIRER
HEN O ERE (BRE/IEREGS) X100, %) ZHH L,

9) Fy HAER DB 53

WE 0 BICAEFRER LORT RECE MMgIICE 2 THENB I UCAETHOFTREEZEL
S ((ERF/EREREH X100, %), LZRMESR ((HELRS/ERREH X100, %) B
KO AR ((HEARE/ERK X100, %) 2HBHLZ, WE 1~4 AETEA, —RKE
FEZEL. ERBREET IR EMRIIC A, FARERE (MBH 4 AOERH/HBE 0RO
A D X100, %) FEH Lz, AFREOWTIX BB 05 L4 BIEROFEEENIE L.
ZET L ICHENO TFHEEBER T L L bIC, WE 0LV 4 RITkT M [ (HEAERES

-8-



RAERKD X100, %) ZEHLE,

10) I L UM
HORERTIEIRAIIRE 42 BORHIC, BEEREFIZRIE 15 Bl Lz, £k, M

O HEEIEHE 4 BOERIT, ROWMHILTIR 26 BFSE. 7 T4 FRIZEE 15 B iofigsl
Uico &1 W bAESINT 18~24 BERIE R SR, 0 F AR E S =S MY U AHREET
THMEIED DT HRM B MR S THE L, RFRE. LKA LFRER L ORHE
FEREEZEME U, . ML, BEBHERKER? U TOFIATT V., BOREKTREHIR
TREHOBMEZFNE 5 F. BEE 15 BICRIT 38R TREMTRMLEZITV., £, MO
ERTRER TR oBRAICOVWTHEE 4 B ICREHIMSTHE LSO E S SH V54,
Y774 MEXEH TERMLEIT >,

OEFRAEMEL PUEEEK : 7= BT FY 7 h)

@miEFRAEMRM (FUEEEHA : EDTA-2K)

@A LERERARL FUEER : ~XY )

HAERDS b, MTRIIFEERTAHLLITHBEL, 0. IM U VEREE 10% 5L~ U VIR E
ELTRFLE, EFRBEflzEE 4 Lo —T LVRAC IV BIES K L1,

11) MR
PBRERE LT/ BT P U AZAWTERR LB ML LE L C, 7’2 e
UV B L OVERES b RS T A F URRENE L. EOMOERITREREA L LT

IHH HIE 55 3
FRMEREL (RBC) BRERE 1 ¥ 8 BA> AT R R
CELL-DYN3500 (¥ 474 9})
[ M EREL (WBC) T hARY—- ais
L= SR ELIE /B RIE LA

H M2k 43 #8 il = Eili=

mfasEE (Hb) W% 6 FE 15 il =

S IRIMEREFE (MCV) BREE il

/AR 3 EN= Eil

~<v 7 Uy ME (Ht) FE (RBCXMCYX0.001)

¥R fL Bk L A FE OFHE (HbX1000/RBC)
(MCH)

EE R LM AREE FE (HbX100/Ht)
{(MCHC)




HE BEE ey e
7" whevt” vEFRE (PT) SEERELRR IR 4 [ Bl 7 BEE U E 2618 CA-1000

EWE A Vo 7 7AFVvEE Rk

[#] (APTT)

(REERETF)
Al _E

EDTA-2K # AWV TER LZMETHIE Lz, 2B, BMERCREOME) & U THRLBEHRER

(Wright-Giemsa #¢f8) Z{ERIL70, BEIIfTHAaholz, -, RFMEKLRITHOWT

b EAER L7 R R ORE IR W TR E BB TR SN AN T2 L )b,

BRITER L2hoT,

12) Mg A L ERAE

AR OMEEREOCZOOTRMIC EFHEE, FEBEAE L TARY U ERAWTER L ZLK
PomiEr B LT, UTOEEIZDWTHRALZ,

HE HE % o e

WERRE b vy ME A4k B 8oy AT 5 COBAS MIRA plus
(0Ya- B A7) )AT49IR)

VLA T BCG ¥ Eils

favaro-ig g IVAFo-VAFYET -t -HDAOS ¥ BN

7 pa-7 pe AFIFF-ET - G-6-PDI 1 &k

REEREE w7-t" -G1DH ¥& il

IV o Jaffé ik Eill=

TV 7427741 (ALP) &M GSCC ¥ S

TAN 5% VBRTI) Vv AT=T-1T  IFCC ¥& il

AST (GOT) &M

TI=s73) ViV ART 278 Eills il

ALT (GPT) &%

Al A AV AR ¥ A A I il

- (y-GTP) 7HtE

M2V RE GPO-HDAOS (/" VEVAHE) ¥ ME

MR IR E )77 VERE A Eills

e e R [ Gl

Ty b E 0CPC & Cif

A/G Eo o )

T DA AR B ARV EHRYE 2 BEEAEE S HTER EA0S
(A7 Y 74-)

Y UAAE iR E il Cif=

WRAVBEE il m_E

EROBPEFRRED S B AST (GOT) FEMOEEIZRT S8 1 §) (B1%E S FB04005) DRIE

HBLCHV AL A EEOHEIZE T DM 1 4 (E1%EF 5 FB02011) ORIEME.

ERRA

PEChototed, HIRUTHUE LEECHREREZR CLEERALE,
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13) I FEHRE

(1) AHRRIBIES

2HEHB L. #FBE - HRONEBRMBRE LT/, WL b IChKRFRAES L UMk Ak
AT A SN L= B o, DR MR, A, EBE. R, RIT. MRS LOKREAROESR
(ZEH) *WEL. L EME GEXNEER) 250U, 272, 2o, FEE, FRE. L
. RF. i (REXEETe) . Mg, B WIR. M. B, FRIR. B, +28%. =5,
GRS, B M. F5AG. EAG. WL, MBI bk, AIRIEIE. BEIREZ S LEH, E, T8, I8,
BERE. THY - E, IBREY i, BEWRE, KIREBLIOEHEERL., RFELZ, Hi
X 0. IM VU VEERETE 10% R U VIR CHEABRE L THh OB LE, FEFERETHA.
MBI O IREIT EETEME T CIIRE AR 2 2. BRILUEHRE - B0 5 b, BELRLT
ICHRR BRI 77 (REMREZ 0.1 U U BIEE 10% R~ U A M) CEEL,
FOMMIE 0. 1M VU VBB 10% R <) CEFRICEE L,

(2) FREEM R R E

OB, BRBIURBRLEEI2H., ARMBER TELMRZONRERIIZABHO AT
WT, TR OBRE - MBI, BOoRSK TR L OO S T RELSHEH
D5 H, MEFRER L OCMRAELERESERE LS 5 Bz 2T, REMARFERE 2 i
L, THODE - T AT 74 VEABLTHEL, ~v bET Yy oA VU RAEREXR
%@@L\%iﬁﬁﬁ%%wfﬁﬁbko&B\%%kk%mﬁﬁbtkmﬁm\ﬁﬁﬂﬁi
REORRN LRI LT,

6. T — ZEMTIE

BB 12 DV Tid Fisher OEEEMRBE LT o7 (HEAKE 1 5%),

R ERSHOREMMFRET RO 25, /' L— o) L7 —Z X Mann-¥hitney O U
BiE (HEKE  5%) (L0, BES L— FOGEMER Fisher D EBRERO HE (HE
KHE5%) WL URIREEL OM CHBEERER T2 7.

FOMOFT—Fik, MEZLIEBLREELIWVEE I L OEHEEL 1EEXE L, V774
NEERNDH D WVZEOMOBERN TR Lz, 2O, MITOXNERR 2 BOBEIE, ETFRTE
BT, AEENAD BT IUE Student D t BEETo. FRECBVWTABRELNRAD

-11-



LN EIX. Aspin-Welch REZIT o7, MATOR R 3 B EOHAIX. %7, Bartlett
DHFHEIZ LY BERHOGBO—FEILONVTHRE (HEKE  5%) 21T/, SEA—HTHS
BT, BB O SN (FEAKE:5%) 21T, BEIICAHZMEAE D bRHaE.

Dunnett R X D ZEHE EFT o7 (FEKE  68%), —H., WTFNHLOFETHEN 0 L7225
BAEBLOSEB R TRDL > EBA L, Kruskal-Wallis OIEARE (HEKYE : 5%) %
17, BERIICABRESRO LRZEAICIE, Dunnett ROBREEICL Y SHEHE STz (F
BAHE :5%),

-12-



I. REZSEES LOEHESERR

1. —f4k#E (Table 1~2, Appendix 1~2)

FEL B XTSI TNOHETHLRD LR o T,

SHREFEOME 1 4] (B)#7& 5 FB01001) THIENKRS5 408 (ME 1 R) KD LD, WH
2 BIZXEE L, Zoff, 300 mg/keg BE5FHOM 1 5 (BES FB03010) < EEEIH O KA
BiRRE 25~32 HICBRESNEN KRYEZRGEORE TR DBENTHRCLDbD LHES
iz,

ERUA DM XOCRECIZ, REFEPTRBIVCEESNHEPEZEL CT-RREOEMITED L
nighoiz, |

2. FEMELREE (Table 3~4, Appendix 3~4)
BSHMP B LICEEHRT E LI, WTFROEIZTBWTHRRETRIZ/ITRDOLNT,
MRBRENHERBTAFTRIIBESN RN ST,

3. BfERE (Table 5~6, Appendix 5~6)
BREHERTEHESIOCEEHERTE S LI, WThOBIZBOWTHEFRREDO O
7

4. {k#E (Fig. 1~3, Table 7~12, Appendix 7~12)

BEHM P, 100 mg/kg REFEOH CRIFREICILE L THREMIETHER L2, XBE
EDOMICHEEERD b 2o e, REHM T OO FEEIC TV o PETE R EFHIB T
LA BHEEOMICEREZRIRD N2 P o7,

[E11E H1M b  MEHE DR E T T o PRTE RGBSV TON R L OMICEREIRBO LN
ATV

5. fEAEH (Figs.4~6, Tables 13~14, Appendix 13~14)
BEMMR, YT 74 FEED 1000 mg/kg T#HBET, |5 29~30 BICEHESMY T T A
FEOKTBRENCHE L THELRBEAT LES T T4 FEEBRIME T o PETE & 5-8F

-14 -



CRWT Y, SREEE ORMICEBEEIRD bhiehoie,
VI b oo BEALER LT 1, XA L 1000 mg/ke B EBEOMICHBETB LRARNP- T,

6. IMKEFEHE (Table 15~16, Appendix 15~16)

B TROBRAE T, 100 mg/kg REFHOHETHAFTEL IO~ F7 U v MERK
FRERICEEB UCHEBICHEM L, 300 mg/ke HEFOMTT 0 b v v RS EEEICEHE L
THBICERE Uk, BETIZ, WTRO PETEREFHIZBWTHLHBHL OMICEEZZRDO LN
o tz,

EE MR TREORE Tk, MikE L b FEAE S 1000 mg/kg HEBEOBICHEEZTRD bhv i
ot

7. mEAE{LFBE (Table 17~18, Appendix 17~18)

BEHMETROBRE CIX MEENTILO PETEREHIZB W T LI RE L ORIICHEEZITR
D ool

[EE H I TR OBE T, 1000 mg/kg B GHFOM TREZRBEESGBHICER L TAER
WCHEAN U=, HETIZ, SBBREY 1000 meg/kg | EFHOMICABEZRZIBO LMo,

8. WEFHRE
1) EEE (Table 19~20, Appendix 19~20)

BEHMETRORKRE T, 300 mg/kg HEFOMTHOEZEBRENIBEICHLBE L TEEREL
WML, BRERICIAFEERAD LR ho T, T T O PETEREFICEV TS
KREE L OFMICERETIRO OGN ) o T,

6] 6 A P #& T BE DA T, 1000 mg/kg B SR O CHFBMOES EEN N BEICHER L TH
BICHN L7z, BETIGEREL L 1000 mg/kg B EHOMIZAERBEIRD ORI o7,

2) FIRPTR

(1) BE5IMRE TEFOMHE (Table 21~22, Appendix 21~22)

BEFRIBO O oT,

-15-



(2) EERBRIERTEOMEZE (Table 23~24, Appendix 23~24)
STBEOHE 1 FIORZERBREICEEREEINTZIEN., BEEMREIRD N7,

3) REABEET A
(1) BEHBKTROBE (Table 25, Appendix 25)

KRR Tk, 100 mg/keg REFED 3§, 300 mg/kg EFED 1 BITIRFEDEMEZEHELBD D
N, 2050 3FOEE AT, FENCHEZEBESRESNE,

FFIgECiE. 1000 mg/kg B E-FB L O BB ORAER EH D O LBIZPIRE EEOEHME, 1% -
EAEDENTNRZFENA LN, MERCEERS LICHEOEZRIR O bhihol,

BT, 1000 mg/kg REEHD 3 F], XFBHEO 2N GFEEME/NMED, 1000 mg/kg B E5FHD 4
Bl SBRFED 2 PIOREICHFEREERMERLDRID. WThof b Z<BERE(TH-
7.

PRI ik, 1000 mg/kg R 58FR LU B ORER TS O L0ICNELL L URBAER
DILFENRH LRIZN, FFMICREDORITRD ONRP T,

FoM, BIZRTIE., MESPERERGFPRBIOY A BROFRES, FiTik, MR E
OIBFMBWOEED D5 T BIIRE OB ILENS, LTI, RBMOLT DOEME RMELD 2
LN, MHECEERBIOCEEOCEITIBD b7,

FREMMERE L ER Lt 0MmOBE T, BEFRARBDONRN-T,

(2) BEHMKTHOME (Table 26, Appendix 26)

PRELCIX. 1000 mg/kg #FHED 1 FIZINRTEES L ORI H 2 NI DHEMAFTE D b
AED, TS THRERTEHHEIEELIBD LTV,

FFIECIE. 1000 mg/kg 58I L O BB O REBE TSN O£ FIIRE B OfEH L, &
EAEOBNZNHEIEER A NN, MERCERERICHEECEIRD AR o1,

BB TIE, 1000 mg/kg R HFED 1 G0 REIIFEAMERME DS 1000 mg/ke R-HREE XU
BHOL LFICSEHILEBH LR, WThoflb TS BELRELTH 1,

JEI&TIE, 1000 mg/kg TR LUK BEORER EBMO2H ICHNEMN S JTBA AR
DILERH LR, MHMICEEOZEIRO LN 27,

F o, FCBEIREE QL EN., MBROBEN TN TIEA, DRI RBED O 0%
M/ BRAEED x RRR IR S iz,
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WEMMFERELERE L ZOMORBEICE, REFRIZD Lok,

(3) EIEABRMMK TR OMEME (Table 27~28, Appendix 27~28)

BEBIOBELE T, EFRFTRARD N1 o7, HBEEOHED 1 5l CHRIFCIEE
BROONTEBRRRBEICIE, BHCL2EEOEARBLIOEANBLRBEINE,
PNEETiX. 1000 mg/kg B HFED 1 HlICSIRBESRR D i,

IT. AMEEAFN

1. AR L URELR Table 29~30, Appendix 29~30)

HEASHOBETIZ. REATOKRSHEP. 4/5 B BB LU HEBETRIELZER) %
A LTcE4 25 300 mg/ke RGBT 1 41 (B)#H%E 5 FB03010), 5 BEEAM (s BB CRELZER)
R LB 100 mg/kg B 5HET 14 (B4HES FB02001) B b, £ OMEI iR
R LB L THEE T b o,

RECAER TIREFIBNZR LcAs, 1000 ng/kg REFED 1 I THRESRO ORI, Ll %
R, ELIRZERETORRB LI CZOROREF R, WEHE L PETE X RS L OMICH
BEIED LN Do,

2. B L OWEERTA (Table 31, Appendix 31)

FIRE O2FNEREHEL, BRMAMIGBRELIREFLOBIIAERETIRD ALY
o7, —H. BEEBETERP2Eb00, BEBOENLRZONLORBRESTRTH
ol LB S B MBEO 14 (B%ES FBO100L) TEZEIhiz, ZoEwd. &
BERIZEAMBTROIANZ ARy b (HRNPLENLTHZDBAOLH) OHEEPBREIN
= HE 2 BURICIE, MERBORIIBEShR,o7, TOMOES T, otk &
DHBERBOREIBESh ot

3. BB XOERE (Table 31, Appendix 31)
B EREB L OEFERIC WREEE PETERBEEH L OMICEEZXIR O ORI T,

-17 -



4. HARFR

1) 44¢ (Table 31, Appendix 31)

PEVRS, M, HEANEK., £RHER, HAeK bk JOWE 4 A O£ RS JU%H
AWAEFERIC, NEBEE PETE R R G L OMICAREIRBO Lo T,

2) {&% (Table 32. Appendix 32)

SEEEL PETES R EH L OB T, MERAECAEEZXRDO LN -T2,

3) FEREBIERATR (Table 33)
HE 0 B OAFEROFEREEE TIX. 1000 ng/kg HE5EEOME 1 5 (BEMHTEE FB04007) T

HESRESIE, RERBLOWE 4 HOHRFOFBEBETIL. WThoTBBIcbLEER
BIBEIN2Po T,
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(=

2

AR R & O AR

T & CUEBIL FROB TS AT, BRUAOEEL A8 5 —BRIE0%
bR bNRhol, i, HEHERZERBECBERETYH, WBREMARBT AT RIZE
SR, BEIESS L OEERE T ORES L ORI bR RS OB T
BBl R bR o,

1 SHEE T BORETIZ, 100 ng/ke REBOHETUBKES LU~~ F 7 U v MERK
FREEICLEEE L CAHBICHEM L, 300 mg/kg H{SHOMT T 7 o v B BFRESSREIZLE L
CHBIEE LA, WP b A BICKT L AL THARNE &b, ERIEOEB TR
AP I]:/ A Oy

ISR TR DR TH. 1000 ng/ke EROMTRESHRE DN, FROHAE
BORAA B b S, BEIIE TRORET. BIS L ORI BB ERS I L5 L
EEXINIZEBBD N TN s, MENLZELESZLENG,

2. AFEEAFM

PEEBOBETIE. 4 BRAMN 4/5 H S5\ ik 5 B ARICE LHAR 300 35 KT 100 mg/ke
BEFHTH 1RO BN, 1000 mg/kg REHTIIR2FR 4 BAHTH- T2 e hb, #ER
WEOWEAM~OEELTRRTH O TIRNWESB L bd, RERE TIX, 1000 ng/kg 25
FECARLED 1 BB O DL, RBIOIIERICIT, JIRERS & OMEREICH 2 IEOBMNBFED
bz, LaL, ZOMoOEmTE TREIRL, Bk, FREE. ERHAM. 2k L UmER
BICHBMEOREL TR T HRBIIBEZ N h o722 b £/, 1000 ng/kg IREFEDHER
DOHBMRETH, EEFTRIDVBOEN o2 b, EREEEELTBT D LOTIERWE
LEZBND,

MARICE LTS, ERE, HEAR, £RHER, HAESR, MBI UME 4 ROER
BBLOHEREFE, SLICTHMBERAEID., HBBWERSCGER L2 EEA LN AT
BOONRhok, WE O HOEFEROWEBBRETIL, 1000 ng/kg HREFHOHE 1 5 Tih B2
BRINER, TOMOBPICREOREIBERINR» 220, BRBEATE LHELS
ns,

-19-



3. KRR

LLEORER KD | AMBRSEMHT CTo PETE O#/EM &L, KERG B L OCAMIELEBLD
W LT, PETE B BE LEEERR DL oToZ &b, 1000 mg/kg/day
&M S e,
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[ k]

1) Katherine, L.M., Virginia, C.M.: Utility of a neurobehavioral screening battery for
differentiating the effects of two pyrethroids, permethrin and cypermethrin.

Neurotoxicol. Teratol. 15:71-83 (1993)
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Fig.1 Combined repeat dose and reproductive/developmental toxicity screening test of
PETE by oral administration in rats.

Body weight of males.
PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxohexyl)oxy]methyl]-1,3-propanediyl ester
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Fig.2 Combined repeat dose and reproductive/developmental toxicity screening test of
PETE by oral administration in rats.

Body weight of dams.
PETE hexanoic acid, 2-ethyl-, 2,2-bis{[(2-ethyl-1-oxohexyl)oxy]methyl]-1,3-propanediyl ester
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Fig.3 Combined repeat dose and reproductive/developmental toxicity screening test of
PETE by oral administration in rats.

Body weight of female satellite groups.
PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyel-l-oxchexyl)oxy]methyl ]-1,3-propanediyl ester
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Fig.4 Combined repeat dose and reproductive/developmental toxicity screening test of

PETE by oral administration in rats.
Food consumption of males.

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxohexyl Joxy]methyl}-1,3-propanediyl ester
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Fig.5 Combined repeat dose and reproductive/developmental toxicity screening test of
PETE by oral administration in rats. '
Food consumption of dams.
PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-1-oxohexyl)oxy]methyl]-1,3-propanediyl ester
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Fig.6 Combined repeat dose and reproductive/developmental toxicity screening test of
PETE by oral administration in rats.
Food consumption of female satellite groups.
PETE:hexanoic acid, 2—ethy1-,' 2,2-bis[[(2-ethyl-1-oxohexyl)oxyjmethyl]-1,3-propanediyl ester




[{TABLE INDEX]

Combined Repeat Dose and Reproductive/Developmental Toxicity Sereening Test
of hexanoic acid, 2-ethyl, 2,2-bis{[2-cthyl-l-oxohexyl)oxyjmethyl]-1,3-propanediyl ester
by Oral Administration in Rats

Tableno.  Appendix no. Table title
1 1-1~1-4 Clinical signs of males
2-1~2-2  2-1-1~2-2-2 Clinical sigus of females
3-1~3-2  3-1-1~3-24 Detailed clinical observations of males
4-1~4-4  4-1-1~4-4-2 Detailed clinical observations of females
5 5-1~35-4 Functional findings of males and females at the end of dosing period
6 6-1~—6-2 Functional findings of males and females at the end of recovery period
7 7-1~7-4 Body weight of males
8-1~8-2  8-1-1~8-2-2 Body weight of ferales
9 9-1~9-4 Body weight gain of males
10-1~10-2 10-1-1~10-2-2 Body weight gain of females
11 11-1~11-4 Cumulative body weight gain of males
12-1~12-2 12-1-1~12-2-2 Cumulative body weight gain of females
13 13-1~13-4 Food consumption of males
14-1~14-2 14-1-1~14-2-2 Food consumption of females
15 15-1~15-4 Hematological findings of males and females at the end of dosing period
16 16-1~16-2 Hematological findings of males and females at the end of recovery period
17 17-1~17-4 Biochemical findings of males and females at the end of dosing period
18 18-1~18-2 Biochemical findings of males and females at the end of recovery period
19 19-1~19-4 Absolute and relative organ weight of males and females at the end of dosing period
20 20-1~20-2 Absolute and relative organ weight of males and females at the end of recovery period
21 21 Macroscopic findings of males at the end of dosing period
22 22 WMacroscopic findings of females at the end of dosing period
23 23 Macroscopic findings of males at the end of recovery period
24 24 Macroscopic findings of females at the end of recovery period
25 25 Histopathological findings of males at the end of dosing period
26 26 Histopathological findings of ferales at the end of dosing period
27 27 Histopathological findings of males at the end of recovery period
28 28 Histopathological findings of females at the end of recovery period
29 29-1~29-4 Estrous cyele of dams
30 30-1~30-4 Reproductive performance of animals
31 31-1~31-4 Development of pups up to day 4 of lactation
32 32-1~32-4 Mean body weight of pups up to day 4 of lactation

33 - Morphological observations of pups




Table 1
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Clinical signs of males
Initial number  Number of animals with clinical signs
Clinical sings Dose (mg/kg) of Days of treatment Days of recovery b Total
animals 1-7 8-14 15-21 22-28 29-35 36-42 17 8-14

0? 12 0 0 0 0 0 0 0 0 0

Abnormality 100 12 0 0 0 0 0 0 0

300 12 0 0 0 0 0 0 0

1000 12 0 0 0 0 0 0 0 0 ]

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-1-oxohexyl)oxylmethyl]-1,3-propanediyl ester
® vehicle control, corn oil (2 ml/kg)
" the recovery test was performed in 5 animals for each of the 0 and 1000 mg/kg groups




Table 2-1
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Clinical signs of females, dams

Initial number  Number of animals with clinical signs

Clinical sings Dose (mg/kg) of Days of treatment Total
animals 17 8-14 15-21 22-28 29-35 . 36-42 43-49
0*° 12 0 0 0 0 0 1 0 1
Emaciation 100 12 0 0 0 0 0 0 0 4]
300 12 0 0 0 0 0 0 0 0
1000 12 0 0 0 0 0 0 0 0
0 12 0 0 0 0 0 0 0 0
Loss of the upper incisor 100 12 0 0 0 0 0 0 0 0
300 . 12 0 0 0 1 1 0 0 1
1000 12 0 0 0 0 0 0 0 0

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l1-oxchexyl)oxy]methyl]-1,3-propanediyl ester
# vehicle control, corn oil (2 mL/kg)




Table 2-2
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Clinical signs of females, satellite groups

Tnitial number Number of animals with clinical signs

Clinical sings Dose (ing/kg) of Days of treatment _ Days of recovery Total
animals 1-7 8-14 15-21 2228 2935 36-42 1-7 8-14
0 5 0 0 0 0 0 0 0 0 0
Abnormality
1000 5 0 0 0 0 0 0 0 0 0

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyi-1-oxohexyl)oxy|methyl]-1,3-propanediyl ester
# vehicle control, corn oil (2 mL/kg)




Table 3-1
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Detailed clinical observations of males

Initial number
Findings Dose (mg/kg) of Pre-treatment Days of treatment Days of recovery b

animals 7 14 21 28 35 42 7 14

{Posture in home-cage] 02 12 0° 0 0 0 0 0 0 ¢ 0
Rearing 100 12 0 0 1 0 0 0 0
300 12 0 0 1 1 0 0 2

1000 12 2 0 3 0 0 1 1 1 0

[Home-cage activity] 0 12 2°¢ 1 2 3 10 5 4 0 3
Asleep 100 12 3 1 0 4 10 g 8
300 12 2 1 0 4 6 3

1000 12 1 0 1 2 7 2 1 1 3

{Ease of removing rat from cage] 0 12 18 d 2 2 4 2 0 2 0 0
Very easy (score 0) 100 12 14 6 4 2 6 0
Vocalization withont resistance (score 2) 300 12 8 2 2 2 4 4

Rat flinched (score 4) 1000 12 16 10 4 4 4 2 2 0 0

[Reactivity to being handled] 0 12 28 9 4 4 0 2 4 4 0 0
Very low (score 0) 100 12 22 6 6 6 6 8 ]
Vocalization without resistance (score 2} 300 12 14 6 6 4 4 6 4

Slight resistance to being handled (score 4) 1000 12 24 8 0 4 0 5 0 0 0

PETE:hexanoic¢ acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxohexyljoxy]methyl]-1,3-propanediyl ester
* vehicle control, com oil (2 mL/kg)

® the recovery test was performed in 5 animals for each of the 0 and 1000 mg/kg groups

© Values represent number of animals with the findings.

 Values represent total score of each groups.




Table 3-2
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Detailed clinical observations of males

Initial number

Findings Dose (mg/kg) V of Pre-treatment Days of treatment Days of recovery

animals 7 14 21 28 35 42 7 14

{Exploration] o* 12 48 ° 48 48 48 48 48 48 20 20
Normal (score 4) 100 12 48 48 48 48 48 48 48
Slight increase (score 6) 300 12 50 48 48 48 48 48 48

1000 12 48 48 50 48 48 48 48 20 20

[Grooming] 0 12 0° 0 0 4 ¢ 0 0 0 0
None (score 0} 100 12 0 0 0 0 4 0 0
Occasional (score 4) 300 12 0 0 0 0 4 0 0

1000 12 0 0 0 0 0 0 0 0 0

[Vocalization] 0 12 4°¢ 0 0 0 0 0 0 0 0
None (score 0) 100 12 4 0 0 0 0 0 0
Occasional (score 4) 300 12 4 0 0 0 0 0 0

1000 12 0 0 0 0 0 4] 0 0 0

[Straub tail] 0 12 4° 4 4 0 0 0 0 0 0
None (score 0) 100 12 0 0 4 0 0 0 0
Slight (score 4) 300 12 g 0 0 0 0 0 0

1000 12 0 4 4 0 0 0 0 [¢] 0

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxohexyloxy]methyl]-1,3-propanediyl ester
* vehicle control, com oil (2 mL/kg)

® the recovery test was performed in 5 animals for each of the ¢ and 1000 mg/kg groups

© Values represent total score of each group.




Table 4-1
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats
Detailed clinical observations of females, dams

Initial number

Findings Dose (mg/kg) of Pre-treatment Days of treatment The lactation period
animals 7 14 21 28 35

[Posture in home-cage] 02 12 0" 1 0 0 0 0 0

Rearing 100 12 0 0 0 0 0 0 0
300 12 1 2 0 0 0 0 0
1000 12 0 2 0 0 0 0 0

{Home-cage activity] 0 12 0° 7 0 5 5 4 2

Asleep 100 12 3 5 0 6 5 3 3
300 12 0 1 0 4 3 6 1
1000 12 0 6 1 8 6 3 1

[Ease of removing rat from cage]

Very easy (score 0) 0 12 16 ° 4 6 4 2 0 2
Vocalization without resistance (score 2) 100 12 10 8 4 4 2 0 4
Rat flinched (score 4) 300 12 16 6 4 10 4 0 0
Runs around cage (score 6) 1000 12 12 2 4 2 0 0 2
Aggressive (score 8) ‘

[Reactivity to being handled] 0 12 20° 6 12 6 12 5 0
Verylow (score 0) 100 12 10 4 2 10 0 0
Vocalization without resistance (scoze 2)

Slight resistance to being handled (score 4) 300 12 16 6 10 12 0 0
Resistance to being handled (score 6) 1000 12 22 4 4 8 0 0

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-1-oxohexyl)oxy|methyl]-1,3-propanediy! ester
? vehicle control, corn oil (2 mL/kg)

® Values represent number of animals with the findings.

€ Values represent total score of each group.



Table 4-2
Combined repeat dose and reproductivé/developmental toxicity screening test of PETE by oral administration in rats

Detailed clinical abservations of females, satellite gronps

Initial number
Findings Dose (mg/kg) of Pre-treatment Days of treatment Days of recovery b
animals 7 14 21 23 35 42 7 14
[Posture in home-cage] 02 12 0° 1 0 0 0 3 0 0 0
Rearing k
1000 12 0 1 0 0 0 0 0 0 0
[Home-cage activity] 0 iz 0° 1 0 2 1 0 0 0 2
Asleep
1000 12 2 1 0 1 2 1 0 0 0
[Ease of removing rat from cage] 0 12 2 d 4 4 4 2 2 8 0 2
Very easy (score 0)
Vocalization without resistance (score 2)
Rat flinched (score 4)
Runs around cage (score 0) 1000 12 2 2 2 6 4 0 0 2 0
[Reactivity to being handled] 0 12 g9 2 0 8 4 4 8 0 2
Very low (score 0)
Vocalization without resistance (score 2)
Slight resistance to being handled (score 4)
Resistance to being handled (score 6) 1000 12 8 2 6 8 4 0 0 2 0

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethylH-oxohexyl)oxy]methyl}-1,3-propanediyl ester
* vehicle control, com oil (2 mL/kg)

® the recovery test was performed in 5 animals for each of the 0 and 1000 mg/kg groups

¢ Values represent number of animals with the findings.

4 Values represent total score of each group.




Table 4-3
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats
Detailed clinical observations of females, dams

Initial number
Findings Dose (mg/ke) of Pre-treatment Days of treatment The lactation period
animals 7 14 21 28 35
[Exploration] 0? 12 ‘ 4" 48 43 50 48 48 48
Normal (score 4) - 100 12 48 43 48 50 48 48 48
Slight increase (score 6) 300 12 48 48 48 48 48 48
‘ 1000 12 48 48 48 48 48 48 444
[Straub tail] 0 12 g b 4 0 0 8
None (score 0) 100 12 0 12 12 4 0 0
Slight (score 4) 300 12 4 4 8 8 0 0 12
1000 12 8 8 12 4 0 4 44
[Stereotypy] 0 12 0° 0 0 0 0 0 0
Rearing 100 12 0 0 0 0 0 0
300 12 0 o 0 0 0 0 0
1000 12 0 2 0 0 0 0 0d

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxohexyl)oxylmethyl}-1,3-propanediyl ester
* vehicle control, corn oil (2 mL/kg)

® Values represent total score of each group

€ Values represent number of animals with the findings.

¢ Eleven animals were examined in the lactation period




Table 4-4

Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Detailed clinical observations of females, satellite groups

Initial number
Findings Dose (mg/kg) of Pre-treatment Days of treatment Days of recovery b
animals 7 14 21 28 35 42 7 14
[Exploration] 0? 12 20° 20 20 20 20 20 20 20 20
Normal (score 4)
Slight increase (score 6)
1000 12 20 20 20 22 20 20 20 20 20
[Straub tail] 0 12 o?® 4 8 12 0 0 0 8 0
None (score 0)
Slight (score 4)
Severe (score 8) 1000 12 0 8 8 8 0 0 0 4 0
[Stereotypy] 0 12 0° 0 0 0 0 0 0 0 - 0
Rearing
1000 12 0 0 0 0 0 ] 0 0 Q

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxohexyl)oxy]methyl]-1,3-propanediy! ester
* vehicle control, com oil (2 mL/kg)

® Values represent total score of each group.

© Values represent number of animals with the findings.




Table 5
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats
Functional findings of males and females at the end of dosing period

Compound PETE

Dose (mg/kg) o 100 300 1000

Male
Number of animals ) 10 5 5 10
Pupillary reflex 100 100 100 100
Eyelid reflex 100 100 100 100
Visual placing 100 100 100 100
Withdrawal reflex 100 100 100 100
Prayer's reaction 100 100 100 100
Startle reaction 100 100 100 100
Righting reflex 100 100 100 100

Female. dam
Number of animals 5 5 5 5
Pupillary reflex 100 100 100 100
Eyelid reflex 100 100 100 100
Visual placing 160 100 100 100
Withdrawal reflex 100 100 100 100
Prayer's reaction 100 100 160 100
Stattle reaction 100 106 100 100
Righting reflex 100 100 100 100

PEesmale, satellite group

Number of animals 5 5

Pupillary reflex 100 100
Eyelid reflex 100 100
Visual placing 100 100
Withdrawal refiex 100 100
Prayer's reaction 100 ‘ 100
Startle reaction 100 ) 100
Righting reflex 100 ' 100

PETE:hexanoic acid, 2-ethyl-, 2,2-bis| [(Z-ethyl-l-oxohexyl)oxj]methyl]—1,3-pmpanediy1 ester
Values represent % of animals showing normal respenses.
* vehicle control, corn oil (2 mL/kg)



Table 6
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats
Functional findings of males and females at the end of recovery period

Compound PETE

Dose (mg/kg) o® 1000

Male
Number of animals 5 5
Pupillary reflex 100 100
Eyelid reflex 100 100
Visual placing 100 100
Withdrawal reflex 100 100
Prayer's reaction 100 100
Startle reaction 100 100
Righting reflex 100 100

Female, satellite group

Number of animals 5 5

Pupillary reflex 100 100
Eyelid reflex 100 100
Visual placing 100 100
Withdrawal reflex 100 100
Prayer's reaction 100 100
Startle reaction 100 100
Righting reflex 100 100

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxohexyl)oxylmethyl]-1,3-propanediyl ester
Values represent % of animals showing normal responses.
? vehicle control, com oil (2 mL/kg)




Table 7

Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Body weight of males (g)

Compound PETE

Dose (mg/kg) 0* 100 300 1000

Days of treatment
1 (initial body weight) 3746 £ 240 (12) 3736 = 180 (12) 3741 £ 262 (12) 3737 £ 213 (12)
7 4096 = 29.0 (12) 4054 = 239 (12) 4070 £ 319 (12) 4044 = 266 (12)
14 4414 £ 320 ((12) 4314 = 274 (12) 4394 = 382 (12) 4375 + 319 (12)
21 4631 £ 347 (12) 4504 + 305 (12) 467.1 £ 447 (12) 461.1 £ 279 (12)
28 4897 & 37.1 (12) 4748 + 345 (12) 4957 £ 535 (12) 4934 £ 321 (12
35 5132 £ 409 (12) 4936 + 393 (12) 5193 £ 582 (12) 5145 = 354 (12)
42 5344 £ 464 (12) 511.8 + 417 (12) 5443 £ 624 (12) 5403 = 378 (12)

Days of recovery
1 5453 = 559 (5) 5440 + 349 (5)
7 5623 £ 599 (5 5700 £ 307 (3
14 5804 = 571 (%) 5943 £ 316 (D)

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxohexyl)oxy|methyl]-1,3-propanediyl ester

Values represent mean+S.D. (N)
® vehicle control, corn oil (2 mL/kg)




Table 8-1

Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Body weight of females, dams (g)

Compound PETE
Dose (mg/kg) o? 100 300 1000
Days of treatment
1 (initial body weight) 2284 = 84 (12) 2284 54 (12) 2277 + 101 (12) 2279 9.8 (12)
7 2376 + 94 (12) 2403 = 79 (12) 2376 = 112 (12) 2387 +£ 129 (12)
14 2475 £ 132 (1) 2522 £ 111 (12) 2493 + 135 (12) 2462 149 (12)
Days of pregnancy
0 2562 = 122 (12) 2603 =% 7.6 (12) 2616 £ 175 (12) 2590 = 206 (1D)
7 2950 = 16.1 '(12) 2985 = 121 (12) 2960 + 237 (12) 2993 = 193 (1)
14 3314 £ 174 (12) 3345 £ 13.0 (2) 3347 £ 264 (12) 3328 = 202 (1D
20 4045 + 240 (12) 4068 £ 19.1 (12) 4112 £ 310 (12) 401.9 + 233 (1D
Days of lactation
0 292.1 £ 273 (12) 3001 £ 247 (12) 2976 £ 369 (12) 2826 4+ 291 (il)
4 3279 £ 205 (12) 3231 = 148 (12) 3250 = 270 (12) 3113 + 22.6. (11)

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-1-oxchexyl)oxy]methyl]-1,3-propanediyl ester

Values represent meantS.D. (N)
* vehicle control, corn oil (2 mL/kg)




Table 8-2
Combined repeat dose and reproductive/developmental toxicity screcning test of PETE by oral administration in rats
Body weight of females, satellite groups (g)

Compound PETE

Dose (mg/kg) Oa 1000

Days of treatment

1 (initial body weight) 2279 = 59 (5) 2308 £ 50 (5
7 2419 £ 45 (5) 2425 £ 62 (5
14 2544 £ 36 (5) 2538 £ 91 (5)
21 2610 = 115 (5 2618 = 95 ()
28 2747 = 120 (5) 2734 = 129 (5)
35 2829 £ 133 (5) 2784 = 106 (5)
) 2875 = 112 (5) 2869 = 145 (5)

Days of recovery

1 2901 = 116 (5 2847 £ 174 5)
7 2972 £ 130 (5 2934 = 170 (5
14 307.1 £ 122 (5) 3051 = 203 (5)

PETE:hexanoic acid, 2-ethyl-, 2,2-bis][(2-ethyl-I-oxohexyl)oxy]methyl]-1,3-propanediyl ester
Values represent mean+S.D. (N)
* vehicle control, corn oil (2 mL/kg)




Table 9
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Body weight gain of males (g)

Compound PETE

Dose (mg/kg) 0? 100 300 1000

Days of treatment

1-7 350 £ 66 (12) 318 + 77 (12) 329 + 73 (12) 307 =+ 81  (12)
7 -14 318 + 51 (12) 260 + 72 (12) 325 £ 93 (12) 331 £ 95 (12)
14 21 217 £ 41 (12) 190 + 92 (12) 276 = 85 (12) 236 £ 60 (12)
21 28 266 = 41 (12) 245 £+ 64 (12) 286 = 96 (12) 324 = 50 (12)
28 -35 236 =+ 64 (12) 188 =+ 67 (12) 236 £ 67 (12) 2.1 £ 49 (12)

35 -42 212 £+ 85 (12) 182 = 49 (12) 250 £ 65 (12) 258 = 50 (12

Days of recovery
1-7 170 = 100 (5) 260 + 6.9 (5)

7 -14 181 = 71 (5 ' 243 £ 74 (5)

PETE:hexanoic acid, 2-cthyl-, 2,2-bis[[(2-ethyl-l-oxohexyl)oxy]methyl]-1,3-propanediyl ester
Values represent mean+S.D. (N)
% vehicle control, corn oil (2 mL/kg)




Table 10-1

Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Body weight gain of ferales, dams (g)

Compound PETE
Dose (mg/kg) o? 100 300 1000
Days of treatment
1-7 9.2 + 6.6 (12) 119 =+ 6.5 (12) 99 =+ 64 (12) 108 = 55 (12)
7 -14 99 + 6.1 (12) 119 + 68 (12) 11.7 + 6.7 (12) 75 % 57 (12)
Days of pregnancy
0-7 388 = 86 (12) 382 + 7.1 (12) 44 £ 148 (12) 404 = 88 (11)
7 -14 363 =+ 49 (12 360 = 52 (12 387 =+ 8.1 (12) 335 49 (11
14 -20 731 = 123 (12) 723 £ 102 (12) 764 + 139 (12) 69.1 = 9.7 (1
Days of lactation
0-4 358 £ 182 (12) 23.0 £ 214 (12) 275 £ 172 (12) 287 £ 144 (11)

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-1-oxohexyl)oxy]methyl]-1,3-propanediyl ester
Values represent mean+S.D, (N)
# vehicle control, corn oil (2 mL/kg)




Table 10-2
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats
Body weight gain of females, satellite groups (g)

Compound PETE

Dose (mg/kg) 0® 1000

Days of treament
1-7 140 + 33 G 117 % 29 (%5
7 -14 125 + 34 3 113 + 6.0 (5
14 -21 66 % 93 (3) 8.0 =+ 26 (5
21 -28 136 =+ 45 (5 116 + 58 (5
28 35 83 = 35 (5 49 + 3.8 (5
35 -42 46 = 46 (5 85 + 44 (5

Days of recovery
1-7 70 = 48 &) 8.7 =+ 4.0 (5)

7 -14 100 £ 22 (& 117 £ 50 (5

PETE:hexanoic acid, 2-ethyl-, 2,2-bis{[(2-ethyl-l-oxchexyl)oxyjmethyl}-1,3-propanediyl ester
Values represent mean+S.D, (N)
# vehicle control, corn oil (2 mL/kg)




Table 11
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Cumulative body weight gain of males (g)

Compound ' PETE

Dose (mg/kg) 0? 100 300 1000

Days of treatment
1-7 350 =+ 6.6 (12) 31.8 =+ 7.7 (12) 329 * 73 (12) 30,7 = 8.1 (12)
1-14 668 = 110 (12) 578 = 135 (12) 653 = 149 (12) 63.8 =+ 151 (12)
1-21 885 x 142 (12) 768 = 178 (12) 930 = 213 (12) 874 = 104 (12)
1-28 1151 = 168 (12) 101.2 = 220 (12) 121.6 = 299 (12) 1197 = 137 (12)
1-35 138.7 = 206 (12) 120.0 = 265 (12) 1452 = 347 (12) 140.8 = 17.0 12)
1-42 ' 159.8 + 267 (12) 1382 = 286 (12) 1702 + 380 (12) 166.5 = 19.1 12)

Days of recovery
1-7 170 £ 100 (5 ' 26.0 = 6.9 {5)
1-14 351 =+ 692 (5 503 * 93 * (5

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethy}-1-oxohexyl)oxy)methyl]-1,3-propanediyl ester
Values represent mean+S.D. (N) '

# vehicle control, com oil (2 mL/kg)

* significantly different from control, p<0.05




Table 12-1

Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Cumulative body weight gain of females, dams (g)

Compound PETE
Dose (mg/kg) o® 100 300 1000
Days of treatment
1-7 9.2 £ 66 (12) 119 = 65 (12) 99 =% 64 (12) 108 =+ 55 (12)
1-14 191 = 9.7 7(12) 238 + 73 (12) 21.7 £ 76 (12) 183 = 78 (12)
Days of pregnancy
0-7 388 + 86 (12) 382 = 7.1 (12) 344 £ 148 (12) 404 =+ 88 (11)
o'-14 751 = 117 (12) 742 + 82 (12) 732 = 155 (12) 738 + 134 (D
0 -20 1483 = 176 (12) 1465 + 150 (12) 1496 + 205 (12) 1429 = 155 (11)
Days of lactation
0-4 358 £ 182 (12) 230 £ 214 (12) 275 = 172 (12) 287 £ 144 (1D

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-I-oxohexyl)oxy]|methyl]-1,3-propanediyl ester
Values represent mean+S.D. (N)
® veliicle control, corn oil (2 mL/kg)




Table 12-2

Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Cumulative body weight gain of females, satellite groups (g)

Compound PETE

Dose (mg/kg) 1000

Days of treatment
1-7 14.0 33 (9 11.7 + 29 (¥
1-14 26.5 32 (% 23.0 + 61 (5
1-21 332 69 (5 310 + 55 (5
1-28 46.8 69 (5 426 + 79 (5
1-35 55.1 88 (5 475 % 6.7 (5)
1-42 59.7 84 (5) 56.1 + 10.1 (%)

Days of recovery
1-7 7.0 48 (3 8.7 + 4.0 (5
1-14 17.0 28 (5 204 + 6.7 (5)

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-1-oxohexyl)oxyjmethyl}-1,3-propanediyl ester

Values represent mean+S.D. (N)
# vehicle control, corn oil (2 mL/kg)



Table 13
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats
Food consumption of males (g/day)

Compound PETE

Dose (mg/kg) o? ‘ 100 300 1000

Days of treatment

1-2 285 = 28 (12) 294 = 32 (12) 283 = 31 (12) 298 + 26 (1)
7-8 277 = 42 (1) 268 + 28 (12) 271 £ 27 (12) 277 = 29 (1)
14 -15 275 = 44 (12) 261 = 29 (12) 275 + 33 (12) 274 =+ 31  (12)
29 -30 279 = 32 (12 274 + 33 (12) 285 = 40 (12) 284 = 31 (12)
35 36 287 = 29 (12) 282 £ 22 (12) 292 = 28 (12) 298 + 19  (12)
41 42 301 = 39 @12) 286 + 27 (12) 294 = 32 (12) 315 = 32 (12)

Days of recovery
6 -7 325 % 49 (5 345 + 4.3 (5)

13 -14 355 = 39 (5 353 = 4.1 (5)

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-1-oxohexyl)oxy]methyl]-1,3-propanediyl ester
Values represent mean+S.D, (N)
® vehicle control, corn oil (2 mL/kg)



Table 14-1

Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats
Food consumption of females, dams (g/day)

Compound PETE
Dose (mg/kg) o? 100 300 1000
Days of treatment
1-2 185 =+ 43 (12 19.1 % 41 (12) 187 + 33 (12) 17.5 26 (12)
7-8 162 + 24 (12) 175 1.7 (12) 163 =+ 24 (12) 17.1 £ 1.6 (12)
14 -15 18.1 + 2.6 (12) 180 = 26 (12) 18.1 =+ 20 (12) 19.0 =+ 23 (12)
Days of pregnancy
0-1 192 + 24 (12 198 = 3.1 (12 195 = 3.9 () 211 #* 3.7 (1D
7-8 248 % 20 (12) 249 + 3.7 (12) 259 =+ 54 (12) 244 42 (11)
14 -15 251 + 20 (12 254 & 26 (12) 265 + 43 (12) 238 + 49 (11)
20 21 174 = 48 (12) 19.1 = 48 (12) 179 % 6.0 (12) 16.8 + 52 (11
Days of lactation
3-4 41.7 64 (12) 402 = 62 (12) 421 * 9.0 (12) 393 £ 108 QD

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxohexyl)oxy]methyl}-1,3-propanediyl ester
Values represent mean+S.D. (N)
* vehicle control, corn oil (2 mL/kg)




Table 14-2
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats
Food consumption of females, satellite groups (g/day)

Compound .PETE

Dose (mg/kg) oa 1000

Days of treatment

1-2 191 £ 23 (5 192 = 21 5)
7-8 154 = 30 (5 170 £ 29 ()
14 -15 196 + 11 (5 180 = 19 )
29 -30 154 = 18 (5 192 £ 13 % (5)
35 -36 178 £ 30 (5 182 £ 36 (5)
41 -42 175 = 21 (5 195 + 20 5)

Days of recovery
6-7 216 = 32 (5 194 £ 34 (5)

13 -14 223 £ 24 (5 214 = 26 (5)

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-1-oxohexyl)oxy]methyl]-1,3-propanediyl ester
Values represent mean+S.D. (N)

* vehicle control, corn oil (2 mL/kg)

** significantly different from control, p<0.01



Table 15

Combined repeat dose and reproductive/developmental toxicity sereening test of PETE by oral administration in rats

Hematological findings of males and females at the end of dosing period

Compound PETE
Dose (mgrkg) o 100 300 1000
Maje
Number of animals 5 5 5 5
RBC (x10% 1 L) 768 & 48 821 46 797 £ 41 809 + 33
Hemoglobin (g/dL) 141 =+ 0.5 149 = 0.9 142 % 0.9 146 * 0.4
Hematocrit (%) 423 £ 1.1 443 =+ 2.4 42.8 = 2.8 43.7 1.8
MCV (L) 552 + 23 340 = ‘0‘9 537 = 1.3 54.1 & 0.9
MCH (pg) 183 =+ 0.7 181 % 0.4 178 + 0.5 18.1 + 0.4
MCHC (g/dL} 332 % 0.4 335 + 0.4 331 % 0.3 334 % 0.6
WBC (x100/ L) 92.9 & 24.7 768 £ 23.9 89.0 £ 29.8 735 £ 11.4
Differental leukocyte count (%)
Neutrophil 15 % 5 21 £ 4 18 + 8 17 + 3
Eosinophil RS 0 1 = 1 2 % 1 2 % 1
Basophil 0 + 0 0 % 0 0 =% 0 0 % 0
Monocyte - 4 1 5 & 1 7 = 5 3+ 1
Lymphocyte 81 7 73 % 4 74 12 78 =+ [
Platelet (x10% 1 L) 1049 = 117 1066 £ 3.3 L1 # 4.9 1052 127
PT (sec) 160 £ 24 203 % 6.2 199 = 4.4 208 + 1.9
. APTT (sec) 227 = 2.1 23.7 2.0 23.8 % 2.0 247 + 11
Female. dam
Number of animals 5 5 5 5
RBC (x10% wL) 651 = 36 728 * 39 686 = 26 666 + 64
Hemoglobin (g/dL) 13.1 & 0.7 141 £ 0.5 135 = 03 129 = 0.8
Hematocrit (%) 389 = 2.0 422 % 1.5 405 + 0.9 383 2.6
MCV (fL) 59.7 £ 1.0 579 % 2.0 591 = 1.8 577 % 2.2
MCH (pg) 200 £ 02 194 £ 06 19.6 0.7 194 + 08
MCHC (g/dL) 336 + 0.4 335 % 0.2 332 % 0.4 336 = 0.5
WBC (x100/u L) 819 + 19.1 995 £ 21.8 1085 + 23.6 1054 =+ 21.s
Differental leukocyte count (%)
Neutrophil 16 = 4 20 % 4 22 * 5 19 = 8
Eosinophil 1 £ 0 1 = 1 1 # 0 1+ 0
Basophil 0 =+ 0 0 % 0 0 £ 0 0 = 0
Monocyte 7 % 2 10 + 5 5 % 2 6 = 2
Lymphooyte . 76 5 69 % 8 72 % 4 75 £ 9
Platelet (<10% 2 L) 1243 £ 168 1204 = 6.4 1214 = 17 1295 = 273
PT (sec) 121 £ 05 131 £ 05 132 2 07 126 05
APTT (sec) 183 % 0.6 192 =+ 0.4 203 * 2.1 190 0.8

PETE:hexanoic acid, 2-ethyl-, 2,2-bis{{2-ethyl-l-oxohexyljoxy}methyl]-1,3-propancdiyl ester

Values represent mean+S.D.
* vehicle control, comn oil (2 mL/kg)
* significantly different from control, p<0.03




Table 16

Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Hematological findings of males and females at the end of recovery period

Compound PETE
Dose (ng’kg) 1000
Male
Number of animals 5
RBC (x10%u L) 308 37 819 = 30
Hemoglobin (g/dL) 14.5 0.5 146 = 0.5
Hematocrit (%6) 43.5 1.6 435 £ 16
MCV (fL) 53.9 29 531 = 04
MCH (pg) 18.0 1.0 177 = 0.2
MCHC (g/dL) 334 0.2 334 = 0.4
WBC (x100/u L) 94.3 131 1192 + 203
Differental leukocyte count (%)
Neutrophil 15 5 1+ 2
Eosinophil i 0 1 % 1
Basophil 0 0 0 =+ 0
Monocyte 5 2 4 % 1
Lymphocyte 79 5 84 + 2
Platelet (x 10% 1 L) 111.2 149 1143 = 148
PT (sec) 17.5 2.8 180 = 39
APTT (sec) 22.5 1.9 234 £ 16
Female, satellite group
Number of animals 5
RBC (x10% L) 750 44 743 % 20
Hemoglobin {g/dL) 14.2 0.9 139 = 04
Hematocrit (%) 42.1 2.5 41.5 % 1.5
MCV {fL) 56.1 0.2 559 = 1.4
MCH (pg) 18.9 0.2 187 £ 05
MCHC (g/dL) 33.7 03 335 £ 03
WERC (x100/ 1 L) 433 96 544 = 165
Differental leukocyte count (%)
Neutrophil 13 5 16 * 5
Eosinophil 2 i 2 % 1
Basophil 0 0 0+ 0
Monocyte 3 1 5 * 3
Lymphocyte 32 5 78 & 7
Platelet (x10% 1 L) 102.2 9.1 990 = 93
PT (sec) 11.9 0.3 117 £ 05
APTT (sec) 185 1.8 198 = 1.0

PETE:hexanoic acid, 2-sthyl-, 2,2-bis[[2-ethyl-l-oxohexyl)oxy]methyi]-I,3-propanediyl ester:

Values represent meanS.D.

2 vehicle control, comn oil (2 mL/kg)



Table [7

Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Biochemical findings of males and females at the end of dosing period

Compound PETE v

Dose (mg/kg) o 100 300 1000

Male
Number of animals 5 5 S 5
Total protein (g/dL) 57 = 02 57 £ 03 56 £ 02 56 £ 03
Albumin (g/dL) 37 £ 01 36 + 02 35 £+ 02 36 £ 02
AMG 1.77 £ 0.18 173 = 0.15 175 £ 0.30 178 £ 0.18
Blood urea nitrogen (mg/dL) 18 = i 18 =+ 2 18 + 2 19 + 4
Creatinine (mg/dL) 07 = 01 07 £ 01 07 + 0Ot 07 £ 01
Glucose (mg/dL) 198 + 48 168 £+ 23 160 £ 20 170 = 10
Total cholesterol (mg/dL) 50 = 12 47 + 11 50 =+ 7 44 £ 5
Triglyceride (mg/dL) 30 % 7 2+ 6 2+ 13 24 + 12
ALP (UL) 180 + 52 220 + 34 170 = 24 186 =+ 62
ALT (GPT) (U/L) 30 £ 4 34 & 7 33 = 8 29 + 6
AST (GOT) (U/L) 71 = 6 68 11 71 % 13 63 7
¥ -GTP (U/L) 2 0+ i 2 * 1 1+ 1 2+ 1
Total bilirubin (mg/dL) 003 =+ 001 003 £+ 0.02 004 £ 001 003 = 002
Inorganic phosphorus (mg/dL) 62 £ 06 68 £ 08 65 + 1.1 63 £ 06
Calcium (mg/dL) 93 £ 01 93 £ 03 94 = 03 92 £ 02
Na (mEg/L) 146.8 + 1.0 147.0 £ 1.1 1458 = 12 1454 = 0.5
K (mEa/L) 430 £+ 035 460 + 039 45 £ 0.56 454 £ 021
Cl (mEq/L) 1080 = [.2 107.8 + 12 1073 + 1.7 106.7 = 1.5

Female, dam
Number of animals 5 5 5 5
Total protein (g/dL) 60 = 02 62 £ 05 63 £ 03 61 £ 03
Albumin (g/dL) 40 = 0.2 42 £ 02 40 £ 01 39 &+ 01
AlG 193 = 0.15 212 £ 031 170 £ 0.14 177 £ 014
Blood urea nitrogen {mg/dL) 14 % 4 14 + 1 14 + 2 14 &+ 1
Creatinine {mg/dL} 07 = 01 06 £ 01 06 £ 0.1 0.7 £ 0.1
Glucose (mg/dL) 155 + 17 159 + 29 141 + 24 128 % 17
Total cholesterol (mg/dL) 58 21 66 =+ 4 53 % 5 65 + 9
Triglyceride (mg/dL) 34 £ 17 40 = 36 20 % 12 27 & 13
ALP (U/L) 74 £ 28 87 & 64 95 %= 32 87 & 44
ALT (GPT) (U/L) 4+ 1 % £ 5 65 = 42 140 = 203
AST (GOT) (U/L) 85 & 22 69 = 11 128 = 74 242 £ 306
y -GTP (U/L) 3+ 1 3 % 1 2 1 2 = 1
Total bilirubin (mg/dL) 003 = 001 005 = 001 005 = 002 0.04 = 002
Inorganic phosphorus (mg/dL) 73 £ 07 73 £ 16 75 = 13 68 = 0.8
Calcium (mg/dL}) 96 % 02 28 £ 06 96 = 04 94 £ 04
Na (mEq/L) 1433 = 1.8 1429 = 15 1433 = 08 1435 £ 13
K (mEqg/L) 416 £ 0.07 582 % 215 555 £ 248 409 + 037
Cl (mEq/L) 1067 = 05 1065 £ 1.5 1074 = 1.5 1076 £ 20

PETE hexanoic acid, 2-ethyl-, 2,2-bis[[2-ethy!-l-oxohexyl)oxy]methyl]-1,3-propanediyl ester

Values represent mean+S.D. :
* vehicle control, corn oil (2 mL/kg)



Table 18

Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats
Biochemical findings of males and females at the end of recovery period

Compound PETE

Dose (mg/kg) o® 1000

Male
Number of animals S 5
Total protein (g/dL) 61 £ 02 60 £ 03
Albumin (g/dL) 38 = 01 37 £ 03
AIG 172 £ 015 168 + 0.18
Blood urea nitrogen (mg/dL) 15 + 1 16 & 2
Creatinine (mg/dL) 07 £+ 0.1 07 £ 0l
Glucose (mg/dL) 184 = 18 180 =+ 17
Total cholesterol (mg/dL) 55 + 19 50 & 12
Triglyceride (mg/dL) 39 £ 21 45 % 23
ALP{U/L) 165 = 34 185 = 45
ALT (GPT) (U/L) 27 6 26 5
AST (GOT) (U/L) 59 = 5 59 + 10
v -GTP (U/L) 1+ 0 1o+ 1
Total bilirubin (mg/dL) 0.02 + 001 001 £ 0.01
Inorganic phosphorus (mg/dL) 6.1 = 09 61 = 08
Calcium (mg/dL) 92 + 03 93 + 04
Na (mEq/L) 1444 + 0.9 i438 £+ 08
K (mEq/L) 408 = 012 401 £ 014
Cl (mEq/L) 1074 = 06 107.0 = 14

Female, satellite group
Number of animals 5 5
Total protein (g/dL) 62 + 03 63 £ 03
Albumin (g/dL) 40 £ 03 42 + 03
AlG » 1.89 £ 025 208 £ 0.18
Blood urea nitrogen (mg/dL) 19 & 2 23 = 2
Creatinine (mg/dL) 08 £ 01 08 = 0.1
Glucose (mg/dL) 153 =+ 19 170 = 25
Total cholesterol (mg/dL) 62 + 5 72 = 6
Triglyceride (mg/dL) 18 + 8 28 * 12
ALP (U/L) 75 22 7% £ 30
ALT(GPT) (U/L) 25 £+ 12 32 7
AST (GOT) (U/L) 65 £ 24 64 = 14
vy -GTP (U/L) 2 % 1 1 + 0
Total bilirubin (mg/dL) 002 = 0.01 0.03 = 0.00
Inorganic phosphorus (mg/dL) 39 £+ 07 45 = 1.0
Caleium (mg/dL) 90 £ 03 94 £ 02
Na (mEqg/L) 143.1 = 05 1426 £ 09
K (mEq/L) 406 £ 022- 401 £ 038
Cl (mEg/L) 1096 = 07 1095 £ 1.8

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[2-ethyl-l-oxohexyl)oxy]methy!]-1,3-propanediyl ester

Values represent mean£S.D.
? vehicle control, corn oil (2 mL/kg)
* significantly different from control, p<0.05



Table 19

Combined repeat dose and reproductive/developmental toxicity sereening test of PETE by oral administration in rats
Absolute and relative organ weight of males and females at the end of dosing period

Compound PETE
Dose (mgfkg) o? 100 300 1000
Male
Number of animals 5 5 5 5
Terminal body weight (g) 4949 + 363 4663 + 338 5219 + 618 4896 + 384
Brain (®) 200 £ 003 - 198 £ 0.06 204 + 0.10 206 + 0.11
(g%) 041 + 0.03 043 + 0.02 040 = 0.04 042 = 002
Thymus (mg) 3427 + 994 3309 £ 691 3443 £ 796 3503 + 366
(mg%) 690 £ 177 714 = 166 664 + 154 720 £ 105
Heart (g) 142 + 0.10 143 = 022 149 + 011 151 % 011
(g%) 029 + 0.01 031 + 0.05 029 + 0.03 031 + 0.01
Liver (g) 1394 £ 1.18 1264 £ 145 1475 £ 239 1390 + 191
(%) 233 + 025 271 £ 013 282 £ 020 283 £ 021
Kidneys () 312 £ 0.19 323 + 031 335 + 0.2 336 = 027
(g%) 063 + 005 069 £ 0.03 065 £ 0.09 069 + 0.04
Spleen () 077 + 0.19 069 = 0.06 085 £ 0.10 0.87 = 0.10
(g%) 0.15 £ 0.04 0.15 £ 0.02 017 £ 003 0.13 £ 0.02
Adrenal glands (mg) 585 £ 36 557 £ 27 644 i 147 646 + 134
(mg%) 120 + 12 120 £+ 06 124 £ 26 131 £+ 20
Testes (2 323 £ 0.15 324 + 025 344 = 047 333 + 047
(g%) 066 £ 0.07 0.70 = 0.08 066 = 005 068 + 0.086
Epididymides () 1.19 + 0.10 1.18 £ 0.12 128 £ 0.08 126 £+ 0.14
(g%) 024 £ 003 026 + 004 025 £ 0.02 026 + 0.02
Female_ dam
Number of animals 5 5 5 5
Terminal body weight (g) 2828 = 235 2952 = 149 297.1 = 2438 2795 + 174
Brain & 1.81 £ 0.06 187 £ 007 193 £ 006 ** 184 £ 0.04
(g%) 065 + 0.06 063 = 002 066 £ 007 066 + 0.05
Thymus (mg) 182.8 + 1220 2011 + 445 2053 £+ 9438 1989 = 70.1
(mg%) 627 £ 393 678 + 121 677 + 27.1 705 £ 215
Heart (&) 091 = 015 093 £ 008 099 + 0.18 091 * 0.05
(g%) 032 = 003 031 + 0.03 033 £+ 004 033 £ 001
Liver {2 975 + 120 1084 + 146 1030 = 094 995 + 155
(g%) 344 £ 020 367 £ 043 347 £ 024 355 £ 036
Kidneys (& 194 + 029 199 = 023 203 £ 020 188 + 021
(g%) 068 + 0.09 067 £ 0.06 ; 069 £ 0.06 067 £ 0.05
Spleen (8 0.59 + 0.10 062 + 0.02 069 + 016 060 + 013
(g%) 021 = 0.03 021 + 0.02 023 £ 004 021 = 004
Adrenal glands (mg) 659 + 70 76.1 £ 146 684 + 78 750 £ 64
(mg%) 235 £+ 36 258 £ 50 231 = 24 269 = 3.1

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxohexyl)oxy]methyl]-1,3-propanediyl ester
Values represent meantS.D.

® vehicle control, corn oil (2 mL/kg)

** significantly different from control, p<0.01



Table 20

Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Absolute and relative organ weight of males and females at the end of recovery period

Compound PETE
Dose (mg/kg) o? 1000
Male
Number of animals 5 5
Terminal body weight (29} 5391 £ 542 5482 + 306
Brain (g) 206 = 0.06 202 £ 0.08
(g%) 038 £ 0.04 037 & 002
Thymus (mg) 2267 + 237 2698 + 607
(mg%) 423 + 51 4.1 + 100
Heart () 149 = 010 150 £ 0.15
(%) 028 + 001 028 = 0.02
Liver ® 14.80 + 2.06 1621 £ 232
(%) 274 £ 013 295 £ 029
Kidneys ® 345 £ (.11 349 £ 033
(%) 065 £ 0.05 063 = 003
Spleen (g 073 £ 0.18 088 + 0.14
(g%) 0.13 £ 003 0.16 =+ 0.02
Adrenal glands (mg) 615 = 118 679 £ 102
(mg%) 114 £ 16 124 £ 20
Testes (g) 374 + 033 341 £ 012
(g%) 070 £ 0.12 062 £ 0.05
Epididymides ® i32 = 007 130 = 0.03
(g%) 025 £ 0.03 024 + 0.01
Female. satellite group
Number of animals 5 5
Terminal body weight (®) 2816 = 89 2805 + 184
Brain (2 1.89 + 0.10 190 = 004
(&%) 067 £ 0.02 0.68 + 0.05
Thymus (mg) 2454 + 439 2619 = 507
(mg%) 871 £ 151 938 + 196
Heart (® 093 + 012 091 £ 005
(8%) 033 = 005 033 £ 003
Liver (2) 758 £ 044 795 £ 064
(2%) 269 £ 008 2.83 £ 0.09
Kidneys (2) 192 £ 0.16 197 + 025
(8%) 068 £ 005 071 £ 0.09
Spleen (®) 048 + 003 052 £ 005
(g%) 017 = 001 018 = 0.02
Adrenal glands (mg) 668 =+ 64 656 + 113
(mg%) 237 £ 19 233 £ 3.1

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxohexyl)oxy]methyl]-1,3-propanediyl ester

Values represent mean+S8.D.

* vehicle control, corn oil (2 mL/kg)

* significantly different from control, p<0.05



Table 21

Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats
Macroscopic findings of males at the end of dosing period

Dose (Group) Control (MXO01-) 100 mg/kg (MX02-) 300 mg/kg (MXO03-) 1000 mg/kg (MX04-)
Grade - + - + - + - +

(All organs) [7] [12] [12] [7]
Abnormality 7 0 12 0 12 0 7 0

PETE:hexanoic acid, 2-ethyl-, 2.2-bis[[(2-ethyl-l-oxohexyDoxy]methyl]-1,3-propanediyl ester
-, Negative; +, Positive
[ 1, Number of animals examined



Table 22

Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats
Macroscopic findings of females at the end of dosing period

Dose (Group) Control (FBO1-) 100 mg/kg (FBO2-) 300 mg/kg (FB03-) 1000 mg/kg (FBO4-)
Grade - + - + - + - +

(All organs) [12] [12] [12] [12]
Abnormality 12 0 12 0 12 0 12 0

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-1-oxohexyl)oxylmethyl]-1,3-propanediyl ester
-, Negative; +, Positive
[ ], Number of animals examined



Table 23
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats
Macroscopic findings of males at the end of recovery period

Dose (Group) Control (MX01-) 1000 mg/kg MX04-)
Grade - + - +

{Bone of right femur) [51 [5]
Mass 4 1 5 0

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxohexyl)oxy]methyl]-1,3-propancdiyl ester
-, Negative; +, Positive
[ 1, Number of animals examined



Table 24

Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats
Macroscopic findings of females at the end of recovery period

Dosc (Group) Control (FB05-) 1000 mg/kg (FB06-)
Grade - + - +

(All organs) [5] [5]
Abnormality 5 0 5 0

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[|{2-ethyl-1-oxohexyl)oxy]methyl]-1,3-propanediy] ester
-, Negative; -+, Positive
[ 1, Number of animals examined



Table 25
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Histopathological findings of males at the end of dosing period

Dose (Group) ' Control (MX01-) 100 mg/kg (MX02-) 300 mg/kg (MXO03-) 1000 mg/kg (MX04.-)
Grade — £ + +H+ ++ Pos. — £ + ++ +++  Pos. — * 4+ ++ +++ Pos. — % + 4+ +++  Pos.

{Testis) [7] [12] [12] [7]
Atrophy, seminiferous tubule, focal 70 0 0 0 0 9 2 1 0 0 3 it 1 0 ¢ 0 1 7 0 0 0 0 0
(Epididymis) (7] [12] [12] (7]
Cell debris, lumen 7 0 0 0 O 0 101 1 0 0 2 11 1 0 0 ¢ 1 7 0 0 0 0 0
(Liver) (5] [0] [0] [5]
Fatty change, hepatocyte, periportal 01 3 1 0 5 0 3 2 0 O 5
Microgranuloma 1 4 0 0 0 0 5 0 5
(Kidney) (5] [0] [0] [5]
Eosinophilic body
proximal tubule, cortex 0 5
Basophilic tubule, cortex 3
(Spleen) (5] [0] [0] [5]
Hematopoiesis, extramedullary 0 0
Deposit, pigment, brown o 0
(Heart) [5] 0] (0] (51
Degeneration/fibrosis,
myocardium, focal 4 1 0 0 0 1 32 0 0 0 2
(Lung & Bronchus) [5] [0] (01 [5]
Accumilation, foam cell,
focal, alveolus 4
Mineralization, arterial wall, lung 2
(Prostate) {51 [0] [0] [5]
Cellular infiltration, lymphocyte &
neutrophil, epithelium/interstitium 31 100 2 3 1. 01 0O 2
(Brain) (5] [0] [0] [5]
No remarkable change
(Spinal cord) [5] [0] [0] [51
No remarkable change
(Pituitary gland) [5] [0} [0] ' [5]
No remarkable change
(Trachea) [5] [0] [0] [5]
No remarkable change
(Thyroid gland) [5] [0] [0] [5]

No remarkable change
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PETEhexanoic acid, 2-ethyl-, 2,2-bis[[{2-ethyl-l-oxohexyl)oxy]methyl]-1,3-propanediyl ester
-, Negative, &£, Very slight, +, Slight; ++, Moderate; +i-+, Severe; Pos., Total of positive grade
[ 1, Number of animals examined



Table 25 (Continued)
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Histopathological findings of males at the end of dosing period

Dose (Group) Control (MX01-) 100 mg/kg (MX02-) 300 mg/kg (MXO03-) 1000 mg/kg (MX04-)
Grade — = 4+ 4+ +++  Pos. — £ + ++ +++  Pos. ~ £ + ++ 4+ Pos. — * + ++ +++ Pos.

(Thymus) [5] [0] (0] (5]
No remarkable change

{Mandibular lymph node) [5] [0] [0] [5]
No remarkable change

(Stomach) [5] [0] [O] 15]
No remarkable change

(Duodenum) [5] [0] [0] (5]
No remarkable change

(Tejunum) [5] [0] [0] (5]
No remarkable change

(Tleum) [5] [0] [0] [5]
No remarkable change -

(Cecum) [5] (0] [0] [5]
No remarkable change

(Colon) (51 [0] [0] [5]
No remarkable change

(Rectum) [51 [0] [0] [5]
No remarkable change

(Mesenteric lymph node) [5] [0] [0] [3]
No remarkable change

(Adrenal gland) [5] [0] [0] [5]
No remarkable change

(Sciatic nerve) [5] [0] [0] [5]
No remarkable change

(Urinary bladder) [5] [0] [0] [5]
No remarkable change

(Seminal vesicle & Coagulating gland) [5] [0] [o] (5]
No remarkable change

(Bone marrow of femur) [5] [0] [0] [5]

No remarkable change

PETE hexanoic acid, 2-ethyl-, 2.2-bis[[(2-ethyl-l-oxchexyl)oxy|methyl]-1,3-propanediyl ester
-, Negative, =, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade
[ 1, Number of animals examined



Table 26
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Histopathological findings of females at the end of dosing period

Dose (Group) Control (FB01-) 100 mg/kg (FB02-) 300 mg/kg (FBO3-) 1000 mg/kg (FBO4-)
Grade — *£ 4 ++ ++ Pos — £ + 4+ +++  Pos — +£ + 4+ ++  Pos, — * + ++ ++ Pos.

(Qvary) [12] [12] [12] [12]
Cyst, follicular 12
Increase, atrecia, follicle 12
Decrease, corpus luteum 12

(Liver) [5] (0] [0] [5]
Fatty change, hepatocyte, periportal 0
Microgranuloma 0 5 0 O

Kidney) [5] [0] [0] (51
Basophilic tubule, cortex 5 0 : _
Mineralization 4

(Splecn) (5] (0] (0] [51]
Hematopoiesis, extramedullary 0
Deposit, pigment, brown 0

(Heart) [5] [0] [0] (51
Degencration/fibrosis,

myocardium, focal 4 1 00 O

(Lung & Bronchus) [5] [0] [0] [51]

Mineralization, arterial wall, lung 4 1 0 0 0O 1 4 1 0 0 O 1

(Thymus) [5] (0] (0] [5]

Atrophy 31 1 6 0 2 4 1 0 0 O 1

(Brain) [5] [0] [0] [31]

No remarkable change

(Spinal cord) [5] [0] [0] [5]
No remarkable change

(Pituitary gland) (5] [0] (0] [5]
No remarkable change

. (Trachea} [5] [01] [0] [5]
No remarkable change

(Thyroid gland) [5] [0] (0] [5]
No remarkable change

(Mandibular lymph node) [5] [0] [0] [5]
No remarkable change
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PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxohexyl)oxy]methyl]-1,3-propanediyl ester
-, Negative; =, Very slight, +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade
[ 1, Number of animals examined



Table 26 (Continued)
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Histopathological findings of females at the end of dosing period

Dose (Group) Cantrol (FB01-) 100 mg/kg (FBO2-) 300 mg/kg (FBO3-) 1000 mg/kg (FBC4-)
Grade — *+ 4+ 4+ +++  Pos. — * 4+ ++ +++  Pos. — £ 4+ ++ +++ Pos. — = + ++ +++ Pos

{Stomach) [5] [0] [0] [3]
No remarkable change

(Duodenum) [5] [G] [0] [5]
No remarkable change

(Jejunum) [5] (0] (0] (51
No remarkable change

(lleum) [5] [0] [0] [51
No remarkable change

(Cecum) [5] [0] [0] [5]
No remarkable change

(Colon) [5] [0] [01] (51
No remarkable change

(Rectum) [5] [0] (01 (51
No remarkable change

{Mesenteric lymph node) [5] {0] [01 [51
No remarkable change

(Adrenal gland) [5] [0] [G] [51
No remarkable change

(Sciatic nerve) [5] [0} [0] [5]
No remarkable change

(Urinary bladder) [5] [0] [0] (5]
No remarkable change

(Uterus) [51 (0] (0] [51
No remarkable change

(Vagina) [5] [0] - [0] [5]
No remarkable change

(Bone marrow of femur) [5] [0] [0} [5}

No remarkable change

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxohexyl)oxy]methyl]-1,3-propanediyl ester
-, Negative, =, Very slight, +, Slight, ++, Moderate; +++, Severe; Pos., Total of positive grade
[ 1, Number of animals examined



Table 27
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats
Histopathological findings of males at the end of recovery period

Dose (Group) Control (MX01-) 1000 mg/kg MX04-)
Grade . — * 4 4+ +++ Pos. — %+ 4+ ++ +++ Pos.

(Testis) [5] [5]
No remarkable change

{Epididymis) [5] [5]
No remarkable change

(Bone of right thigh) 1] [0]
Ossification, intramembranous® 0 01 0 0O 1

Proliferation, periosteum’ 0 0 61 0 1

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxohexyl)oxy]methyl]-1,3-propanediy! ester

-, Negative, =, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade
[ 1, Number of animals examined

$; These histopathological findings are due to fracture of right femur.




Table 28
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats
Histopathological findings of females at the end of recovery period

Dose (Group) Control (FB05-) 1000 mg/kg (FB06-)
Grade — T + ++ +++  Pos. — * 4+ ++ +++  Pos
(Ovary) [51] [5]

Cyst, follicular 5 0 0 0 O 0 4 0 1 0 0 1

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[{(2-ethyl-1-oxohexyl)oxy]methyl]-1,3-propanediyl ester
-, Negative, =, Very slight; -+, Slight, ++, Moderate; +++, Severe; Pos., Total of positive grade
[ ], Number of animals examined



Table 29

Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Estrous cycle of dams

Compound PETE
Dose (mg/kg) 100 300 1000
Number of dams examined 12 12 12
Pre-treatment period
Number of animals showing type of cycle
4-day cycle 12 12 12
Treatment period
Number of animals showing each type of cycle
4-day cycle 11 11 12
4/5-day cycle 0 1
5-day cycle 1 0
Frequency of animals of which type of estrus cycle
was changed after the treatment 1/ 12 1/ 12 0 /12
Mean times of vaginal estrus during meating period; mean=S.D. (N) 1.1 = 03 (12) 1.0 = 00 (12) 1.0 = 0.0 (12)

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[2-ethyl-l-oxohexyloxy]methyl]-1,3-propanediyl ester
® vehicle control, corn oil (2 mL/kg)



Table 30
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administration in rats

Reproductive performance of animals

Compound PETE

Dose (mg/kg) o 100 300 1000
Number of pairs examined 12 12 12 12
Number of pairs copulated 12 12 12 12
Copulation index 100.0 100.0 100.0 100.0
Number of pregnant females 12 12 12 11
Fertility index 100.0 100.0 7 100.0 91.7
Pairing days until cof)ulation; mean*t8.D. 21 £ 1.0 29 £ 16 28 £ 1.1 34 £+ 31

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[2-ethyl-l-oxohexyl)oxy]methyl]-1,3-propanediyl ester
* vehicle control, corn oil (2 mL/kg)

Copulation index = (number of pairs copulated / number of pairs examined) X 100, %
Fertility index = (number of pregnant females / number of pairs copulated) X 100, %



Table 31
Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administation in rats

Development of pups up to day 4 of lactation

Compound PETE

Dose (mg/kg) o 100 300 1000

Number of pregnant females 12 12 12 11

Number of pregnant females

with live newborns 12 12 12 11

Gestation index 100 100 100 100

Gestation length in days 225 £ 05 (12) 225 = 05 (12) 223 * 05 (12) 225 : 05 (11

Number of corpora lutea 164 = 25 (12) 155 = 1.7 (12 158 = 18 (12) 162 = 1.0 (11)

Number of implantations 144 + 28 (12) 153 = 15 (12 153 = 1.7 (12) 155 = 1.0 (11

Implantation index 888 >18.7 (12) 9.5 + 35 (12) 97.0 * 47 (12) 956 = 52 (11)

Day 0 of lactation {at birth}
Number of newborns 138 + 27 (12) 135 = 24 (12) 143 + 21 (12) 144 = 13 (11)
Delivery index 962 = 50 (12) 884 +132 (12) 932 + 68 (12) 930 = 68 (11)
Number of live hewborns 136 + 28 (12) 132 = 24 (12) © 142 = 22 (12) 140 = 16 (11
Males 65 + 27 (12) 73 = 25 (12 70 £ 25 (12 64 « 18 (11)
Females 71 = 18 (12) 59 + 1% (12) 72 = 16 (12 76 £ 25 (11)
Birth index . 946 + 81 (12) 83 +142 (12) 921 = 67 (12) 905 = 77 (11)
Live birth index 982 + 45 (12) 977 + 63 (12) 989 £ 38 (12) 973 = 50 (11
Sex ratio on day 0 455 +182 (12) 539 +159 (12) 486 =125 (12) 460 * 140 (11)

Day 4 of lactation
Number of live pups 134 = 3.0 (12 131 = 25 (12) 141 + 22 (12) 137 = 1.6 (11)
Males 6.4 = 28 (12) 72 = 24 (12 70 £ 25 (120 63 = 18 (11)
Females 70 £ 19 (12) 59 £ 19 (12 71 + 16 (12) 75 = 24 (11)
Viability index 98.6 + 48 (12) 994 = 22 (12) 994 * 22 (12) 982 * 45 (il
Sex ratio on day 4 45.4 +183 (12) 538 =156 (12) 488 +£123 (1) 462 = 141 (11)

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxohexyl)oxy|methyl]-1,3-propanediyl ester
Values represent meantS.D. (N)
* vehicle control, corn oil (2 mL/kg)

Gestation index = (number of pregnant females with live newborns / number of pregnant females) X 100, %

Implantation index = (number of implantations / number of corpora lutea) X 100, %

Delivery index = (number of newborns / number of implantations) X 100, %

Birth index = (number of live newborns / number of implantations) X 100, %

Live birth index = (number of live newborns / number of newborns) X 100, %

Sex ratio on day 0 = (number of male live newborns / number of live newborns) X 100, %

Viability index = (number of live pups on day 4 of lactation / number of live newborns) X 100, %

Sex ratic on day 4 = (number of male live pups on day 4 of lactation / number of live pups on day 4 of lactation) X 100, %



Table 32

Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral administation in rats

Mean body weight of pups up to day 4 of lactation

Compound PETE
Dose (mg/kg) o® 100 300 1000
Day 0 of lactation
Number of live newborns
Male 65 £ 27 (12) 73 £ 2.5 (12) 70 £ 25 (12) 64 £ 1.8 (1)
Female 71 £ 1.8 (12) 59 + 19 (12) 72 £ 16 (12) 76 % 2.5 (11
Mean body weight (g)
Male 6.6 £ 0.5 (1) 71 £ 0.8 (12) 6.7 £ 0.9 {12) 6.7 % 0.6 (b
Female 64 + 06 (12) 67 £ 08  (12) 63 £ 08 (12 63 + 05 (1D
Dayv 4 of lactation
Number of live newboms
Male 64 = 2.8 (12) 72 £ 24 (12) 7.0 £ 2.5 (12) 6.3 =+ 1.8 (1)
Female 7.0 £ 1.9 (12) 59 £ 19 (12) 7.1 £ 16 (12) 75 + 24 (D
Mean body weight (g)
Male 10.6 = 0.8 (11) 11.7 + 20 (12) 106 £ 16 (12) 105 + 1.2 (b
Female 107 £ 14 (12) 112 £ 1.9 (12) 101 £ 16 1)) 100 = 1.1 (An

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxchexyl)oxy}methyl]-1,3-propanediyl ester

Values represent mean+S.D. (N)
* vehicle control, corn oil (2 mL/kg)



Table 33

Combined repeat dose and reproductive/developmental toxicity screening test of PETE by oral admimstration in rats

Morphological observations of pups

Compound PETE
Dose (mg/kg) o? 100 300 1000
Dead pups
b
Number of dead pups 5 5 3 7
Number of missing pups 0 0 1 3
Number of dead pups examined 5@3)° 5(4) 2 4
No. of dead pups with external changes 0 0 0 0
No. of dead pups with visceral changes 0 0 0 0
Live pups
Number of newborns examined (Day 0 of lactation; at birth) 163 158 170 154
No. of newborns with external changes 0 0 0 1
Types and number
Kinked tail 0 0 0 1
Number of pups examinedr (Day 4 of lactation; at necropsy) 161 157 169 151
No. of pups with external changes 0 0 0 0
No. of pups with visceral changes 0 0 0 0

PETE:hexanoic acid, 2-ethyl-, 2,2-bis[[(2-ethyl-l-oxohexyl)oxy]methyl}-1,3-propanediyl ester

2 vehicle control, corn oil (2 mL/kg)
" including missing pups
¢ parenthesis indicates number of dead pups with rotten internal organs
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