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BN

B ~F O O REE G BN - AR A B ERABREBIET AR T AN >TEmBUT, R
WE ANyl (BHA) IZEAEL T, 0, 100, 300 225 TNZ 1000 mg/kg DRI BT, FBELHMERER 12
VLo Crl:CD(SD) Ty MR O #5- Uiz, M 42 B RERELZRICHIRL., HIIRCaT 14 ARB
FOSECHIR ., IR 2 @BL CHE 4 B ET41~49 B S L. HERIIHE 4 B, 8IS
5 BICHIR LT, S, 0 BLT8 1000 me/kg DRI RICHEATEL (375 A1) BE (10 T/ 2847 . 42 A
BB LTI E D 5 BlAHIR LT, EEMELZ TR TS0, /D 0 BT 1000 mg/kg BED £ 5 fil,
WEDIEZZELRED S 5 Bilid 42 B R G- LIc#. 14 AMIEBEL THIRLT,

1. REHGHEMEPHET RBIOEIERICRIT IR

1000 mg/kg B-EHEDOHER L ORZELMEAEBDE OREMEITER 2L B LN 5% O—EME
DI BRI,

14 B OEEHIRAE T &, BREELB 2 ONIEITH LR T,

2. EFERAFFNFT RBIOCHA TR
1000 mg/kg #EFETIIOME[ (ERE/EFREL) X100, %I BLOAERHESR (HEARE/E
RIBEE) X 100, %] DR TAE DN,

3. EENE

RAES 5= FHIET RICIBVTIE 1000 mg/ke B 5 CHBRME ORBMICER T35 200
—EMEDRIENBESNIcDH TholeZeMh, RRBREM TICB T 2EEE~F N OB K
5 fREEFHEREEIIMRELDIC 1000 mg/ke/day, AFEFAEFEBIOWHERE IR 5%
FMERIT 1000 mg/kg B 5 THREBLIOERHEFRDETRRDONZZEDD 300 mg/kg/day
EE 2B, '
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AERE®

ARBRIT, Ty MCERBE~F L (HA) 2 — EHIRI K E &R G LI RHIC BN D E R 5-Fth s L OEIE
P, RO AEFER A BRI OHERDORBTICRIETRELHALNICT L2 BLLE,

HBATAFS12L 6P

ARBRIL, [HHREFYES ARIRROTETOWOT LT ALEBET AR5 (R 2343 A
31 BT, R 0331 B 7 5 REAFBEEERLFR. T 23-03-29 RFH 5 SRFELEANE
EERR. RIREFE 110331009 SREERSREBRBE@EM) ICHERL ., (BB FEHEEItR
HBRE Ei T ARBRMERICEE T ENE ) (PRk 23 42 3 A 31 BAHT, R 0331 5 8 SEA S @E
EFERLFHER., Frk 23-03-29 WFE 6 SREFELERMEEERHER. REERE 110331010 SHEE
HEMRBREBORRREM) 28T CERL,

L TOERBIEL, SMOZTHEROEBEICET2IERE) (B 48 4 10 A | A, IEEE 105 5, F
FL 26 45 A 30 H —¥EIE) | [ EEREM DT KR OMRE I QNI ERE OEIRICBE+ 5248 | (AL 18
F4A28H. REEETHESS T, EH 2548 A 30 B —HKiE) BLOELELEE OFTE+53E
FEMEBC R T DB ERE O E I BT AEARES (k2742 H 20 B, B3 0220 55 1 B2
L. R EEARGELZ S Y — B ERICET 556 (BBENERE) | CER 2410 A 1
B. SR 27 4 4 A 20 AZUE) ICE-SWTERLZ, ARRERICRIT 28 R ENL, EEIIEHE)
MEREBRDOFEELZT, ARSI W5 (B ERARE 5 :11502024) . 7238, ABEN B
ERFHBEPLOEEII DT,

HHERE
1. HBRE
D &% B~ )L
2) 4 Hexyl acetate
3) B4 Acetic acid hexyl ester
4) BEHR HA
5) CAS & & 142-92-7
6) 53 F3 CsHi602
0T E 144.21
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8) MEAL R e VIR A F IR RIRE, RE

AR WL

hi5:169°C

KL : 176Pa/25°C

51k ri:62C

HrE:0.8745

TR 1.4091

IR KICARYE, =—F N TAa—A, Fat’b s Va— s S

- Oﬁ/ﬂv’\fv
9) G
10) vy b &5 NWQZH (Annex A)
11) #liBE 99.5%(GC)
12) R4 Bl
13) ZREME

FEERBAAERT (2015429 A 16 B), EBRIE T#% (2016 £ 1 A 5 B) ICEBHFI RN TR ORERR B
FOFRSNMBILART M ERIEL , BFAOMIR, AR M2 Z L2 8L T~ (Annex B),
1DBOHFD EOER CIPR 22V
15 et W (AME 3~7°C) , B, HH
16)8# AT AL L3RRSt (BB E A F 20156 8 H 19 A)
IR E ORE REFF AT ERHRTEERRIC 5 g 2RE LT,

2. BB LUERE G

AARF p— LR UNR—EKREFAT L Z—LY 8 @D Sprague-Dawley (SD) & (Crl:CD (SD) , SPF]
Ty O 55 L, i 83 ILAfEAL . 6 FEIZNA LT, AT AL E®H T 15 HE, B LEHAETRE~DHI
LDT=DEE L, ZOMEH , B0 —IRBEZBIEL, ARH (BRE 1 B) BLOBREKT BIgK
BERE L, % - DR I38MORIZ T =AU THHLE 2L B — VI BRE 5,
R B X OB E S Z A LB — R 28T TRAIL T, 7o, MBIZ OV T, E 3 B
7 H . EEHEBEL -, ATTEMOARRERSIUOBRERL TROKEIL TRROBY ThoT,

B AT H 1201549 H 14 H
AT E (HE 252.9~294.5 g, M 176.5~209.9 g
BE¥KTH 12015459 A 28 H

R TRMAE  ff 356.3~460.1 g, i 201.3~268.2 ¢
R - BIMEORE R AT LB TC, REHIH P O—RIRBR IO EH#HBICRE IO
iahyole, FERITSAEIRBLIE TI3RE 1-PC (BI{LE S M00014) DEERITHIZ A A DI, MBI Tid—
BREBICRESBESI 1T, B CIIHARINR 4 £7213 5 B OMABIOEIRARD DR 7
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PEZERSML ., RERECEIEA M HNEIC LB T2 T ol BT LB —EOBME T~
BYY T, 72N MU TRICEME S EZERL., QB0 R8I —FICRBRE S, HRBLW
B E BE AL CERE 7 — BT, BT BERSMLI-HEB Y 7 I, MY 15 T2 CTRTIE)
el LB BICEsAL,

BT AR 21.0~25.0°C. AL 40.0~75.0%, B EK 15 [E1/F5R, BARE A2/ 12 B
B (7 BE~19 W) fUT, 12 BERI (19 BE~7 BR) IHITICRESNFAFTENT, @BRREHER S —
[220w X 270d X 190h mm, 4J& BUAREHR 130w X 150d mm {1, ZZBEHART (2 ) 13 EE o — PN D&
BEURBHIIERE T 1L D (RELRFE 2 L) INEL . BRI (CE-2. BAZLT) &KEK (F
B HAGEBREAK) % B BICERSETRE L, 2L, ROBEIR X ORI RBHIZ RO TSR
WMAESET, MBI GEAEEIZHOWT, IR 18 ANDHE 4 BETIvMNATIRF v/ HBSH
27— (350w X 400d X 180h mm) iZ 1 L DINEL | IREEL TR VT RF o 7 (RN—=7)—2 BR
TAENY—) EFEERE UL, BB OSMEDREIL 22.0~24.5C, L 51.5~74.0%T
oto, Tz, ALz EEL BBK B I OSRB O ST RIL. WTNbIEEREFIEEICEHOTE
PN THHZ LRI,

3. BEmiE
1) FHH

WBRMEETEL, A (GCreaav, 8T FhT7/T7 RS, MERE V3A0313) MM Z HHIE
o, 250 mg/mL WEFB LIz, EHIT, 250 mg/mL BEEEIC L THIRL, 75.0 25N
25.0 mg/mL & BXBERICFRBI L 72, FABL 7RI TE. Y, BT (S8l 3~7°C) TIREL. &
EHEDREHIBNICER L,

2) B E MR

B 5IZ5ED, 25 LU 250 mg/mL IRE DR SR OUVT, M., EXREATIZRT2 8 D
REMEHERLUIR ., XROBW) R BT (REMERERBASSH 2015429 A 17 H. 8 HH:2015
#9 A 25 H. Annex C),

) EEOHE

ARBROYIEIFRRARAE (FIRLA 2015 429 A 28 H) 22V T, 25.0, 75.0 BL T 250 mg/mL D5
REDZEZRE UL, £OREE., FHEEITRBIRED 99.1~104.5%ThHY, FRIEMEDIEL I
EHIED 98.8~101.1% THLEHEFANIZH -7 (Annex D),

BEBRETOERMEBREIIL T OFETRE L,

25.0, 75.0, 250 mg/mL O SRR 1 mL ZIEREIZED, 2-7 13— (LUF 2-PrOH) 242 CEE
FRU TRUBHAK (K 10 pg/mL 5DV NEAT 15 pg/mL) B 72, FBHAR OFREIIIR SR AR OB
235 n=3 L7z, BBHAR B L OMEERKZ U TIORTRIES G T RIa< 57— X0 BIEL .
BRI OIER LR BERE AV TR SRk HA BEZBHLYE,
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REREM
Bias KFERAZ ALK HEF (FID)
T DB-5 (£ 0.32 mm, £Z 30 m, BE 0.25 pm) ., J&W Scientific
Fr VT HA _ ~U17A (He, 100 kPa)
H5 MR E 50°C (Imin) , 15°C/min, 140°C (30°C/min, 300°C. 4min)*
* AR E SR BHARERIE T 558 DA E
B ORE 280°C
AR 300°C
EAE 2ulL
BEAFR ZFYI MR (P TV Z R 0.5 45)
F—bA VI X BEEEEE 2-PrOH
AT ME G

HIEBIAARTIC 2-PrOH % 1 ERIEL, 7a~hsI5 EOREXSE ORRFFRIMATIC E
BN LR R U, iz, BIEBIARTIS LU E T #% IR (St 3) % 1 @928l
EL. PIEBRMARTIC T 2RER TR OBFRE B IO —/mROL# 2 MR LTz, EEIOFF
REVE RO 0.5 5L, B — 2 EREAS = 5.0%2A P9 (RIE B sARTIZ 2B ER T
BORES) ZBEREL,

4. BEBOREBLOEE HIE

ARBROBEREIT, RRERLLEF—IZBWT GLP BETEBINET~FUAT BT —ID
FyMa VS 90 B BIRER R EHR ) (BRE S C-13-006) "OREREHLICRE L, T7ebb,
0 (4R, 7B i) | 100, 300 3BLTX 1000 mg/kg D~FINT T —h (BEEE~F L, HA) 2%
REMERES 10 IToD 5 iR0D SD %TMZ 90 A, RIEIRMHIRE DG LR R, B 1000 mg/kg H5-
BICBW TR E & 5 I LDELEE X DR MRS & ML Y R E o mps A bz
D, MERELH I — IR, R E, BEE, IRAFHRE, MRFHIRERIOWERZRERFRICH
BRERGICLHEEELEIRD LNl LIZ3- T, 1000 mg/kg D HA I35 MG O MRS
Mzt 5 —RBEFZOEL, SODICAFEBEE~OEZELFMP TEXELEBZLNDZIEDND,
1000 mg/kg EARBRICBITHEABHOEEEIZEREL., LLT, Ak 3 TRLUT, 300 mg/kg %+ H
&, 100 mg/kg ZIEARICRE L1z, HERBITMEFETARITAATHY, Ty N BB ICLEmAIR DO
BEELT,

ARBR Tl HEBWIIATECRT 14 B . ZZBECHIRE (= 14 B ) 2@ L CHIRAT B £ C (iR 5B
42 [B) | MEBVIIATECRT 14 A 2ZECHAR . AEARMIMI A @ L Tt OVEE 4 B £ T, EITIRIED K
HEMEEZTMTA7-OICRELHERE (VTN BETIIREG 42 BECT. ROMWIC1IH IE, 187
B, 9 If 05 43 ~11 W¥ 53 TR 5 LTz, Fio, RRITHERIN T2 3 # Lieh > 7o MEr I BRan B GEIR
25 AFEY H) T, RRSHERESNR - ToETEIRATE (&5 52 B) T, RERRLHBTLE

10
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HEIHIRATH (BL0E 22 B) S TR G LI, B AR 4 mL/kg &L, MEREEH IR BT ORIE B DR ES
R ERERE U, 28, SRBIOIBAThI M Ena Wiz RRICER 5L,
AP OB R B L OB E B ERITRLZ,

. i HE A=A =
7 s S BE5E BE BERE BmE =
(mg/kg) (mg/mL) (mL/kg) Tk 1
pogicyiea by EEa i 0 0 4 M01001~M01012* F01001~F01012
(E4A)
K &R HA 100 25 4 M02013~M02024 F02013~F02024
B HA 300 75 4 - M03025" ~M03036  F03025~F03036
mHERE HA 1000 250 4 M04037~M04048™ F04037~F04048
pagiitiea .,
.:[_n:[\ By
[FEACHER W( ) z!:/){EH 0 0 4 - F05049~F05058"
(7740 ]
= AR
(FEAHD HA 1000 250 4 - F06059~F06068"
- ($FI4M) B

* HEDOXTRERLOE R ER., MOEREHOBME T OREINE b FlIXEEBEIHLE,
* HEOHABERED 1 4 @)% S M03025) IX& 5 11 BISSET L), #HAERE., RIRE. fRilL.
MEFRIREE, MIRACERRE R L O AR ERE ORI LERA LT,

5. K& L
1) H#h4 (FO)
O—RBEDOBLE

ZHENZONT, AEHFPIEER 1B, REHHFIERSR%OER 2 BIBELE,
QEE B LEREENEIER

WS RBERLOEARROYLEMESORENE 5 Fil%, MEIMIIIERE (550 B
DEMHEBEDORENE 5 FleB&# 53R (B{E 1 H) 76 14 BE. E8 1 B, i RULEZEET,
—fIREEE BT,
@A AEIRBIER

MEREB IR T B . &5 8, 15, 23, 29, 35 BEL T 42 A (L HaBlIEE 0 BAD 4 HORMIZ 1
), [EEHIEPIEEE 7 B 14 BiCh, 2a7Vor SR D3 MERBIER 2T, 2B, KR
FERETIC HEEELT 100 mg/kg Fe E-HD 1 41, ZZRIHERS N> T=xt BEEIS LU 1000 mg/kg
B RO | flIdE 5 49 BICHBELE, B8, WIhb 13 B 10 o~15 BF 02 S ORICITo 7,
EP. 7 —VHBLTOBEREITV., S VbRV HTEICAREBEL, (EEE L TOBELIToT.
YEEEE BT, M, BB WRRITE, 3B, RE, IR, K8, MR, BT, KRTE)., &relT
Bl BEKIG, HO<AN, B, HER ., JHE, Sl RG., MERN B RN EBELE,
DRERA

BARERBICBRESRNEIL, HETIRE39 BIZ, MEIHR 5 41 BITREL ., 2. & 542 8 (A
BE B IR HERIIL R 21 RIS LM 4 B3R E 39 B) OFEMERBIEIC 5 &,

11
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MEREL B ITHRIBI 3 DR R EB S 2 RE L T2, MG L OFEASEL (7 74N BRI AT OB
WBEZOENS FIEL ., ST EEIRIASEREL , FIREZRBRY 20460 B EA R L= &4 5 Bl Lz,
(1) B3 2R R E B RS

TIAT NG, IS R EAL, AT RIS . BB AL KA, IR (B E ) )&, EmRS O
FEZREL,
(2) e

Fob-=U2FiEHHIELEE (Model MK-380CM/R, EHTH) & AWCEAZHIEL-, 58D
AR L OBEDORAZZNEh 5 BRIEL., BAEOFHEEZ KD,
(3) B REBNHIE

B EB EH| 2 E (SUPER-MEX, ZEHTH#R) 2 VT, 20 53E 0 B BB E (KEBEH B LW
S EASVEIED) ZFHAIL ., FHERE 5 o IcER U, R REMIL. REBATICHIEORBERE
BT ATEVBLEE 2) IEMRL . F00I B R EBRIER L,
OBEHIE

HEB I OB DOIEREL (T8 BRE, &5 (B 5BHEAE) . 4.7, 14, 21,28, 35,42 A, [EI{E
1.7, 14 BRIUHIR B IZRIEL -, MEMITRES 1.4.7.14 B /4R 0.7,.14.20 H . /FE 0.4 H
BIOHIR BIZRIE L, RESHERSNR o7 ETITIRE 21, 28, 35,42, 49 BICHHEIELE, 47
SRR EN 2 o T- B CIididsR 26 BAY BICHAIEL-,
@B EHIE

HER L OB OIERES (7T BEIL, # 5 1~2, 7~8, 14~15, 29~30, 35~36, 41~42 B,
B 6~7, 12~13 BICHIEL . JEZE (B 7T M) BEOZ & 5 21~22 BICHRIE L, MBIk 5
1~2, T~8, 14~15 A, {4 0~1, 7~8, 14~15, 20~21 HBLUWHE 3~4 B, SHITZENSHERE
oo M TId 5 29~30, 35~36, 41~42, 48~49 B IZHLEIEL 72,
OR®E

KB I OB OIEREL (V774N FEARER R EL, 825 37 BORETIIEHEBYERO
FEV5 Bl F-, B 13 BICBIT2RE CIREEFALAZREL:,

%5 37 AORAETIIY HORERIC, BE 13 B ORE TIE—RREOBEK T I8 E 5
r—UIUEL, UTFOEBIZOWTRELE, 72720, G- BE. RRRICLORERIORILEIL,
IR BRAATRAD 4~8 B DR R CTHRIL/ZER T, TDOMOE B 134 24 FHIOFR TITo7,

HH HIEE fE R

G- R H2

pH-#& - BB - FE- AR REEIE F—ar AL 7 AE-4020 (7 —21LA)
yuey ) —Fr B G Gl

RE & AR B

thE JETiE T UL NER BT R SU-202 (V< BR5E)
F R BAF RS A3 BRI SHBSERE JCA-BM6010(B AETF)
TV AT RE = F_E

ERATBE Eill= m_E

12
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OISR k=

EFIOMHETOVT, RE 3 BDDEEIZBEL, ok, & E5RBLIEL S| & IExEd (7
FAR) B RS LBIDBAATEAZERL, SEMOFRER . REPHRINIE TR 2 BEL
Tz Eiz, BHEOEHREREF B (BEEOREHNLREH ETO B DY) BIOR 5-BRkE%
IZ 4 DN 5 BEBOMESBZN LS ORI LB OB EE I E R U, 7258,
HAIRIZ 4~5 B OBRECHERIBERL O8I ER SHW L7,
O3

¥e5. 15 HD 16 B 05 43 L0, [FBEANDOHERES 1 5t 1 TRIBI® 72, 300 mg/kg &E-FEDIHE 1 4] ()
W5 F03025) 13 EAR T (BB M03025) BRI LizZenb, #5517 HD 15 B 36 4380,
RRPHERINZRBENORE (BE S M03026) LRIEIE -, BHL0EH. BRLREL, HEF
DEEDEETRIEAZERL TR U, BNICERD DV IIIBIREAP IS F RSN -8 E R R
FRSZEMEL, 20 BEIEIRO0 B LEEL CRBZMEL ., ERICEFHE L, ZRERERBIOMHROKT
W&V, FERLE BB H ETO AEBIOZEOMICEIRL-RIEHOEE, RER((REEH)
W/ ZE FAV B0 X 100, %) | IR ( (RHIRE Sk 23 R L T- B ER) X 100, %) 2B HLZ,
@EHR - 5 - A IR RR O BLER

RRDHERSNIZ2H1% AR ST, SHROMRIL. R 21 AAEY AOS0HMAHRINDE
TEBTTo7, FRICFRICBERL, 15 FETIZAHMBET LG 2T, ZDO HEZHE 0 B (0
R) L7z, iREBIC W CITEBEBE WREREIIC W TTV, BEEEE TE o Bz o
Th, Sk O— KB RB L OERORENOREOF EL 1M LT, Hhkid, WE 1~4 BORIZ
WEREEE B B BR L, L 2FOTIRE GHE 0 L% A £TO A% 2Rk, KO
HHPE 3R] (4 IR HBEMES/STIREIER) X 100, WIZEHUTZ, WH 5 B OFHREH IR OV AT e
T CHIEREE A . TEICOWTUIERBE I ERE( GEREY/ MIRERE) X100, %) 2 HH L,
@M

HEOT B THEIRTIL, FHOBME SO 5 4, B 15 iR 55k i EE 26T
Bl 51T o7, iz, MEOB G T REHIR Tl BB DWW TR GHIMASITEL QD& 85 61, 9
3B (BT T8 BEOB 54 T RS CIIA B EME B0 5 4, BIHE 15 B ICIiT 55 CiEEE
Bl CERILEIT o7z, WTHBETIRT 18~24 BRI E 7%, BB RKERNOLLTO 1), 2),
3) DIEIC SRR 2 x TRILL:,

1) MEFHIRRZE A JukEHRl EDTA-2K

2) MRFHIRER PUgREH 7 BT NT A

3) MEAE(LFARE  HugEEH] ~ W
@R FHIRE

BRI BB OWTUTOEBEZREL L, EEFRILL T/ BTN Y LERWTERL
RO M IE % 8L T, T rba B R R B L NEALE S A AT 72TV RRZRIEL , €0
fhDIE B I HEEEAIE L T EDTA-2K & AV CHRERL7- Mk CRIE L,
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HH HIEE i ke

FRLEREK (RBC) BEREIR L MK B ot EE
XT-2000iV (/AAyJA)

H i 2k %% (WBC) PR —FE Gl

Za—H A AN —k

H ek 5> [F_E il

IR IR I BR HE 2R (RET%) m_k AL

555 & (HGB) SLS ~E/ bt ik Eil

IR M ERAFE (MCV) 28 (HCTx1000/RBC) Eill=

/M E (PLT) BRIESUR Ik Eills

~<h7Y>Mi (HCT) EE _ Eil=

SEYI 7R i BK i .58 & (MCH) #% (HGBx1000/RBC) Eil=

SR i BR ifn B SR 1R EE (MCHC) 5 (HGBx100/HCT) G

TEHEALE bR 7 2F /IR (APTT) . EERELIR HIE £ BB MR EE R ELEE
CA-650 (VY AAy7R)

7 uba bR (PT) Cils A Lk

OBIERAE L FRRE

BRI REMIZ OV TEL T OIE B 2R A U7, FUREAIEL T Y% AV CER I L 72 L iR O i 5
ZOMEL TRIELTZ, 72388, BHI - MDD —ERiT FARRBEREIZBE 923 E (T3, T4 BL U TSH) HilE
FELUTHFEHRIE CTOCELT) Lehs, FRIRORBFRELB I ONEOMETOREE B ORI L, &
PR PRSI R B RIS SN RIS =723 . BRI VB AREIL L 2h o Tz,

HH B ETE fif A&
MR BIREE (TP) bbbk HEI TR
JCA-BM6010 (H AEF)

TV VIR EE (rALB) BCG i Eili=

7" va— 2 B2 (Gle) ~¥V%+—t'-G-6-PDH & il

BavxFo— 1V EE (TC) AVAFE-AAFVE Y -HMMPS 1 [F E

N7 V74N IR EE (TG) GPO-HMMPS i, 7' )eIvigEiE  FL

VRREIREE (PL) Y ARV H —¥ -DAOS 1k Al k&

IRFREFREE (BUN) YL7—t"-GODH ¥k, 7vE=TlERE FLE

IVTF=VIREE (cre) VT F=F—t -HMMPS 4 Ak

v =T WIINNG AN FE VM IFCC ¥ il

(y-GTP)

TV A7 78—t TE M (ALP) GSCC ¥ Eill=

TANTX VERTI)NG v A7 =7—Y &M IFCC ¥ [l E

(AST)

TI=V TN A7 25— 15 (ALT) IFCC ¥ Eil =
FLERI K SRBE R TE 4 (LDH) JSCC 1Z#fbxtitnik Eill=
ANVYY AR EE (Ca) OCPC i il
FEYAE PR EE (thil) BESRIE Eills
R YR EE (IP) 7TV ERE R Cill=
RRHERIREE (TBA) [ AN/ Eills
A/G H #18 (rALB/ (TP- rALB)) S
FRD AL PR EE (Na) A% EBARIE [k
AT B AV PR EE (K) EN Eill=
HFEALVIREE (C1) Gl =
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@HRBLOBREER

BB B OB DIEREL (V7 78 BEOR S/ TREHRAIIES 42 BoZRIC, HHHo
SYEEBIEHE 4 ROBRIC, REIZLZAS Uo7 (100 mg/kg BEHED 2 fi . BimHES
F02013 3L T F02024) 135E4R 26 HAHY B2, ZZRSHER IR 72 (0 mg/kg B 5-#ED 1 4 : 8
Y5 F01003 3L TF 1000 mg/kg # G-HED 1 i BiE S F04041) 1338 5. 52 HOB RIC, HEMWER
FOEREL (V77N BEOEEBEFIIEE 15 B2, FELEE (300 mg/kg 5 HED 1 i B E 5
M03025) I3FE CHERR BT, ZLEHEIRR LTz, 7235, it REER B & HIWT L7t (300 mg/kg & 58D
1 Bl B E5 F03032) 1344 23 HIZHIRL 7=,

MIRFRIRRE , MR LERRE S E T 5813 M S E S — L D LRRER T CHAfLL
NS DOEIT A SN F— L N ARREE T R BISES BT,

72383, FET B A BRS &N OV, B, BURIRIB L O EEU/IME, Jaig, O, FPIg. B, M. &
BFOEBL, REE AR, ATSIMR (EMIEE) BROWE CBEERE ST . JIE, FEOEELZHIELL,

Fio, 2BIOR, B, FTEE, B (N—F R B TRBIOE TR, K&, FRBRBIO LK
AN, R, DB, Blid KOV 3T, IFR. . M. RERE. BIR. B+ 2R, =R BB, BB,
FERG . ELRR. THRV N, IBRINEY <, RSB, KA LA, ASziR (REIEE) | FE S L OGENR., Ji
B.FE., B EN, KIRERBIOKRIREBHE. BT, LB RS I OYNER (B8) 2 mL ., R’E
Lic, MR X ORE L 15 cm KLU T OES T, [RE I 109 HEREER/L <Y B8 5 mL LT %
EALBEZEL LR HL CRIEERICRFL, BRIBIUHER LRITT 7RI EE (REIRTFX
10% AR E AL~ D AESHR) Uy £ O 10%H MR ER L <V BIRICE R LT, 7238, FETH Koy
BB L UORREBHIOHRE EEEITFTEXSROERIINLT,
OB FERIRE

HR LB DS, B LOFERES (754 BEOB 54 TREHR CIIBM R S OE - 5 il
WicE A EROBMESHE 5 B, MO 54T BRI CrEo i filic >V TR 5B SEREL ¢
WHKT BB D ONCE A B 5 Flic oW T, MEMAGFORENRBE (RTELZESFE -8R o~
2hFIY A V0 (HE) BAZERL  WEMERENRELER L, BB OV THRERIC
BRI EL ER LU, T, JIRREICHRIROE(ER A8 E (AR, i, TR, B, M
i, B RER LA, 7 B oW ThREL,

[EE R DV ERMZE LR AL BRI oW T, RSN REL L,
2) A R(E)
OHAROEI 2

HE 0 BICATFREBIOTE T REEMRERN I T, BN RFROF BEEBEL, 5k
[ (FERB/EREH) X100, %], £RHERI(HEERE/FEREL) X100, %], HEER[(ERH
PEMES/STIREN I ER) X 100, %]I RO AR (HEAIRE/ERFD) X100, %1 E2HH L, iz, HE
0~4 BET.EA, —MRRIBEBIEL., AFRELECIREEMHRER IS FTEREGFR](FE 4
B OERE/HE 0 BOARE) X100, $]EE B LI, £FRIZOWTIL, HE 0 B8XL U4 BIfERD

15



AR E 5 :R-15-003
REZREL, BZ LR OEEELZEHT2LEHIC WE 0 BRIV 4 BicRiTHHE (i
A R/ KA R ER) X100, %1 EE LT,
QFI%R

FECRIIARICIDRE (D BLE L) OFELBIREL THRL, 106 R E AL <) AR RICEE
L CRFEL, AR RIIWE 4 AICRIRICEDRE (DELZE ) 0FELBEL TR T AT R AR
BT IR ESESE THRL, NETSREOREORELBEL,

6. 7 — X DIRHTIE

MR OB LB OBEEE . 28R, ZRRRIZOVTIE Fisher OEBEHERRELIT 7= (B EK
%1 5%),

HA B 5 #HORBHBFEREFTROSS, 7'V —R o U= R BB 713, Mann-Whitney @ U &
LY | FBES VL —ROE §HEIE Fisher OEHHERD AR EIZELY., HA = 51 &t LD
DEBERELIT o7z (B EAKLE 5%),

FDMDT —2i%, RS LITBELNAEH BT litter ZEDFHER 1 BALL, B (T4
B BERNHDNIZEORMOFBEN THBIL T, TOER, ST OXRN 2 OB AT, £T FREZITV.
HEEPRDONRTHIL Student’s - t REZITo7, F MEICBVTHEEPRDONIFEIL.
Aspin-Welch ¥ E&IT o7z, AT DRI 3 BLL LB AL, ST, Bartlett D FHEIZIVEZEED /5
D— IOV TRERT o7, HEA—ETHEHA I, —TEREROSHATEIT, BRI
HEMENRDONEEAIL, Dunnett IRICEV S EIBEIT o7z, —J7, WTFNLOBETHED 0 &725
BEABLUOSBN—EETRVEAIZIL, Kruskal-Wallis DNEMEZITV., BEMICHE BHSEDLN
BHAIZIE, Dunnett BOREIRIC IV S E LB AT o7z (FEAKHE:5%),

FRTBHENTELGH S ERBROGHEEICEEXRET RV OHLIBRERVERHEEICDLE
hof=Cé&

20154E 11 A 12 H, 11:00 220X EBREOEHRBROT-DITFEL -, ZIUPW BT EN
DORHANHEZ., ZZRMEIE U, BRI 14:2812, 22713 14:39 1L B HL 7=, BEROBMFEETEND
EREICRE I DT oo —RIRBIZLEITRO DN 722 Linb | BBR~DFEIL
RN HIBT LT,

ZOM, [FRIDIENTELPTRROGEEICHES R TRV OHIHIR K OHRBREHEE
Ay PV N g | = 0 i Ry
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1. BEW
1) —f%IR8E (Table 1-1~Table 4, Appendix 1-1-1~Appendix 4-4)

5 11 H O E-ANT 300 mg/kg W EHEDHE 1 HIOFLTERR LU, FELCT 501 B ETIC— R
IR XA T,

1000 mg/kg ¥ G-HEIZIW T, EZLDO—@MED RIS TG 20 BIZHE 2 1T, &5 34, 35, 37 I
K1 BT, B b 48 BiZ 1 Bl CRARZRHI) TREIh

> 1000 mg/kg B G5-FED 1 B CGRARM) Tid, &5 15 BICRARIPBESN,

HED 100 mg/kg B 5HED 1 FlTIIHRE 25~30 BICHBEMOMEHRSIBESH., 85 31 ALK
IBLBICBIT U2, 5 39 BICH ORISR RS A DL, FIREFE CRESEL TSRS,
F72. 1000 mg/kg 5D 1 FITIE, #8537 A ICHEAIRIBICHI R AR A B by, FIRREE CRkRL T
BRI, MED 1000 mg/ke ¥ 5HED 1 FIlTIL, IEIR 7T~11 BICER BT RO BRI, (TR
12 A CABIEBBICBITL., 8% 17 RiCEELE,

ZDOfth, MEHELDIZ— BRI OB ITBEIN o T,

EIE BRI D 1000 mg/kg #S-FEZRNT, HED 1 FICIREIE 10~12 BB HEEOMMBEFERIE
8BXN, TOBITMBIIBITU,

2) FEH/E IR 22 (Table 5~Table 6-2, Appendix 5-1-1~Appendix 6-2-2)

— R IBB R I TR H AV IR E RO BT, FIRT RBHETIIHRE 29, 35, 42
. [E18 14 BicBgRShT-, Rk, I35 29 BICHiE B BES ., TOMOBRERIC
W ThoBZBICLEFITROLIT SEREBIOYHELD i REEL LB L TR h o7,

3) & (Table 7-1~Table 10, Appendix 7-1-1~Appendix 10-4)

KD HA B EFOEEITHR G5 R EL T REEL RIS L, R#EE HA REHLOMICE
BZEIIRDLNR T,

AFEREA ST L7 ASH0E , I 1% 5- B2 ML 72 e sl b HA 5 HEOEET, Rt
FRRICHERS L, XtIREEL HA R E5HLOMICA BEEITRD LN 2h ol

B R T DR EHERB I TR L Lo FRAE S 1000 me/kg B SBEL ORIICE BZEIIFRO LR T,
4) ¥8£H & (Table 11-1~Table 14, Appendix 11-1-1~Appendix 14-4)

KD HA B SREOBEEIIR S HEZBL O ML FEIRICHERB L, xRREEE HA RERELDORIC
BREIIFROLNRD T,

ZRECME, FEAECMEL 1T HA R 5 REDOTEIRIT, HRBELRIRRICHER L, st BBREL HA R EREL DM
A BZEIRDLNRD T,

(=146 31 6 P OB ER B IHERE L S 1 e R BE S 1000 me/kg B G HEEDOMICH BEITFRD ORI 0T,
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5) BRERR A
ORIBI %9 DR EB) )t (Table 15~Table 16, Appendix 15-1~Appendix 16-2-2)
TIATIV N AL RN BISSUS . BT AL KA IR S BRI ORET
i e, SRS I OEREME WO T OB ORENZEMICIB O THRBE IR bR ahoT,
@2 J1HI7E (Table 17~Table 19, Appendix 17-1~Appendix 19-2)
HE, iR XL OGERELME DRI, BIXDOBAICIL, xRS HA BERLOMICEBRZITRDDL
Nighotz,
@ B F&EE) B 7E (Table 20~Table 22, Appendix 20~1~Appendix 22-2)
e, iR X OGEARR R O K EBEIES L O 6 _ EVEIEITIE, stRiEE HA BEHEORIC
AREITROLNRD T,
6) JRARZ (Table 23-1~Table 24-4, Appendix 23-1-1~Appendix 24-4-2)
O 5B T E
MERE LB ISR EREEL 1000 mg/kg ¥ G-HEL OBICH BZITRD LIV 2Tz,
QEIE AR T By
HED 1000 mg/kg ¥ EHEICBW T, B A HEEEDH E (P0.05) REMEE R LI,
D> 1000 mg/kg HEFETRNT, HBAA L REDF E (P0.05) 2EEERL,
7) MR ZHIRREE (Table 25-1~Table 26-3, Appendix 25-1~1~Appendix 26-3-2)
O 5-HR T I
HETIE, 1000 mg/kg B GREDGFEEER LKA B (P<0.05) IZIE T L7z,
SyIECIX, XRREEE HA B 5L OMICE BZITRD bR o7z,
FEASECME Tl RBRBEL 1000 mg/kg T EHELORICH BEEITFRD NN 5T,
@EIfE IR T
HETIX, xHBREEL 1000 mg/kg B G5 HEDOMICHE BEIIRDONRh T,
T, 1000 mg/kg H G REDLFEAER LR H E (P<0.05) IR T L7,
8) M AL FHIRREE (Table 27-1~Table 28-3, Appendix 27-1-1~Appendix 28-3-2)
O 5B T iy
HETIE, XTHREEE HA B BB LOBICE BEITRO LN o7z,
Sy, R AAVIREEA 1000 mg/ke R G-HETHE (P0.01) RIREZRLIZ,
FERZBOMETIL, v T NEIVRNT U ART FF —BIEERF E (P<0.01) REMEE R L,
@EIE BRI T Iy
MERES B, SBRBEEL 1000 mg/kg & 5-HEDOICE B EITFRD LN RD T,
9) 23’5 H & (Table 29-1~Table 30-3, Appendix 29-1~1~Appendix 30-3-2)
O E-HIRIH T iy
HETIX, XHRBEE HA B 5L OMICHE B ZIIFR DN T,
Sy it G, 1000 mg/kg B SHEOEINENEE R, M EELSIZHE (P.01) 2B L,
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FERSHCME T, gD FEE £ (P<0.01) 3B L UHAXHE & (P<0.05) 23 BTz,

O@EI1E HAMME T i

HETIE, 1000 mg/kg W H5HICBW AR ERBIOREOEFTENAE (P0.05) (2#MLT-,

T, 1000 mg/kg HTEFITIBWTHIROMHST BRI A E (P<0.05) 2B L., HRIB O EE
WA R (P0.05) 1287z,

10) ##&PT K. (Table 31-1~Table 32-3, Appendix 31-1~Appendix 32-3)
OO 5 WM T R R ,

100 mg/kg & GREIZIVNTRFIROBEREERE A3 1 i, % BRBORHELAS 1 1, 300 mg/kg HERECE
UNTHIRR /NS 1 6l KB bR (M) D3R A& HIAS 1 4, 1000 mg/kg & 5-HEIZ IV TR
OFIED 1 FhoBgRShiz,

@D BRI T e BB

*t FREEIC IV ORS B LRI G D3 A E#EHETHS 141, 1000 mg/kg B G-IV NTHERIFER OB
EN 1 PlicBEINT,

O D 5- I T R A5

WHE 5 HHRREITIL. BBV TR BB RS IR R 1 6, 100 me/kg B G5BV TRE
R RS BT EAS 1 4], 300 mg/kg #E BBV TIR BRI A B L OWRMER2S 1 41, Blo 1
BICIIIR B REE O AR &R, FFIR GMUIZEZE) 0 B . BRI EESh,

@I (T T4 1) BEOR S T R B

HROFR, REFTRIIR DO o7z,
@R (VT T4 ) BEOEIHE BRI T R R

FROFER, REFRITFEDON 20T,
@rEDFET-HI

5 11 BIZFET L7z 300 mg/kg #5-HED 1 FITIE, BRI REROBIENHLIL, MitdBERE
F TR AROBIESTEO LI, BRI BRI R ThoT,

DHED AR I L ORI 2B

fE4R 23 BICHIBRLTZ 300 mg/kg F5-EED 1 BICHL, i (FHIE) ICRFAIESRD LN, FFEA
BRENFEOEBRIOEALSALN, EFERAIEANTRESEEL, TENICE 2 ILHE
{0 04 1 DT, A2 1 I OATERR RSO B, SRR B I ORERICRE IR b ol

FEIR 26 BIZHIRRLTZ 100 mg/kg T E-RED 2 BIORGGEHNZREIIHDNRD T,

1000 mg/kg ¥ EHEDRIZRHITIL, HEBIC B EDHEEIHSTBO LIV, BEPEDBENRIBEL TV e,

XRBEORZEAFITIL, BREFT RITRDONRHT,

11) FREAERE AR EE (Table 33-1~Table 34-2, Appendix 33-1~Appendix 34-2)
OrED B 5-HIMK T R B H

SRFER LT 1000 me/kg FGREDMBED Lk, i, FFHE. PR, B, AT BB R0

{EABERSNAS, WEEMICRRE B L OMEE D270 o7z, 1000 mg/kg $-5-FED BRI AR R
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2 BlCBIRSN =R RBEL LI U CHE O ZEIT 2 o T, Z DM, X REECILE OB SRSk T #k
1 JE I FRBAEDY /R BRIZ A 1 B, B HE DM 1 I, ZhEhBlEshi,

HIRREFIC IR LA H BT 100 me/kg B E-FEDO I CIIATHERRIEREE 25, 300 mg/kg #5-8¢
OFEE AT FRFESBESH. FBEO IR TR EARFHELIZRD b o,

ZDOMOBEMRR - B E IR EAR PR IIRD DR 0T,
@k B HIRIE T R EE R

HIRREFIZ B EARICAIRNZECSRD LN BRO 1 T, BFREFEESBESNT,
QD S T ReEZAH (WE 5 TR

xHHREEIS LT 1000 mg/kg B EREDTHED FURAR, BIAR, LR, FFHR. PRAR. B B R 2
EALHBES NS, MRS E B I OHEDEIT R o7, 1000 mg/kg He 53 TIIEIERE Y
SRERIZED 161, BRE O B EROILIRD 1 BRSNS, Wb R CIKEERFT R Tho
oo O, MBBEOMTICIL, Ml RBMEOIARMBROERED 2 5, BIRE BHIC BEELMARREA 1
BBl

HIRREHC B ICH IR Z (L3R D - FRBERS KT 300 mg/kg GO 1 FICIE, IRBICERD
HOUBADRD DI, Fio, g, BB LOE ICHIRWELHBEIN 300 mg/keg T EHD 1
BT, IR TIIRBIEDEFLRL/NAFES, B TR B ICRBEO UL ANBESW -, MiET
L SN E LS X OB EAROILE MBI L AR EICBEINTOHZThol, ok, BIZHIRK
EALAFRDH LT 100 mg/keg HEBED 1 FlCIUREARRR R ITRD o T,

Z DOBEA: - B R B A LR SR STk,
DIEZTEL (VT FA 1) BEOI 5 HEH T R Bz 5l

st FREE IS LU 1000 mg/kg B G- HED W RED RN, FFHE. R, foit, Bk, ~—4 — BB R T
FIZEAL MBS NI, TR OB L UEE IS I3 Tz,

1000 mg/kg T G-REDE TR TIXREIZY - EKIZEAS 1 B2, OB TIL O R OZE M/ BRME(LDS 1 51
ICBESNIZD . WThbDBMARELThoT,

DA, RREEOTE TR CIEREIZY L/ RBRIRE, BRI RS A, B IRFME O kMO £ 7
0% 1 RSN,

Z OMOBEARR - 3B E IR BRI IIEEO b o T,
®rEDIETH

FRIORE BITBE OEMER L ORI OB R EEROEENICHIEBE S BRI, iR TILH
A1 36 L OB (.38 DIL B DB SN MU OB L RIRRE DAL Thotz, S, B LI
£B5oMAs, FEME, FIR, M, FFRCBEIN, 2k, —HOMAMRIIEREIcEs B ERffick
BT CTH T, WEMBRFNBRIDITER EE Z SN EITRD bhiah Tz,
®MED R B I L OFRZEH

FE4R 23 BIZHIBR LT 300 mg/kg HE-H#ED 1 FIOTIL, Ml RBHEOIRMROEEIRD D
=D, Z<RERE(LTH o,
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 RAZ BB GBI BB S BE  C N IR (L33 HITz 1000 mg/kg @ 1 FICHE, FRID B
R EMERME | BEBLOEEICREMRRENEEICBESh, BRBIOLEROBIT L
OB RD LN, Tz, BEROBIT LR TOOEAMITRZEA RO O, FEIE LR B L UH,
IR TRk A P ERIRIE SN,

2. AFHERES]
D8 B X O HER A AE (Table 35~Table 36, Appendix 35—-1~Appendix 36-4)

PERHNCIT, HA 5 OF 8L RE T HE(LIIALNRD 0T, 4 HHUVE 5 B EIEOME 5
BRAAICE NSO AINC B L 7-B#1Z, 100 mg/ke 5B LN 1000 mg/ke B 5HEZE 141

OO, FOBEEICIIX REEE HA B EHEORICE RZEIT 2 oT-, 2 BAORELHIR PIc32
RAFERENZZD T8, SHRBERS LT 1000 mg/kg FETH 1 AL, ZOMOEY TITAZ
BRI, RBETO ARBLIOZE DM OREFEEIZ. it ilEE HA BEHLOMICAEZEITR
DHIRD T, Fiz, 100 mg/keg B5HED 2 Fl (BWE S F02013 BLU F02024) i1, REBITFERESH
T BEEIRL TR 2T, FRUA O EMITIEIR D HER S, RERBIOMEIRE ) 12I%, X
MRHEL HA R EELOMICE B EITR OO Rh Tz,

2) HERB L OYEIREARM (Table 37, Appendix 37-1~Appendix 37-4)

HIPE 3R 36 K ORI I IRBE L HA B EHEOMICEITRD bhid o7,
3) i L OWH B IR EE (Table 37, Appendix 37-1~Appendix 37-4)

100 mg/keg ¥ 5-#ED 2 il (B#HF 5 F02013 B L UVF02024) i33E4R 25 B £ TR HERRS 720
oo FIROFER, FERRBLOMHIERMEIIROLN T, RELHIEL7=, 300 mg/kg &5FD 1 f (B
W 5 F03032) I33ER 23 BICHILAS AL, A RBEEINR) ol led | SHREER B LT
WL, 4E8R 23 BRI U7 (BR) , SIRROFER . EIREREE 14 BIOSEKE 2 BROLNz, £0OM
DEM D 53R BB L O R BICR FiIER v ohviahoTz,

4) FiEg, BRI L OFE R R (Table 37, Appendix 37)
IR, ?-5 R LOEREICIL, xHHR#EE HA J&“Efﬁi&@ﬁaﬁ WCHBZIFRDbNh Tz,

3. &R
1) 1% (Table 37, Appendix 37-1~Appendix 37-4)

1000 mg/kg ¥ G RETITRRBELILRL CERBBIOCHEE REBBOHEMEZRL, 2HE
(P<0.05) BLOAENR HEESR (P<0.01) A E BITIE T LI, £, HAER WHE 0 HIRIUWHE 4 A
PELE, B RAFRICHAR S ORBIIROONRN 0T, £o HE 0 BICEROARFRIIBES
iginolz,

2) {8 (Table 38, Appendix 38—1~Appendix 38-4)
HE 0RBL U BIZHBITAHAERDKEIIL, MBEEE HARGHEDORICEEEITFRO N 20T,
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3) 4 IR #122 (Table 39~Table 40, Appendix 39-1~Appendix 39-4)
FC IR B2 S R ERICRO LI, FIRSTRE Choo T RICIIN R i E
ST, NI EICRF IO o7,
THE 4 B OHARFROM R, A HREE, HA R 5HELICRFIIROOh) ol

B

HEBE~F 2 VR MERES Y MTIRBIR R 5L RIER S FEHBIOEIE M., 20N AT A T
BLOHAROREFICRIETHEIC SOV TR
1. RExREHEMEFFTR

#1511 BT 300 mg/ke B EBEDHE 1 BIATET Ui, Lol —HeiRiE, SIRETE. FIEBMER
BEORERPOFER IR E CEph o7z, BEBIIZZD 1 FIOHRTHY, MM AR E ICBESNE
{EBAMBMIC O TORNZ LD, R E R 5 LITBEORWEEE 2 b,

1000 mg/kg & GBEOMERETIIHRERITIMES B RIN, UL, —@BHEOE(THY, e —
FORIEBI RIS BV THO IR EEZRR TAELIFBESN TORNIEND, HBRWE ORI
AL THDEEZ LN,

1000 mg/kg ¥ GHEDME 1 Bl (RRRES) Tik& 5 15 BICRARDEESh, WEERZHORED
FERND_ ETHOB RERBEDN L, RERMEZ AV 90 B BIRER OB VicBW\Wak
1000 mg/kg X G-BEOMEIZRIE MRS BFRDONTD, AKRBRORRECIXRHEO TR DLIT
WY, Ee, 2O OWIRER R CREINIOREMARFE T A AETHY | oI FRED
IREA R ERIELITRO N TVRNI LD, RV E R G- LITBEEORVVBRIRE(LTHY ., K
ZME T Tt HA B B XVRE ML G % & TR B R~ DR BTNV LR LT,

Sy e 1000 mg/kg #5- 8 CiI M HIE R A AR EMEMEEEZ R U, RBEOZE(LIZ 90 A
BIREROBRERR VIZBOCHERIN TSR, RRBROKER L OFERERMIZITRD 6N T Ve
VN, S it oD AR PR SR A AR B NI A R C R ML 7= R BR O R AE 2 (Mean+£2SD:105.6+4.8,
B/ IME~ B RAE :101.9~108.5) LOHENTE W EIEEZ R LIZR, ZOEBIORENOEEENER
IHENEB Z DI, BRYE R 5IZLAE LTIV LBz,

FERRELMED 1000 mg/ke #5-HE TIIMIRE BROBEMPB RO LI, RFEO—HIREE, Fifk, LKRFE
BAENPLE LRI ELRETEIROON T REMARFBIROR RN | MREEL R
THE R0l 28inh | BRI ELTHVRRME R 5 OEETITWEE 2Oz,

Sy it 1000 meg/kg B 5B TII R DO LIPREBOBA DB H LT, RBEOREHIB I OEKRE
WERZTRL SRBOBRBREBLOERRELZPHLNTVRNZ L, JRER ORI FABI2
CBWTHEERD ZRET (LR o2 e b, BN ENTHD LT U,

Z DA, 1000 mg/kg HBEFHEDEIZIWTHMEKFHLOEH PR DO OIS HEKTFIREL

TIBRWZEND, SR E R 5O ETII W LT, $i-, RBEOIEREME TIX y - NFILE
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FUARTFF —RIEEBMEEE R U, EPRETHY, WEEE IO EE L RR T 5%
{EBBERIN TN EDNLERME R 5 I LD E TR W L7z,
7233, 90 HHIRER DR ERER Vo 1000 mg/kg B 5 HEDHEZISU T R EDHEMARDL
Nizhs, ARBR TSRO LN o7,

2. EERCRBITBETR

14 A oEE KT %, 1000 mg/kg F5-FIZIVTHEIR PO R A AL PRl BAMEMEERL .,
MR R AV RENREEL R LU, LU, 5K TRIZIZFARDEIZADIL TR, DR H
EAEEE CHBREOEILON TN NS, BT P EOREII BROREN S
WZEICRBR LB THEEB O, T, OB FRAA LV BEITERME 2 (Mean£2SD:131.4+
27.0, B/ IME~ B R AE:119.9~154.4) JOHEN T EWEEZ R U3, O BMRE IR E I3 213
DoTe ZENLREHITHIRIL . Zh b0 BT BR B L TR T B TIIRVnEB 2 bz, Fik,
[FEEOMECTIIFBEER L BROE T RO OIS, WRAE ? (Mean+2SD:2.121.0, Fe/IME~H K fHE:
1.4~2.6) DEFARN TH o728 b, ERFEL TR TLIEETIIRNEE 2N,

1000 mg/kg & 5-FEOHECIIMIRE BEOWBA HRO LN, MRFBIOMKEALFRIREIZIW
THMWERETHEMITRDONT, FIRIZBWN TSR E IR D LN -T2 h, BREHREL
THYVEEEMEZRETIETIIRW BT Uiz, 2O, REOR CIIABRBIURENEE
BOEMBRDLN, HETITHRBIBOEMBED LI, HIRICBWTEE RO o128,
BB P ICFBROES HZONIehoTeZenb, BRORE(L THYER B TR 5L T
TRNEH LTz,

3. AEFEFE A TR RIS IO A T R

1000 mg/kg #5-FE TIXEE RIS L O BEA RESNBAER 2R L, /RIS L O R ERSME
Tliz, LinL, BAEEEEREICIIR BB 2137224 HE A OB T REOEMBRAD bvieh o7z,
T, BRI PO T RBUI BB R CEIROLN T HIERKEBLIOERRILEE
X AbNRD 0Tz, LIeRoT HA I3HEIR, BRICITEEII R EREOIE- BIRAEFELETSE
BEEZ b,

1000 mg/kg BED 1 M TRREPHERRINRD o720 MR CTHRZEEMIL 1 FlICFED DTS,
F7-, 100 mg/kg HE-FETIE 2 BHEARIEDHERSN7223, 300 mg/kg H G-HEIB LT 1000 mg/kg & 54
TERTEBMIIRD O TR, Lcdi> T, RERBIOEIRE (R R) ICIIBRmER 52X
DEENIIRN I LT,

mEE
RE#R G =M EAET RIZBVN T 1000 mg/kg &% 53 CHBRME ORIBIEICER T5E & 2607
—iBMEOHESPBREINTZDHRTHT2IEDD, RRBREH TICBITAEFB A~ L OBEWIZS
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T 5 FIE R E R B IMEREL DI 1000 me/kg/day, EFEF AT LOWREER I+ 5%
FMERIL 1000 mg/kg G THERBICA R HEROKTAFEDDNIZZEND 300 mg/ke/day
EEZZ b,

BE 3
D T~"FIATETF— Ty VS 90 B ERKER #5538k | GABRE = C-13-006)

2) [l 7> %R s ER 085k R A B ARROSE T — 4 X RRED
Lol REFSERTAEEREE 37 4. 2015, p8-25
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Annex A

LR A

20155084198

3_{?{ LR TRENSH IR
F103-

03-0023
WAMPRE HFRAET4T H10
TEL: 03(5640)8860 FAX: 03(56

B - Hexyl Acetate -

BS2— F : A0032 & GR MZOwY b NWQZH YIE B4
CASH © 142-92-7

mA R ARGl
MME(GC) 99.5 % 99.0 %L E
HeIE (20/20) 0.8745 0.8720 ~ 0.8760
JEHTE n20/D 1.4091 1.4070 ~ 1.4100

URSAVICREREh oDy b i?ﬂ\ EBOTIVT 7Y b ERFOMBEDE THIRIESHTTY .
T, HARERORS LY ET.
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Annex B
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Annex C

® B E B

v v b #F 5 : NWQZH

REERABRE R

HBRE S :R-15-003

SOP/CHE/001

RRES :R-15-003

L8 & MEaail SER B : 2015429 17H
BIEEAB A :20154F9A 170 (FARER)
B :20154E9H 25 (1R 18H)
P& S BT,
AR A 5
e | mEmE | aRY | mooxY | BB | MEEE | aRY | @eox? | B
(mg/mL) BE (mg/mL) (%) (%) &5 (mg/mL) (%) (%) (%)
25.0 1 26.2 104.8 101.2 7 957 | 1028 101.2 99.2
2 26.0 104.0 100.4 8 25.4 101.6 100.0 98.1
3 25.6 102.4 98.8 9 25.2 100.8 99.2 97.3
i 25.9 103.7. A 25.4 101.7 98.2
250 4 253 101.2 100.0 10 250 100.0 100.0 98.8
5 252 100.8 99.6 11 251 100.4 100.4 99.2
6 253 101.2 100.0 12 248 99.2 99.2 98.0
F 253 101.1 R 250 99.9 98.7

a) 1 B BIERORERE / FBRE X 100

7

b) : B HERFORIERE /A HERO TSR ERE X 100

o): FRIESORIERE,/ FEIOFHR ERE X 100

BB RS KO E BN EN TR ED.0~110.0%. =, FRITBREDIIL XN EN TN EHEDI0.0~110.0% LA THY, 132,
FE DR ERE AR E R Z0ORIEBE DL RER) DEHEN0.0% A L2 RTHIFE TS
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Annex D
SOP/CHE/001
REES : R-15-003
2 B ® B & R
W HE - BB~ A4 B: 20154594 281
oy hE S NWQZH BESA B: 20154598 28H
g * : byEE=IH
o | PRRE® | wEnEe |womenxo| TR | wesm | PFOC
( mg/mL )| ( mg/mL ) ( mg/mL ) (%) (%) (%)
13 26.4 105.6 101.1
14 25.0 26.1 26.1 104.4 - 104.5 100.0
15 25.9 103.6 99.2
16 77.3 103.1 99.4
17 75.0 77.4 77.8 103.2 103.7 99.5
18 78.6 104.8 101.0
19 245 98.0 98.8
20 250 249 248 99.6 99.1 100.4
21 249 99.6 100.4

SEHE B SERRLE R 0090.0~110.0%, F-HIERBE DXL H>EAEHMEDI0.0~110.0%2LHET S
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 1-1. General conditions of male rats

RABRE 5 :R-15-003

Group Number of males Days of administration
and general conditions 1 2 3 4 5 6 7 8 2 10 11 12 13 14 15 16 17 18 19 20 21 22 23 4 25
Pre_Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: com oil) Number of males 12012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General No 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HA 100 mp/kg Number of males 12012 12 12 12 12 2 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 112 12 12 11 1
Skin, Crust formation 9 0 0 o0 ¢ 0 0 O 0o 0 0O 0 0O O O O o O 0 0 0 0 0 o0 O 0 0 0O o 0 0 0 0 0 0o ¢ O O O 0 0 0 0 0 0 0 O O 1 1
HA 300 mghg Numbser of males 12 12 12 12 12 12 12 12 12 12 42 12 12 12 12 12 12 12 12 12 12 1 ono1nonmo1o1onono1irono1irononoionomnmo1no1mnmo1oiononomo1mo1nor 1 1mn
General appearance, No abnormality 12012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 1t 11 omo1o1no1oaoaro1mo1ro1ro1oiro1mo1ro1o1mo1o1o1nonomonoarotoiro1on
General appearance, Death ¢ 0 0 0 © 0 0 0 0 0 0 0 0 0 0 0 0 0 o0 O 1 0 0 0 0 0 0 0 0 0 0 0 0O 0 0o 0 O 0 0 0 0O 0 O 0 0 0 0 0 0 0
HA 1000 mg/kg Number of males 12 012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 2012 12 12 12 12 1 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 12 12 12 12 12 12 12 12 1212
Mouth, Salivation o 0 0 0 0 © 0 0 0 60 0 0 0 O 0 0 ¢ 0 0 O 0 0 O 0 0 0 0 O o 6 0 o0 0 0o 0O ¢ 0 0 ¢ 2 ©0 0 0 0 O O 0 0 0 o
Pre: Before Post: after istrat
Group Number of males Days of administration
and general conditions. 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Control (vehicle: com oil} Number of males 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
General No 1212 12 12 12 12 12 12 12 12 12 12 12 12 32 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 17
HA 100 mgkg Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 iz 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality U © T U VN A U U SN © S e U U O U VN G U A U A U A U U 3 A S SO D A A S S O B 1 |
Skin, Crust formation 1 1 1 1 1 1 1 1 1 0 o 06 ¢ 0 ¢ 0 0 0 0 O 0 O O O O 1 1 1 1 1 1 1 1 1
Fur, Hair, Coat, Loss of fur 6 0 o0 0 0 0 o0 0o o 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
HA 300 mgkg Number of males ) L T S S e & O I b b e O b L L e B L b b e b 0 b 0 S e A O D S O D A |
General No L R U U O O VD D UV O U S S U 6 D D S U 5 © VD U 5 O O e VO U U VN © VN © U S O WD ¥ U Y WY S
HA 1000 mgkg Number of males 12012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 42 12 12 12 12 12 12 12 12 12 12 12 7
General appearance, No abnormality 12012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 0 12 11 12 12 1 10 1nooo1no1uonoouon 6
Skin, Crust formation o ¢ o 0 ¢ 0o o0 0 O 0 ¢ o o o 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1 1
Mouth, Salivation 0 0 0 0 0 0 0 0 O© 0 0 0 0 0 0 0 1 0 1 ¢ 0 © 1 0 0 0 O 0 0 0 0 0 0 0
Pre: Before Post: after i i
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 1-2. General conditions of male rats at the recovery period

Group Number of males Days of recovery
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control (vehicle: corn oil) Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 s 5§ 5 5§ 5 S5 5 5 5 5 5 5 5§ 5
HA 1000 mgkg Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5 5 5 5 55 5 4 4 4 4 4 4
Skin, Crust formation o o o0 o 0 0 0o O 0 1 1 1 0 0 0
Fur, Hair, Coat, Loss of fur 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 2-1. General conditions of female rats

Group Number of females Day s of administration
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: corn oil) Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HA 100 mgkg Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
. General appearance, No abnormality 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HA 300 mgkg Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
"General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HA 1000 mgkg Number of females 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration.

Group Number of females Days of administration
and general conditions 15 16 17 18 19 20 21 22 23 24 25 26 27 28
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: corn oil) Number of females 12 12 11 11 9 9 4 4 2 2 2 2 2 2 1 1 1 1 1 1 1 1 1 1 1 1 1 1
General appearance, No abnormality 12 12 11 11 9 9 4 4 2 2 2 2 2 2 1 1 1 1 1 1 1 1 1 1 1 1 1
HA 100 mgkg Number of females 2 12 w0 10 7 7 7 7 2 2 2 2 2 2 2 2 1 1 1 1 1 1 1 1 1 1 1 1
General appearance, No abnormality 12 12 10 10 7 7 7 7 2 2 2 2 2 2 2 2 1 1 1 1 1 1 1 1 1 1 1 1
HA 300 mgkg Number of females 12 12 8 8 8 8 3 3 1 1 o o o o0 o O O O O O O O O O O O 0 O
General appearance, No abnormality 12 12 8 8 8 8 3 3 1 1 0o 0 0 ¢ 0 0 0 O 0 0 o 0 0 0 0 0 0 0
HA 1000 mgkg Number of females 2 12 8 8 7 7 3 3 1 1 1 1 1 1 1 1 1 1 1 1 1.1 1 1 1 1 1 1
General appearance, No abnormality 1 12 8 8 7 7 3 3 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Excretion, Reddish urine 1 o o o o0 o0 o0 o0 O o0 O O o o0 O OO o O O O O O O O O O 0 o0

Pre: Before administration, Post: after administration,

31



AERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 2-2. General conditions of female rats, satellite group

Group Number of females Days of
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control {vehicle: com oil) Number of females 10 10 10 106 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
General No i 10 10 10 10 10 10 10 10 10 10 0 10 10 10 10 10 16 10 10 10 10 0 10 10 10 0 10 10 10 10 10 10 10 10 10 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10
HA 1000 mghkg Number of females 10 10 10 10 10 10 10 10 10 10 16 10 10 10 10 10 10 10 10 10 106 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
General No i 10 10 16 10 10 [0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 0 10 10 10 10 10 10 0 10 10 W 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Pre: Before administration, Post: after )
Group Number of females Days of
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Control (vehicle: com oil) Number of females 10 10 10 0 10 10 10 10 10 10 10 10 10,10 10 10 10 10 10 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
General No i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
HA 1000 mg/kg Number of females o 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
General app No ab i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Pre: Before administration, Post: after
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 2-3. General conditions of female rats at the recovery period

Group Number of females Days of recovery
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control (vehicle: corn oil) Number of females 5 5 S 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
HA 1000 mgkg Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 S 5 5 5 5 S 5 5 5 5 5 5 5 5
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FRERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 3. General conditions in dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 0 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: corn oil) Number of dams 11 11 1 1 11 1r 11 11 11 11 1r 11 11 tr 11 11 11 1 11 11 1 o1 11 11 1111
General appearance, No abnormality S O S O A O S O S O S O S S O S O S S O S S S O S S S O S N U R Y O S R S U P R S A B |
HA 100 mgkg Number of dams 100 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
General appearance, No abnormality 100 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
HA 300 mgkg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
HA 1000 mg/kg Number of dams im 1m 1 11 11 11 1r 11 1 1 11 1 1 11 11 11 i 11 1 11 1 1 11 11 11 11 11 11
General ap pearance, No abnormality it 11 11 11 11 1t 1t 11 11 11 11 1 11 11 w0 10 10 10 10 10 10 10 10 10 10 10 10 10
Skin, Crust formation o 0 o o o o0 o0 O O O O O O 0 1 1 1 1 1 1 1 1 1 1 0 0 0 O
Fur, Hair, Coat, Loss of fur o o0 o o0 0 o o0 O O O O O O O O O O O O 0 O o0 0 0 1 1 1 1

Pre: Before administration, Post: after administration.

Table 3 (continued). General conditions in dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 14 15 16 17 18 19 20 21 22
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: corn oil) Number of dams m 1 n 11 11 1 1 11 11 11 11 11 11 1 1 11 2 2
General appearance, No abnormality 1 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 2 2
HA 100 mg/kg Number of dams 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1 1
General appearance, No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1 1
HA 300 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 1
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 1
HA 1000 mg/kg Number of dams 1 111 11 11 11 11 11 1 1 1 11 11 11 11 10 10 3 3
General appearance, No abnormality 10 10 10 10 10 10 11 1 11 11 11 11 11 11 10 10 3 3
Fur, Hair, Coat, Loss of fur 1 1 1 1 1 1 0 0 0 0 0 0 0 0 o0 0 0 0

Pre: Before administration, Post: after administration.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 4. General conditions in dams during lactation

Group Number of dams Days of lactation
and general conditions 0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Control (vehicle: corn oil) Number of dams 8 § 11 11 11 11 11 11 11 11 11
General appearance, No abnormality 8 § 11 11 11 11 11 11 11 11 11
HA 100 mgkg Number of dams 7 7 10 10 10 10 10 10 10 10 10
: General appearance, No abnormality 7 7 10 10 10 10 10 10 10 10 10
HA 300 mgkg Number of dams 0 10 11 11 11 11 11 11 11 11 11
General appearance, No abnormality 0w 10 11 11 11 11 11 11 11 11 11
HA 1000 mgkg Number of dams 5 5 11 11 11 11 11 11 11 11 11
Gengral appearance, No abnormality 5 s§ 1 11 11 1t 11 11 11 11 1

Pre: Before administration, Post: after administration.
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AERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 5. Detailed clinical observations of male rats

Initial number
Findings Group of Pre-treatment Days of treatment Days of recovery
animals 8 15 23 29 35 @ 7 14
[Fur] Control (vehicle: corn oil) 12 0 b 0 0 0 0 0 0 0 0
Crust formation/Loss of fur HA 100 mg/kg 12 0 0 0 0 1 1 1
HA 300 mg/kg 12 0 0 0 Ay o0 an o gy o0 g o an
HA 1000 mg/kg 12 0 0 0 0 0 0 1 0 1
[Urination] Control (vehicle: com oil) 12 5° 3 3 4 4 10 3 3 0
(frequency/30sec) HA 100 mg/kg 12 2 1 0 1 2 2 2
HA 300 mg/kg 12 4 0 1 an 1Ay 2 an o 3 oan 2 an
HA 1000 mg/kg 12 6 1 3 2 4 6 5 1 0
[Defecation] Control (vehicle: comn oil) 12 1°¢ 0 0 0 0 1 0 0 0
(frequency/30sec) HA 100 mg/kg 12 1 1 0 0 0 1 0
HA 300 mg/kg 12 0 0 0 Qan 0 an 0 (11 0 an 0 (11
HA 1000 mg/kg 12 0 0 0 0 0 0 0 0 0

® 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 group.

Figures in parenthese indicate number of animals.
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ABRE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 6-1. Detailed clinical observations of female rats

Initial number
Findings Group of Pre-treatment Days of treatment The lactation period
animals 8 15 23 29 35 42 49

[Fur] Control (vehicle: corn oil) 12 0" 0 0 0 0 0 0 @ 0 ) 0 1
Crust formation HA 100 mg/kg 12 0 0 0 0 0 0 0o @ 0 0 (10
HA 300 mg/kg 12 0 0 0 0 0 0 0 © 0 (0 0 (1)

HA 1000 mg/kg 12 0 0 0 0 1 0 o M 0 0 a1

[Urination] Control (vehicle: com oil) 12 2 b 0 0 0 0 0 0 0)) 0 6] 0 an
(frequency/30sec) HA 100 mg/kg 12 1 1 0 1 1 0 0o @ 0 O 0 (10
HA 300 mg/kg 12 1 0 0 0 0 0 0 ©® 0 (© 0 11

HA 1000 mg/kg 12 1 0 0 1 0 1 0o 1 0 0 an

[Defecation] Control (vehicle: com oil) 12 0® 0 0 0 0 0 0o @ 0 0
(frequency/30sec) HA 100 mg/kg 12 0 0 0 0 0 0 o @ o0 0 (10
HA 300 mg/kg 12 0 0 0 0 0 0 0o ©® 0 (0 0 an

HA 1000 mg/kg 12 0 0 0 0 0 0 o W 0 0 an

* Values represent number of animals with the findings.
b

Values represent total score of each group.
Figures in parenthese indicate number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 6-2. Detailed clinical observations of female rats, satellite group

Initial number
Findings Group of Pre-treatment Days of treatment Days of recovery *
animals 8 15 23 29 35 # 7 14
[Urination] Control (vehicle: com oil) 10 0 1 0 0 0 0 0 0 0
(frequency/30sec)
HA 1000 mg/kg 10 0 0 1 0 1 0 0 0 0
[Defecation] Control (vehicle: com oil) 10 0 b 0 0 0 0 0 0 0 0
(frequency/30sec)
HA 1000 mg/kg 10 0 0 0 0 0 0 0 0 0

* The recovery test was performed in 5 animals for each of the 0 and 1000 mg/kg groups.
® Values represent total score of each group.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 7-1. Body weights of male rats

ABR%E 5 :R-15-003

Group Control (vehicle: corn oil) HA 100 mgkg HA 300 mgkg HA 1000 mgkg

Number of males 12 12 12 12

Days of administration
1 4017 = 17.6 4014 £ 19.7 4008 £ 172 4020 £ 199
4 4142 = 19.6 4159 = 243 415.1 £ 223 416.7 £ 228
7 4248 + 214 4273 + 295 4264 + 275 4303 + 24.0
14 4453 + 225 448.0 = 332 453.0 = 313 (11 4573 + 307
21 4657 + 255 4652 £ 345 4724 = 343 (11) 4797 £ 365
28 4913 * 27.8 4849 + 37.8 4974 £ 365 (11) 505.0 £ 413
35 5093 + 302 506.7 + 424 5175 + 404 (11) 527.0 £ 46.8
42 5214 « 35.7 5188 £ 43.0 5273 £ 447 (11) 5404 £ 509

Each value shows mean (g) + S.D.

Significantly different from the control group (*
Figures in parentheses indicate number of males.

: P<0.05, **: P<0.01).
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RERES :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 7-2. Body weights of male rats at the recovery period

Group Control (vehicle: corn oil) HA 1000 mg/kg
Number of males : 5 5
Days of recovery
1 5207 £ 125 543.6 + 469
7 5369 = 15.0 563.5 + 47.8
14 5505 + 155 5732 + 443
Each value shows mean (g) £ S.D.

Significantly different from the control group (*: P<0.03, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 8-1. Body weights of female rats

Group Control (vehicle: corn oil) HA 100 mgkg HA 300 mgkg HA 1000 mg/kg

Number of females 12 12 12 12

Days of administration
1 2423 + 103 2345 £ 9.7 2366 = 93 2385 = 12.8
4 2482 + 13.1 2413 = 124 240.1 £ 126 2447 = 12.8
7 251.3 + 11.6 2444 £ 14.7 245.1 = 104 2493 + 145
14 259.7 £ 13.8 254.8 + 14.2 2526 £ 132 2560 = 17.8

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 8-2. Body weights of female rats, satellite group

Group Control (vehicle: corn oil) HA 1000 mgkg

Number of females 10 10

Days of administration
1 2404 + 13.8 2403 + 13.6
4 2473 + 133 2494 £ 13.0
7 2522 + 117 2566 + 13.9
14 2653 + 15.9 2673 + 18.7
21 2734 £ 18.0 2729 + 16.7
28 278.5 + 17.5 282.7 £ 18.1
35 2849 = 179 294.1 £+ 202
42 2903 + 186 3009 + 223

Each value shows mean (g) = S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).

42

HBRFE 5 :R-15-003



HERE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 8-3. Body weights of female rats at the recovery period

Group Control (vehicle: corn oil) HA 1000 mgkg
Number of females 5 5
Days of recovery
1 288.1 £ 250 2884 = 11.2
7 293.1 = 242 2942 + 11.6
14 297.8 £ 299 301.8 £ 132

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABR%E 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 9. Body weights of dams during pregnancy

Group Control (vehicle: corn oil) HA 100 mgkg HA 300 mgkg HA 1000 mg/kg

Number of dams 11 10 12 11

Days of pregnancy
0 2715 + 12.8 2609 + 15.3 2649 = 13.9 262.9 + 15.2
7 306.3 + 17.1 300.0 £ 152 300.2 + 17.5 301.8 = 17.6
14 3423 + 19.8 3372 £ 185 3347 = 22.7 3353 + 20.7
20 423.1 £ 244 419.0 £ 25.2 4124 = 339 408.3 + 29.1

Each value shows mean + S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<(0.01).
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HEBRE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 10. Body weights of dams during lactation

Group Control (vehicle: corn oil) HA 100 mg/kg HA 300 mgkg HA 1000 mgkg
Number of dams 11 10 11 11
Days of lactation
0 3272 £ 202 3234 £ 249 319.9 + 27.8 333.8 £ 19.9
4 335.1 £ 179 3356 £ 17.6 333.6 + 25.6 337.1 £ 223
Each value shows mean + S.D. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 11-1. Food consumption of male rats

Group Control (vehicle: corn oil) HA 100 mgkg HA 300 mg/kg HA 1000 mg/keg
Number of males 12 12 12 12
Days of administration
266 £ 4.0 274 = 3.0 275 £ 3.1 270 £ 3.9
7 257 £ 3.0 269 + 3.0 259 + 3.6 26.1 £ 33
14 241 £ 2.6 239 = 2.1 251 = 43 (11) 247 £ 2.6
29 246 = 3.0 252 + 28 250 £ 32 (11) 255 + 34
35 228 + 4.8 231 £ 19 235 £ 39 (11 235 £ 3.0
41 250 £ 35 255 £ 3.6 244 + 35 (11) 251 £ 43

Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of males.
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RBR%E 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 11-2. Food consumption of male rats at the recovery period

Group Control (vehicle: corn oil) HA 1000 mg/kg
Number of males 5 3
Days of recovery
6 312 £ 3.2 327 + 5.1
12 309 £ 3.0 335 £+ 29
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABR%E 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 12-1. Food consumption of female rats

Group Control (vehicle: corn oil) HA 100 mgkg HA 300 mgkg HA 1000 mgkeg

Number of females 12 12 12 12

Days of administration
1 169 = 33 182 = 27 180 £ 29 171 £ 39
7 164 £ 28 168 = 26 166 £+ 3.6 170 £ 3.9
14 177 £ 3.6 153 £ 3.8 169 £ 22 17.1 = 238

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABRE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 12-2. Food consumption of female rats, satellite group

Group Control (vehicle: corn oil) HA 1000 mg/kg

Number of females 10 10

Days of administration
1 199 + 1.9 197 = 27
7 179 + 3.1 178 =+ 29
14 174 + 1.8 179 + 29
21 186 = 16 188 £ 1.7
29 179 = 20 187 = 1.8
35 144 = 33 169 = 23
41 16.1 = 37 185 = 25

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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R BR%E 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 12-3. Food consumption of female rats at the recovery period

Group Control (vehicle: corn oil) HA 1000 mg/kg
Number of females 5 5
Days of recovery
6 202 £ 25 190 £ 27
12 214 + 1.8 208 =+ 24
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 13. Food consumption in dams during pregnancy

Group Control (vehicle: corn oil) HA 100 mgkg HA 300 mg/kg HA 1000 mgkg

Number of dams 11 10 12 11

Days of pregnancy :
0 ) 179 £+ 1.9 188 £+ 1.6 182 = 2.1 17.0 £+ 4.0
7 240 £ 44 235+ 26 23.1 £ 3.1 232+ 25
14 241+ 2.5 228+ 25 224+ 34 234+ 38
20 212+ 2.1 22,7 £ 3.1 220+ 43 219 £ 3.6

Each value shows mean + S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Table 14. Food consumption in dams during lactation

Group Control (vehicle: corn oil) HA 100 mg/kg HA 300 mgkg HA 1000 mg/kg
Number of dams 11 ‘ 10 11 11
Days of lactation

3 39.1 £ 5.8 39.6 £ 7.0 39.6 + 8.6 37.0 £ 838
Each value shows mean + S.D. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 15. Functional findings of male rats at the end of the dosing period

HRERFE B :R-15-003

Group Control (vehicle: corn oil) HA 100 mg/kg HA 300 mg/kg HA 1000 mg/kg
Number of animals 5 5 5 5
Righting reflex 100 100 100 100
Visual placing 100 100 100 100
Pupillary reflex 100 100 100 100
Startle reaction 100 100 100 100
Preyer's reaction 100 100 100 100
Withdrawal reflex 100 100 100 100
Eyelid reflex 100 100 100 100

Values represent % of animals showing normal responses.
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FHBRE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 16. Functional findings of female rats at the end of the dosing period

Group Control (vehicle: corn oil) HA 100 mg/kg HA 300 mg/kg HA 1000 mg/kg

Female, dam
Number of animals 5 5 5 5
Righting reflex 100 100 100 100
Visual placing 100 100 100 100
Pupillary reflex 100 100 100 100
Startle reaction 100 100 100 100
Preyer's reaction 100 100 100 100
Withdrawal reflex 100 100 100 100
Eyelid reflex 100 100 100 100

Female, satellite groups

Number of animals 5 5

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

Values represent % of animals showing normal responses.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 17. Assessment of grip strength of male rats

B E = R-15-003

Group Control (vehicle: corn oil) HA 100 mg/kg HA 300 mg/kg HA 1000 mg/kg
Number of males 5 5 5 5
Administration period
Forelimb 0.922 + 0.148 0.852 + 0.147 0.953 + 0.265 0.956 + 0.230
Hindlimb 0481 + 0.062 0.420 + 0.056 0452 + 0.083 0.505 + 0.145

Each value shows mean (kg) +S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 18. Assessment of grip strength of female rats

AERE 5 R-15-003

Group Control (vehicle: com oil) HA 100 mg/kg HA 300 mg/kg HA 1000 mg/kg
Number of females 5 5 5 5
Administration period
Forelimb 0.810 + 0.135 0.823 + 0.068 0.892 + 0.117 0.898 + 0.094
Hindlimb 0.447 + 0.114 0461 + 0.121 0.493 .+ 0.050 0.502 + 0.076

Each value shows mean (kg) £S.D.
Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 19. Assessment of grip strength of female rats, satellite group

Group Control (vehicle: com oil) HA 1000 mg/kg
Number of fermales 5 5
Administration period
Forelimb 0.681 + 0.214 0.891 + 0.054
Hindlimb 0413 + 0.017 0.465 + 0.088

Each value shows mean (kg) +S.D.
Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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RBRES :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 20. Motor activity of male rats

Group Control (vehicle: corn oil) HA 100 mg/kg HA 300 mg/kg HA 1000 mg/kg
Number of males 5 5 5 5
Administration period
Ambulation (counts)
Smin 1309 + 289 1258 + 143 1217 + 101 1117 + 170
10min 1213 + 405 1046 + 130 1027 + 176 937 + 242
15min 966 =+ 379 848 =+ 198 1054 + 94 775 + 282
20min 895 =+ 183 693 + 239 810 =+ 231 539 + 311
Total 4383 + 1174 3844 + 560 4108 + 555 3368 + 889
Rearing (counts)
Smin 27 +£2 26 £ 4 31 £9 30 £5
10min 20 £ 6 18 =7 22 £ 12 21 £+ 12
15min 15 £5 11 +8 17 £5 14 £9
20min 11 £38 9 +£9 9 £5 8 =6
Total 72 £7 65 = 18 79 + 25 73 + 25

Each value shows mean+S.D.
Significantly different fromthe control group (*: P<0.05, **:P<(.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 21. Motor activity of female rats

ABRE 5 :R-15-003

Group Control (vehicle: com oil) HA 100 mg/kg HA 300 mg/kg HA 1000 mg/kg
Number of females _ 5 5 5 5
Administration period
Ambulation (counts)
5min 1309 + 182 1122 + 88 1073 + 189 1165 =+ 156
10min 928 + 250 975 + 105 777 + 145 918 =+ 250
15min 1001 =+ 289 879 + 169 564 + 285 660 =+ 243
20min 760 + 301 767 + 166 417 =+ 231 649 =+ 168
Total 3997 + 928 3744 * 439 2831 =+ 620 3392 =+ 671
Rearing (counts)
Smin 34 +8 31 +7 26 + 8 31 £5
10min 13 £9 24 + 8 13 £7 16 £6
15min 12 £ 15 14 £7 6 =7 8§ £8
20min 9 £6 10 £6 3 +£3 7 £5
Total 68 =+ 20 80 =24 47 + 14 62 +6

Each value shows mean+S.D.
Significantly different fromthe control group (*: P<0.05, **:P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 22. Motor activity of female rats, satellite group

Group : Control (vehicle: corn oil) HA 1000 mg/kg
Number of females 5 5

Administration period

Ambulation (counts)

Smin 1264 + 310 1278 + 49
10min 1178 =+ 311 1205 + 152
15min 1086 =+ 263 1252 £+ 129
20min 985 =+ 259 1135 + 209
Total 4513 + 1118 4871 + 431

Rearing (counts)

Smin 37 £8 36 +9
10min 34 + 12 31 £8
15min 29 =16 40 + 20
20min 23 £ 13 32 +£19
Total 122 + 40 138 + 38

Each value shows mean+S.D.
Significantly different fromthe control group (*: P<0.05, **:P<0.01).
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RERE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral
administration in rats

Table 23-1. Urinalysis in male rats

Group Control (vehicle: com oil) HA 100 mgfkg HA 300 mgkg HA 1000 mg/kg
Number of males 5 5 5 5
pH
<50 0 0 0 0
5.5 0 0 0 0
6.0 0 0 0 0
6.5 1 1 1 1
7.0 2 2 0 2
75 0 1 1 1
8.0 1 1 2 1
85 0 0 1 0
29.0 1 0 0 0
Protein
- (negative) 0 0 0 0
+(10 < and < 30 mg/dL) 0 0 1 2
+ (30 < and < 100 mg/dL) 2 1 3 1
2+ (100 £ and < 300 mg/dL) 3 4 1 2
3+ (300 < and < 600 mg/dL) 0 0 0 0
4+ (600 mg/dL <) 0 0 0 0
Glucose
- (negative) 5 5 5 5
+(30 < and < 70 mg/dL) 0 0 0 0
+ (70 < and < 150 mg/dL) 0 0 0 0
2+ (150 < and < 300 mg/dL) 0 0 0 0
3+ (300 < and < 1,000 mg/dL) 0 0 0 0
4+ (1,000 mg/dL <) 0 0 0 0
Ketone
- (negative) 0 0 1 1
+(5 < and < 10 mg/dL) 1 0 0 1
+ (10 < and < 40 mg/dL) 4 5 4 3
2+ (40 < and < 80 mgdL) 0 0 0 0
3+ (80 < and < 150 mg/dL) 0 0 0 0
4+ (150 mg/dL <) 0 0 0 0
Bilirubin
- (negative) 5 5 5 5
+(0.5 < and < 2.0 mg/dL) 0 0 0 0
2+ (2.0 £ and < 6.0 mg/dL) 0 0 0 0
3+ (6.0 < and < 10.0 mg/dL) 0 0 0 0
4+ (10.0 mg/dL <) 0 0 0 0
Occult blood
- (negative) 5 5 5 5
+(0.03 < and <0.06 mg/dL) 0 0 0 0
+(0.06 < and <0.20 mg/dL) 0 0 0 0
2+ (0.20 < and < 1.00 mg/dL) 0 0 0 0
3+ (1.00 mg/dL <) 0 0 0 0
Urobilinogen
=+ (normal) 1 1 4 4
+(2.0 < and < 4.0 mg/dL) 4 2 1 1
2+ (4.0 < and < 8.0 mg/dL) 0 2 0 0
3+ (8.0 < and < 12.0 mg/dL) 0 0 0 0
4+ (12.0 mg/idL <) 0 0 0 0
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R 5 1 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral
administration in rats

Table 23-1 (continued). Urinalysis in male rats

Group Control (vehicle: corn oil) HA 100 mgkg HA 300 mgkg HA 1000 mg/kg
Number of males 5 5 5 5
Color
light yellow 3 3 5 4
yellow 2 2 0 1
yellowish brown 0 0 0 0
brown 0 0 0 0
bloody 0 0 0 0
Turbidity
- (negative) 5 5 5 5
+(trace) 0 0 0 0
+ (slight) 0 0 0 0
2+ (moderate) 0 0 0 0
3+ (marked) 0 0 0 0
Red Blood cells
- (not observed) 5 5 5 5
+(1-9/3 visual field) 0 0 0 0
+ (10-99/3 visual field) 0 0 0 0
2+ (100-299/3 visual field) 0 0 0 0
3+ (=300/3 visual field) 0 0 0 0
White Blood cells
- (not observed) 5 5 5 5
+(1-9/3 visual field) 0 0 0 0
+(10-99/3 visual ficld) 0 0 0 0
2+ (100-299/3 visual field) 0 0 0 0
3+ (=300/3 visual field) 0 0 0 0
Casts
- (not observed) 5 5 5 5
+(1-9/3 visual field) 0 0 0 0
+(10-99/3 visual field) 0 0 0 0
2+ (100-299/3 visual field) 0 0 0 0
3+ (=300/3 visual field) 0 0 0 0
Cristals
- (not observed) 0 0 1 1
+(a few) 5 5 4 4
+ (abundant) 0 0 0 0
Epithelial cells
- (not observed) 5 5 5 5
+(a few) 0 0 0
+ (abundant) 0 0 0 0
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 23-2. Urinalysis in male rats

HAERE 5 :R-15-003

Group Control (vehicle: corn oil) HA 100 mgkg HA 300 mgkg HA 1000 mg/kg
Number of males 5 5
Urine volume (mL/24hr) 157 + 9.6 151 =+ 5.3 198 = 19.0 19.5 =+ 14.1
Specific gravity ) 1.059 = 0.019 1.062 + 0.015 1.060 =+ 0.025 1.057 + 0.021
Electrolyte, density
Na(mEq/L) 116.6 =+ 415 1202 + 29.5 111.7 + 482 1135 = 444
K(mEq/L) 268.61 =+ 93.37 290.83 =+ 74.51 263.83 = 113.56 26231 = 107.29
Cl(mEg/L) 1563 =+ 55.2 166.1 =+ 46.1 1494 = 70.2 159.1 =+ 60.9
Electrolyte, gross volume
Na(mEgq/24hr) 1.58 + 0.34 1.70 = 0.17 161 =+ 0.53 1.79 =+ 0.29
K(mEgq/24hr) 356 = 0.46 410 = 0.16 357 =+ 0.56 403 = 0.42
Cl(mEq/24hr) 209 =+ 0.37 233 = 0.16 206 = 0.61 247 =% 0.25

Each value shows mean + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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ARRE 5 R-15-003
Combined repeat dose and reproductive/developmentél toxicity screening test of Hexyl acetate by oral
administration in rats

Table 23-3. Urinalysis in male rats of the recovery period

Group Control (vehicle: corn oil) HA 1000 mgkg
Number of males 5 5
pH
<50 0 0
5.5 0 0
6.0 0 0
6.5 0 0
7.0 0 2
75 1 1
8.0 2 2
8.5 2 0
=9.0 0 0
Protein
- (negative) 0 0
+(10 £ and < 30 mg/dL) 2 0
+ (30 < and < 100 mg/dL) 3 5
2+ (100 < and < 300 mg/dL) 0 0
3+ (300 < and < 600 mg/dL) 0 0
4+ (600 mg/dL <) 0 0
Glucose
- (negative) 5 5
+(30 < and < 70 mg/dL) 0 0
+(70 < and < 150 mg/dL) 0 0
2+ (150 < and < 300 mg/dL) 0 0
3+ (300 < and < 1,000 mg/dL) 0 0
4+ (1,000 mg/dL <) 0 0
Ketone
- (negative) 4 1
+(5 < and < 10 mg/dL) 1 3
+ (10 < and < 40 mg/dL) 0 1
2+ (40 < and < 80 mg/dL) 0 0
3+ (80 < and < 150 mg/dL) 0 0
4+ (150 mg/dL <) 0 0
Bilirubin
- (negative) 5 5
+ (0.5 < and < 2.0 mg/dL) 0 0
2+ (2.0 < and < 6.0 mg/dL) 0 0
3+ (6.0 < and < 10.0 mg/dL) 0 0
4+ (10.0 mg/dL <) 0 0
Occult blood
- (negative) 5 5
+(0.03 < and < 0.06 mg/dL) 0 0
+(0.06 < and <0.20 mg/dL) 0 0
2+ (0.20 < and < 1.00 mg/dL) 0 0
3+ (1.00 mgdL <) 0 0
Urobilinogen
=+ (normal) 5 4
+ (2.0 < and < 4.0 mg/dL) 0 1
2+ (4.0 < and < 8.0 mg/dL) 0 0
3+ (8.0 < and < 12.0 mg/dL) 0 0
4+ (12.0 mg/dL <) 0 0
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RBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral
administration in rats

Table 23-3 (continued). Urinalysis in male rats of the recovery period

Group Control (vehicle: corn oil) HA 1000 mgkg
Number of males 5 5
Color
light yellow 5 5
yellow 0 0
yellowish brown 0 0
brown 0 0
bloody 0 0
Turbidity
- (negative) 4 5
=+ (trace) 0 0
+ (slight) 1 0
2+ (moderate) 0 0
3+ (marked) 0 0
Red Blood cells
- (not observed) 5 5
+(1-9/3 visual field) 0 0
+ (10-99/3 visual field) 0 0
2+ (100-299/3 visual field) 0 0
3+ (=300/3 visual field) 0 0
White Blood cells
- (not observed) 5 5
+(1-9/3 visual field) 0 0
+ (10-99/3 visual field) 0 0
2+ (100-299/3 visual field) 0 0
3+ (=300/3 visual field) 0 0
Casts
- (not observed) 5 5
=+(1-9/3 visual field) 0 0
+ (10-99/3 visual field) 0 0
2+ (100-299/3 visual field) 0 0
3+ (=300/3 visual field) 0 0
Cristals
- (not observed) 1
=+(afew) 4 5
+ (abundant) 0
Epithelial cells
- (not observed) 5 5
+(a few) 0
+ (abundant) 0 0
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RBR%E 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 23-4. Urinalysis in male rats of the recovery period

Group Control (vehicle: corn oil) HA 1000 mgkg
Number of males 5 5
Urine volume (mL/24hr) 273 =% 6.9 188 + 5.0
Specific gravity 1.045 =+ 0.013 1.061 + 0.017
Electrolyte, density
Na(mEq/L) 974 + 19.1 1235 + 26.1
K(mEqg/L) 206.41 <+ 53.56 282.11 = 84.59
Cl(mEq/L) 136.5 =+ 30.0 168.7 =+ 475
Electrolyte, gross volume
Na(mEq/24hr) 257 0.47 222 + 0.24
K(mEq/24hr) 537 + 0.64 497 + 0.38
Cl(mEq/24hr) 3.58 =+ 0.51 299 =+ 022 *

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral
administration in rats

Table 24-1. Urinalysis in female rats, satellite group

Group Control (vehicle: corn oil) HA 1000 mg/kg
Number of females 5 5
pH
<50 0 0
5.5 0 0
6.0 0 0
6.5 4 3
7.0 1 2
7.5 0 0
8.0 0 0
8.5 0 0
=90 0 0
Protein
- (negative) 0 2
+(10 < and < 30 mg/dL) 1 1
+(30 < and < 100 mg/dL) 3 0
2+ (100 < and < 300 mg/dL) 1 2
3+ (300 < and < 600 mg/dL) 0 0
4+ (600 mg/dL <) 0 0
Glucose
- (negative) 5 5
+(30 < and < 70 mg/dL) 0 0
+(70 < and < 150 mg/dL) 0 0
2+ (150 < and < 300 mg/dL) 0 0
3+ (300 < and < 1,000 mg/dL) 0 0
4+ (1,000 mg/dL <) 0 0
Ketone
- (negative) 0 2
+(5 < and < 10 mg/dL) 4 1
+ (10 < and < 40 mg/dL) 1 2
2+ (40 < and < 80 mg/dL) 0 0
3+ (80 < and < 150 mg/dL) 0 0
4+ (150 mg/dL <) 0 0
Bilirubin
- (negative) 4 4
+(0.5 < and < 2.0 mg/dL) 1 1
2+ (2.0 £ and < 6.0 mg/dL) 0 0
3+ (6.0 < and < 10.0 mg/dL) 0 0
4+ (10.0 mg/dL <) 0 0
Occult blood
- (negative) 5 5
+(0.03 < and <0.06 mg/dL) 0 0
+(0.06 < and <0.20 mg/dL) 0 0
2+ (0.20 < and < 1.00 mg/dL) 0 0
3+ (1.00 mg/dL <) 0 0
Urobilinogen
=+ (normal) 2 3
+(2.0 < and < 4.0 mg/dL) 3 2
2+ (4.0 < and < 8.0 mg/dL) 0 0
3+ (8.0 < and < 12.0 mg/dL) 0 0
4+ (12.0 mg/dL <) 0 0
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AR E 5 1 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral
administration in rats

Table 24-1 (continued). Urinalysis in female rats, satellite group

Group Control (vehicle: corn oil) HA 1000 mgkg
Number of females 5 5
Color

light yellow 4 3

yellow 1 2

yellowish brown 0 0

brown 0 0

bloody 0 0
Turbidity

- (negative) 5 5

=+ (trace) 0 0

+ (slight) 0 0

2+ (moderate) 0 0

3+ (marked) 0 0
Red Blood cells

- (not observed) 5 5

+(1-9/3 visual field) 0 0

+ (10-99/3 visual field) 0 0

2+ (100-299/3 visual field) 0 0

3+ (=300/3 visual field) 0 0
White Blood cells

- (not observed) 5 5

+(1-9/3 visual field) 0 0

+ (10-99/3 visual field) 0 0

2+ (100-299/3 visual field) 0 0

3+ (= 300/3 visual field) 0 0
Casts

- (not observed) S 5

=+(1-9/3 visual field) 0 0

+ (10-99/3 visual field) 0 0

2+ (100-299/3 visual field) 0 0

3+ (=300/3 visual field) 0 0
Cristals

- (not observed)

+(afew) 2

+ (abundant) 0 0
Epithelial cells

- (not observed) 5 5

+(a few) 0

+ (abundant) 0 0
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HERFE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 24-2. Urinalysis in female rats, satellite group

Group Control (vehicle: corn oil) HA 1000 mg/kg
Number of females 5 5
Urine volume (mL/24hr) 11,5 =+ 5.9 140 = 7.7
Specific gravity 1.055 = 0.023 1.057 = 0.025
Electrolyte, density
Na(mEq/L) 1046 =+ 56.7 101.8 =+ 345
K(mEgq/L) 253.59 + 12262 25262 + 10554
Cl(mEq/L) 1522 =+ 83.0 159.1 =+ 68.9
Electrolyte, gross volume
Na(mEq/24hr) .09 =+ 0.56 124 =+ 0.41
K(mEq/24hr) 256 =+ 1.00 296 = 0.74
CK(mEq/24hr) ' 157 = 0.78 185 =+ 0.49

Each value shows mean % S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERZE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral
administration in rats

Table 24-3. Urinalysis in female rats of the recovery period

Group Control (vehicle: corn oil) HA 1000 mg/kg
Number of females 5 5
pH
<5.0 0 0
5.5 0 0
6.0 0 0
6.5 2 1
7.0 3 3
7.5 0 1
8.0 0 0
8.5 0 0
=9.0 0 0
Protein
- (negative) 3 2
+(10 < and < 30 mg/dL) 2 1
+(30 < and < 100 mg/dL) 0 2
2+ (100 < and < 300 mg/dL) 0 0
3+ (300 < and < 600 mg/dL) 0 0
4+ (600 mg/dL <) 0 0
Glucose
- (negative) 5 5
+(30 < and < 70 mg/dL) 0 0
+(70 < and < 150 mg/dL) 0 0
2+ (150 < and < 300 mg/dL) 0 0
3+ (300 < and < 1,000 mg/dL) 0 0
4+ (1,000 mg/dL <) 0 0
Ketone
- (negative) 5 5
+(5 < and < 10 mg/dL) 0 0
+(10 £ and < 40 mg/dL) 0 0
2+ (40 < and < 80 mg/dL) 0 0
3+ (80 < and < 150 mg/dL) 0 0
4+ (150 mg/dL <) 0 0
Bilirubin
- (negative) 5 5
+(0.5 < and < 2.0 mg/dL) 0 0
2+ (2.0 < and < 6.0 mg/dL) 0 0
3+ (6.0 < and < 10.0 mg/dL) 0 0
4+ (10.0 mg/dL <) 0 0
Occult blood
- (negative) 5 5
+(0.03 < and <0.06 mg/dL) 0 0
+(0.06 < and <0.20 mg/dL) 0 0
2+ (0.20 < and < 1.00 mg/dL) 0 0
3+ (1.00 mg/dL <) 0 0
Urobilinogen
+(normal) 5 5
+ (2.0 £ and < 4.0 mg/dL) 0 0
2+ (4.0 < and < 8.0 mg/dL) 0 0
3+ (8.0 < and < 12.0 mg/dL) 0 0
4+ (12.0 mg/dL <) 0 0
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RERE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral
administration in rats

Table 24-3 (continued). Urinalysis in female rats of the recovery period

Group Control (vehicle: corn oil) HA 1000 mg/kg
Number of females 5 5
Color
light yellow 5 5
yellow 0 0
yellowish brown 0 0
brown 0 0
bloody 0 0
Turbidity
- (negative) 5 5
= (trace)} 0 0
+ (slight) 0 0
2+ (moderate) 0 0
3+ (marked) 0 0
Red Blood cells
- (not observed) 5 5
+(1-9/3 visual field) 0 0
+ (10-99/3 visual field) 0 0
2+ (100-299/3 visual field) 0 0
3+ (=300/3 visual field) 0 0
White Blood cells
- (not observed) 5 5
+(1-9/3 visual field) 0 0
+ (10-99/3 visual field) 0 0
2+ (100-299/3 visual field) 0 0
3+ (=300/3 visual field) 0 0
Casts
- (not observed) 5 5
=+(1-9/3 visual field) 0 0
+ (10-99/3 visual field) 0 0
2+ (100-299/3 visual field) 0 0
3+ (=300/3 visual field) 0 0
Cristals
- (not observed)
+(afew) 2 4
+ (abundant) 0 0
Epithelial cells
- (not observed) 5 5
=+ (afew) 0 0
+ (abundant) 0 0
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B 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 24-4. Urinalysis in female rats of the recovery period

Group Control (vehicle: corn oil) HA 1000 mgkg
Number of females 5 5
Urine volume (mL/24hr) 172 + 8.2 165 + 43
Specific gravity 1.044 = 0.010 1.051 =+ 0.010
Electrolyte, density
Na(mEq/L) 98.1 =+ 215 1274 <+ 30.8
K(mEg/L) 181.54 =+ 34.56 234.18 =+ 49.06
Cl(mEqg/L) 1144 = 20.6 1634 =+ 39.1 *
Electrolyte, gross volume
Na(mEq/24hr) 1.59 = 0.52 203 = 0.37
K(mEq/24hr) 292 0.90 375 + 0.68
Cl(mEq/24hr) 1.86 = 0.62 2,60 =+ 0.44

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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AR E 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 25-1. Hematological findings of male rats at the end of the dosing period

Group Control (vehicle: corn oil) HA 100 mgkg HA 300 mgkg HA 1000 mgkg
Number of males 5 5 5 5

RBC 10000/uL. 798 + 56 787 + 38 814 = 15 789 + 36
HGB gdL 147 £ 1.1 144 = 07 147 + 04 142 = 04
Hematocrit % 432 + 2.7 425 £ 20 428 + 15 42,1 + 0.8
MCV L. 541 =+ 2.4 540 £ 2.7 525 = 1.9 534 x 22
MCH pg 185 + 0.9 182 = 07 180 =+ 0.5 180 + 0.4
MCHC g/dL 341 £ 0.5 338 £ 0.8 343 + 05 33.8 + 0.8
Platelet 10000/uL. 88.7 =+ 12.1 933 * 59 987 * 85 95.8 + 83
PT sec. 166 = 23 202 £ 54 181 + 2.6 172 += 29
APTT sec. 189 =+ 1.5 235 + 59 209 *= 1.7 20.1 + 23
WBC 100/uL 685 = 193 90.1 = 368 785 £ 15.1 90.6 * 14.1
Neutrophil % 185 + 54 237 + 11.6 200 + 3.2 19.6 + 4.0
Eosinophil % 24 + 0.8 14 £ 05 1.9 + 0.7 13 + 03 *
Basophil % 00 = 0.0 0.0 + 0.0 0.0 = 0.0 0.0 *= 0.1
Monocyte % 49 + 09 36 + 1.3 48 + 12 47 + 10
Lymphocyte % 742 + 64 712 = 104 733 + 4.6 744 = 35
Reticulocyte % 3.17 £ 0.32 3.10 = 0.54 3.19 + 0.60 2.89 £ 0.62

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RBRE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 25-2. Hematological findings of male rats at the end of the recovery period

Group Control (vehicle: corn oil) HA 1000 mg/kg
Number of males 5 5

RBC 10000/l 770 = 27 768 + 23
HGB g/dL 135 + 0.8 13.7 + 04
Hematocrit % 402 + 23 40.7 = 0.9
MCV fL 522 = 15 53.0 + 1.8
MCH pg 176 + 0.5 179 =+ 0.6
MCHC g/dL 336 + 02 337 + 04
Platelet 10000/uL 97.7 = 14.6 1014 + 126
PT sec. 152 + 2.1 148 + 1.2
APTT sec. 170 + 3.5 16.7 + 14
WBC 100/uL 88.1 + 253 799 £ 260
Neutrophil % 147 = 7.8 164 =+ 43
Eosinophil % 14 + 04 1.7 + 1.2
Basophil % 00 £ 00 00 + 0.1
Monocyte % 32 £ 1.0 44 £ 09
Lymphocyte % 80.7 + 84 774 = 5.7
Reticulocyte % 3.57 + 0.36 347 + 0.50

Each value shows mean = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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AE%E S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 26-1. Hematological findings of female rats at the end of the dosing period

Group Control (vehicle: corn oil) HA 100 mgkg HA 300 mgkg HA 1000 mg/kg
Number of females : 5 5 5 5

RBC 10000/l 617 + 22 632 + 48 619 + 25 657 =+ 31
HGB g/dL 123 + 0.5 122 + 07 122 + 0.6 127 + 0.6
Hematocrit % 374 + 1.8 374 £ 22 375 £ 1.8 384 =+ 1.5
MCV fL 606 = 3.1 592 =+ 2.1 60.5 =+ 3.8 585 =+ 1.0
MCH pg 199 =+ 0.7 193 + 0.5 19.7 £+ 09 193 =+ 0.2
MCHC g/dL 329 = 07 326 = 05 326 + 0.6 330 = 05
Platelet 10000/uL 106.5 + 10.1 985 =+ 7.5 980 + 7.5 111.1 £+ 228
PT sec. 135 £ 0.6 136 + 1.0 133 + 06 13.1 + 0.5
APTT sec. 146 = 05 149 + 1.1 162 + 1.6 152 + 22
WBC 100/uL 925 + 156 100.6 + 32.1 777 + 188 1032 + 21.8
Neutrophil % 27.0 £ 54 354 + 6.8 365 + 149 373 + 8.1
Eosinophil % 08 + 04 09 =+ 05 09 =+ 04 06 = 03
Basophil % 00 =+ 0.0 00 *= 0.0 00 =+ 0.0 00 = 0.0
Monocyte % 32 £ 1.2 33 £ 06 49 = 0.6 44 £ 15
Lymphocyte % 689 + 55 604 =+ 6.7 577 = 154 57.7 + 9.6
Reticulocyte % 843 =+ 0.84 7.94 + 147 7.76 + 1.36 727 + 1.34

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 26-2. Hematological findings of female rats at the end of the dosing period, satellite group

Group Control (vehicle: corn oil) HA 1000 mgkg
Number of females 5 5

RBC 10000/uL. 694 + 15 668 + 32
HGB g/dL 132 + 0.5 127 + 04
Hematocrit % 39.1 + 0.8 380 + 14
MCV fL. 564 =+ 0.5 569 + 1.6
MCH pg 19.0 = 0.3 19.0 £ 0.7
MCHC g/dL 338 + 0.6 334 £ 06
Platelet 10000/uL. 933 + 2.0 847 + 134
PT sec. 124 + 06 129 + 0.6
APTT sec. 149 =+ 2.1 15.1 + 3.3
WBC 100/uL 59.7 + 145 520 + 208
Neutrophil % 129 + 5.2 152 = 5.2
Eosinophil % 1.7 +£ 04 1.9 £+ 07
Basophil % 00 + 0.0 00 = 00
Monocyte % 31 = 09 29 £ 12
Lymphocyte % 823 + 6.1 80.0 + 5.3
Reticulocyte % 343 = 044 3.66 + 037

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 26-3. Hematological findings of female rats at the end of the recovery period

Group Control (vehicle: corn oil) HA 1000 mg/kg
Number of females 5 5

RBC 10000/uL 747 + 37 723 + 19
HGB g/dL 13.7 + 04 13.3 + 0.4
Hematocrit % 399 = 14 395 +£ 1.0
MCV L. 536 + 2.0 547 + 1.2
MCH pg 183 + 0.6 185 + 04
MCHC g/dL 342 + 03 338 £ 0.6
Platelet 10000/uL. 962 + 8.0 954 + 5.8
PT sec. 129 = 03 129 + 03
APTT sec. 149 =+ 0.6 156 = 1.3
WBC 100/uL 410 + 89 343 £+ 72
Neutrophil % 16.8 + 3.0 193 + 2.7
Eosinophil % 28 + 04 21 + 04 *
Basophil % 00 + 0.0 00 = 0.0
Monocyte % 29 + 04 30 + 03
Lymphocyte % 775 + 34 75.6 + 2.8
Reticulocyte % 3.16 £ 1.06 330 + 0.83

Each value shows mean £ S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).

77



RBREE:R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 27-1. Biochemical findings of male rats at the end of the dosing period

Group Control (vehicle: corn oil) HA 100 mg/kg HA 300 mgkg HA 1000 mgkg
Number of males 5 5 5 5

Total protein g/dL 47 + 0.1 48 + 04 46 = 0.3 48 + 04
Albumin g/dL 32 + 0.1 32 + 0.2 31 £ 03 32 + 0.2
A/G 225 + 021 195 + 033 2.02 *+ 0.17 199 + 0.16
Glucose mg/dL 125 + 19 126 + 7 138 + 10 117 £ 5
Total cholesterol mg/dL 43 = 5 45 £ 9 47 £ 9 51 = 11
Trigly ceride mg/dL 41 + 10 41 + 22 38 + 18 41 £ 10
Phospholipid mg/dL 78 + 9 82 =+ 16 81 + 13 84 =+ 15
AST U/L 52 £ 6 47 £+ 4 53 + 4 52 £ 6
ALT U/L 24 + 4 24 & 2 26 £ 1 23 £ 2
y-GTP U/L 0 =0 0 =0 0 £0 0 =0
LDH U/L 77 + 15 151 + 101 183 + 83 157 + 96
Bile acid pumol/L 95 + 26 72 + 3.6 132 + 94 148 + 99
BUN mg/dL 122 + 1.9 134 + 39 128 + 0.8 121 + 2.0
Creatinine mg/dL 022 + 0.04 026 =+ 0.05 0.27 =+ 0.03 027 + 0.03
Total bilirubin mg/dL 0.08 = 0.01 0.07 <+ 0.02 0.08 =+ 0.01 0.07 + 0.01
ALP U/L 616 + 138 491 =+ 124 534 + 35 531 £ 100
Inorganic phosphorus mg/dL 54 = 0.2 54 £ 03 55 = 0.7 54 = 0.2
Ca mg/dL 82 =+ 0.1 84 + 03 82 =+ 04 83 + 03
Na mEq/L 1464 + 1.4 146.0 + 1.3 1459 + 0.9 1463 == 1.2
K mEq/L 376 + 0.17 3.88 + 025 375 + 0.14 375 + 022
Cl mEq/L 1128 + 1.3 1126 + 0.8 1123 £+ 1.5 1126 + 1.2

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 27-2. Biochemical findings of male rats at the end of the recovery period

Group Control (vehicle: corn oil) HA 1000 mg/kg
Number of males 5 5

Total protein g/dL 54 £ 03 55 £ 03
Albumin g/dL 35 = 02 35 + 0.2
A/G 1.86 =+ 0.12 1.74 + 0.11
Glucose mg/dL 141 + 14 140 + 13
Total cholesterol mg/dL 50 + 11 58 + 10
Trigly ceride mg/dL 47 + 31 31 +£ 10
Phospholipid mg/dL 78 + 11 84 + 12
AST u/L 57 + 8 62 = 9
ALT uU/L 25 = 3 33 + 14
v-GTP U/L 0 =0 0 =0
LDH U/L 102 + 46 108 =+ 40
Bile acid pmol/L 15.1 + 10.6 11.0 + 3.5
BUN mg/dL 153 + 1.6 141 + 1.5
Creatinine mg/dL 031 + 0.04 032 + 0.03
Total bilirubin mg/dL 0.06 = 0.01 0.06 = 0.01
ALP U/L 390 + 49 443 + 68
Inorganic phosphorus mg/dL 59 +£ 08 58 = 0.6
Ca mg/dL 9.0 = 03 9.0 * 03
Na mEq/L 1440 + 1.2 1443 + 1.4
K mEq/L 3.68 =+ 0.21 3.60 + 0.24
Cl mEg/L 1112 + 2.0 1112 + 1.6

Each value shows mean + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmeﬁtal toxicity screening test of Hexyl acetate by oral administration in rats

Table 28-1. Biochemical findings of female rats at the end of the dosing period

HABRE 5 :R-15-003

Group Control (vehicle: corn oil) HA 100 mg/kg HA 300 mg/kg HA 1000 mgkg
Number of females 5 5 5 5

Total protein g/dL 54 + 02 55 £ 03 56 = 0.1 57 £ 02
Albumin g/dL 37 £ 0.1 37 £ 02 3.8 = 0.1 39 £ 0.1
A/G 217 + 0.15 207 £ 0.11 213 £ 0.20 225 + 0.15
Glucose mg/dL 122 + 6 124 + 9 116 + 8 121 + 14
Total cholesterol mg/dL 46 = 7 48 + 8 43 £ 6 53 £ 2
Trigly ceride mg/dL 26 + 13 31 £ 12 23 £ 9 29 £ 12
Phospholipid mg/dL 89 + 10 93 + 11 87 + 10 101 = 9
AST UL 65 = 6 103 & 48 92 + 31 83 + 25
ALT UL 35 £ 3 4 + 7 4 £ 9 38 + 6
v-GTP U/L 0 =0 0 =0 0 =0 0 =0
LDH UL 75 + 27 117 + 54 176 + 70 120 + 47
Bile acid pmol/L 21.6 + 212 11.0 + 2.6 10.7 + 39 9.1 = 2.0
BUN mg/dL 1.6 + 12 134 = 14 123 + 1.8 128 + 23
Creatinine mg/dL 032 + 0.02 035 = 0.06 034 + 0.03 037 =+ 0.05
Total bilirubin mg/dL 0.06 + 0.01 0.06 = 0.01 0.05 + 0.02 0.07 =+ 0.01
ALP U/L 250 + 74 246 =+ 61 263 = 46 277 + 184
Inorganic phosphorus mg/dL 60 = 12 57 + 05 6.0 = 04 64 + 04
Ca mg/dL 9.0 + 02 9.1 + 04 92 + 0.1 94 =+ 04
Na mEq/L 1429 + 13 1432 + 1.0 143.6 + 1.1 1426 =+ 0.8
K mEq/L 3.68 + 020 3.62 = 033 351 + 022 355 + 0.34
Cl mEq/L 1120 + 2.0 111.4 + 0.8 1105 + 14 1086 =+ 1.5 **

Each value shows mean + S.D.

Significantly different from the control group (*: P<0.03, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 28-2. Biochemical findings of female rats at the end of the dosing period, satellite group

Group
Number of females

Control (vehicle: corn oil)

5

Total protein
Albumin

A/G

Glucose
Total cholesterol
Trigly ceride
Phospholipid
AST

ALT

y-GTP

LDH

Bile acid
BUN
Creatinine
Total bilirubin
ALP
Inorganic phosphorus
Ca

Na

K

Cl

g/dL
g/dL

mg/dL
mg/dL
mg/dL
mg/dL

4.9

3.5
2.48
104
54

18
105
54

21

1

58
11.8
13.6
0.40
0.09
267
4.0
7.8
145.3
3.52
113.8

Bt B oK WK WK K K W WK R H KK H KK

0.2
0.2
0.21
13

7

9

14
16
7

0

25
4.0
2.1
0.03
0.02
77
0.4
0.4
0.9
0.18
0.9

HA 1000 mgkg
5
48 + 0.2
33 £ 0.2
223 + 0.19
102 = 11
53 + 13
12 £ 6
98 + 20
57 £ 6
21 £ 2
0 + 0 %%
74 + 25
119 =+ 6.5
164 + 2.0
042 + 0.05
0.09 + 0.01
282 + 74
43 = 02
80 = 0.1
145.6 + 0.5
3.65 £ 0.16
1134 + 1.2

Each value shows mean + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 28-3. Biochemical findings of female rats at the end of the recovery period

Group Control (vehicle: corn oil) HA 1000 mg/kg
Number of females 5 5

Total protein g/dL 57 = 04 59 + 04
Albumin gdL 39 = 04 41 = 04
A/G 225 =+ 041 224 + 0.25
Glucose mg/dL 115 £ 16 130 + 14
Total cholesterol mg/dL 74 + 14 61 =+ 10
Trigly ceride mg/dL 23 + 17 23 £ 13
Phospholipid mg/dL 127 + 21 115 + 17
AST UL 68 + 17 61 = 5
ALT U/L 26 + 8 27 =7
vy-GTP U/L 0 =0 0 £0
LDH UL 81 =+ 34 85 + 47
Bile acid umol/L 116 =+ 4.0 9.0 =+ 0.8
BUN mg/dL 20.1 + 2.9 19.6 + 2.1
Creatinine mg/dL 0.46 =+ 0.07 0.46 + 0.05
Total bilirubin mg/dL 0.08 = 0.01 0.07 = 0.01
ALP U/L 201 + 39 207 + 33
Inorganic phosphorus mg/dL 42 + 0.6 36 £ 04
Ca mg/dL 88 + 05 9.0 + 04
Na mEq/L 1442 =+ 0.8 1440 + 0.3
K mEq/L 3.44 £ 0.19 323 + 0.16
Cl mEq/L 1124 =+ 0.8 113.0 = 1.0

Each value shows mean + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral
administration in rats

Table 29-1. Organ weights of male rats at the end of the dosing period

Group Control (vehicle: corn oil) HA 100 mg/kg HA 300 mgkg HA 1000 mghkg
Number of males 7 12 11 7
Body weight (g 4962 =+ 453 492.8 =+ 41.5 503.5 =+ 433 5111 534
Brain (mg) 20737 + 504 20274 % 95.4 20514 = 85.8 2081.6 = 87.6
(mg/g) 4205 + 0.339 4136 =+ 0.333 4097 + 0.323 4.101 + 0.351
Thymus (mg) 269.5 67.3 279.0 £ 44.5 2618 =+ 81.6 3427 % 81.4
{mg/g) 0.546 = 0.145 0.568 =+ 0.090 0516 = 0.135 0.666 + 0.114
Heart (mg) 1464.1 =+ 93.1 14225 1504 15373 = 110.2 14838 =+ 230.7
(mg/g) 2963 + 0209 2890 * 0242 3062 = 0.19 2892 + 0213
Liver (mg) 133683 + 18826 135396 = 1788.7 139220 + 22129 13818.3 %= 22178
(mg/g) 26.892 2.028 27441 2470 27533 % 2.667 26913 =+ 1.710
Kidney (R) (mg) 16268 + 1399 16420 +  159.1 17181 = 1517 16382 + 2083
(mg/g) 3284 = 0.171 3338 = 0.267 3427 + 0.342 3210 = 0.301
Kidney (L) (mg) 16282 + 169.7 16353 =+ 154.1 17114 + 148.0 1633.2 = 174.2
(mg/g) 3.281 =+ 0.164 3323 % 0.229 3412 % 0.310 3200 =+ 0.194
Kidneys {mg) 32550 = 308.9 32773 % 309.5 34295 % 295.1 32714 = 378.9
(mg/g) 6.564 = 0.328 6.660 * 0.486 6839 =+ 0.643 6410 + 0.491
Spleen {mg) 8055 =+ 108.5 7547 % 168.3 753.8 109.5 7976 =+ 117.5
(mg/g) 1.627 = 0.196 1530 =+ 0.303 1497 = 0.168 1.559 = 0.120
Testis (R) (mg) 1706.0 =+ 120.3 17128 =+ 1714 1741.6 =+ 151.3 17018 =+ 97.0
(mg/g) 3477 0.528 3490 = 0.390 3481 = 0.423 3362 = 0.409
Testis (L) (mg) 17045 = 119.6 17012 = 1679 17355 + 1368 17021 = 103.7
(mg/g) 3472 0.511 3.469 0.399 3468 =+ 0.390 3358 + 0.363
Testes (mg) 34105 =+ 236.7 34140 =+ 3353 34771 =+ 284.8 34039 =+ 197.0
(mg/g) 6,949 + 1.036 6959 =+ 0.784 6949 =+ 0.809 6.719 + 0.769
Epididymis (R) (mg) 6253 586 6239 + 59.9 6313 + 56.9 6229 + 525
(mg/g) 1272 + 0188 1273 = 0150 1257 =  0.105 1228 + 0140
Epididy mis (L) (mg) 6154 = 58.3 617.9 = 549 6176 + 526 6232 * 334
(mg/g) 1.250 =+ 0.172 1.260 <+ 0.126 1.231 0111 1227 + 0.103
Epididy mides {mg) 1240.7 =+ 115.0 1241.8 1125 12488 =+ 105.6 1246.0 =+ 823
(mg/g) 2522 « 0.358 2533 + 0.273 2488 =+ 0.208 2455 + 0.239

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).

Group Control (vehicle: corn oil) HA 100 mg/kg HA 300 mg/kg HA 1000 mg/kg
Number of males 7 12 11 7
Body weight (2 4962 + 453 4928 + 41.5 503.5 =+ 433 511.1 53.4
Prostate, ventral (mg) 6195 =+ 84.5 6814 = 165.6 6729 « 179.5 671.4 = 105.0
(mg/g) 1255 + 0.196 1401 % 0.384 1.338 + 0.348 1.341 =+ 0.320
Seminal vesicles (mg) 1625.7 + 353.8 17293 243.1 18271 + 184.0 1815.7 = 1594
(mg/g) 3289 % 0.767 3529 + 0.543 3.655 0.501 3.568 =+ 0.310
Thyroid gland (mg) 248 * 43 237 5.4 252 & 43 271« 52
(mg/g) 0.051 = 0.012 0.048 = 0.009 0.051 =+ 0.010 0053 + 0.010
Adrenal gland (R) (mg) 252 % 4.1 263 + 32 282 * 538 283 + 3.0
(mg/g) 0.051 <+ 0.010 0.054 = 0.007 0.056 =+ 0.012 0056 =+ 0.006
Adrenal gland (L) (mg) 259 = 47 287 + 49 207 * 5.1 300 + 19
(mg/g) 0.053 =+ 0.012 0.059 =+ 0.011 0059 =+ 0.010 0059 + 0.006
Adrenal glands (mg) 511 % 8.3 55.0 £ 79 578 % 10.7 583 % 4.7
(mg/g) 0104 + 0.021 0112 + 0.018 0.115 + 0.022 0.115 =+ 0.012

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral
administration in rats

Table 29-2. Organ weights of male rats at the end of the recovery period

Group Control (vehicle: corn oil) HA 1000 mgkg
Number of males 5 5
Body weight [75) 5208 * 9.2 5460 418
Brain {mg) 2091.1 £ 883 20986 =+ 70.3
(mgfg) 4016 + 0191 3867 + 0395
Thymus (mg) 260.7 & 482 2474 = 51.4
(mg/g) 0499 % 0084 0451 = 0073
Heart (mg) 15001 + 53.9 15686 + 97.2
(mg/g) 2882 +  0.148 2880 *  0.185
Liver (mg) 136305 = 9790 142703 + 2205.8
(mg/g) 26178 +  1.934 26059 &  2.691
Kidney (R) (mg) 16613 + 1080 17838 = 1109
(mg/g) 3188 + 0164 3272 £ 0153
Kidney (L) (mg) 1643.7 + 71.9 17696 + 1519
(mg/g) 3156 + 0125 3243 £ 0173
Kidneys (mg) 33050 + 1833 35534 & 2592
(mg/g) 6344 = 0280 6515 = 0307
Spleen (mg) 7839 = 69.8 7660 * 69.7
(mg/g) 1506 +  0.146 1405 +  0.094
Testis (R) (mg) 17112 = 1862 1849.0 & 73.3
(mg/g) 3289 + 0388 3399 = 0237
Testis (L) (mg) 16893 +  186.0 18752 + 1132
(mg/g) 3.247 £ 0391 3444 = 0233
Testes (mg) 34005 + 3694 37242 = 1818
(mgfg) 653 + 0775 6.843 = 0458
Epididymis (R) (mg) 6845 = 449 7337 # 409
(mg/) 1315 £ 0095 1347 £  0.083
Epididymis (L) (mg) 6524 % 382" 700.1 =+ 183 *
(mg/) 1253 £ 0084 1287 £ 0071
Epididy mides (mg) 13369 + 823 14338 =+ 54.6
(mg/g) 2568 + 0177 2634 + 0143

Each value shows mean + SD.
Significantly different from the control group (*: P<0.05, **: P<0.01).

Group Control (vehicle: corn oil) HA 1000 mg/kg
Number of males 5 5
Body weight ® 5208 + 92 5460 + 418
Prostate, ventral (mg) 596.5 =+ 87.1 580.2 + 78.7
(mgfe) 1145 +  0.168 1071 £ 0197
Seminal vesicles (mg) 16752 + 156.9 19107 + 1309 *
(mg/g) 3.215 = 0281 3.524 &+ 0442
Thyroid gland (mg) 280 =+ 59 265 + 55
(mg/g) 0054 + 0011 0.049 =  0.009
Adrenal gland (R) (mg) 26.1 % 38 296 =+ 3.9
(mg/p) 0.050 <+ 0.007 0.054 = 0.007
Adrenal gland (L) (mg) 273 £ 38 301 + 2.6
(mg/g) 0.052 + 0.008 0.056 =+ 0.006
Adrenal glands (mg) 534 + 15 59.6 & 59
(mg/g) 0103 =  0.015 0.110 £ 0012

Each value shows mean + SD.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral
administration in rats

Table 30-1. Organ weights of female rats at the end of the dosing period

Group Control (vehicle: corn oil) HA 100 mg/kg HA 300 mgkg HA 1000 mg/kg
Number of females 11 10 11 11
Body weight (&) 3034 =+ 18.9 2997 % 183 2996 =+ 234 3021 =+ 208
Brain (mg) 18778 + 68.3 19228 =+ 58.2 1873.0 + 85.2 1881.8 =+ 67.9
(mg/g) 6.211 = 0.431 6436 =+ 0.396 6276 =+ 0.423 6.257 « 0.523
Thymus (mg) 2385 + 499 2062 46.6 2285 & 97.7 2363 + 62.0
(mg/g) 0.785 = 0.154 0.691 = 0.169 0761 =+ 0.317 0.784 + 0212
Heart (mg) 10013 =+ 74.7 10290 * 89.8 9709 + 64.6 9826 =+ 724
(mg/g) 3305 « 0.226 3442 = 0322 3.248 = 0.200 3260 = 0.258
Liver (mg) 9890.5 + 773.5 10171.0 = 779.0 99418 =+ 714.4 9610.1 = 729.3
(mg/g) 32621 =+ 1.967 33958 =+ 1.918 33.233 1.707 31.887 = 2.626
Kidney (R) (mg) 10134 = 72.6 1011.0 = 93.0 10068 + 1075 9712 50.2
(mg/g) 3343 = 0.178 3372 « 0212 3359 0.221 3227 + 0.255
Kidney (L) (mg) 9958 = 73.2 9928 =+ 100.8 1000.1 + 1125 9515 + 58.1
{mg/g) 3284 = 0175 3312 % 0.260 3336 0.228 3164 = 0.301
Kidneys (mg) 2009.3 £ 144.4 2003.8 = 189.0 20069 = 216.6 1922.7 = 99.5
(mg/g) 6.627 + 0.348 6.684 =+ 0.453 6695 = 0430 6391 =+ 0.538
Spleen (mg) 659.7 = 86.1 7221 103.3 6719 =+ 80.7 626.5 + 69.9
(mg/g) 2183 + 0.321 2406 = 0.280 2250 = 0.285 2076 <+ 0.205
Ovary (R) (mg) 554 % 7.6 589 & 52 583 % 6.6 460 =+ 48 **
(mgfg) 0183 =  0.028 0197 * 0023 0195 =  0.021 0153 + 0018 **
Ovary (L) (mg) 521 % 7.7 521 % 9.7 549 =+ 6.3 522 & 6.2
(mg/g) 0173 + 0.029 0173 =+ 0.026 0.184 =+ 0.025 0173 = 0.021
Ovaries (mg) 107.5 =+ 102 1109 =+ 1.5 1132 + 9.7 983 + 5.7
(mg/g) 0356 +  0.042 0370 +  0.030 0379 +  0.037 0326 + 0023
Uterus (mg) 6446 =+ 76.4 648.0 = 110.7 6392 + 106.5 5751 % 770
(mg/g) 2130 = 0.267 2166 0377 2137 0.345 1915 + 0309
Thyroid gland (mg) 198 + 3.6 19.8 + 3.7 204 + 438 184 3.7
(mg/g) 0.066 =+ 0.013 0066 =+ 0.013 0.068 0.018 0.061 = 0.010
Adrenal gland (R) (mg) 345 % 23 372 « 6.5 345 =+ 6.5 363 * 6.4
(mg/g) 0114 =+ 0.010 0125 =+ 0.022 0115 =% 0.023 0121 =+ 0.024
Adrenal gland (L) (mg) 369 * 4.9 399 + 6.9 368 + 71 389 « 72
(mg/) 0122 % 0016 0133 + 0023 0123 + 0025 0129 + 0026
Adrenal glands (mg) 73 % 7.0 771 + 13.2 713 % 135 752 % 134
(mg/g) 0236 + 0.025 0258 =+ 0.045 0239 * 0.048 0250 + 0.049

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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B %5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral
administration in rats

Table 30-2. Organ weights of female rats at the end of the dosing period, satellite group

Group Control (vehicle: corn oil) HA 1000 mgkg
Number of females 5 5
Body weight ® 2778 * 14.0 2039 =+ 20.5
Brain (mg) 18741 78.7 18886 =+ 48.1
(mg'g) 6751 % 0.196 6461 = 0631
Thymus (mg) 2974 % 67.7 3250 + 107.4
(mg/) 1.069 = 0.224 1.097 £ 0331
Heart (mg) 9149 = 61.4 9474 % 128.8
(mglg) 3295 + 0.170 3221 £ 0334
Liver (mg) 70556 =+ 8083 76722 + 3038
(mg/g) 25347 % 1.745 26202 + 1.963
Kidney (R) (mg) 8840 =+ 100.8 960.4 + 105.5
(mgle) 318 = 0362 3302 = 0623
Kidney (L) (mg) 909.5 = 1204 9591 = 97.7
(mgle) 3273 + 0363 3206 = 0595
Kidneys (mg) 17935 & 2153 19195 =+ 202.4
(mgl®) 6459 =  0.698 6598 = 1216
Spleen (mg) 478.1 & 41.5 6046 + 653 **
(mg/g) 1727 % 0197 2060 + 0207 *
Ovary (R) (mg) 391 6.1 401 93
(mg/g) 0.140 + 0015 0167 + 0033
Ovary (L) (mg) 398 & 3.7 474 =+ 8.7
(mg/g) 0.144 & 0.016 0.162 + 0.031
Ovaries (mg) 789 6.3 9.6 + 17.1
(mg/g) 0284 = 0011 0330 + 0061
Uterus (mg) 5986 = 126.3 730.7 % 2743
(mg/®) 2149 = 0403 248 = 0945
Thyroid gland (mg) 210 =+ 39 169 = 32
(mg/g) 0.075 0.011 0.058 = 0.013
Adrenal gland (R) (mg) 292 =+ 31 327 £ 4.1
(mg/g) 0.105 % 0.010 0112 £ 0017
Adrenal gland (L) (mg) 313 2.5 337 = 56
(mg/g) 0113 =+ 0.010 0115 £ 0022
Adrenal glands (mg) 606 = 5.4 664 & 9.6
(mg/g) 0218 = 0.018 0227 £ 0038

Each value shows mean £ S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABR % 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral
administration in rats

Table 30-3. Organ weights of female rats at the end of the recovery period

Group Control (vehicle: corn oil) HA 1000 mgkg
Number of females 5 5
Body weight (e 2789 = 251 2818 11.4
Brain (mg) 19069 =+ 51.7 18923 783
(mg/®) 6883 =  0.659 6718 = 0251
Thy mus (mg) 3005 46.3 2733 33.1
(mg/g) 1076 +  0.119 0972 =  0.134
Heart (mg) 900.1 =+ 73.6 8585 =+ 66.8
(mg/g) 3233 0169 3044 = 0158
Liver (mg) 69196 = 9821 71691 =  395.1
(mg/g) 24714 =+ 1.484 25429 + 0636
Kidney (R) (mg) 8620 =+ 53.2 8696 =+ 75.1
(mg/®) 3103 = 0221 309 = 029
Kidney (L) (mg) 8486 =+ 65.6 8708 = 785
(mg/e) 3057 £  0.291 3093 £ 0289
Kidneys (mg) 17106 =+ 115.9 17404 =+ 152.9
(mg/g) 6160 +  0.507 6.182 =  0.583
Spleen (mg) 5792 % 82.1 4811 % 64.6
(mg/e) 2075 + 0220 1704 =  0.196 *
Ovary (R) (mg) 411 =+ 6.9 479 = 10.1
(mg/g) 0147 +  0.0i9 0169 =  0.030
Ovary (L) (mg) 420 =+ 46 462 % 7.7
(mg/g) 0150 +  0.005 0163 = 0024
Ovaries (mg) 832 =+ 10.6 941 % 152
(mg/g) 0208 +  0.022 0333 & 0042
Uterus (mg) 5197 + 68.4 4913 % 48.7
(mg/®) 1867 =  0.206 1750 = 0235
Thyroid gland (mg) 211 & 4.1 197 =+ 1.7
(mg/g) 0077 +  0.020 0070 *  0.006
Adrenal gland (R) (mg) 305 & 3.1 353 =« 35
(mg/g) 0.109 +  0.008 0126 = 0013 *
Adrenal gland (L) (mg) 333 4.4 367 = 5.1
(mg/g) 0119 + 0010 0130 = 0018
Adrenal glands (mg) 63.7 6.4 720 + 8.6
(mg/) 0229 + 0010 0256 +  0.031

Each value shows mean = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 31-1. Macroscopic findings of male rats at the end of the dosing period

Group HA HA HA HA
Dose (mg/kg) 0 100 300 1000
Findings Grade - - P - P p
Epididymis
Nodule 7 0 12 0 10 1 0
Liver
Diaphragmatic nodule 7 0 11 1 11 0 0
Skin
Crust 7 0 11 1 11 0 1
Thymus
Small 7 0 12 0 10 1 0
Notes) - : No abnormal changes P : Non-graded change

Numerals represent the number of animals.
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HERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 31-2. Macroscopic findings of male rats at the end of the recovery period

Group HA HA
Dose (mg/kg) 0 1000
Findings Grade - P - P
Epididymis
Nodule 4 1 5 0
Skin
Alopecia 5 0 4 1
Notes) - : No abnormal changes P : Non-graded change

Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 32-1. Macroscopic findings of female rats at the end of the dosing period

Group HA HA HA HA
Dose (mg/kg) 0 100 300 1000
Findings Grade - - P - P - P
Liver
Whitish spot 11 © 10 © 10 1 11 0
Spleen
Accessory spleen 11 0 10 © 10 1 11 ©
Stomach
Attachment, black content, mucosa 11 0 9 1 11 0 11 0
Dark colored spot 11 0 10 0 10 1 11 0
Dark reddish spot 10 1 10 © 11 0 i1 ©
Recessed area 11 0 10 O 10 1 11 0
Reddish spot 11 0 10 0 10 1 11 0

Notes) - : No abnormal changes P :

Numerals represent the number of animals.

Non-graded change
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HERE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 32-2. Macroscopic findings of female rats at the end of the dosing period, satellite group

Group HA HA
Dose (mg/kg) 0 1000
Findings Grade - P - P
All organs and tissues
5 5
Notes) - : No abnormal changes P : Non-graded change

Numerals represent the number of animals.
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 32-3. Macroscopic findings of female rats at the end of the recovery period

Group HA HA
Dose (mg/kg) 0 1000
Findings Grade - P - P
All organs and tissues
5 5
Notes) - : No abnormal changes P : Non-graded change

Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 33-1. Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Group HA HA
Dose (mg/kg) 0 1000
Findings Grade - * + 2+ 3+ P NE - * + 2+ 3+ P NE
Brain 5 5
Spinal cord 5 5
Pituitary gland 5 5
Submandibular gland 5 5
Sublingual gland 5 5
Lymph node, submandibular 5 5
Thyroid gland
Ultimobranchial body 5 0 3 2
Parathyroid gland 5 5
Thymus 5 5
Heart
Degeneration/fibrosis, myocardial 4 1 0 0 O 3 2 0 0 O
Trachea 5 5
Notes) - : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Group HA HA
Dose (mg/kg) 0 1000
Findings Grade - £ + 2+ 3+ P NE - * + 2+ 3+ P NE
Lung
Accumulation, foam cell 4 1 0 0 O 4 1 0 0 O
Metaplasia, osseous 3 2 5 0
Microgranuloma 4 1 0 0 O 4 1 0 0 o0
Bronchus 5 S
Liver
Fatty change, hepatocyte 3 2 0 0 O 5 0 0 0 O
Fibrosis, focal 5 0 0 0 0 4 1 0 0 0
Hematopoiesis, extramedullary 4 1 0 0 0 4 1 0 0 0
Microgranuloma 1 4 0 0 O 1 4 0 0 O
Pancreas S5 S
Stomach
Cellular infiltration, lymphocyte 4 1 0 0 O 5 0 0 0 O
Duodenum 5 5
Jejunum 5 5
Notes) - : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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#ABR%E 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Group HA HA
Dose (mg/kg) 0 1000
Findings Grade - %+ + 2+ 3+ P NE - + + 2+ 3+ P NE
Ileum 5 5
Cecum 5 5
Colon 5 5
Rectum 5 5
Lymph node, mesenteric 5 5
Spleen
Deposit, pigment, brown 0 4 1 0 O 0 4 1 0 O
Hematopoiesis, extramedullary 0 4 1 0 O 0 3 2 0 O
Kidney
Basophilic tubule, cortex 2 2 1 0 O 1 4 0 0 O
Cellular infiltration, lymphocyte 3 1 1 0 0 3 2 0 0 O
Dilatation, lumen S 0 0 0 O 4 1 0 0 O
Eosinophilic body 5 0 0 0 0 4 1 0 0 O
Mineralization 4 1 0 0 O 4 1 0 0 O
Urinary bladder 5 3
Notes) - : No abnormal changes *: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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RBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Group HA HA
Dose (mg/kg) 0 1000
Findings Grade - £+ + 2+ 3+ P NE - £+ + 2+ 3+ P NE
Adrenal gland 5 5
Testis
Degeneration, seminiferous tubule 4 1 0 0 O 5 0 0 0 O
Epididymis 5 5
Prostate
Cellular infiltration, lymphocyte 4 1 0 0 O 3 2 0 0 O
Seminal vesicle 5 5
Coagulating gland 5 5
Eyeball 5 5
Harderian gland 5 5
Sciatic nerve 5 5
Skeletal muscle 5 5
Femur 5 S
Marrow, femur 5 5
Notes) - : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 33-2. Histopathological findings of male rats at the end of the recovery period [H.E. staining]

Group HA HA
Dose (mg/kg) 0 1000
Findings Grade - + + 24+ 3+ P NE -+ + 2+ 3+ P NE
Epididymis
Granuloma, spermatic 0 1
Notes) - : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 34-1. Histopathological findings of female rats at the end of the dosing period [H.E. staining]

Group HA HA
Dose (rmg/kg) 0 1000
Findings Grade - & + 2+ 3+ P NE - + 4+ 2+ 3+ P NE
Brain 5 5
Spinal cord 5 5
Pituitary gland 5 5
Submandibular gland 5 5
Sublingual gland 5 5
Lymph node, submandibular 5 5
Thyroid gland
Ultimobranchial body 2 3 3 2
Parathyroid gland 5 5
Thymus
Hyperplasia, epithelial
tubule/cord 2 3 0 0 O 3 2 0 0 o0
Heart
Degeneration/fibrosis, myocardial 4 1 0 0 O 4 1 0 0 O
Trachea 5 5
Notes) - : No abnormal changes *: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

Group HA HA
Dose (mg/kg) 0 1000

Findings Grade ~ + + 2+ 3+ P NE - + + 2+ 3+ P NE
Lung

Accumulation, foam cell 3 2 0 0 o0 5 0 0 0 O

Cellular infiltration,

mononuclear cell 4 0 1 0 O 5 0 0 0 O

Bronchus 5 5
Liver

Cellular infiltration,

mononuclear cell 4 1 0 0 O 4 1 0 0 O

Fatty change, hepatocyte 3 2 0 0 O 4 1 0 0 0O

Microgranuloma 5 0 0 0 O 3 2 0 0 O
Pancreas

Cellular infiltration, lymphocyte 5 0 0 0 O 4 1 0 0 0
Stomach

Dilatation, fundic gland 5 0 0 0 O 4 1 0 0 O
Duodenum 5 5
Jejunum 5 5
Ileum 5 5

Notes) - : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

Group HA HA
Dose (mg/kg) 0 1000
Findings Grade - £ + 2+ 3+ P NE - + + 2+ 3+ P NE
Cecum 5 5
Colon 5 5
Rectum 5 5
Lymph node, mesenteric 5 5
Spleen
Deposit, pigment, brown 0O 1 4 0 O 0 3 2 0 0
Hematopoiesis, extramedullary 0O 0 2 3 0 o 1 2 2 0
Kidney
Basophilic tubule, cortex 4 1 0 0 O 5 0 0 0 O
Cellular infiltration, lymphocyte 5 0 0 0 O 4 1 0 0 O
Mineralization 4 1 0 0 O 3 2 0 0 O
Urinary bladder 5 5
Adrenal gland 5 5
Ovary 5 5
Uterus 5 5
Notes) - : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

Group HA HA
Dose (mg/kg) 0 1000
Findings Grade - £ + 2+ 3+ P NE - £ 4+ 2+ 3+ P NE
Vagina 5 5
Eyeball 5 5
Harderian gland 5 5
Sciatic nerve 5 5
Skeletal muscle 5 5
Femur 5 5
Marrow, femur 5 5
Notes) - : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 34-2. Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

Group HA HA
Dose (mg/kg) 0 . 1000
Findings Grade - +* + 2+ 3+ P NE - + + 24 3+ P NE
Brain : 5 5
Spinal cord 5 5
Pituitary gland 5 5
Submandibular gland
Cellular infiltration, lymphocyte 4 1 0 0 O 5 0 0 0 O
Sublingual gland
Cellular infiltration, lymphocyte 5 0 0 0 O 4 1 0 0 O
Lymph node, submandibular 5 5
Thyroid gland
Ultimobranchial body 4 1 5 0
Parathyroid gland 5 5
Thymus
Hyperplasia, epithelial
tubule/cord 3 2 0 0 O 2 3 0 0 0
Heart
Degeneration/fibrosis, myocardial 5 0 0 0 O 4 1 0 0 O
Trachea 5 5
Notes) - : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change ©NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

Group HA HA
Dose (mg/kg) 0 1000
Findings Grade - t 2+ 3+ P NE - + + 2+ 3+ P NE
Lung
Accumulation, foam cell 4 1 0 0 5 0 0 0 O
Bronchus 5 5
Liver
Hematopoiesis, extramedullary 4 1 0 0 5 0 0 0 0
Microgranuloma 2 3 0 0 3 2 0 0 0
Pancreas
Atrophy, acinar cell 4 1 0 0 4 1 0 0 O
Cellular infiltration, lymphocyte 4 1 0 0 5 0 0 0 O
Stomach 5 5
Duodenum 5 5
Jejunum 5 5
Ileum 5 5
Cecum 5 5
Colon 5 5
Notes) - : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

Group HA HA
Dose (mg/kg) 0 1000
Findings Grade - + + 2+ 3+ P NE - & + 2+ 3+ P NE
Rectum 5 5
Lymph node, mesenteric 5 5
Spleen
Deposit, pigment, brown 0 1 4 0 O 0 1 4 0 O
Hematopoiesis, extramedullary 0 4 1 0 O 0O 1 4 0 O
Kidney
Basophilic tubule, cortex 2 3 0 0 0 3 2 0 0 O
Cast, hyalin 4 1 - 5 0
Mineralization 4 1 0 0 O 4 1 0 0 O
Urinary bladder 5 5
Adrenal gland 5 5
Ovary 5 5
Uterus 5 5
Vagina 5 5
Eyeball 5 5
Notes) - : No abnormal changes #: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded éhange NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

Group HA HaA
Dose (mg/kg) 0 1000
Findings Grade - + 4+ 2+ 3+ P NE - £ + 2+ 3+ P NE
Harderian gland
Cellular infiltration, lymphocyte 4 1 0 0 O 4 1 0 0 O
Sciatic nerve 5 5
Skeletal muscle 5 5
Femur 5 5
Marrow, femur 5 5
Notes) - : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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RERE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 35. Results of observations about estrous cycle

Group Control (vehicle: corn oil) HA 100 mgkg HA 300 mgkg HA 1000 mg/kg

Number of animals examined 12 12 12 12

Pre-treatment period

Number of animals showingtype of cycle

4-day cycle 6 9 6 9

4/5-day cycle 1 2 1 0
S-day cycle 5 1 - S 3
Mean length of estrous cycle in days; Mean+S.D. (N) 45 = 05 (12) 42 £+ 03 (12) 45 £ 05 (12) 43 = 05 (12)

Treatment period

Number of animals showing each type of cycle

4-day cycle 8 8 8 8
4/5-day cycle 1 1 1 1
5-day cycle 3 2 3 2
irregular 0 1 0 1
Mean length of estrous cycle in days; Mean+S.D. (N) 43 £ 05 (12) 43 =+ 04 (12) 43 £ 05 (12) 42 = 04 (11)

Frequency of animals that show

abnormal estrous cy cles after the treatment 0 /712 1 /12 0 /12 1 /12

Mean times of vaginal estrus during mating period; Mean+S.D. (N) 1.1 = 03 (11 I.1 = 03 (12) 1.0 £ 00 (12) 1.0 = 00 (11)

Significantly different from the control group (*: p<0.05, **: p<0.01).
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RBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 36. Results of observations about reproductive performance

Group Control (vehicle: corn oil) HA 100 mg/kg HA 300 mg/kg HA 1000 mg/kg
Number of mated pairs [A] 12 12 12 12
Number of copulated pairs [B] 11 12 12 11
Copulation index [(B/A)x100,%] 91.7 100.0 100.0 91.7
Number of pregnant females [C] 11 10 12 11
Fertility index [(C/B)x100,%] 100.0 833 100.0 100.0

Pairing days until copulation
; Mean+S.D.(N) 32 = 15 (1D 42 + 3.6 (12 25 = 1.2 (12 24 + 12 (11

Significantly different fromthe control group (*: p<0.05, **: p<0.01).
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RBREH :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral
administration in rats

Table 37. Observation of offspring (F1)

Group Control (vehicle: corn oil) HA 100 mgkg HA 300 mg/kg HA 1000 mgkg
Number of dams 11 10 11 11
Gestation length (days)

Mean £ S.D. per dam 219+ 0.5 218 £+ 04 219+ 03 216 £ 05
Number of corpora lutea

Total 169 163 182 162

Mean + S.D. per dam 154+ 30 163+ 1.9 152+ 19 (12) 147 + 18
Number of implantation scars

Total 164 154 164 155

Mean + S.D. per dam 149+ 27 154 = 34 137+ 48 (12) 141 + 22
Implantation index (%) 974+ 38 934 + 15.7 890 £ 27.0  (12) 954 + 75
Delivery index (dams,%) 100.0 100.0 91.7 100.0

Number of offspring at birth

Total 15% 141 154 138

Mean + S.D. per dam 145+ 3.0 141 + 3.1 140 £ 3.1 125 & 25
Number of live offspring at birth

Male 84 66 83 78

Female 74 75 70 59

Total 158 141 153 137
Mean £ S.D. per dam 144+ 29 141 = 3.1 139+ 34 125+ 25
Sex ratio ©

Mean + S.D. per dam 054 £ 0.13 044 + 0.18 0.54 £ 0.10 0.56 = 0.12
Number of dead offspring

Total 1 0 1 1

Mean £ S.D. per dam 01+ 03 0.0+ 00 0.1 03 01+ 03
Delivery index (offspring) ®

Mean% * S.D. per dam 96.5 £ 4.2 921 £ 64 952 £ 54 884 & 84 *
Birth index !

Mean% + S.D. per dam 96.0 + 4.0 921 + 64 939+ 58 878 £ 7.7 **
Live birth index®

Mean% + 8.D. per dam 95+ 16 100.0 £ 0.0 98.7 + 43 994 + 21

Number of offspring on day 4

Male 83 66 83 78
Female 74 75 70 59
Sex ratio ©
Mean £ S.D. per dam 0.54 + 0.13 044 + 0.18 054 + 0.10 0.56 + 0.12
Viability index®
Mean% = S.D. per dam 995+ 17 1000 £ 0.0 1000 = 0.0 1000 + 0.0
Number of external abnormalities ™ 0 0 0 0
Mean% = S.D. per dam 0.0+ 00 00+ 00 00+ 00 0.0+ 00

Significantly different from the control group (*: P<0.05, **: P<0.01).

a): (Number of implantation scars/Number of corpora lutea)x100.

b): (Number of dams with live offspring/number of pregnant dams)=100.

©): Number of male offspring/(number of male offspring + number of female offspring).
d): (Number of offspring at birth/Number of implantation scars)x100.

¢): (Number of live offspring at birth/number of implantation scars)x100.

): (Number of live offspring at birth/number of offspring at birth)x100.

2): (Number of live offspring 4 days after birth/number of live offspring at birth)x100.
h): Number of external abnormalities in live offspring at birth.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 38. Body weights of offspring (F1) before weaning

AREBRE 5 R-15-003

Group Control (vehicle: corn oil) HA 100 mg’kg HA 300 mgkg HA 1000 mgkg
Number of dams 11 9 11 11
Male
Days after birth
0 6.6 £ 0.6 64 = 04 68 £ 05 66 = 0.6
4 106 £ 1.5 105 + 0.6 I.1 £ 1.5 112 £ 1.5
Number of dams 11 10 11 11
Female
Days after birth
0 63 £ 0.5 63 = 04 64 = 0.5 63 = 06
4 103 + 1.3 105 + 1.2 105 + 1.3 109 = 1.7

Each value shows mean + S.D. per dam. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 39. General conditions in offspring (F1) before weaning

Group Number of offspring Days after birth

and general conditions 0 1 2 3 4

Control (vehicle: corn oil) Number of offspring 158 158 157 157 157
General appearance, No abnormality 158 157 157 157 157
General appearance, Death 1

HA 100 mgkg Number of offspring 141 141 141 141 141
General appearance, No abnormality 141 141 141 141 141

HA 300 mgkg Number of offspring 153 153 153 153 153
General appearance, No abnormality 153 153 153 153 153

HA 1000 mgkg Number of offspring 137 137 137 137 137
General appearance, No abnormality 137 137 137 137 137
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Table 40. Morphological observations of offspring (F1)

REBE 5 :R-15-003

Group Control (vehicle: corn oil) HA 100 mg/kg HA 300 mg/kg HA 1000 mg/kg
Dead offspring
Number of dead offspring 2 0 1 1
Number of missing offspring 0 0 0 0
Number of dead offspring examined * 2@ 0(0) 1(0) 1(0)
Number of dead offspring with external changes 0 0 0 0
Number of dead offspring with visceral changes 0 0 0 0
Live offspring
Number of live offspring examined (postnatal day 0) 158 141 153 137
Number of live offsping with external changes 0 0 0 0
Number of live offspring examined (postnatal day 4) 157 141 153 137
Number of live offspring with external changes 0 0 0 0
Number of live offspring with visceral changes 0 0 0 0

Significantly different from the control group (*: p<0.05, **: p<0.01).

a) Parenthesis indicates the number of offspring not examined bacause of their autolysis.
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RBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 1-1-1. General conditions of male rats

Control (vehicle: com oil)

Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 13 19 20 21 22 23 24 25

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M01001 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - -
M01002 - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - . . - - - - - . - -
MO01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - . - -
MO01004 - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01005 - - - - - - - - - - - - - - - - - - - - - - - - - . . - - - - - - - - - - N - . . - - - - - . - - -
M01006 - - - - - - - - - - - - - - - e e e e e e .- .. - - - e e e . - - e e e e e e . - - -
M01007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - . - - - - - . -
MO01008 - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - . - - - - - - - - - - - - - - - -
M01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - -
M01010 - - - - - - - - - - - - - - - - - - - - - e e e . - - - - e e - e . . - . e e e e e e . - - -
MO01011 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . - - - - - - - - - - - . - - - - - . -
M01012 - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - . . - - - - - . - -

Numberofmaless 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration.

-: General appearance, No abnormality .

Control (vehicle: corn oil)

Male No. Days of administration
26 27 28 29 30 31 32 33 34 33 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pr¢ Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Mo1001 S TS
M01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01003 N - - - - - S e e e e e e e e e e e e e e e e e e e e e e .
M01004 S e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M01005 - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - . - - -
M01006 S T R - - - - - - - e e e e e e e e e - e - e . e e e .
M01007 - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - -
M01008 - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - . - -
M01009 L e S - - - - S e e e e e e e e e e e e e .
Mo1010 R T T S - - - e . © e e e e e e e e e e e e e
Mo1011 - - - - - - - - - - - - - - - . - . - - - - - - - - - - - - - . - -
MO01012 - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - -

Numberofmales 12 12 12 12 12 12 12 12 12 12 (2 12 12 12 12 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 7

Pre; Before administration, Post: after administration

-: General appearance, No abnormality.
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 1-1-2. General conditions of male rats

HA 100 mp/kg
Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

M02013 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - -

M02014 e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M02015 e e e e e oo e a L L Ll e e e e e e e e e e e e e e e e e e e e
M02016 e e e e e e o oo L L Ll e e e e e e e e e e e e e e e e e e e e
M02017 L e o e o e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M02018 e e e e e e o oo e e e e e e e e e e e e e e e e e e e e e e e e e
M02019 e e e e oo oo o e e e e e e e e e e e e e e e e e e e e e e e
M 02020 e e e e e oo oLl e e e e e e e e e e e e e e e e e e e e
M02021 L e a o e e e oo e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M02022 e e e e e e e oo oL L Ll e e e e e e e e e e e e e e e e e e e
M02023 e e e e e oo oo e e oL e e e e e e e e e e e e e e e e e e e e
M02024 e T
Numberof males 1212 12 12 12 12 12 12 1z 12 1z 12 12 12 12 12 12 12 1z 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 12 12 12 12 12 12 12 12
- 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 -12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11

a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .

a: Skin, Crust formation.

HA 100 mgkg

Male No. Days of admini
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
M02013 - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - -
M02014 e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - N - . - - - - -
MO02016 - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - . . . .
MO02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO02018 - - - - - - - - - - - - - . . - - - - - - - - - - - - - - - - - - - -
M02019 - - - - - - - - - - - - - - - - - - - - - - - - - - . . N - . - - - -
M02020 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02021 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02022 - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - -
M02023 a a a a a a a a a a b b b b b b b b b b b b b b b b ab ab ab ab ab ab ab ab ab
M 02024 T T T T T

Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- i1 11 11 11111 i1 1ro1o1motro1o1o1ro1ro1oiro1o1ro1oomo1o1ro1oimoo1no1oo1mo1 1l

a 1 1 1 1 1 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1
b 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.
a: Skin, Crust formation.
b: Fur, Hair, Coat, Loss of fur.

113



HERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 1-1-3. General conditions of male rats

HA 300 mg/kg
Male No. Days of administration
1 2 3 4 5 6 7 3 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M03025 - - - - - - T
M03026 - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - . - - - - - - - - - -
M03027 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . -
M03028 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - -
M03029 - - - - - - - - - - - - - - - - . - . - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03030 - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . - - . . . - - - - - - - - . - - - - - -
M03031 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - -
M03032 - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - . .
M03033 - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03034 . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03035 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - . - - - - - - - - - -
M03036 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . -
Numberofmales 12 12 12 12 12 "12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 11 11 1 11 11 1 1 1 o1 1111111111 1111 1o1ro11
- 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 11 1 11 1 1w o1 11 o111 mo1o1ro1o1ro1o1o1mo1ro1ro1mo1oio1 1ol
c 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
c: General appearance, Death.

HA 300 mgkg

Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
M03026 - - - - - - - - - - - - - - - - . . - - B B - - - - - - - - - - - - -
M03027 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03028 - - . - T TP S e e e e e e e e e e e e e e e e
M03029 - - - - - - - - - - - - - - - - . . . - B - - - - - - - - - - - - - -
M03030 - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - -
M03031 - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - -
M03032 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03033 - - - - - - - - - - - - - - - - - . . - - . - - - - - - - - - - - - -
MO03034 e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
MO03035 - - - - - - - - - - - - - - - - - - - - - - - - - - - - « - - . - - -
M03036 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - -

Number ofmales 11 11 11 1 i1 t1 11 11 11 11 11t 1t 1 1 1 1 1 tr 1 i o111 o111l
- ) D S S O S O N O e e O G o U O e S O O o O G o o o S O e o S O o e O T S S o O T O S O O O S S O S I S O S I PO I U VO |

Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.

114



HERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 1-1-4. General conditions of male rats

HA 1000 mgkg
Male No. ) Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
MO04037 - - - - - - - - - .. L L - L S S L T T T T T R S
MO04038 s e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e,
M04039 - - - - - - - - - . S T T B T S L T R S L S S S -
MO04040 e
M04041 e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e,
M04042 e e e oo oo oo e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M04043 e e
M04044 e e
MO04045 T
M04046 -
MO04047 C e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M04048 - - - - - - - - - - - R S - - - .= e - - - = e .- R -
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1R 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 -10 12 12 12 12 12 12 12 12 12 12
d 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
d: Mouth, Salivation.

HA 1000 mg/kg
Male No. Days of
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
M04037 e TR
MO04038 U
M 04039 S e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M04040 S e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M04041 - - - - - - - - - - - - - - - . - - - - - - a a a a a a a a a a a a a
MO04042 e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
MO4043 e
MO4044 e - L L
MO4045 S e e e o e e e e e e e e e e e e e e e e e e e e e e e e e e e
MO04046 T
M04047 s e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M04048 I R T I T T T T T T T T T S T S
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 11 12 12 11 1 11 11 1 1nu 1 ir 1t 1 1m 1 6
a 0 0 0 0 0 0 0 0 ] ] 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1 1
d 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration,
- General appearance, No abnormality.

a: Skin, Crust formation.

d: Mouth, Salivation.
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RBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Appendix 1-2-1. General conditions of male rats at the recovery period

Control (vehicle: corn oil)
Male No. Days of recovery

MO01008 - - - - - - - - - - - - - - -
MO01009 - - - - - - - - - - - - - - -
MO01010 - - - - - - - - - - - - - - -
Mo01011 - - - - - - - - - - - - - - -
MO01012 - - - - - - - - - - - - . - -
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
- 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

-: General appearance, No abnormality.

116



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

Appendix 1-2-2. General conditions of male rats at the recovery period

HA 1000 mgkg

Male No.

Days of recovery

7

8

9

10

11

12

13

14

15

M 04044 - - -
M04045 - - -
M04046 - - -
M04047 -
M 04048

Number of males

a
b

S O W
S O W W
S O W W

S O W»n W

S O W W

S O W e

O O W W

(==Y BNV ) N

S O W

S = o af

S = P a]

O == o |

— O R n]s

—_— O P th] s

— O A

-: General appearance, No abnormality .
a: Skin, Crust formation.
b: Fur, Hair, Coat, Loss of fur.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 2-1-1. General conditions of female rats

Control (vehicle: corn oil)

Female No. Days of
1 2 3 4 5 6 7 8 9 10 11 12 13 14
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F01001 - - - - - - - - - - - - - - - - - - - - - - B - - - - .
F01002 . - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01003 . - - - - - - - - - - . - - . - - - - - - - - - - - - -
F01004 - - - - - - - - - - - - - - - - - - - - - - - - - . . .
F01005 - - - - - - - - - - - - - - - - - - - - - - - - - - - .
F01006 - - - - - - - - - - - - - - - - . - . - - - - - - - - -
F01007 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01008 - - - - - - - - - - - . - - - - - - - - - - - - - - - -
F01009 - - - - - - - - - - - - - - - - - - - - - - - . - - - .
F01010 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01011 - - - - - - - - - - - - - - - - - - - - . . - - - - - -
F01012 - - - - - - - - - - - - . . - - - - - - - - - - - - - -
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Control (vehicle: corn oil)

Female No.

Days of administration

21 22 23 24 25 26 27 28

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F01001 - - - -
F01002 - - - -
F01003 - - - -
F01004 - - - -
F01005 - - - -
F01006 - - - -
F01007 - - - -
F01008 - - - -
F01009 - - - -
Folol0 - -

F01011 - - - -
F01012 - - - -

Number of females 12 12 11 11
- 12 12 11 11

v o
v o
P
P
[NIENY
(SN
(SN
[NENY

Control (vehicle: corn oil)

Female No. Days of administration
29 30 31 32 33 34 35 36 37 38 39 40 41 42
Pre Post Pre Post Pre Post Pre  Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F01003 E I A - - BT S R - - R - B B T - - - - - - - T T T TR - P
Control (vehicle: corn oil)
Female No. Days of administration
43 4 45 46 47 48 49 50 51 52 53
Pre Post Prc Post Prc  Post Pre  Post Pre Post Prc Post Pre Post Pre DPost Pre Post Pre  Post Pre
F01003 > - > 4 > - > - P> a4 P> - P> - > > e P> D> D> e > e P> e > e > e P> . P> P> > e >

Pre: Before administration, Post: after administration.

~: General appearance, No abnormality .
>: Excluded from analysis (not copulated)
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ARBREE :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 2-1-2. General conditions of female rats

HA 100 mghkg
Female No. Days of administration
1 2 3 4 5 [ 7 8 9 10 11 12 13 14
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F02013 - - - - - - - - - - - - - . - - - . - - - - - - - . . .
F02014 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02015 - - - - - - - - - - . - - - - - - . - - - - . . - . . .
F02016 - - - - - - - - - - - - . - - - - - - - - - - . - . - .
F02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02018 - - - - - - - - - - - - - - - - - - - - - - - - . - . -
F02019 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02020 - - - - - - - - - - - - B - - - - - . - - - - . - - - .
F02021 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02023 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02024 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

HA 100 mg/kg
Female No. Days of administration
15 16 17 18 19 20 21 22 23 24 25 26 27 28
Pre  Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F02013 - -
F02014 - - - - - - - -
F02015 - - - - - - - -
F02016 - - . -
F02017 - - - - - - - -
F02018 - - - - - - - - - - - - - - - -
F02019 - - - -
F02020 - - - - - - - -
F02021 - - - - B - - -
F02022 - -
F02023 - - - -
F02024 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 12 12 10 10 7 7 7 7 2 2 2 2 2 2 2 2 1 1 1 1 1. 1 1 1 1 1 1 1
- 12 12 10 10 7 7 7 7 2 2 2 2 2 2 2 2 1 1 1 1 1 1 1 1 1 1 1 1
Pre: Before administration, Post: after administration.
- General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 2-1-3. General conditions of female rats

HA 300 mg/kg

Female No.

Days of administration

1

2 3

4

5

6

7 8

9

10

11

12

13

14

Pre  Post

Pre  Post Pre Post Pre

Post

Pre  Post

Pre  Post

Pre Post Pre Post

Pre

Post

Pre  Post

Pre

Post

Pre

Post

Pre

Post

Pre

Post

F03025
F03026
F03027
F03028
F03029
F03030
F03031
F03032
F03033
F03034
F03035
F03036

Number of females

HA 300 mg/kg

Female No.

Days of administration

16 17

18

Pre  Post Pre  Post Pre

Post

F03025
F03026
F03027
F03028
F03029
F03030
F03031
F03032
F03033
F03034
F03035
F03036

Number of females

12 12

8 8 8 8 3
8 8 8 ) 3

——

Pre: Before

ation, Post: after

-: General ap pearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 2-1-4. General conditions of female rats

HA 1000 mgkg

Female No. Days of

1 2 3 4 5 6 7 8 9 10 11

12

13

14

Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre  Post

Pre

Post

Pre  Post

Pre_ Post

FO4037 - - - - - - - N oo - - - - - - - - - - -
FO4038 - e . - . - .- - - -
FO4039 - e . - .. - - - - - - e e e e e e
FO4040 - e e - .. - - - - - - - e e e e e
FO4041 F - - - - - - - e e e e e e
FO4042 F - - - e - - e e e e e e e
F04043 - - - -
FO04044 .. - - - - - - e . - .
F04045 - . - - - - - - - - - -
F04046 - . - - - e - - - e e e e e
F04047 - - - - - - - - - e e e e e e e
F04048 - - - - - s e . - - - - e e - e e e e

Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 n 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

HA 1000 mgfkg

Female No. Days of

L5 16 17 18 19 20 21 22 23 24 25

26

27

28

Pre  Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Pre  Post

Pre

Post

Pre Post

F04037 - -
FO4038 - e e

F04039 - e R

F04040 - - .. - .

F04041 ¢ - - - - - -
F04042 -

F04043 - - - -

FO4044 - -

FO4045 - -

FO4046 - - - . - - -
FO4047 - e e - e -
F04048 - -

Number of females 12 12
- 11 12
c 1 0

© o0 oo
© o oo
o~
© ~ )
w
w

c: Excretion, Reddish urine.

HA 1000 mghkg

Days of ini ion

Female No.

29 30 31 32 33 34 35 36 37 38 39

40

i1

42

Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Pre  Post

Pre  Post

Pre Post

FO04041 > 2 > 2 > 2 > 4 > 4> e > e > o> e > 2> e > e > e > 2> > > > 0 > 0> . > - >

>

>

>

HA 1000 mgkg

Female No. Days of administration

43 44 45 46 47 48 49 50 51 52 53
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre  Post Pre

F04041 > 2 > 2 > 4 > 4 > 4> > o> o> 2> 2> 2>d> 2> 2> > > > > >0 > .

Pre: Before Post: after administration.
d: Mouth, Salivation.
«: General appearance, No abrormality.

>: Excluded from analysis (not copulated)
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ABRE S R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 2-2-1. General conditions of female rats, satellite group

Control (vehicle: corn oil)
Female No. Days of administration

1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre _Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F05049 - - - - - - - - - - - - - - - - - - - - - -
F05050 - - - - - - - - - - - - - - - - - - -
F05051 - - - - - - - - - - - - - - - - - - . -
F05052 - - - - - - - - - - - - - - - - - - - - - . -
F05053 - - - - - - - - - - - - - - . - - - - -
F05054 - - - - - - - - - - - - - - - - - - -
F05055 - - - - - - - - - - - - - - - - - - -
F05056 - - - - - - - - - -
F05057 - - - - - - - - - - - - - - - - - - - -
F05058 - - - - - - - - - - - - - - - - - - - -
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 1 110 10 10 10 10 10 11 10 0 10 10 10 10 10 10 10 10 10 10 10 10 100 10
- 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1o 10 10 0 10 10 10 10 10 10 10 10 10 110 10 10 10 10
Pre: Before administration, Post: after
-: General appearance, No abnormality .

Control (vehicle: corn oil)
Female No. Days of
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F05049 - - - - - - - - - - - - - - - - - - - - - - - - - -
F05050 - - - - - - - - - - - - - - - - -
FO05051 S e e oo L e o e e e e e e e e
F05052 - - - - - - - - - - - - - - - - - - - - -
F05053 S e e e e e oo e e e e e e e
F05054 S e e e e e oo e e e e e e e e e e
F05055 - - - - - - - - - - - - - - - - - - - -
F05056 e e e e e o e Lo e e e e e e e e e
F05057 S e e e oo Lo e o e e e e e e e e
F05058 - - - - - - - - - - - - - - - - - - - -
Number of females 10 10 10 10 10 10 1 10 10 10 10 1o 10 10 0 10 10 10 10

s
s
5
=
3
3
S
s
S
=
3
3
S
3
s
“

- 10 10 10 10 10 10 10 10 10 10 10 10 10 .10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Pre: Before administration, Post: after i
-: General appearance, No abnormality .
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RBREF :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 2-2-2. General conditions of female rats, satellite group

HA 1000 mp/kg
Female No. Days of
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F06059 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO6060 e o e e oo e e e e e e e e e e e e e e e e e e e e e e e e e
FO6061 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO6062 S e e e e e e e e e e e e e e e e e e
FO6063 .
F06064 - - - - - - - - - - - - - - . - - - - - - - - - - - - - - -
F06065 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06066 - - - - - - - - - - - - - - - - - - - - - - - - - -
F06067 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06068 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Number of females 10 10 10 10 10 10 10 10 10 16 10 10 10 10 10 10 10 10 o 10 10 10 10 10 16 10 10 10 10 10 10 10 10 1 10 1 10 100 106 10 10 10 10 W0 0 10 0 10 10 10

- 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 16 10 10 10 10 16 10 10 10 10 10 10 10 0 10 10 10
Pre: Before administration, Post: after !
-: General appearance, No abnormality .

HA 1000 mg/kg N
Female No. Days of
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre _Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F06059 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06060 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06061 e
FO6062 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06063 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06064 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06065 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06066 - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - -
F06067 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06068 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Number of females 10 10 10 10 0 1w 10 10 10 10 0 10 10 10 10 10 10 16 10 1 10 10 10 10 10 10 10 0 10 10 10 10 10 10 5
- 10 10 10 10 10 10 10 10 10 10 10 10 1010 10 10 10 10 10 10 10 10 1010 1010 10 0 10 10 10 10 10 10 5

Pre: Before administration, Post: after i

-: General appearance, No abnormality .
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HERE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Appendix 2-3-1. General conditions of female rats at the recovery period

Control (vehicle: corn oil)
Female No. Days of recovery

F05054 .
F05055 e e e
F05056 e e e
F05057 . e oo
F05058 S e e

Numberoffemaless 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

- 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

-: General appearance, No abnormality .
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ABRE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Appendix 2-3-2. General conditions of female rats at the recovery period

HA 1000 mgkg
Female No. Days of recovery

F06064 - - - - - - - - - - - - - - -
F06065 - - - - - - - - - - - - - - -
F06066 - - - - - - - - - - - - - - -
F06067 - - - - - - - - - - - - - - -
F06068 - - - - - - - - - - - - - - -
Number of females 5 5 5 5 5 S S 5 5 5 5 5 5 5 5
- 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

-: General appearance, No abnormality.
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RERE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 3-1. General conditions in dams during pregnancy

Control (vehicle: corn oil)
Dam No. Day's of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F01001 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - .
F01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01005 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01007 - - - - - - - - - - - - - - - - - - - - . . - - - - - -
F01008 - - - - - - - - - - - - - - - - - . - - - - - - - - - -
F01009 - - - - - - - - - - - - - - - - - - - - - - . - - - - -
F01010 - - - - - - - - - - - - - - - - - - - - . - - - - - - -
FO1011 - - - - - - - - - - - - - - - - - . - - - - - - - - - -
F01012 - - - - - - - - - - - - - - - - - - - - - . - - - - - -
Number of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 1
- 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 i1 11 11 11 11 11 11 11 11 11 11
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .

Control (vehicle: corn oil)
Dam No. Day s of pregnancy
14 15 16 17 18 19 20 21 22
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F01001 - - - - - - - - - - - - - - - -
F01002 - - - - - - - - - - - - - - - -
F01004 - - B - - - - - - - - - - - - -
F01005 - - - - - - - - - - - - - - - - - -
F01006 - - - - - - - - - - - - - - - -
Fo1007 - - - - - - - - - - - - - - - -
FO01008 - - - - - - - - - - - - - - - -
F01009 - - - - - - - - - - - - - - - - - -
Fo1010 - - - - - - - - - - - - - - - -
Fo1011 - - - - - - - - - - - - - - - -
F01012 - - - - - - - - - - - . . - . -
Number of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 1 11 2 2
- 11 11 11 11 11 11 i1 11 11 11 11 11 11 11 11 11 2 2
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
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HBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 3-2. General conditions in dams during pregnancy

HA 100 mgkg
Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 1] 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F02013 > -0> . > 2> 2> 4> 0> 0> 0> 0> 0> 0> 2> 0> 2> 2> 2> 4> 2> > > e3> > a> > > > 0 > .
F02014 - - - - - - - - - - - - - - - - - - - - - - - ~ - - - -
F02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02017 - - - - - - R - . . . - R R R - - - - - - - - - - - - -
F02018 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02019 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02020 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02021 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02023 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02024 > . 0> . > 20> 0> 0> 20> 4> 0> 2> .3 2> 2> 2> 2> 2> 20> 4> > 2> 0> 0> 0> 0> 0> 2> 2> 20> .
Number of dams 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
- 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
>: Excluded from analysis (not pregnant)
Pre: Before administration, Post: after administration.
-2 General appearance, No abnormality .

HA 100 mg/kg
Dam No. Days of pregnancy
14 5 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F02013 > 20> - > 2 > 4> 4> 2> 4> 4> 4> 0> . > 0> 2> 2> 2> 2> 2> 2> 2> 2> > 2> 2> 2> .
F02014 - - - - - - - - - - - - - - - -
F02015 - - - - - - - - - - - - - - - -
F02016 - - - - - - - - - - - - - - - -
F02017 - - - - - - - - - - - - - - - - - -
F02018 - - - - - - - - - - - - - - - -
F02019 - - - - - - - - R - - - . . - -
F02020 - - - - - - - - - - - - - - - -
F02021 - - - - - - - - - - - - - - - -
F02022 - - - - - - - - - - - - - - - -
F02023 - - - - - - - - - - - - - - - -
F02024 > .0> 40> 2> 4> 40> 4> 2> 20> 2> 0> 0> 2> 0> > 0> 0> 0> 0> 0> > > 0> > . >
Number of dams 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1 1 0 0 0 [ 0 0 0
- 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1 1 0 0 0 0 0 0 0
>: Excluded from analysis (not pregnant)
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
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HERE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 3-3. General conditions in dams during pregnancy

HA 300 mgkg
Dam No. Day s of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F03025 - - - - - - - - - - - - - . - - - . - - - . - - - - - -
F03026 - - - - - - - - - - - - - - - - - - - - - . - - - - - -
F03027 - - - - - - - - - - - - - - - - - - - - - . - - . - - -
F03028 - - - - - - - - - - - - - - - - - - - . - - - - - - . -
F03029 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03030 - - - - - - - - - - - - - - - - - - - - - - - - - . - -
F03031 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03032 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03033 - - - - - - - - - - - - - - - - - - - - - - - - - . - -
F03034 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03035 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03036 - - - - - - - - - - - - - - - - - . - - - - - - - - - -
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before administration, Post: after administration.

-: General appearance, No abnormality .

HA 300 mgkg
Dam No. Days of pregnancy
14 15 16 17 18 19 20 21 22
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F03025 - - - - - - - - - - - - - . - -
F03026 - - - - - - - - - - - - - - - -
F03027 - - - - - - - - - - - - - - - -
F03028 - - - - - - - - - - - - - - - -
F03029 - - - - - - - - - - . - - - . -
F03030 - - - - - - - - - - - - - - - -
F03031 - - - - - - - - - - - . - - - .
F03032 - - - - - - - - - - - - - - - - - -
F03033 - - - - - - - - - - - - . - - -
F03034 - - - - - - - - - - . - - - - -
F03035 - - - - - - - - - - - - . - - -
F03036 - - - - - - - - - - - - . - - -
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 1
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 1
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
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RBRE S R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 3-4. General conditions in dams during pregnancy

HA 1000 mg/kg
Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F04037 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04038 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04039 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04040 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04042 - - - - - - - - - - . - - - - - - - - - - - - - - - - -
F04043 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04044 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04045 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04046 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04047 - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04048 - - - - - - - - - - - - - - a a a a a a a a a a b b b b
Number of dams 1 11 11 1l 11 1 11 11 11 1 H 11 11 1 11 11 11 11 11 11 11 11 11 11 11 1 11 11
- 1 11 11 11 11 1 11 11 11 11 11 11 11 11 10 10 10 10 10 10 10 10 10 10 10 10 10 10
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 0 0 0 1]
b 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
a: Skin, Crust formation.
b: Fur, Hair, Coat, Loss of fur.

HA 1000 mgkg
Dam No. Days of pregnancy
14 15 16 17 18 19 20 21 22
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F04037 - - - - - - - - - - - - - - - - - -
F04038 - - - - - - - - - - - - - - - - - -
F04039 - - - - - - - - - - - - - - - -
F04040 - - - - - - - - - - - - - - - -
F04042 - - - - - - - - - - - - - - - -
F04043 - - - - - - - - - - - - - - - -
F04044 - - - - - - - - - - - - - - - -
F04045 - - - - - - - - - - - - - - - -
F04046 - - - - - - - - - - - - - - . -
F04047 - - - - - - - - - - - - - - - - - -
F04048 b b b b b b - - - - - - - -
Number of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 10 10 3 3
- 10 10 10 10 10 10 11 11 11 11 11 11 11 11 10 10 3 3
b 1 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0
Pre: Before administration, Post; after administration.
-: General appearance, No abnormality .
b: Fur, Hair, Coat, Loss of fur.
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RBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 4-1. General conditions in dams during lactation

Control (vehicle: corn oil) :
Dam No. Days of lactation

0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F01001 - - - - - - - - . - -
F01002 - - - - - - - - - - -
F01004 - - - - - - - - - - .
F01005 # # - - - - - - - - -
F01006 - - - - - - - - - - -
F01007 - - - - - - - - - - -
F01008 # # - - - - - - - - -
F01009 - - - - - - - - - - -
F01010 # # - - - - - - - - -
F01011 - - - - - - - - - - -
F01012 - - - - - - - - - - -
Number of dams 8 8 11 11 11 11 11 11 11 11 11
- 8 8 11 11 11 11 11 11 11 11 11

#, Animal was administered to dosing formulation before delivery, and no abnormality was on day 0 of lactation.
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
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RBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 4-2. General conditions in dams during lactation

HA 100 mg/kg
Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F02014 - - - - - - - - - - -
F02015 - - - - - - - - - - -
F02016 - - - - - - - - - - -
F02017 # # - - - - - - - - -
F02018 - - - - - - - - - - -
F02019
F02020
F02021
F02022
F02023
Number of dams

o
FH o
'
'
1
1
1
[
3
1
1

~ 3
~|¥H
1
)

1
1
1
L}
1
1
1

7 10 10 10 10 10 10 10 10 10
#, Animal was administered to dosing formulation before delivery, and no abnormality was on day 0 of lactation.

Pre: Before administration, Post: after administration.

-: General ap pearance, No abnormality .
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A% 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 4-3. General conditions in dams during lactation

HA 300 mg/kg
Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F03025 - - - - - - - - - - -
F03026 - - - - - - - - - - -
F03027 - - - - - - - - - - -
F03028 - - - - - - - - - - -
F03029 - - - - - - - - - - -
F03030 # # - - - - - - - - -
F03031 - - - - - - - - - - -
F03033 - - - - - - - - - - -
F03034 - - - - - - - - - - -
F03035 - - - - - - - - - - -
F03036 - - - - - - - - - - -
Number of dams 10 10 11 11 11 11 11 11 11 11 11
- 10 10 11 11 11 11 11 11 11 11 11
#, Animal was administered to dosing formulation before delivery, and no abnormality was on day 0 of lactation.
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
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ABREE :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 4-4. General conditions in dams during lactation

HA 1000 mg/kg
Dam No. Days of lactation

0 1 2 3 4 5

Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F04037 # # - - - - - - - - -
F04038 # # - - - - - - - - -
F04039 # # - - - - - - - - -
F04040 - - - - - - - - - - -
F04042 # # - - - - - - - - -
F04043 - - - - - - - - - - -
F04044 - - - - - - - - - - -
F04045 # # - - - - - - - - -
F04046 - - - - - - - - - - -
F04047 # # - - - - - - - - -
F04048 - - - - - - - - - - -
Number of dams 5 5 11 11 11 11 11 11 11 11 11
- 5 5 11 11 11 11 11 11 11 11 11

#, Animal was administered to dosing formulation before delivery, and no abnormality was on day 0 of lactation.
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 5-1-1. Detailed clinical observations of male rats

Control (vehicle: com oil)

Observations made while handling R Open-field observations 9
Male No. Fur Urination : Defecation

Pre * T8b TIS T23 T29 T35 T42 R7° Rl4 Pre T8 TIS T23 T29 T35 T42 R7 RIl4 Pre T8 TI5 T23 T29 T35 T42 R7 RIi4
MO01001 2 2 2 2 2 2 2 0 0 0 1 0 1 0 0o 0 0 0 0 0 0
MO01002 2 2 2 2 2 2 2 0 1 0 0 o0 0 0 1 0 0 o0 0 1 0
MO01003 2 2 2 2 2 2 2 0 0 0 O 0 0 0 0 0 0 0 0 0 0
MO01004 2 2 2 2 2 2 2 0 0 0 o0 0 1 0 0o o0 0 0 0 0 0
MO1005 2 2 2 2 2 2 2 3 1 1 1 1 3 1 0 0 0 0 0 0 0
MO01006 2 2 2 2 2 2 2 0 0 0 0 0 1 0 0 0 0 0 0 0 0
MO1007 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01008 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0o 0 0 0
MO1009 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01010 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01011 2 2 2 2 2 2 2 2 2 1 0 1 1 1 3 2 2 0 0 0 0 0 0 0 0 0 0
M01012 2 2 2 2 2 2 2 2 2 1 1 1 1 2 1 0 1 0 0 0 0 0 0 0 0 0 0
Total . :0 1:0 1:0 1.0 1.0 1:0 1.0 1:0 1.0 5 3 3 4 4 10 3 3 0 1 0 0 0 0 1 0 0 0
™) (12) (12) (12) (12) (12) (12) (1) 5) ©) (12) (12) 12y (12) (12) (12) (12) 5) (5 (12) (12) (12) (12) (12) (12) (12} (5 ()

2 pre-treatment; b day 8 of treatment; ¢ day 7 of recovery
Fur [ 2, normal; 1, crust formation/loss of fur ]

Urination [ frequency/30sec ]

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while handling
(behavior while removing from cage, handling behavir, heart beats, body temperature, lacrimation, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral
opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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#RBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 5-1-2. Detailed clinical observations of male rats

HA 100 mg/kg

Observations made while handling 0 Open-field observations o

Male No. Fur Urination Defecation

a

Pre T8b TIS T23 T29 T35 T42 Pre T8 TI5 T23 T29 T35 T42 Pre T8 TIS T23 T29 T35 T42

M02013
M02014
M02015
M02016
M02017
M02018
MO02019
MO02020
M02021
M02022
M02023
M02024

RN DD DN NN NN DN
[SSTEN SN S S 2 I ST S S I S I S S R S
RN NN N DN NN DN NN
NN DD DN NN NN NN
RN o= DN N NN RN N R D NN
N = NN N DN NN NN NN
N = NN NN NN DN NN
_ 0O O O O O O O O O O O

0
0
0
0
0
0
0
0
0
0
1
0

o 0o 0o 0o 0o 0 — 0 o o o —
O 0o 0 0o oo o0 o o0 o o o
O 0O - 0 0o 0 o0 o o0 o o —
o © 0o 0 —-~ 0 0O 0 O 0 O —
O - - 0 0 Cc 0 o o o o o
o 0o o oo - 0 o 0 o o o
©o o000~ 0o o0 o o o o
©o 0o 0o 0o 0o oo o o o
O 0o 0o 0 0 0 0o o o o o
o 0o 0 o0 o0 o0 o0 o0 o0 o o o
o o 0 o0 o0 oo oo o0 o —
O 0 0 O 0 000 o0 0 o O

Total score 1:0 1:0 1:0 1.0 L:'1 L1 1.1 2 1 0 1 2 2 2 1 1 0 0 0 1 0
) (12) (1) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) 12y (12) (12) (12) (12) (12)

. pre-treatment; b day 8 of treatment; ¢ day 7 of recovery
Fur[ 2, normal, 1, crust formation/loss of fur ]

Urination [ frequency/30sec |

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while handling
(behavior while removing from cage, handling behavir, heart beats, body temperature, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture, exploration, piloerection, palpebral
opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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RBR%E 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 5-1-3. Detailed clinical observations of male rats

HA 300 mg/kg

Observations made while handling » Open-field observations K
Male No. Fur Urination Defecation

Prea T8b T15 T23 T29 T35 T42 Pre T8 TI5 T23 T29 T35 T42 Pre T8 TI5 T23 T29 T35 T42
M03025 2 2 1 0 0 0
M03026 2 2 2 2 2 2 2 0 0 0 0o 0 o0 © 0 0 0 0 o 0 0
M03027 2 2 2 2 2 2 2 1 0 0 0 1 0 0 0 0 0 0 0o 0 0
MO03028 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03029 2 2 2 2 2 2 2 0 0 0 0 0 1 0 0 o0 0 0 0 0 0
M03030 2 2 2 2 2 2 2 0 0 0 0 0 1 1 0 0 0 0 0o 0 0
M03031 2 2 2 2 2 2 2 0 0 1 0 0 0 0 0 0 0 0 0 0 0
M03032 2 2 2 2 2 2 2 1 0 0 0 1 0 0 0 0 0 0 0 0 0
MO03033 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO03034 2 2 2 2 2 2 2 1 0 0 1 0 1 0 0 0 0 0 0 0 0
MO03035 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO03036 2 2 2 2 2 2 2 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Total score 0 0 1:0 1:0 1:0 10 10 4 0 1 1 2 3 2 0 0 0 0 0 0 0
™) (12) (12) an an an ay an (12 (12) an an an dan an (12) (1) an ay an an ay

2 pre-treatment; b day 8 of treatment; © day 7 of recovery
Fur [ 2, normal; 1, crust formation/loss of fur ]

Urination [ frequency/30sec ]

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while handling
(behavior while removing fromcage, handling behavir, heart beats, body temperature, lacrimation, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral
opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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HEBRE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 5-1-4. Detailed clinical observations of male rats

HA 1000 mg/kg

Observations made while handling K Open-field observations o
Male No. Fur Urination Defecation

Pre” T8b TIS T23 T290 T35 T4 R7° Ri4 Pre T8 TI5 T23 T29 T35 T42 R7 Rl4 Pre T8 TIS T23 T29 T35 T42 R7 RIl4
M04037 2 2 2 2 2 2 2 2 1 1 1 1 1 2 0 0 0 0 0o 0 0
M04038 2 2 2 2 2 2 2 0 0 1 0 0 1 0 0 0 0 0 o 0 0
MO04039 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO04040 2 2 2 2 2 2 2 1 0 0 0 0 0 1 0 0 0 0 o 0 0
MO04041 2 2 2 2 2 2 1 1.0 1 0 0 1 0 0 0 0 0 0 0 0
MO04042 2 2 2 2 2 2 2 0 0 0 0 1 0 0 0 0 0 0 0 0 0
M04043 2 2 2 2 2 2 2 1 0 0 0 1 1 1 0 0 0 6 0 0 ©
M04044 2 2 2 2 2 2 2 2 2 0 0 0o 0 0 0 1 0 0 0 0 0 0o 0 0 O 0 0
MO04045 2 2 2 2 2 2 2 2 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO04046 2 2 2 2 2 2 2 2 2 0 0 0 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0
MO04047 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04048 2 2 2 2 2 2 2 2 2 1 0 0 0 0 1 0 1 0 0 0 0 0 0 0 0 0 0
Total score :0 10 10O 1.0 1.0 1.0 1.1 L0 1:1 6 1 3 2 4 6 5 1 0 0 0 0 0 0 0 0 0 0
) (12) (1) (12) (12) (1) (1) A2y ) & (12) (12 (12) (12) (120 (12) (12) ) ) (1) (12) (12) (1) (12) (12) A 5 &)

2 pre-treatment; b day 8 of treatment; © day 7 of recovery
Fur [ 2, normal; 1, crust formation/loss of fur ]

Urination [ frequency/30sec ]

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while handling
(behavior while removing from cage, handling behavir, heart beats, body temperature, lacrimation, exophthalmos, pupillary size, salivation), and c¢) Open-field observations (posture, exploration, piloerection, palpebral
opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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HERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 6-1-1. Detailed clinical observations of female rats

Control (vehicle: com oil)

Observations made while handling » Open-field observations 0
Female No. Fur Urination Defecation

Pre® T8b T15 T23 T29 T35 T42 T49 L° Pre T8 TI5 T23 T29 T35 T42 T49 L Pre T8 TIS T23 T29 T35 T42 T49 L
F01001 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0
F01002 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01003 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01004 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01005 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01006 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
FO01007 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01008 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01009 2 2 2 2 2 2 2 1 0 0 0 0 0 0 0 0 0 0 0 0 0
F01010 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01011 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01012 2 2 2 2 2 2 2 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 0 1:0 1:0 1:0 1.0 1:0 1:0 1:0 1:0 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(O] (12) (12) (12) (12 1) 12) > @O Ay (12) (12) 12y (12) (12 (12) @ @O an (12) (12) (12) (12) (12) (12) @ (O ay

2 pre-treatment; b day 8 of treatment; ® lactation period
Fur [ 2, normal; 1, crust formation ]

Urination [ frequency/30sec ]

Defecation [ frequency/30sec |

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while handling
(behavior while removing fromcage, handling behavir, heart beats, body temperature, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture,
exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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HERE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 6-1-2. Detailed clinical observations of female rats

HA 100 mg/kg

Observations made while handling 0 Open-field observations ©
Female No. Fur Urination Defecation

Pre® T8b TIS T23 T29 T35 T42 T49 L° Pre T8 TI5 T23 T29 T35 T42 T49 L Pre T8 TI5 T23 T29 T35 T42 T49 L

F02013
F02014
F02015
F02016
F02017
F02018
F02019
F02020
F02021
F02022
F02023
F02024

RN N NN DD RN D NN
(SIS IS S S SEE SR I S S S
NN N D DN DR DN NN
NN NN DN DD BN D NN
(%
NN D NN NN DN
-0 O O 0O O O O O o o O
-0 O O O O O O O O O O
O O O O O O O O O O O O
O O 0 O O OO0 -~ 0O O O O
—_ 0 0 0O O O O O O O O O
O O O O O O O O O o O
<
O O OO0 0O O O O O ©
O O O O 0 O O O O O O O
SO O 0O O O O O O O O O O
S O O O 0 0O O O O O O O
OO O O O O 0 0 0 O O
SO O O O O O O O O O O O
O O 0 0O 0O O O O O O O o
o
DO OO0 OO O O O O

Total score 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1.0 1:0 1 1 0 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(N) (12) 12y (12 (120 (12) (1) @ O (10) (12) (12) (12) (12) (12) (12) @ (1) (10 (12) (12) (12) 12y (12) (12) 2 O 19

N pre-treatment; b day 8 of treatment; ® lactation period
Fur {2, normal; 1, crust formation ]

Urination [ frequency/30sec ]

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while handling
(behavior while removing fromcage, handling behavir, heart beats, body temperature, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture,
exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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RBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 6-1-3. Detailed clinical observations of female rats

HA 300 mg/kg

Observations made while handling R Open-field observations ©
Female No. Fur Urination Defecation

PrcaTSb TI5 T23 T29 T35 T42 T49 L° Pre T8 TI5 T23 T29 T35 T42 T49 L Pre T8 TI5 T23 T29 T35 T42 T49 L

F03025
F03026
F03027
F03028
F03029
F03030
F03031
F03032
F03033
F03034
F03035
F03036

NN RN D NN
O O O O O O O
o O O O O O O

NN D NN NN NDRNR DD NN
NN NN DN NN NN DN
RN NN N NN RN DN DN
NN NN RN NN NN DN
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2 pre-treatment; b day 8 of treatment; ® lactation period
Fur [ 2, normal; 1, crust formation ]

Urination [ frequency/30sec ]

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while handling
(behavior while removing from cage, handling behavir, heart beats, body temperature, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture,
exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizame behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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HEBRE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 6-1-4. Detailed clinical observations of female rats

HA 1000 mg/kg

Observations made while handling » Open-field observations o

Ferale No. Fur Urination Defecation
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Total score 1:0 1:0 1:0 1;0 1:1 1;0 1.0 1.0 1.0 1 0 0 1 0 1 0 0 0 0 0 0 0 0 0 0 0 0
N) (12) (12) (129 12) (12) 12y (O @) A (12) (12) (12) (12) (12) (123 (1) @O (1Y (12) (12) (12) (12) (12) (12) () (O an

@ pre-treatment; b day 8 of treatment; ¢ lactation period
Fur [ 2, normal; 1, crust formation ]

Urination [ frequency/30sec }

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while handling
(behavior while removing from cage, handling behavir, heart beats, body temperature, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture,
exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 6-2-1. Detailed clinical observations of female rats, satellite group

Control (vehicle: corn oil)

AR %5 :R-15-003

Open-field observations o

Female No. ‘ Urination Defecation

Pre” T8]J TIS T23 T29 T35 T42 R7° Rl4 Pre T8 TI5 T23 T29 T35 T42 R7 Rl4
F05049 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05050 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05051 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05052 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05053 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05054 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F050s5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05056 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05057 0 0 0 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0
F05058 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0
Total score 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
™) (10) (10) (1) (10 (10) 10 A0 ) ) (10 (10) (10 10 10 16 a0 Gy

2 pre-treatment; b day 8 oftreatment; ¢ day 7 ofrecovery
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion),
b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation,
exophthalmos, pupillary size, salivation), and c¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy,

bizarre behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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FABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Appendix 6-2-2. Detailed clinical observations of female rats, satellite group

HA 1000 mg/kg

Open-field observations

Female No. Urination Defecation

Pre” T8 b T15 T23 T29 T35 T42 R7 ° R14 Pre T8 TI15 T23 T29 T35 T42 R7 Rl4
F06059 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06060 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06061 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06062 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06063 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06064 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
F06065 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06066 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06067 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06068 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 0 0 1 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
™) (10 (10) (10) (10) (10) (10) (1) (5 (1) (10) (10) (10) (10) (10 (10) (5) (5)

2 pre-treatment; b day 8 of treatment; ¢ day 7 ofrecovery
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion),
b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation,
exophthalmos, pupillary size, salivation), and c¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy,
bizarre behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 7-1-1. Body weights of male rats (g)

Control (vehicle: corn oil)

Male No. Days of administration
1 4 7 14 21 28 35 42
M01001 412.5 422.1 435.0 4543 4753 500.8 523.7 528.2
M01002 384.2 389.3 401.4 415.8 430.4 451.5 471.2 473.8
M01003 426.7 438.2 445.1 465.3 487.4 516.5 536.2 552.8
M01004 396.8 403.6 417.5 442.1 469.5 496.3 520.8 529.8
M01005 370.0 384.6 385.7 406.0 417.7 446.2 462.4 4723
M01006 391.5 398.9 411.6 421.9 4434 461.3 471.6 479.4
M01007 4194 438.4 4531 483.9 509.7 541.8 567.8 598.4
M01008 415.6 4294 440.7 464.2 471.9 497.6 513.7 526.7
M01009 378.2 390.8 400.2 4349 452.5 477.8 499.0 510.8
M01010 406.1 421.8 424 .4 446.8 475.6 495.1 506.9 528.2
MO1011 411.3 426.4 443.0 454.0 478.7 509.5 528.5 539.6
MO01012 408.5 426.8 439.5 4544 476.6 501.6 509.2 516.2
Number of males 12 12 12 12 12 12 12 12
Mean 401.7 414.2 424.8 4453 465.7 491.3 509.3 521.4
S.D. 17.6 19.6 214 22.5 25.5 27.8 30.2 35.7
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 7-1-2. Body weights of male rats (g)

HA 100 mgkg

Male No. Days of administration
1 4 7 14 21 28 35 42
M02013 413.3 433.8 449.2 473.5 491.7 513.9 533.5 541.6
M02014 424.5 4452 460.8 483.3 499.4 530.8 562.1 576.8
M02015 386.4 396.1 397.5 415.5 432.0 461.5 4774 487.8
M02016 4134 430.7 439.6 456.8 466.7 491.5 512.3 524.3
M02017 391.5 404.3 406.7 429.8 452.6 466.1 487.0 487.3
M02018 388.5 402.0 411.4 4343 464.8 485.0 502.7 521.6
M02019 403.3 414.0 427.5 442.2 4534 469.6 499.4 516.5
M02020 442.6 468.0 494.6 528.2 550.3 572.0 604.3 617.2
M 02021 370.0 383.2 396.7 418.4 442.8 463.6 482.3 501.1
M02022 385.4 396.9 408.3 418.6 428.0 436.5 447.8 460.4
M02023 400.2 416.5 428.6 446.8 459.9 4773 494.6 494.6
M02024 397.2 400.6 406.8 428.3 440.2 451.3 476.6 496.2
Number of males 12 12 12 12 12 12 12 12
Mean 401.4 415.9 4273 448.0 465.2 484.9 506.7 518.8
S.D. 19.7 243 29.5 332 34.5 37.8 424 43.0
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<(0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 7-1-3. Body weights of male rats (g)

HA 300 mgkg

Male No. Days of administration

1 4 7 14 21 28 35 42
M 03025 379.1 389.4 394.8

M03026 377.6 384.1 383.8 394.2 406.2 429.0 440.9 460.7
M 03027 416.6 432.6 446.7 473.2 476.8 497.6 5154 508.9
M03028 409.2 426.7 431.2 444.8 462.6 485.0 499.3 501.8
M03029 412.5 431.0 4453 480.6 508.4 539.0 569.5 587.2
M03030 403.0 415.7 4233 453.2 472.0 501.4 527.1 530.7
M03031 422.6 4473 473.2 494.8 517.3 549.3 571.9 597.8
M03032 3882 403.6 413.5 4429 4774 499.8 524.4 5352
MO03033 373.4 379.7 392.6 408.5 424.5 451.4 469.2 470.2
M03034 399.7 406.1 413.2 439.6 4553 473.5 490.0 495.7
M03035 419.8 435.8 450.2 480.8 501.1 528.8 543.0 558.7
M03036 407.5 429.5 448.6 470.5 4945 5171 541.8 553.9
Number of males 12 12 12 11 11 11 11 11
Mean 400.8 415.1 426.4 453.0 472.4 497.4 517.5 527.3
S.D. 17.2 223 27.5 31.3 34.3 36.5 404 44.7
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way lay out).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 7-1-4. Body weights of male rats (g)

HA 1000 mg/kg
Male No. Days of administration

1 4 7 14 21 28 35 42
M 04037 406.0 4274 443.6 461.2 481.3 504.0 533.9 532.3
M 04038 425.9 448.5 463.5 502.5 543.8 579.2 603.7 621.7

M 04039 410.5 428.0 443.8 474.0 487.9 516.7 542.8 561.9 -
M 04040 401.1 421.0 426.9 447.4 455.1 482.4 496.4 510.9
M04041 378.0 391.0 401.8 422.0 442.4 469.2 4734 492.8
M04042 417.1 429.3 446.2 476.2 507.8 538.1 568.7 594.9
M04043 369.4 3772 390.7 411.2 422.0 437.7 448.1 455.7
M 04044 402.0 414.7 431.4 4723 498.5 530.1 551.3 558.1
M 04045 410.0 421.1 432.1 455.4 481.8 504.3 521.7 523.8
MO04046 429.5 447.4 462.8 503.6 527.0 555.6 586.4 612.7
MO04047 404.0 409.9 423.4 445.5 469.7 483.5 513.1 5254
M 04048 370.6 3845 397.2 415.8 438.5 459.5 484.0 494.9
Number of males 12 12 12 12 12 12 12 12
Mean 402.0 416.7 430.3 457.3 479.7 505.0 527.0 5404
S.D. 19.9 228 24.0 30.7 36.5 41.3 46.8 50.9
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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RERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 7-2-1. Body weights of male rats at the recovery period (g)

Control (vehicle: corn oil)

Male No. Days of recovery
1 7 14
M01008 528.6 545.9 561.0
M01009 501.7 520.2 540.3
M01010 526.9 542.0 549.2
MoOI1011 531.9 554.3 570.2
MO01012 514.3 5223 531.6
Number of males 5 5 5
Mean 520.7 536.9 550.5
S.D. 12.5 15.0 15.5
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 7-2-2. Body weights of male rats at the recovery period (g)

HA 1000 mgkg

Male No. Days of recovery
1 7 14
M 04044 560.4 580.2 591.4
M04045 525.9 558.2 571.8
M04046 615.3 631.3 628.0
M 04047 525.1 547.2 568.9
M 04048 491.3 500.6 506.1
Number of males 5 5 5
Mean 543.6 563.5 573.2
S.D. 46.9 47.8 44.3
Significance NS NS NS
Statistical method AW AW TT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
AW: Analysis by Aspin-Welch t-test.
TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 8-1-1. Body weights of female rats (g)

Control (vehicle: corn oil)

Female No. Days of administration
1 4 7 14 21 28 35 42 49
F01001 236.6 247.7 250.4 254.3
F01002 240.6 241.8 237.2 245.5
F01003 2422 259.8 261.1 2771 306.7 340.0 324.8 336.3 344.1
F01004 258.6 261.0 256.2 267.2
F01005 2533 258.8 258.9 268.4
F01006 230.3 234.1 235.5 241.6
F01007 231.6 230.8 241.1 244.0 251.6
F01008 238.3 2382 248.7 257.6
F01009 257.5 256.2 259.8 270.2
F01010 230.9 231.7 240.4 2479
FO1011 251.2 270.2 274.7 284.1
F01012 236.6 248.0 251.0 258.5
Number of females 12 12 12 12
Mean 242.3 248.2 251.3 259.7
S.D. 10.3 13.1 11.6 13.8
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 8-1-2. Body weights of female rats (g)

HA 100 mgkg
Female No. Day's of administration
1 4 7 14 21 28
F02013 242.3 248.3 248.8 255.5
F02014 247.4 253.0 255.5 267.3
F02015 221.8 219.3 215.9 229.9
F02016 224.5 243.7 248.1 257.3
F02017 233.4 250.6 252.9 262.4
F02018 245.0 244.0 246.7 2524 270.7
F02019 230.6 2323 242.2 251.0
F02020 243.3 246.2 248.1 258.7
F02021 216.4 220.0 215.2 227.5
F02022 234.5 2323 240.8 251.9
F02023 235.5 255.6 2593 273.3
F02024 238.9 250.3 259.5 270.8 319.1 346.0
Number of females 12 12 12 12
Mean 234.5 241.3 244.4 254.8
S.D. 9.7 124 14.7 14.2
Significance NS NS NS NS - -
Statistical method AN AN AN AN NA NA

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 8-1-3. Body weights of female rats (g)

HA 300 mg/kg

Female No. Days of administration
1 4 7 14
F03025 237.2 252.2 250.0 257.8
F03026 222.8 2214 229.1 238.3
F03027 2457 2523 250.0 262.3
F03028 234.9 229.9 243.1 236.6
F03029 245.3 255.8 253.8 264.6
F03030 244.4 246.5 256.1 274.6
F03031 240.4 240.6 252.0 257.0
F03032 231.2 233.1 242.0 245.6
F03033 232.2 234.6 241.8 246.7
F03034 232.2 2347 231.9 239.2
F03035 2514 257.7 260.8 268.3
F03036 2215 2229 231.1 239.8
Number of females 12 12 12 12
Mean 236.6 240.1 245.1 252.6
S.D. 9.3 12.6 10.4 13.2
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 8-1-4, Body weights of female rats (g)

HA 1000 mg/kg
Female No. Days of administration
1 4 7 14 21 28 35 42 49
F04037 263.9 269.4 279.5 294.5
F04038 221.0 2213 2253 233.0
F04039 2375 244.1 247.6 2514
F04040 227.2 238.0 232.9 231.8
F04041 226.1 248.1 261.6 265.4 255.0 285.0 285.4 287.5 288.7
F04042 248.7 255.7 257.5 274.3
F04043 239.6 250.2 256.7 259.9
F04044 244.6 2445 256.2 267.0
F04045 226.1 227.8 235.6 243.7
F04046 2439 250.6 248.3 249.8
F04047 230.8 235.8 242.4 245.7
F04048 2522 250.7 248.3 255.0
Number of females 12 12 12 12
Mean 238.5 244.7 249.3 256.0
S.D. 12.8 12.8 14.5 17.8
Significance NS NS NS NS - - -- -- -
Statistical method AN AN AN AN NA NA NA NA NA

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 8-2-1. Body weights of female rats, satellite group (g)

Control (vehicle: corn oil)

Female No. Days of administration
1 4 7 14 21 28 35 42
F05049 246.0 251.1 257.5 272.0 284.0 285.3 298.6 305.6
F05050 258.6 266.1 261.7 277.2 282.5 286.6 280.7 289.6
F05051 266.5 2654 265.6 286.7 301.7 305.3 302.7 307.2
F05052 233.6 247.7 252.9 261.3 270.7 281.4 286.4 287.9
F05053 228.1 240.2 2433 252.0 256.4 263.4 270.8 2774
F05054 235.6 2444 254.3 264.2 267.3 273.0 285.8 285.5
F05055 2434 254.5 262.5 271.0 283.8 293.4 304.5 309.1
F05056 2343 239.0 255.8 273.6 282.4 281.3 294.5 300.5
F05057 237.4 243.0 240.6 257.4 268.6 274.3 281.0 294.1
F05058 220.4 221.1 227.6 231.2 236.5 241.1 2442 246.5
Number of females 10 10 10 10 10 10 10 10
Mean 240.4 247.3 2522 265.3 273.4 278.5 284.9 290.3
S.D. 13.8 13.3 11.7 15.9 18.0 17.5 17.9 18.6
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 8-2-2. Body weights of female rats, satellite group (g)

HA 1000 mgkg

Female No. Days of administration
1 4 7 14 21 28 35 42
F06059 251.7 270.3 282.9 296.3 290.3 308.5 319.7 326.0
F06060 250.0 244.6 259.0 273.9 281.7 284.2 295.7 303.1
F06061 249.2 255.9 270.1 287.4 298.5 303.4 322.3 3303
F06062 232.8 233.1 2454 244.1 260.4 256.8 274.4 2773
F06063 253.4 259.5 259.0 276.6 287.1 300.7 3185 331.1
F06064 216.5 236.2 244.2 244.9 247.8 260.4 268.4 276.3
F06065 224.1 237.0 241.2 249.0 258.8 275.9 282.0 299.5
F06066 2513 266.0 269.6 282.6 274.9 287.5 297.9 295.1
F06067 245.8 249.5 247.1 262.3 272.8 283.7 287.8 298.2
F06068 228.3 2422 247.2 255.4 256.2 265.5 274.3 271.7
Number of females 10 10 10 10 10 10 10 10
Mean 240.3 2494 256.6 267.3 272.9 282.7 294.1 300.9
S.D. 13.6 13.0 13.9 18.7 16.7 18.1 20.2 223
Significance NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 8-3-1. Body weights of female rats at the recovery period (g)

Control (vehicle: corn oil)

Female No. Days of recovery
1 7 14
F05054 287.8 290.5 293.7
F05055 312.0 3115 334.0
F05056 301.7 305.0 302.1
F05057 2924 306.5 307.7
F05058 246.5 252.2 251.5
Number of females 5 5 5
Mean 288.1 293.1 297.8
SD. 25.0 24.2 29.9
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HERE B :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 8-3-2. Body weights of female rats at the recovery period (g)

HA 1000 mg/kg
Female No. Days of recovery
1 7 14 .

F06064 276.5 280.3 286.2
F06065 292.7 300.2 3144
F06066 301.7 297.4 307.4
F06067 294.2 308.6 311.8
F06068 277.1 284.7 289.0
Number of females 5 5 5
Mean 288.4 2942 301.8
S.D. 11.2 11.6 13.2
Significance NS NS NS
Statistical method TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 9-1. Body weights of dams during pregnancy (g)

Control (vehicle: corn oil)

Dam No. Day's of pregnancy
0 7 14 20
F01001 269.0 296.6 325.7 403.2
F01002 261.1 295.5 329.9 408.0
F01004 2874 337.2 378.2 472.2
F01005 281.6 3285 362.9 444.6
F01006 267.1 292.8 331.9 414.5
F01007 259.5 296.1 327.8 395.0
F01008 2741 305.7 3403 422.4
F01009 271.7 318.8 359.6 439.9
F01010 246.1 282.5 315.7 397.3
F01011 289.5 319.0 360.8 445.7
F01012 273.1 297.1 3329 411.1
Number of dams 11 11 11 11
Mean 271.5 306.3 342.3 423.1
S.D. 12.8 17.1 19.8 244
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 9-2. Body weights of dams during pregnancy (g)

HA 100 mg/kg
Dam No. Day's of pregnancy
0 7 14 20 26
F02013 2582 > 297.0 > 297.7 289.1 > 299.7 >
F02014 280.9 316.1 354.5 4413
F02015 2414 283.7 3254 4054
F02016 264.4 302.5 3454 446.2
F02017 271.0 306.1 3355 388.3
F02018 268.4 321.0 367.5 4514
F02019 245.8 284.2 311.5 404.4
F02020 273.2 3104 348.4 439.7
F02021 2434 273.8 307.9 378.5
F02022 245.0 296.6 335.7 414.0
F02023 275.8 305.1 340.6 421.1
F02024 351.7 > 363.1 > 3782 359.0 > 366.7 >

Number of dams 10 10 10 10
Mean 260.9 300.0 337.2 419.0
S.D. 153 15.2 18.5 25.2

Significance NS - NS NS NS --

Statistical method AN AN AN AN NA

>: Excluded from analy sis (not pregnant)
Significantly different from the control group (*: P<0.05, **: P<0.01).
N'S: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 9-3. Body weights of dams during pregnancy (g)

HA 300 mgkg

Dam No. Day's of pregnancy
0 7 14 20
F03025 273.7 308.3 357.3 446.1
F03026 2429 288.8 3213 392.7
F03027 2747 288.6 320.1 394.6
F03028 256.5 293.4 328.7 404.6
F03029 283.8 325.4 369.4 469.3
F03030 275.1 303.6 3314 425.1
F03031 2723 304.6 337.8 418.5
F03032 256.7 299.7 336.2 377.5
F03033 264.9 286.8 320.3 3721
F03034 254.0 280.2 297.2 371.4
F03035 280.5 339.0 375.7 464.9
F03036 2434 284.5 321.1 411.4
Number of dams 12 12 12 12
Mean. 264.9 300.2 334.7 412.4
S.D. 13.9 17.5 22.7 339
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 9-4. Body weights of dams during pregnancy (g)

HA 1000 mgkg

Dam No. Day's of pregnancy
0 7 14 20
F04037 294.1 334.7 366.2 4344
F04038 2394 274.6 308.7 384.3
F04039 265.1 300.3 327.8 394.1
F04040 251.3 302.6 342.5 417.6
F04042 270.9 317.7 363.5 450.8
F04043 273.1 308.3 345.8 419.6
F04044 263.6 3125 352.4 438.9
F04045 246.7 287.5 314.0 401.7
F04046 263.5 304.1 328.6 392.6
F04047 252.1 276.2 306.6 346.9
F04048 272.4 301.0 3324 410.8
Number of dams 11 11 11 11
Mean 262.9 301.8 3353 408.3
S.D. 15.2 17.6 20.7 29.1
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 10-1. Body weights of dams during lactation (g)

Control (vehicle: corn oil)

Dam No. Days of lactation
0 4
F01001 302.1 322.0
F01002 304.5 330.7
F01004 343.9 360.3
F01005 328.1 3345
F01006 326.9 351.9
F01007 342.2 3275
F01008 344.9 3254
F01009 317.9 340.3
F01010 3199 306.2
F01011 364.9 365.3
F01012 303.5 322.2
Number of dams 11 11
Mean 327.2 335.1
S.D. 20.2 17.9
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 10-2. Body weights of dams during lactation (g)

HA 100 mgkg

Dam No. Day s of lactation
0 4
F02014 3259 351.5
F02015 301.0 314.0
F02016 311.7 3535
F02017 3575 335.7
F02018 335.2 355.9
F02019 286.3 310.7
F02020 360.5 339.8
F02021 304.7 311.0
F02022 309.6 345.1
F02023 341.3 339.0
Number of dams 10 10
Mean 3234 335.6
S.D. 24.9 17.6
Significance NS NS
Statistical method AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 10-3. Body weights of dams during lactation (g)

HA 300 mgkg

Dam No. Days of lactation
0 4
F03025 3353 340.6
F03026 326.6 3142
F03027 315.8 325.8
F03028 293.3 320.2
F03029 350.1 358.1
F03030 3223 335.1
F03031 316.3 349.6
F03033 3284 3129
F03034 266.5 294.0
F03035 367.8 388.4
F03036 296.3 330.8
Number of dams 11 11
Mean 319.9 333.6
S.D. 27.8 25.6
Significance NS NS
Statistical method AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 10-4. Body weights of dams during lactation (g)

HA 1000 mgkg

Dam No. Days of lactation
0 4
F04037 362.0 3584
F04038 313.8 322.1
F04039 318.5 3121
F04040 338.9 352.8
F04042 376.1 3504
F04043 343.4 364.7
F04044 326.8 364.4
F04045 318.3 309.5
F04046 327.4 334.5
F04047 3174 306.1
F04048 329.0 332.8
Number of dams 11 11
Mean 333.8 337.1
S.D. 19.9 22.3
Significance NS NS
Statistical method AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 11-1-1. Food consumption of male rats (g/day)

Control (vehicle: corn oil)

Male No. Days of administration
1 7 14 29 35 41
M01001 26.5 25.0 25.3 25.5 219 25.0
M01002 25.0 217 23.7 21.6 16.1 20.2
MO01003 254 26.5 245 24.6 21.8 24.8
M01004 24.4 23.8 224 23.8 19.2 23.9
M01005 25.8 21.2 24.4 27.1 244 23.3
M01006 25.8 22.9 20.9 20.5 19.1 20.9
M01007 34.9 322 30.0 30.1 33.5 344
M01008 25.8 26.3 24.8 25.5 26.7 25.8
M01009 25.6 27.5 23.0 253 22.6 25.2
MO01010 27.0 28.0 26.9 26.5 27.8 27.0
MO01011 19.6 26.2 20.2 253 224 243
M01012 33.2 27.1 22.7 19.3 17.9 249
Number of males 12 12 12 12 12 12
Mean 26.6 257 24.1 24.6 22.8 25.0
S.D. 4.0 3.0 2.6 3.0 4.8 3.5
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 11-1-2. Food consumption of male rats (g/day)

HA 100 mgkg

Male No. Days of administration
1 7 14 29 35 41
M02013 29.2 28.0 25.9 25.9 21.0 27.1
M02014 32.1 30.8 23.3 28.2 25.5 29.1
MO02015 25.1 223 21.7 23.8 22.5 21.2
M02016 25.7 29.3 23.3 29.0 25.0 25.2
M02017 24.3 27.5 27.0 24.5 22.5 23.9
M02018 24.8 24.6 24.6 24.9 247 255
M02019 28.0 25.9 23.3 20.8 18.8 243
M 02020 31.0 32.6 26.6 27.2 25.0 343
M02021 27.9 24.1 24.6 24.8 23.0 24.4
M 02022 24.2 25.2 20.1 22.1 23.9 22.0
M 02023 25.1 249 25.1 22.2 23.1 22.5
M02024 31.6 28.1 21.8 29.5 22.1 27.0
Number of males 12 12 12 12 12 12
Mean 27.4 26.9 23.9 25.2 23.1 25.5
S.D. 3.0 3.0 2.1 2.8 1.9 3.6
Significance NS NS NS NS NS NS
Statistical method AN AN AN AN KW AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 11-1-3. Food consumption of male rats (g/day)

HA 300 mg/kg

Male No. Days of administration

1 7 14 29 35 41
~M03025 22.4 239

M03026 26.1 21.0 19.8 20.8 19.1 204
M03027 29.3 26.0 23.8 27.9 21.8 21.8
M03028 25.0 24.6 23.2 23.4 21.7 21.6
M03029 27.8 28.3 33.0 28.1 29.9 29.4
M03030 279 26.1 24.0 25.7 24.5 24.0
M03031 32.5 30.6 28.5 30.1 279 30.5
M03032 29.9 26.5 27.6 24.1 22.8 26.4
M03033 23.2 18.1 17.3 194 16.0 19.8
M03034 25.7 26.8 24.9 23.8 24.3 23.1
M03035 29.5 30.6 28.0 26.3 26.9 26.5
M03036 31.2 28.1 26.2 25.1 23.3 24.4
Number of males 12 12 11 11 11 11
Mean 27.5 25.9 25.1 25.0 23.5 244
S.D. 3.1 3.6 43 32 39 3.5
Significance NS NS NS NS NS NS
Statistical method AN AN AN AN KW AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 11-1-4. Food consumption of male rats (g/day)

HA 1000 mgkg
Male No. Days of administration
1 7 14 29 35 41
M 04037 354 26.8 22.9 21.6 229 222
M 04038 26.8 25.6 28.9 28.1 26.9 28.0
M 04039 26.1 27.2 24.7 27.5 273 28.9
M 04040 26.1 22.5 214 23.5 21.3 20.2
M 04041 25.2 25.9 22.6 23.2 20.7 27.0
M 04042 25.9 26.5 25.2 24.6 21.6 30.5
M 04043 23.9 22.0 22.8 22.5 219 19.9
M 04044 28.6 30.1 28.2 27.8 22.6 24.5
M 04045 272 28.6 24.5 25.6 21.7 23.8
M 04046 - 331 324 28.5 33.8 30.6 32,6
M 04047 22.0 21.9 23.7 22.6 22.0 19.7
M 04048 233 23.8 22.6 25.5 23.0 234
Number of males 12 12 12 12 12 12
Mean 27.0 26.1 24.7 25.5 23.5 25.1
S.D. 3.9 33 2.6 34 3.0 4.3
Significance NS NS NS NS NS NS
Statistical method AN AN AN AN Kw AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
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HEAE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 11-2-1. Food consumption of male rats at the recovery period (g/day)

Control (vehicle: corn oil)

Male No. Days of recovery
6 12
M01008 31.7 31.1
M01009 324 30.8
M01010 323 33.0
MO01011 34.1 33.6
MO01012 25.7 26.0
Number of males 5 5
Mean 312 30.9
S.D. 32 3.0
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HERE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 11-2-2. Food consumption of male rats at the recovery period (g/day)

HA 1000 mgkg

Male No. Days of recovery
6 12
M 04044 30.7 31.8
M04045 385 36.3
M04046 37.2 35.9
M 04047 30.5 34.2
M 04048 26.4 29.5
Number of males 5 5
Mean 327 33.5
S.D. 5.1 2.9
Significance NS NS
Statistical method TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.

171



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

Appendix 12-1-1. Food consumption of female rats (g/day)

Control (vehicle: corn oil)

Female No. Days of administration
1 7 14 29 35 41 48
F01001 12.6 17.8 17.0
F01002 20.7 17.4 11.3
F01003 19.8 18.6 19.3 215 16.6 22.9 21.7
F01004 18.8 16.8 10.4
F01005 11.9 21.1 214
F01006 12.3 15.8 16.3
F01007 15.8 14.0 18.6
F01008 17.6 13.8 214
F01009 17.4 14.1 19.3
F01010 20.4 11.2 18.5
F01011 19.8 16.7 213
F01012 15.1 19.5 18.1
Number of females 12 12 12
Mean 16.9 16.4 17.7
S.D. 33 2.8 3.6
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 12-1-2. Food consumption of female rats (g/day)

HA 100 mgkg

Female No. Day s of administration
1 7 14
F02013 16.7 16.6 14.9
F02014 20.5 18.1 13.6
F02015 14.9 14.8 7.9
F02016 17.6 19.7 19.6
F02017 17.3 18.5 13.6
F02018 14.6 13.8 20.6
F02019 20.6 15.9 17.2
F02020 18.3 15.5 12.1
F02021 14.6 15.9 133
F02022 20.8 12.4 17.2
F02023 22.6 21.0 20.4
F02024 19.8 19.1 13.0
Number of females 12 12 12
Mean 18.2 16.8 15.3
S.D. 2.7 2.6 3.8
Significance NS NS NS
Statistical method AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 12-1-3. Food consumption of female rats (g/day)

HA 300 mg/kg

Female No. Days of administration
1 7 14
F03025 20.5 19.1 15.3
F03026 18.7 10.6 16.0
F03027 17.7 18.4 113
F03028 184 14.2 16.1
F03029 12.2 19.3 17.8
F03030 19.9 13.1 16.7
F03031 21.4 16.5 18.9
F03032 18.0 139 17.4
F03033 20.5 20.0 19.4
F03034 13.5 19.6 19.1
F03035 15.1 21.6 16.9
F03036 19.6 12.7 17.3
Number of females 12 12 12
Mean 18.0 16.6 16.9
S.D. 2.9 3.6 22
Significance NS NS NS
Statistical method AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 12-1-4. Food consumption of female rats (g/day)

HA 1000 mgkg
Female No. Days of administration
1 7 14 29 35 41 48
F04037 22.1 14.1 19.0
F04038 17.0 13.5 17.6
F04039 14.1 21.7 18.8
F04040 13.8 18.3 15.7
F04041 19.3 22.4 10.8 17.6 19.0 17.2 59
F04042 16.4 15.9 16.5
F04043 14.7 18.4 19.1
F04044 21.5 132 19.5
F04045 21.4 9.5 18.8
F04046 12.9 16.7 12.6
F04047 20.9 19.5 16.8
F04048 11.0 20.3 194
Number of females 12 12 12
Mean 17.1 17.0 17.1
S.D. 39 39 28
Significance NS NS NS - - - ---
Statistical method AN AN AN NA NA NA NA

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 12-2-1. Food consumption of female rats, satellite group (g/day)

Control (vehicle: corn oil)

Female No. Days of administration
1 7 14 21 29 35 41
F05049 21.0 13.5 18.5 22.1 19.0 13.0 16.6
F05050 214 20.7 15.3 18.0 15.5 14.1 12.8
F05051 19.5 232 15.5 19.2 - 16.9 13.7 18.0
F05052 16.9 19.9 20.9 18.4 16.5 17.5 13.9
F05053 19.3 17.1 17.3 16.2 17.0 17.4 16.4
F05054 215 16.5 17.9 19.5 19.4 12.7 18.4
F05055 20.9 19.1 19.1 18.3 17.1 16.9 17.4
F05056 19.1 14.8 17.2 19.1 20.8 9.4 17.7
F05057 2255 19.4 16.6 18.0 21.2 19.0 214
F05058 17.0 14.5 15.8 16.9 15.7 10.0 8.1
Number of females 10 10 10 10 10 10 10
Mean 19.9 17.9 17.4 18.6 17.9 14.4 16.1
S.D. 1.9 3.1 1.8 1.6 2.0 33 3.7
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RERE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 12-2-2. Food consumption of female rats, satellite group (g/day)

HA 1000 mgkg

Female No. Days of administration
1 7 14 21 29 35 41
F06059 26.4 239 21.8 20.6 17.6 19.9 21.0
F06060 19.0 12.5 15.6 17.6 18.5 12.1 16.0
F06061 20.0 16.5 19.3 19.9 20.2 16.4 19.4
F06062 20.0 16.8 17.7 18.1 18.1 16.4 15.8
F06063 17.6 17.4 16.2 21.9 22.7 15.9 214
F06064 18.3 17.5 20.5 16.9 18.9 15.2 17.1
F06065 16.7 17.8 13.8 18.5 18.6 19.5 22.7
F06066 21.2 20.7 20.7 19.0 17.7 18.4 17.6
F06067 19.1 18.1 13.6 18.7 18.8 17.9 17.7
F06068 18.9 16.7 19.6 16.5 15.8 17.0 15.8
Number of females 10 10 10 10 10 10 10
Mean 19.7 17.8 17.9 18.8 18.7 16.9 18.5
S.D. 2.7 2.9 2.9 1.7 1.8 2.3 2.5
Significance NS NS NS NS NS NS NS
Statistical method TT TT TT T TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 12-3-1. Food consumption of female rats at the recovery period (g/day)

Control (vehicle: corn oil)

Female No. Days of recovery
6 12
F05054 19.4 23.7
F05055 18.8 21.2
F05056 18.1 225
F05057 24.4 19.1
F05058 20.2 20.6
Number of females 5 5
Mean 20.2 21.4
S.D. 25 1.8
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HBREF :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 12-3-2. Food consumption of female rats at the recovery period (g/day)

HA 1000 mgkg

Female No. Days of recovery
6 12
F06064 17.0 22.3
F06065 19.0 20.7
F06066 16.4 23.3
F06067 233 16.9
F06068 19.4 20.9
Number of females 5 5
Mean 19.0 20.8
S.D. 2.7 2.4
Significance NS NS
Statistical method TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 13-1. Food consumption in dams during pregnancy (g/day)

Control (vehicle: corn oil)

Dam No. Day's of pregnancy
0 7 14 20
F01001 16.3 22.2 20.9 24.0
F01002 18.5 22.6 22.6 22.0
F01004 17.5 28.1 27.1 19.3
F01005 16.6 29.3 254 18.1
F01006 15.6 21.6 25.5 213
F01007 16.9 213 26.3 19.4
F01008 15.3 259 259 25.7
F01009 21.0 28.2 25.0 20.7
F01010 20.2 24.4 19.3 21.1
F01011 19.4 26.8 22.1 21.0
F01012 19.3 14.1 24.8 204
Number of dams 11 11 11 11
Mean 17.9 24.0 24.1 21.2
S.D. 1.9 44 2.5 2.1
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 13-2. Food consumption in dams during pregnancy (g/day)

HA 100 mgkg
Dam No. Days of pregnancy

0 7 14 20

F02013 16.4 > 21.2 > 10.2 14.4 >
F02014 19.6 21.0 235 22.5
F02015 184 234 20.4 26.5
F02016 19.6 217 233 18.3
F02017 18.4 22.0 26.6 22.3
F02018 19.4 28.0 24.7 27.1
F02019 16.3 21.5 21.2 21.1
F02020 18.0 22.1 24.7 23.8
F02021 18.9 22.2 18.0 18.3
F02022 222 26.8 23.7 25.6
F02023 17.5 26.6 21.8 21.1

F02024 24.5 > 242 > 20.6 152 >
Number of dams 10 10 10 10
Mean 18.8 23.5 22.8 22.7
S.D. 1.6 2.6 2.5 3.1
Significance NS NS NS NS
Statistical method KW AN AN AN

>: Excluded from analysis (not pregnant)

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 13-3. Food consumption in dams during pregnancy (g/day)

HA 300 mgkg
Dam No. Days of pregnancy -

0 7 14 20
F03025 17.7 25.6 22.0 233
F03026 20.1 25.5 19.1 23.9
F03027 14.9 18.0 17.4 25.5
F03028 17.8 222 245 14.0
F03029 20.6 25.6 274 28.3
F03030 18.7 20.4 20.0 21.1
F03031 17.1 20.3 19.5 22.9
F03032 20.6 244 253 21.7
F03033 14.4 23.0 23.7 16.9
F03034 17.7 19.5 223 16.1
F03035 194 28.6 28.1 259
F03036 19.8 23.7 19.8 23.8
Number of dams 12 12 12 12
Mean 18.2 23.1 224 22,0
S.D. 2.1 3.1 34 4.3
Significance NS NS NS NS
Statistical method KW AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 13-4, Food consumption in dams during pregnancy (g/day)

HA 1000 mg/kg

Dam No. Days of pregnancy
0 7 14 20
F04037 19.0 23.5 19.3 19.7
F04038 15.3 224 21.7 22.1
F04039 12.1 22.7 28.3 19.5
F04040 20.6 283 29.2 26.6
F04042 17.0 23.9 24.5 25.1
F04043 14.6 19.6 19.2 17.3
F04044 16.9 23.6 223 28.2
F04045 21.6 23.9 18.9 24.5
F04046 17.1 20.3 22.6 20.6
F04047 9.5 20.7 23.1 18.4
F04048 22.8 26.1 28.4 19.3
Number of dams 11 11 11 11
Mean 17.0 23.2 234 21.9
S.D. 4.0 2.5 38 3.6
Significance NS NS NS NS
Statistical method KW AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
AN: Analysis by variance (one-way layout).
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HERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 14-1. Food consumption in dams during lactation (g/day)

Control (vehicle: corn oil)

Dam No. Day's of lactation
3

F01001 40.0
F01002 41.6
F01004 46.9
F01005 33.7
F01006 43.5
F01007 324
F01008 28.8
F01009 433
F01010 345
FO1011 41.5
F01012 44.0
Number of dams 11
Mean 39.1
S.D. 5.8
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RBR%E 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 14-2. Food consumption in dams during lactation (g/day)

HA 100 mgkg
Dam No. Days of lactation
3
F02014 433
F02015 37.6
F02016 445
F02017 24.4
F02018 43.6
F02019 42.6
F02020 345
F02021 - 36.4
F02022 50.0
F02023 38.8
Number of dams 10
Mean 39.6
S.D. 7.0
Significance NS
Statistical method AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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HERE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 14-3. Food consumption in dams during lactation (g/day)

HA 300 mg/kg
Dam No. Days of lactation
3
F03025 48.3
F03026 38.1
F03027 28.1
F03028 39.7
F03029 35.9
F03030 38.2
F03031 385
F03033 25.5
F03034 39.6
F03035 48.8
F03036 55.0
Number of dams 11
Mean 39.6
S.D. 8.6
Significance NS
Statistical method AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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HERE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 14-4. Food consumption in dams during lactation (g/day)

HA 1000 mgkg
Dam No. Days of lactation
3
F04037 37.0
F04038 37.6
F04039 28.4
F04040 43.6
F04042 25.5
F04043 42.1
F04044 55.7
F04045 344
F04046 40.7
F04047 259
F04048 36.1
Number of dams 11
Mean 37.0
S.D. 8.8
Significance NS
Statistical method AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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HBRE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 15-1. Functional findings of male rats at the end of the dosing period

Control (vehicle: com oil)

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
MO01001 2 2 2 2 + + +
MO01002 2 2 2 2 + + +
M01003 2 2 2 2 + + +
M01004 2 2 2 2 + + +
MO01005 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +5

2 or+, normal
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HERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 15-2. Functional findings of male rats at the end of the dosing period

HA 100 mg/kg

Male No. ‘ Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
M02013 2 2 2 2 + + +
M02014 2 2 2 2 + + +
MO02015 2 2 2 2 + + +
M02016 2 2 2 2 + + +
M02017 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +5

2 or -+, normal
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RBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 15-3. Functional findings of male rats at the end of the dosing period

HA 300 mg/kg

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
M03026 2 2 2 2 + + +
M03027 2 2 2 2 + + +
M03028 2 2 2 2 + + +
M03029 2 2 2 2 + + +
M03030 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +5

2 or +, normal
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 15-4. Functional findings of male rats at the end of the dosing period

HA 1000 mg/kg

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
M04037 2 2 2 2 + + +
M04038 2 2 2 2 + + +
M04039 2 2 2 2 + + +
MO04040 2 2 2 2 + + +
M04041 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +:5 +5

2 or +, normal
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RBRE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Appendix 16-1-1. Functional findings of female rats at the end of the dosing period

Control (vehicle: corn oil)

Female, dam

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F01001 2 2 2 2 + + +
F01005 2 2 2 2 + + +
F01008 2 2 2 2 + + +
F01010 2 2 2 2 + + +
F01011 2 2 2 2 + + +
Total 2:5 2:5 2:5 2.5 +5 +5 +5

2 or +, normal

192



RBRE S R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 16-1-2. Functional findings of female rats at the end of the dosing period

HA 100 mg/kg

Female, dam
Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F02016 2 2 2 2 + + +
F02019 2 2 2 2 + + +
F02021 2 2 2 2 + + +
F02022 2 2 2 2 + + +
F02023 2 2 2 2 + + +
Total 2.5 2:5 2:5 2:5 +5 +5 + 5

2 or +, normal
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#BRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 16-1-3. Functional findings of female rats at the end of the dosing period

HA 300 mg/kg

Female, dam
Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F03026 2 2 2 2 + + +
F03028 2 2 2 2 + + +
F03029 2 2 2 2 + + +
F03030 2 2 2 2 + + +
F03036 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +5

2 or +, normal
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R EE :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 16-1-4. Functional findings of female rats at the end of the dosing period

HA 1000 mg/kg

Female, dam
Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F04037 2 2 2 2 + + +
F04038 2 2 2 2 + + +
F04042 2 2 2 2 + + +
F04044 2 2 2 2 + + +
F04045 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 16-2-1. Functional findings of female rats at the end of the dosing period, satellite group

Control (vehicle: corn oil)
Female, satellite groups

ARERE 5 :R-15-003

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F05049 2 2 2 2 + + +
F05050 2 2 2 2 + + +
F05051 2 2 2 2 + + +
F05052 2 2 2 2 + + +
F05053 2 2 2 2 + + +

+5

Total 2:5 2:5 2:5 2.5 +5 + 5

2 or +, normal
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RBRE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Appendix 16-2-2. Functional findings of female rats at the end of the dosing period, satellite group

HA 1000 mg/kg

Female, satellite groups

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F06059 2 2 2 2 + + +
F06060 2 2 2 2 + + +
F06061 2 2 2 2 + + +
F06062 2 2 2 2 + + +
F06063 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +:5 +35

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 17-1. Assessment of grip strength of male rats

Control (vehicle: corn oil)

Male No.

Administration period

Forelimb Hindlimb
(kg) kg)
M01001 0.728 0.498
M01002 0.922 0.461
M01003 0.881 0.452
MO01004 0.938 0.578
MO01005 1.141 0.416
Number of males: 5 5
Mean 0.922 0.481
S.D. 0.148 0.062
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AEBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 17-2. Assessment of grip strength of male rats

HA 100 mg/kg
Male No. Administration period
Forelimb Hindlimb
kg) kg)

M02013 0.652 0.413
M02014 0.759 0.341
MO02015 0.973 0.476
MO02016 1.005 0.471
M02017 0.870 0.397
Number of males 5 5
Mean 0.852 0.420
S.D. 0.147 0.056

Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 17-3. Assessment of grip strength of male rats

HA 300 mg/kg
Male No. Administration period
Forelimb Hindlimb
(kg) _ (kg)

M03026 0.538 0.440
MO03027 1.205 0.321
M03028 0.859 0.482
MO03029 1.120 0.545
MO03030 1.044 0.474
Number of males 5 5
Mean 0.953 0.452
S.D. 0.265 0.083

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 17-4. Assessment of grip strength of male rats

HA 1000 mg/kg
Male No. Administration period
Forelimb Hindlimb
(kg) kg)

M04037 0.725 0.480
M04038 0.859 0.372
M04039 1.284 0.446
M04040 1.100 0.476
M04041 0.812 0.752
Number of males 5 5
Mean 0.956 0.505
S.D. 0.230 0.145

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 18-1. Assessment of grip strength of female rats

Control (vehicle: corn oil)

Female No. Administration period
Forelimb Hindlimb
(kg) (kg)

F01001 0.662 0.454
F01005 0.861 0.527
F01008 0.913 0.266
F01010 0.944 0427
F01011 0.668 0.560
Number of females 5 5
Mean -0.810 0.447
S.D. 0.135 0.114
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ABREF :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 18-2. Assessment of grip strength of female rats

HA 100 mg/kg
Female No. Administration period
Forelimb Hindlimb
(keg) (kg)

'F02016 0.718 0.384
F02019 0.891 0.528
F02021 0.867 0.336
F02022 0.796 0.423
F02023 0.843 0.636
Number of females 5 5
Mean, 0.823 0.461
S.D. . 0.068 0.121

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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ABR%E 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 18-3. Assessment of grip strength of female rats

HA 300 mg/kg
Female No. Administration period
Forelimb Hindlimb
kg) kg)

F03026 0.704 0472
F03028 0.869 0.534
F03029 0.996 0.416
F03030 0.913 0.534
F03036 0.980 0.511
Number of females 5 5
Mean 0.892 0.493
S.D. 0.117 0.050

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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HABE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 18-4. Assessment of grip strength of female rats

HA 1000 mg/kg
Female No. Administration period
Forelimb Hindlimb
(kg) kg)

F04037 0.780 0.427
F04038 0.876 0.603
F04042 0.962 0.554
F04044 1.021 0.492
F04045 0.853 0.433
Number of females 5 5
Mean 0.898 0.502
SD. 0.094 0.076

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 19-1. Assessment of grip strength of female rats, satellite group

Control (vehicle: corn oil)

Female No. Administration period
Forelimb Hindlimb
kg) kg)

F05049 0.527 0.396
F05050 0.896 0.434
F05051 0.933 0.398
F05052 0.517 0.428
F05053 0.530 0.409
Number of females 5 5
Mean 0.681 0.413
S.D. 0.214 0.017
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 19-2. Assessment of grip strength of female rats, satellite group

HA 1000 mg/kg
Female No. Administration period
Forelimb Hindlimb
keg) (kg)

F06059 0.963 0.555
F06060 0.823 0.420
F06061 0.925 0.560
F06062 0.869 0.421
F06063 : 0.875 0.367
Number of fernales 5 5
Mean 0.891 0.465
S.D. 0.054 0.088

Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 20-1. Motor activity of male rats

Control (vehicle: com oil)

Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M01001 1820 1913 1564 1120 6417 29 19 16 3 67
M01002 1125 1118 747 969 3959 25 28 10 16 79
M01003 1167 929 630 691 3417 27 16 9 11 63
M01004 1238 1167 1109 720 4234 29 24 22 3 78
M01005 1195 940 781 974 3890 24 14 16 21 75
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1309 1213 966 895 4383 27 20 15 11 72
SD. 289 405 379 183 1174 2 6 5 8 7
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#ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 20-2. Motor activity of male rats

HA 100 mg/kg
Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M02013 1315 1195 1139 926 4575 23 21 22 3 69
M02014 1272 1116 682 528 3598 31 21 4 7 63
Mo02015 1071 895 734 431 3131 21 12 12 5 50
M02016 1450 924 717 617 3708 29 11 4 5 49
M02017 1180 1099 966 963 4208 27 27 14 25 923
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1258 1046 848 693 3844 26 18 11 9 65
SD. 143 130 198 239 560 4 7 8 9 18

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 20-3. Motor activity of male rats

HA 300 mg/kg
Male No. Administration period
Ambulation (counts) Rearing (counts)
Smin 10min 15min 20min Total Smin 10min 15min 20min Total

M03026 1154 827 977 521 3479 25 11 11 3 50
M03027 1108 969 968 620 3665 32 28 22 6 88
M03028 1359 1216 1153 1042 4770 44 37 2 13 116
M03029 1186 1207 1157 1005 4555 20 24 14 14 7?2
M03030 1277 918 1013 861 4069 ' 33 8 18 11 70
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1217 1027 1054 810 4108 31 2 17 9 79
SD. 101 176 94 231 555 9 12 5 5 25

Significantly different from the control group (*: P<0.05, **: P<0.01).
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RBRE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 20-4. Motor activity of male rats

HA 1000 mg/kg
Male No. Administration period
Ambulation (counts) Rearing (counts)

5min 10min 15min 20min Total Smin 10min 15min 20min Total
M04037 1177 1275 831 657 3940 34 36 9 16 95
M04038 868 730 761 467 2826 36 25 2 8 91
M04039 1336 1041 1204 961 4542 29 22 25 8 84
M04040 1073 679 440 105 2297 26 4 6 0 36
M04041 1129 961 639 505 3234 26 16 8 10 60
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1117 937 775 539 3368 30 21 14 8 73
SD. 170 242 282 311 889 5 12 9 6 25

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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B 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 21-1. Motor activity of female rats

Control (vehicle: corn oil)

Female No. Administration period
Ambulation (counts) Rearing (counts)

5min 10min 15min 20min Total Smin 10min 15min 20min Total
F01001 1203 645 746 583 3177 36 4 11 3 54
F01005 1597 1230 1459 1170 5456 2 7 1 11 41
F01008 1334 1149 978 888 4349 43 26 8 13 90
F01010 1295 779 765 779 3618 38 14 1 16 69
F01011 1115 836 1055 378 3384 30 16 37 1 84
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1309 928 1001 760 3997 34 13 12 9 68
SD. 182 250 289 301 928 8 9 15 6 20
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RBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 21-2. Motor activity of female rats

HA 100 mg/kg
Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F02016 1080 926 645 762 3413 32 17 11 13 73
F02019 1022 923 849 616 3410 27 21 7 6 61
F02021 1185 1010 1121 1000 4316 22 20 9 11 62
F02022 1240 1141 888 852 4121 41 36 24 18 119
F02023 1085 876 893 605 3459 35 27 18 4 84
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1122 975 879 767 3744 31 24 14 10 80
SD. 88 105 169 166 439 7 8 7 6 24

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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ARBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 21-3. Motor activity of female rats

HA 300 mg/kg
Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F03026 780 617 462 386 2245 31 17 1 3 52
F03028 1101 678 264 110 2153 19 5 0 0 24
F03029 1231 992 367 298 2888 37 23 0 0 60
F03030 1239 768 812 662 3481 25 9 15 3 52
F03036 1012 830 916 628 3386 20 10 12 7 49
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1073 777 564 417 2831 26 13 6 3 47
SD. 189 145 285 231 620 8 7 7 3 14

Significantly different from the control group (*: P<0.05, **: P<0.01).
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AERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 21-4. Motor activity of female rats

HA 1000 mg/kg
Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total ‘ Smin 10min 15min 20min Total
F04037 1401 1165 823 736 4125 30 2 5 2 59
F04038 1051 854 447 509 2861 28 2 6 6 62
F04042 1245 1068 580 623 3516 29 13 3 15 60
F04044 1034 981 998 891 3904 28 14 22 8 72
F04045 1092 520 453 487 2552 40 9 5 2 56
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1165 918 660 649 3392 31 16 8 7 62
SD. 156 250 243 168 671 5 6 8 5 6

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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HEBRE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 22-1. Motor activity of female rats, satellite group

Control (vehicle: corn oil)

Female No. Administration period
Ambulation (counts) Rearing (counts)

5min 10min 15min 20min Total 5min 10min 15min 20min Total
F05049 900 742 761 665 3068 49 36 24 18 127
F05050 1279 1067 1025 840 4211 32 24 30 17 103
F05051 1126 1212 999 1060 4397 30 35 2 38 125
F05052 1747 1594 1476 1358 6175 31 2 14 7 74
F05053 1268 1275 1168 1003 4714 42 53 55 33 183
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1264 1178 1086 985 4513 37 34 29 23 122
S.D. 310 311 263 259 1118 8 12 16 13 40
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B E 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 22-2. Motor activity of female rats, satellite group

HA 1000 mg/kg
Female No. Administration period
Ambulation (counts) Rearing (counts)
Smin 10min 15min 20min Total Smin 10min 15min 20min Total

F06059 1249 1238 1380 916 4783 2 2 47 15 106
F06060 1335 1383 1400 1310 5428 35 34 71 61 201
F06061 1212 1058 1117 1009 4396 38 25 29 25 117
F06062 1288 1039 1193 1039 4559 46 30 30 41 147
F06063 1308 1307 1172 1401 5188 40 42 21 18 121
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1278 1205 1252 1135 4871 36 31 40 32 138
S.D. 49 152 129 209 431 9 8 20 19 38

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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HERE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Appendix 23-1-1. Urinalysis in male rats

Control (vehicle: corn oil)

Quality Urinary sediments

Male No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells
M01001 6.5 2+ - + - - + yellow - - - - + -
M01002 =9.0 2+ - + - - + yellow - - - - + -
MO01003 8.0 2+ - + - - + light y ellow - - - - + -
M01004 7.0 + - + - - + light y ellow - - - - + -
MO01005 7.0 + - £ - - + light y ellow - - - - % -

Protein, -: negative; +: 10 <and < 30 mg/dL; +: 30 <and < 100 mg/dL; 2+: 100 < and < 300 mg/dL; 3+: 300 < and < 600 mg/dL; 4+: 600 mg/dL <

Glucose, -2 negative; +: 30 <and < 70 mg/dL; +: 70 <and < 150 mg/dL; 2+: 150 < and < 300 mg/dL; 3+: 300 <and < 1,000 mg/dL; 4+: 1,000 mg/dL <

Ketone, -: negative; £(5 <and < 10 mg/dL; +: 10 < and < 40 mg/dL; 2+: 40 <and < 80 mg/dL; 3+: 80 <and < 150 mg/dL; 4+: 150 mg/dL <

Bilirubin, -: negative; +: 0.5 <and < 2.0 mg/dL; 2+: 2.0 < and < 6.0 mg/dL; 3+: 6.0 <and < 10.0 mg/dL; 4+: 10.0 mg/dL <

Oceult blood, -: negative; +: 0.03 < and < 0.06 mg/dL; +: 0.06 <and < 0.20 mg/dL; 2+: 0.20 <and < 1.00 mg/dL; 3+: 1.00 mg/dL <

Urobilinogen, =+: normal; +: 2.0<and < 4.0 mg/dL; 2+: 4.0<and < 8.0 mg/dL; 3+: 8.0<and < 12.0 mg/dL; 4+: 12.0 mg/dL<

Turbidity, -: negative; +: trace; +: slight; 2+: moderate; 3+: marked

Red Blood cells, -: not observed; £: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

White Blood cells,  -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: =300/3 visual field

Casts, -: not observed; %: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

Cristals, -: not observed; +: a few; +: abundant

Epithelial cells, : not observed, *: a few; +: abundant
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RBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 23-1-2. Urinalysis in male rats

HA 100 mgkg
Quality Urinary sediments

Male No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells
M02013 6.5 2+ - + - - 2+ yellow - - - - E3 -
M02014 8.0 + - + - - + light y ellow - - - - + -
M02015 7.0 2+ - + - - + light yellow - - - - + -
M02016 75 2+ - + - - + light yellow - - - - + -
M02017 7.0 2+ - + - - 2+ yellow - - - - + -

Protein, - negative; £: 10 Sand < 30 mg/dL; +: 30 <and < 100 mg/dL; 2+: 100 £ and < 300 mg/dL; 3+: 300 <and < 600 mg/dL; 4+: 600 mg/dL <

Glucose, -: negative; +: 30<and < 70 mg/dL; +: 70 <and < 150 mg/dL; 2+: 150 < and < 300 mg/dL; 3+: 300 < and < 1,000 mg/dL; 4+: 1,000 mg/dL <

Ketone, -: negative; (5 < and < 10 mg/dL; +: 10<and < 40 mg/dL; 2+: 40 < and < 80 mg/dL; 3+: 80 < and < 150 mg/dL; 4+: 150 mg/dL<

Bilirubin, -1 negative; +: 0.5 £and < 2.0 mg/dL; 2+: 2.0 < and < 6.0 mg/dL; 3+ 6.0<and < 10.0 mg/dL; 4+: 10.0 mg/dL <

Occult blood, -: negative; £: 0.03 £and < 0.06 mg/dL; +: 0.06 £and < 0.20 mg/dL; 2+: 0.20<and < 1.00 mg/dL; 3+: 1.00 mg/dL <

Urobilinogen, =2 normal; +: 2.0 and < 4.0 mg/dL; 2+: 4.0<and < 8.0 mg/dL; 3+: 8.0<and < 12.0 mg/dL; 4+: 12.0 mg/dL <

Turbidity, -: negative; *: trace; +: slight; 2+: moderate; 3+: marked

Red Blood cells, -: not observed; =: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

White Blood cells,  -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: =300/3 visual field

Casts, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

Cristals, -: not observed; +: a few; +: abundant

Epithelial cells, : not observed; +: a few; +: abundant
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HBRE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 23-1-3. Urinalysis in male rats

HA 300 mgkg
Quality Urinary sediments

Male No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells
M03026 85 + - + - - + light yellow - - - - * -
M03027 8.0 + - + - - + light yellow - - - - ES -
M03028 8.0 2+ - + - - + light yellow - - - - + -
M03029 75 = - - . . + light y ellow - - - - - -
M03030 6.5 + - + - - + light y ellow - - - - + -

Protein, -: negative; =: 10 <and < 30 mg/dL; +: 30 <and < 100 mg/dL; 2+: 100 < and < 300 mg/dL; 3+: 300 < and < 600 mg/dL; 4+: 600 mg/dL <

Glucose, -: negative; : 30 <and < 70 mg/dL; +: 70 <and < 150 mg/dL; 2+: 150 < and < 300 mg/dL; 3+: 300 <and < 1,000 mg/dL; 4+: 1,000 mg/dL <

Ketone, - negative; £(5 L and < 10 mg/dL; +: 10 < and <40 mg/dL; 2+: 40 < and < 80 mg/dL; 3+: 80 < and < 150 mg/dL; 4+: 150 mg/dL <

Bilirubin, -: negative; +: 0.5 <and < 2.0 mg/dL; 2+: 2.0 < and < 6.0 mg/dL; 3+: 6.0< and < 10.0 mg/dL; 4+: 10.0 mg/dL < ’

Occult blood, -: negative; £: 0.03 <and < 0.06 mg/dL; +: 0.06 <and < 0.20 mg/dL; 2+: 0.20 <and < 1.00 mg/dL; 3+: 1.00 mg/dL <

Urobilinogen, =+: normal; +: 2.0 < and < 4.0 mg/dL; 2+: 4.0 <and < 8.0 mg/dL; 3+: 8.0<and < 12.0 mg/dL; 4+: 12.0 mg/dL<

Turbidity, -: negative; =: trace; +: slight; 2+: moderate; 3+: marked

Red Blood cells, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

White Blood cells, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field, 2-+: 100-299/3 visual field; 3+: =300/3 visual field

Casts, -1 not observed; : 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

Cristals, -: not observed; +: a few; +: abundant

Epithelial cells, -: not observed; +: a few; +: abundant

220



RBRE % :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 23-1-4. Urinalysis in male rats

HA 1000 mg/kg
Quality Urinary sediments

Male No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Cry stals Epithelial cells
M04037 8.0 + - + - - S light yellow - - - - + -
M04038 6.5 2+ - + - - + yellow - - - - + -
M 04039 15 + - - - - * light yellow - - - - ES -
M04040 7.0 + - £ - - 4 light y ellow - - - - - -
M04041 7.0 2+ - + - - + light yellow - - - - + -

Protein, - negative; £: 10 <and < 30 mg/dL; +: 30 and < 100 mg/dL; 2+: 1005 and < 300 mg/dL; 3+: 300 < and < 600 mg/dL; 4+: 600 mg/dL <

Glucose, -: negative; =: 30 < and < 70 mg/dL; +: 70 £ and < 150 mg/dL; 2+: 150 5 and < 300 mg/dL; 3+: 300 <and < 1,000 mg/dL; 4+: 1,000 mg/dL <

Ketone, - negative; £(5 <and < 10 mg/dL; +: 10 < and < 40 mg/dL; 2+: 40 < and < 80 mg/dL; 3+: 80 <and < 150 mg/dL; 4+: 150 mg/dL <

Bilirubin, -: negative; +: 0.5 <and < 2.0 mg/dL; 2+: 2.0 < and < 6.0 mg/dL; 3+: 6.0 <and < 10.0 mg/dL; 4+: 10.0 mg/dL <

Occult blood, -: negative; +: 0.03 S and < 0.06 mg/dL; +: 0.06 <and < 0.20 mg/dL; 2+: 0.20<and < 1.00 mg/dL; 3+: 1.00 mg/dL <

Urobilinogen, +: normal; +: 2.0 < and < 4.0 mg/dL; 2+: 4.0 <and < 8.0 mg/dL; 3+: 8.0 < and < 12.0 mg/dL; 4+: 12.0 mg/dL <

Turbidity, -: negative; &: trace; +: slight; 2+: moderate; 3+: marked

Red Blood cells, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

White Blood cells,  -: not observed; =: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: =300/3 visual field

Casts, -1 not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

Cristals, -: not observed; +: a few; +: abundant

Epithelial cells, -: not observed; +: a few; +: abundant
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 23-2-1. Urinalysis in male rats

Control (vehicle: corn oil)

HERE 5 R-15-003

Electrolyte, density

Electrolyte, gross volume

Male No. Urine volume S.G. Na K Cl Na K Cl

mL/24hr mEq/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr

M01001 114 1.061 100.2 277.33 139.5 1.14 3.16 1.59

M01002 10.9 1.071 169.4 338.74 # 205.3 1.85 3.69 2.24

MO01003 11.2 1.076 140.5 356.38 # 210.1 1.57 3.99 2.35

MO01004 12.0 1.061 113.4 249.66 1514 1.36 3.00 1.82

M01005 32.8 1.028 59.7 120.92 75.2 1.96 3.97 247
Number of males 5 5 5 5 5 5 5 5

Mean 15.7 1.059 116.6 268.61 156.3 1.58 3.56 2.09

S.D. 9.6 0.019 41.5 93.37 55.2 0.34 0.46 0.37

S.G.: Specific gravity
#: The specimen was diluted to two folds with distilled water.
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RERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 23-2-2. Urinalysis in male rats

HA 100 mgkg
Electrolyte, density Electrolyte, gross volume

Male No. Urine volume S.G. Na K Cl Na K Cl
mL/24hr mEq/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr
M02013 10.9 1.079 158.0 380.32 # 219.8 1.72 4.15 2.40
M02014 243 1.039 79.5 177.30 95.9 1.93 4.31 2.33
MO02015 13.9 1.065 128.8 298.79 184.2 1.79 4.15 2.56
M02016 14.6 1.062 105.1 275.25 151.9 1.53 4.02 222
M 02017 12.0 1.067 129.5 32248 # 178.6 1.55 3.87 2.14

Number of males 5 5 5 -5 5 5 5 5
Mean 15.1 1.062 120.2 290.83 166.1 1.70 4,10 2.33
SD. 5.3 0.015 29.5 74.51 46.1 0.17 0.16 0.16
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

S.G.: Specific gravity

#: The specimen was diluted to two folds with distilled water.
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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RBRE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 23-2-3. Urinalysis in male rats

HA 300 mg/kg
Electrolyte, density Electrolyte, gross volume

Male No. Urine volume S.G. Na K Cl Na K Cl
mL/24hr ' mEq/L mEq/L mEgq/L mEq/24hr mEq/24hr mEq/24hr
M03026 11.1 1.075 160.9 361.52 # 228.8 1.79 4.01 2.54
M03027 14.8 1.061 139.3 267.20 181.5 2.06 3.95 2.69
M03028 9.6 1.077 129.8 337.58 # 166.4 1.25 3.24 1.60
M03029 53.5 1.017 38.8 73.21 41.4 2.08 3.92 221
MO03030 9.8 1.070 89.9 279.65 128.9 0.88 2.74 1.26

Number of males 5 5 5 5 5 5 5 5
Mean 19.8 1.060 111.7 263.83 149.4 1.61 3.57 2.06

S.D. 19.0 0.025 48.2 113.56 70.2 0.53 0.56 0.61
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

S.G.: Specific gravity

#: The specimen was diluted to two folds with distilled water.
Significantly different from the control group (*: P<0.05, **: P<(0.01).
NS: Not significantly different from the control group.

AN Analysis by variance (one-way layout).
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RBRE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 23-2-4. Urinalysis in male rats

HA 1000 mg/kg
Electrolyte, density Electrolyte, gross volume

Male No. Urine volume S.G. Na K Cl Na K Cl
mL/24hr mEq/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr

M 04037 15.0 1.060 109.7 247.45 159.8 1.65 3.71 2.40

M 04038 11.9 1.078 168.2 386.44 # 225.7 2.00 4.60 2.69
M 04039 44.5 1.022 49.1 97.25 60.6 2.18 4.33 2.70
M 04040 15.0 1.056 102.5 261.77 163.7 1.54 3.93 2.46
M04041 11.3 1.069 138.1 318.62 # 185.5 1.56 3.60 2.10

Number of males 5 5 5 5 5 5 5 5
Mean 19.5 1.057 113.5 262.31 159.1 1.79 4.03 247

S.D. 14.1 0.021 44.4 107.29 60.9 0.29 0.42 0.25
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

S.G.: Specific gravity

#: The specimen was diluted to two folds with distilled water.
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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RERE % :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 23-3-1. Urinalysis in male rats of the recovery period

Control (vehicle: corn oil)

Quality Urinary sedi

Male No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells
M01008 8.0 + B - - - * light y ellow - - - - z -
MO01009 85 + - - - - + light y ellow - - - - + -
M01010 8.0 + - - . - + light y ellow + - - - + -
Mo01011 85 + - + - - + light y ellow - - - - ES -
MO01012 7.5 + - - - - + light y ellow - - - - - -

Protein, - negative; +: 10 <and < 30 mg/dL; +: 30 £and < 100 mg/dL; 2+: 100 < and < 300 mg/dL; 3+: 300 < and < 600 mg/dL; 4+: 600 mg/dL.<

Glucose, - negative; +: 30 Sand < 70 mg/dL; +: 70<and < 150 mg/dL; 2+: 150 < and < 300 mg/dL; 3+: 300 £and < 1,000 mg/dL; 4+: 1,000 mg/dL <

Ketone, -2 negative; +(5 < and < 10 mg/dL; +: 10 < and < 40 mg/dL; 2+: 40 < and < 80 mg/dL; 3+: 80 <and < 150 mg/dL; 4+: 150 mg/dL<

Bilirubin, - negative; +: 0.5 < and < 2.0 mg/dL; 2+: 2.0 <and < 6.0 mg/dL; 3+: 6.0 < and < 10.0 mg/dL; 4+: 10.0 mg/dL.<

Occult blood, -1 negative; £: 0.03 £ and < 0.06 mg/dL; +: 0.06 Sand < 0.20 mg/dL; 2+: 0.20<and < 1.00 mg/dL; 3+: 1.00 mg/dL <

Urobilinogen, = normal; +: 2.0<and< 4.0 mg/dL; 2+: 4.0 <and < 8.0 mg/dL; 3+: 8.05and < 12.0 mg/dL; 4+ 12.0 mg/dL<

Turbidity, -1 negative, +: trace, +: slight; 2+: moderate; 3+: marked

Red Blood cells, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field
‘White Blood cells, -: not observed; %: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: =300/3 visual field
Casts, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: Z300/3 visual field
Cristals, -: not observed; +: a few; +: abundant

Epithelial cells,

.

: not observed; +: a few; +: abundant

226



ABE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 23-3-2. Urinalysis in male rats of the recovery period

HA 1000 mgkg
Quality Urinary sediments

Male No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells
M04044 8.0 + - + - - + light y ellow - - - p + -
M04045 8.0 + - - - - + light yellow - - - - + B,
M04046 7.5 + - + - - + light yellow - - - - + -
M 04047 7.0 + - + - - + light y ellow - - - - + -
M 04048 7.0 + - + - - + light y ellow - - - - ES -

Protein, -: negative; £: 10 < and < 30 mg/dL; +: 30 S and < 100 mg/dL; 2+: 100 < and < 300 mg/dL; 3+: 300 < and < 600 mg/dL; 4+: 600 mg/dL <

Glucose, - negative; £: 30 <and < 70 mg/dL; +: 70 L and < 150 mg/dL; 2+: 150 < and < 300 mg/dL; 3+: 300 L and < 1,000 mg/dL; 4+: 1,000 mg/dL <

Ketone, -: negative; (5 < and < 10 mg/dL; +: 10 < and < 40 mg/dL; 2+: 40 < and < 80 mg/dL; 3+: 80 < and < 150 mg/dL; 4+: 150 mg/dL <

Bilirubin, -: negative; +: 0.5 <and < 2.0 mg/dL; 2+: 2.0 <and < 6.0 mg/dL; 3+: 6.0 <and < 10.0 mg/dL; 4+: 10.0 mg/dL.<

Qccult blood, -: negative; +: 0.03 £and < 0.06 mg/dL; +: 0.06 <and < 0.20 mg/dL; 2+: 0.20 <and < 1.00 mg/dL; 3+: 1.00 mg/dL <

Urobilinogen, =+: normal; +: 2.0<and< 4.0 mg/dL; 2+: 4.0<and < 8.0 mg/dL; 3+: 8.0=<and < 12.0 mg/dL; 4+: 12.0 mg/dL <

Turbidity, -: negative; & trace; +: slight; 2+: moderate; 3+: marked

Red Blood cells, : not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

White Blood cells, -: not observed; £: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: =300/3 visual field
Casts, -: not observed; +: 1-9/3 visual field, +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field
Cristals, -: not observed; %: a few; +: abundant
Epithelial cells, -: not observed; %: a few; +: abundant
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RERE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Appendix 23-4-1. Urinalysis in male rats of the recovery period

Control (vehicle: corn oil)

Electrolyte, density Electrolyte, gross volume

Male No. Urine volume S.G. Na K Cl Na K Cl
mL/24hr mEq/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr
M01008 28.4 1.043 99.5 183.82 130.5 2.83 5.22 3.71
M01009 16.1 1.067 124.5 1297.36 186.9 2.00 4,79 3.01
M01010 26.5 1.043 95.1 198.96 125.3 2.52 5.27 3.32
MoO1011 33.0 1.041 97.4 195.69 132.7 3.21 6.46 438
M01012 32.6 1.032 70.6 156.20 106.9 2.30 5.09 3.48

Number of males 5 5 5 5 5 5 5 5
Mean 273 1.045 97.4 206.41 136.5 2.57 5.37 3.58
S.D. 6.9 0.013 19.1 53.56 30.0 0.47 0.64 0.51

S.G.: Specific gravity
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RERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 23-4-2. Urinalysis in male rats of the recovery period

HA 1000 mgkg
Electrolyte, density Electrolyte, gross volume

Male No. Urine volume S.G. Na K Cl Na K Cl
mL/24hr mEq/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr

M 04044 22.6 1.044 93.1 195.18 120.8 2.10 441 2.73
M 04045 252 1.045 103.8 205.71 126.0 2.62 5.18 3.18
M04046 14.8 1.079 1354 358.68 # 191.3 2.00 5.31 2.83
M04047 174 1.058 126.0 272.54 170.7 2.19 4.74 2.97
M 04048 13.8 1.077 159.0 378.42 # 234.9 2.19 5.22 3.24

Number of males 5 5 5 5 5 5 5 5
Mean 18.8 1.061 123.5 282.11 168.7 222 497 2.99
S.D. 5.0 0.017 26.1 84.59 475 0.24 0.38 0.22
Significance NS NS NS NS NS NS NS *
Statistical method TT TT TT TT TT TT TT TT

S.G.: Specific gravity

#: The specimen was diluted to two folds with distilled water.
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
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HERE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 24-1-1. Urinalysis in female rats, satellite group

Control (vehicle: corn oil)

Quality Urinary sediments
Female No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells

F05049 6.5 + - + - - + light y ellow - - - - - -
F05050 7.0 + - + . - + light yellow - - - - £ -
F05051 6.5 + - ES - - + light y ellow - - - - - -
F05052 6.5 + - + - - EY light y ellow - - - - - -
F05053 6.5 2+ - + + - + yellow - - - - + -

Protein, -: negative; =: 10 < and < 30 mg/dL; +: 30 £ and < 100 mg/dL; 2-+: 100 £ and < 300 mg/dL; 3+: 300 <and < 600 mg/dL; 4+: 600 mg/dL <

Glucose, -: negative; +: 30 <and < 70 mg/dL; +: 70<and < 150 mg/dL; 2+: 150 < and < 300 mg/dL; 3+: 300 <and < 1,000 mg/dL; 4+: 1,000 mg/dL <

Ketone, -: negative; +(5 <and < 10 mg/dL; +: 10 < and < 40 mg/dL; 2+: 40 < and < 80 mg/dL; 3+: 80 < and < 150 mg/dL; 4+: 150 mg/dL <

Bilirubin, -: negative; +: 0.5 <and < 2.0 mg/dL; 2+: 2.0 < and < 6.0 mg/dL; 3+: 6.0 < and < 10.0 mg/dL; 4+: 10.0 mg/dL <

Occult blood, - negative; £: 0.03 S and < 0.06 mg/dL; +: 0.06 < and < 0.20 mg/dL; 2+: 0.20<and < 1.00 mg/dL; 3+: 1.00 mg/dL<

Urobilinogen, =+ normal; +: 2.0 <and <4.0 mg/dL; 2+: 4.0 <and < 8.0 mg/dL; 3+: 8.0 < and< 12.0 mg/dL; 4+: 12.0 mg/dL <

Turbidity, -: negative; %: trace; +: slight; 2+: moderate; 3+: marked

Red Blood cells, -: not observed; =: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

White Blood cells,  -: not observed; %: 1-9/3 visual field, +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: =300/3 visual field

Casts, -: not observed; £: 1-9/3 visual field; +: 10-99/3 visual field; 2-+: 100-299/3 visual field; 3+: =300/3 visual field

Cristals, -: not observed; +: a few; +: abundant

Epithelial cells, : not observed; +: a few; +: abundant
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ABAE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 24-1-2. Urinalysis in female rats, satellite group

HA 1000 mgkg
Quality ’ Urinary sedi
Female No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells

F06059 7.0 2+ - + - - + yellow - - - - + -
F06060 6.5 + - + - - + light y ellow - - - - - -
F06061 7.0 - - - - - + light y ellow - - - - - -
F06062 6.5 2+ - + + - + yellow - - - - + -
F06063 6.5 - - - - - + light y ellow - - - - - -

Protein, -: negative; £: 10 £ and < 30 mg/dL; +: 30 <and < 100 mg/dL; 2+: 100 < and < 300 mg/dL; 3+: 300 < and < 600 mg/dL; 4+: 600 mg/dL <

Glucose, - negative; +: 30 <and < 70 mg/dL; +: 70 <and < 150 mg/dL; 2+: 150 < and < 300 mg/dL; 3+: 300 < and < 1,000 mg/dL; 4+: 1,000 mg/dL <

Ketone, -: negative; (5 <and < 10 mg/dL; +: 10 < and < 40 mg/dL; 2+: 40 < and < 80 mg/dL; 3+: 80 < and < 150 mg/dL; 4+: 150 mg/dL <

Bilirubin, -: negative; +: 0.5 <and < 2.0 mg/dL; 2+: 2.0 <and < 6.0 mg/dL; 3+: 6.0 <and < 10.0 mg/dL; 4+: 10.0 mg/dL<

Occult blood, - negative; +: 0.03 < and < 0.06 mg/dL; +: 0.06 £ and < 0.20 mg/dL; 2+: 0.20 <and < 1.00 mg/dL; 3+: 1.00 mg/dL<

Urobilinogen, =+ normal; +: 2.0 < and <4.0 mg/dL; 2+: 4.0 < and < 8.0 mg/dL; 3+: 8.0<and< 12.0 mg/dL; 4+: 12.0 mg/dL <

Turbidity, -: negative; &: trace; +: slight; 2+: moderate; 3+: marked

Red Blood cells, -: not observed; £: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

White Blood cells, -1 not observed; +: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: =300/3 visual field

Casts, -: not observed; £: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field
Cristals, -:not observed; +: a few; +: abundant
Epithelial cells, -: not observed; +: a few; +: abundant
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 24-2-1. Urinalysis in female rats, satellite group

Control (vehicle: corn oil)

ABRE B R-15-003

Electrolyte, density

Electrolyte, gross volume

Female No. Urine volume S.G. Na K Cl Na K Cl

mL/24hr mEg/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr

F05049 20.4 1.037 84.3 189.43 119.8 1.72 3.86 2.44

F05050 11.4 1.047 112.1 231.97 157.0 1.28 2.64 1.79

F05051 9.1 1.043 30.0 138.32 47.3 0.27 1.26 0.43

F05052 12.4 1.052 109.6 249.11 160.3 1.36 3.09 1.99

F05053 4.3 1.094 187.0 459.14 # 276.4 0.80 1.97 1.19
Number of females 5 5 5 5 5 5 5 5

Mean 11.5 1.055 104.6 253.59 152.2 1.09 2.56 1.57

S.D. 5.9 0.023 56.7 122.62 83.0 0.56 1.00 0.78

S.G.: Specific gravity
#: The specimen was diluted to two folds with distilled water.
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 24-2-2. Urinalysis in female rats, satellite group

HA 1000 mg/kg
Electroly te, density Electrolyte, gross volume

Female No. Urine volume S.G. Na K Cl Na K Cl
mL/24hr mEq/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr
F06059 8.2 1.063 97.8 253.37 153.4 0.80 2.08 1.26
F06060 12.8 1.057 124.5 269.43 1844 1.59 3.45 2.36
F06061 19.8 1.037 72.7 165.57 102.7 1.44 3.28 2.03
F06062 54 1.096 147.8 418.28 # 262.5 0.80 2.26 1.42
F06063 23.7 1.032 66.3 156.43 924 1.57 3.71 2.19

Number of females 5 5 5 5 5 5 5 5
Mean 14.0 1.057 101.8 252.62 159.1 1.24 2.96 1.85
S.D. 7.7 0.025 345 105.54 68.9 0.41 0.74 0.49
Significance NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT

S.G.: Specific gravity

#: The specimen was diluted to two folds with distilled water.
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
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A% 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Appendix 24-3-1. Urinalysis in female rats of the recovery period

Control (vehicle: com oil)

Quality Urinary sedi
Female No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Cry stals Epithelial cells
F05054 6.5 + - - - - + light y ellow - - - - + .
F05055 7.0 - - - - - * light yellow - - N . . .
F05056 7.0 - - - - - * light yellow - - - - . .
F05057 6.5 - - - - - ES light y ellow - - - - - -
F05058 7.0 + - - - - + light yellow - . - - n -
Protein, - negative; : 10 and < 30 mg/dL; +: 30 <and < 100 mg/dL; 2+: 100 < and < 300 mg/dL; 3+: 300 < and < 600 mg/dL; 4+: 600 mg/dL <

Glucose, - negative; £: 30 and < 70 mg/dL; +: 70 and < 150 mg/dL; 2+: 150 < and < 300 mg/dL; 3+ 300 < and < 1,000 mg/dL; 4+: 1,000 mg/dL <
Ketone, -: negative; (5 <and < 10 mg/dL; +: 10 < and < 40 mg/dL; 2+: 40 < and < 80 mg/dL; 3+: 80 < and < 150 mg/dL; 4+: 150 mg/dL<

Bilirubin, -: negative; +: 0.5 <and < 2.0 mg/dL; 2+: 2.0 < and < 6.0 mg/dL; 3+: 6.0 < and < 10.0 mg/dL; 4+: 10.0 mg/dL <

Occult blood, - negative; +: 0.03 <and < 0.06 mg/dL; +: 0.06 L and < 0.20 mg/dL; 2+: 0.20<and < 1.00 mg/dL; 3+: 1.00 mg/dL <

Urobilinogen, =+: normal; +: 2.0 S and < 4.0 mg/dL; 2+: 4 0<and < 8.0 mg/dL; 3+: 8.0<and < 12.0 mg/dL; 4+: 12.0 mg/dL <

Turbidity, -: negative; %: trace; +: slight; 2+: moderate; 3+: marked

Red Blood cells, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

White Blood cells, ~: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: =300/3 visual field

Casts, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field
Cristals, -: not observed; £: a few; +: abundant
Epithelial cells, -: not observed; +: a few; +: abundant

234



RERE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 24-3-2. Urinalysis in female rats of the recovery period

HA 1000 mgkg

Quality Urinary sediments
Female No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells

F06064 6.5 + - - - - + light y ellow - - - - + -
F06065 7.0 E3 - - - - + light y ellow - - - - + -
F06066 75 - - - - - + light yellow - . - - - - -
F06067 7.0 - - - - - ES light y ellow - - - - + -
F06068 7.0 + - - . - * light y ellow - - - - =+ -

Protein, -: negative; +: 10 < and < 30 mg/dL; +: 30 <and < 100 mg/dL; 2+: 1005 and < 300 mg/dL; 3+: 300 < and < 600 mg/dL; 4+: 600 mg/dL <

Glucose, - negative; =: 30 <and < 70 mg/dL; +: 70 < and < 150 mg/dL; 2+: 150 £ and < 300 mg/dL; 3+: 300 £ and < 1,000 mg/dL; 4+: 1,000 mg/dL <

Ketone, - negative; (5 <and < 10 mg/dL; +: 10 < and < 40 mg/dL; 2+: 40 < and < 80 mg/dL; 3+: 80 <and < 150 mg/dL; 4+: 150 mg/dL<

Bilirubin, -: negative; +: 0.5 <and < 2.0 mg/dL; 2+: 2.0 < and < 6.0 mg/dL; 3+: 6.0 <and < 10.0 mg/dL; 4+: 10.0 mg/dL <

Occult blood, -: negative; +: 0.03 < and < 0.06 mg/dL; +: 0.06 <and < 0.20 mg/dL; 2+: 0.20 <and < 1.00 mg/dL; 3+: 1.00 mg/dL <

Urobilinogen, =+: normal; +: 2.0 S and < 4.0 mg/dL; 2+: 4.0<and < 8.0 mg/dL; 3+: 8.0 <and < 12.0 mg/dL; 4+: 12.0 mg/dL <

Turbidity, -1 negative; £: trace; +: slight; 2+: moderate; 3+: marked

Red Blood cells, -: not observed; %: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

White Blood cells,  -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field, 2-+: 100-299/3 visual field; 3+: =300/3 visual field

Casts, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field
Cristals, -: not observed; +: a few; +: abundant
Epithelial cells, -: not observed; =+: a few; +: abundant
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#BRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Appendix 24-4-1. Urinalysis in female rats of the recovery period

Control (vehicle: corn oil)

Electrolyte, density Electrolyte, gross volume

Female No. Urine volume S.G. Na K Cl Na K Cl
mL/24hr mEq/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr

F05054 16.3 1.047 113.3 183.33 113.6 1.85 2.99 1.85
F05055 28.5 1.031 67.7 136.99 83.8 1.93 3.90 2.39
F05056 11.8 1.054 123.4 225.56 141.5 1.46 2.66 1.67
F05057 21.7 1.035 91.0 160.28 113.5 1.97 3.48 2.46
F05058 7.7 1.053 95.0 201.55 119.6 0.73 1.55 0.92

Number of females 5 5 5 5 5 5 5 5
Mean 17.2 1.044 98.1 181.54 114.4 1.59 2.92 1.86
S.D. 8.2 0.010 21.5 34.56 20.6 0.52 0.90 0.62

S.G.: Specific gravity
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 24-4-2. Urinalysis in female rats of the recovery period

RERE S :R-15-003

HA 1000 mgkg
Electrolyte, density Electrolyte, gross volume

Female No. Urine volume S.G. Na K Ct Na K Cl
mL/24hr mEq/L mEg/L mEg/L mEq/24hr mEq/24hr mEq/24hr

F06064 14.2 1.046 1123 197.91 1413 1.59 2.81 2.01
F06065 13.0 1.063 150.1 286.99 205.1 1.95 3.73 2.67
F06066 23.7 1.042 100.4 194.24 128.6 2.38 4.60 3.05
F06067 17.1 1.044 104.6 203.15 135.2 1.79 347 2.31
F06068 14.3 1.061 169.8 288.62 206.8 2.43 4.13 2.96

Number of females 5 5 5 5 5 5 5 5
Mean 16.5 1.051 127.4 234.18 163.4 2.03 3.75 2.60
S.D. 4.3 0.010 30.8 49.06 39.1 0.37 0.68 0.44
Significance NS NS NS NS * NS NS NS
Statistical method TT TT TT TT TT TT TT TT

S.G.: Specific gravity

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
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RBR % :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Appendix 25-1-1. Hematological findings of male rats at the end of the dosing period

Control (vehicle: corn oil)

Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte
10000/uL g/dL % fL pg g/dL 10000/uL sec. sec. 100/pL % % % % % %

MO01001 749 13.6 40.4 53.9 18.2 337 929 163 19.5 825 134 1.2 0.1 4.8 80.5 3.05
M01002 874 15.0 44.0 50.3 17.2 34.1 107.1 15.3 20.5 69.6 12.4 2.3 0.0 4.0 81.3 2.69
M01003 738 138 40.4 54.7 18.7 342 86.7 13.9 16.8 59.7 20.1 2.3 0.0 6.4 71.2 3.56
M01004 812 15.0 44.7 55.0 18.5 33.6 81.2 174 17.9 89.8 253 2.9 0.0 49 66.9 3.27
M01005 817 16.2 46.4 56.8 19.8 34.9 75.6 19.9 20.0 40.9 21.1 32 0.0 4.6 71.1 3.28
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 798 14.7 432 54.1 18.5 34.1 88.7 16.6 18.9 68.5 18.5 24 0.0 49 742 3.17

S.D. 56 1.1 2.7 2.4 0.9 0.5 12.1 23 1.5 19.3 5.4 0.8 0.0 0.9 6.4 0.32
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RBAE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 25-1-2. Hematological findings of male rats at the end of the dosing period

HA 100 mg/kg

Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte

10000/pL g/dL % I, pg gdL 10000/uL sec. Sec. 100/uL % % % % % %
M02013 837 14.7 422 50.4 17.6 34.8 96.6 15.7 20.3 84.2 138 1.0 0.0 3.8 81.4 240
M02014 816 14.8 4.5 54.5 18.1 333 98.9 23.7 28.0 83.0 27.0 1.7 0.0 43 67.0 3.11
MO02015 777 14.6 423 54.4 18.8 345 95.8 193 20.9 70.3 16.0 1.6 0.0 43 78.1 2.86
M02016 748 13.1 394 52.7 17.5 33.2 91.1 149 17.0 59.6 19.4 2.0 0.0 44 74.2 3.27
M02017 759 14.6 43.9 57.8 19.2 333 84.1 27.6 313 153.5 42.5 0.9 0.1 13 55.2 3.86
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 787 144 42.5 54.0 182 338 93.3 20.2 23.5 90.1 23.7 1.4 0.0 36 71.2 3.10
S.D. 38 0.7 2.0 2.7 0.7 08 5.9 5.4 59 36.8 11.6 0.5 0.0 1.3 104 0.54
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN KwW AN AN DU AN AN AN AN

Significantly different from the control group (*: P<0.05, **; P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way lay out).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

DU: Analysis by Dunnett's test.
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HBR%E S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 25-1-3. Hematological findings of male rats at the end of the dosing period

HA 300 mg/kg
Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte
10000/uL g/dL % fL pg g/dL 10000/uL sec. SEc. 100/uL % % % % % %

M03026 805 14.4 42.3 52.5 17.9 34.0 92.8 19.4 22.4 89.3 15.5 1.0 0.0 34 80.1 3.54
M03027 804 14.2 40.7 50.6 17.7 349 95.7 16.9 194 61.6 18.5 2.3 0.0 57 73.5 2.71
M03028 805 15.0 4.7 55.5 18.6 33.6 90.0 220 227 66.7 23.0 1.6 0.0 4.6 70.8 2.78
M03029 839 14.7 42.9 51.1 17.5 343 1103 15.7 19.0 97.8 232 2.9 0.0 6.2 67.7 4.08
M03030 817 15.0 43.3 53.0 18.4 346 104.7 16.5 21.1 772 19.7 1.7 0.0 4.0 74.6 2.84
Number of males 5 S 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 814 14.7 42.8 52.5 18.0 343 98.7 18.1 20.9 785 20.0 1.9 0.0 48 733 3.19

S.D. 15 0.4 1.5 1.9 0.5 0.5 8.5 2.6 1.7 15.1 3.2 0.7 0.0 1.2 4.6 0.60
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN KW AN AN DU AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

DU: Analysis by Dunnett's test.
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HBRE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 25-1-4. Hematological findings of male rats at the end of the dosing period

HA 1000 mg/kg
Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte
10000/uL g/dL % fL pg g/dL 10000/uL sec. sec. 100/uL % % % % % %

M04037 777 14.2 42.8 55.1 18.3 33.2 98.6 16.9 21.5 854 17.7 1.1 0.1 42 76.9 3.17
M04038 751 13.7 41.9 55.8 182 327 84.0 185 19.8 105.6 177 1.1 0.1 4.0 77.1 3.52
M04039 785 14.1 41.9 53.4 18.0 33.7 90.8 144 17.0 77.0 19.6 1.8 0.0 55 73.1 3.02
M04040 783 142 40.9 52.2 18.1 34.7 101.1 149 19.1 79.2 26.5 1.0 0.0 37 68.8 1.86
M04041 849 14.8 429 50.5 17.4 34.5 104.6 21.5 23.1 105.8 16.7 1.3 0.0 5.9 76.1 2.90
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 789 142 42.1 53.4 18.0 33.8 95.8 17.2 201 . 906 19.6 1.3 0.0 4.7 74.4 2.89

S.D. 36 0.4 0.8 2.2 0.4 0.8 8.3 29 2.3 14.1 4.0 0.3 0.1 1.0 3.5 0.62
Significance NS NS NS NS NS NS NS NS NS NS NS * NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN KW AN AN DU AN AN AN AN

Significantly different from the control group (*: P<0.05, **; P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way lay out).

DU: Analysis by Dunnett's test.
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HERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Appendix 25-2-1. Hematological findings of male rats at the end of the recovery period

Control (vehicle: com oil)

Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte
10000/uL g/dL % fL pg g/dL 10000/uL sec. Sec. 100/pL % % % % % %

M01008 805 14.4 43.0 53.4 17.9 335 100.3 18.1 221 121.5 9.9 1.2 0.0 44 845 3.53
M01009 732 12.6 375 51.2 17.2 336 103.3 13.8 16.5 105.0 6.9 0.8 0.0 22 90.1 3.50
M01010 782 13.9 41.0 52.4 17.8 33.9 110.5 13.7 16.8 853 10.7 13 0.0 28 85.2 3.40
MO1011 769 13.9 414 53.8 18.1 33.6 72.6 16.6 17.4 67.0 212 1.8 0.0 42 72.8 3.24
MO01012 761 12.8 38.2 50.2 16.8 335 102.0 13.6 122 61.5 249 1.8 0.0 2.6 70.7 4.18
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 770 13.5 40.2 52.2 17.6 33.6 97.7 152 17.0 88.1 14.7 1.4 0.0 32 80.7 3.57

S.D. 27 0.8 2.3 1.5 0.5 0.2 14.6 2.1 3.5 25.3 7.8 0.4 0.0 1.0 8.4 0.36
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RBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 25-2-2. Hematological findings of male rats at the end of the recovery period

HA 1000 mg/kg

Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte

10000/uL g/dL % fL pg g/dL 10000/uL sec. sec. 100/uL % % % % % %
M04044 791 13.7 403 50.9 17.3 34.0 92.2 155 18.4 926 15.9 1.1 0.1 4.5 784 3.39
M04045 780 133 v 39.9 51.2 17.1 333 122.7 137 15.4 105.1 11.2 0.9 0.1 3.9 83.9 4.34
M 04046 783 143 423 54.0 183 338 91.7 138 17.5 97.5 13.6 1.1 0.0 36 81.7 3.11
M 04047 750 13.9 408 54.4 185 34.1 100.8 165 16.9 57.0 21.9 18 0.0 42 72.1 3.18
M04048 738 135 40.4 54.7 18.3 334 99.4 14.4 15.1 47.1 19.2 38 0.0 59 71.1 3.32
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 768 13.7 40.7 53.0 17.9 337 101.4 14.8 16.7 79.9 16.4 17 0.0 44 77.4 3.47
S.D. 23 0.4 0.9 1.8 0.6 0.4 12.6 12 1.4 26.0 4.3 12 0.1 0.9 5.7 0.50
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT T TT TT TT TT TT TT TT T TT

Significantly different from the control group (*; P<0.05, **; P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
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ABRE B :R-156-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Appendix 26-1-1. Hematological findings of female rats at the end of the dosing period

Control (vehicle: corn oil)

Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte - Reticulocyte
10000/ul. g/dL % fL Pg g/dL 10000/uL sec. sec. 100/uL % % % % % %

F01001 611 12.7 39.5 64.6 20.8 322 108.0 13.5 13.8 77.8 29.9 0.5 0.0 4.6 65.0 8.79

F01005 621 1.7 351 56.5 188 333 107.6 13.1 149 87.0 28.5 0.7 0.0 1.6 69.2 749

F01008 643 12.8 37.8 58.8 19.9 339 96.5 14.0 14.6 80.8 22.6 1.5 0.0 42 71.7 8.42

F01010 584 11.7 36.1 61.8 20.0 324 98.6 12.7 14.4 115.0 33.6 0.9 0.0 32 62.3 9.63

F01011 628 12.5 384 61.1 19.9 32,6 122.0 14.1 15.1 1019 20.5 0.5 0.0 2.6 76.4 7.80

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 S

Mean 617 12.3 374 60.6 19.9 329 106.5 13.5 14.6 92.5 27.0 0.8 0.0 32 68.9 8.43

S.D. 22 0.5 1.8 3.1 0.7 0.7 10.1 0.6 0.5 15.6 5.4 0.4 0.0 1.2 5.5 0.84
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ABRE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 26-1-2. Hematological findings of female rats at the end of the dosing period

HA 100 mgkg

Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte

10000/uL g/dL % fL pg g/dL 10000/uL sec. sec. 100/uL % % % % % %
F02016 624 11.8 355 56.9 18.9 332 102.1 13.9 15.6 874 326 1.0 0.0 39 62.5 8.95
F02019 711 13.3 41.1 57.8 18.7 324 93.8 152 146 1543 379 0.5 0.1 36 57.9 8.49
F02021 620 12.1 374 60.3 19.5 324 101.5 12.9 13.9 70.1 26.3 1.7 0.0 24 69.6 6.99
F02022 627 12.2 36.9 58.9 19.5 33.1 88.1 12.9 14.1 102.0 448 0.4 0.0 3.6 512 5.87
F02023 579 11.6 36.1 62.3 20.0 32.1 107.1 13.2 16.4 89.0 35.6 0.7 0.0 3.1 60.6 9.42
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 632 12.2 374 59.2 193 32.6 98.5 136 14.9 100.6 354 0.9 0.0 33 60.4 7.94
S.D. 48 0.7 2.2 2.1 0.5 0.5 7.5 1.0 1.1 32.1 6.8 0.5 0.0 0.6 6.7 1.47
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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A& 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 26-1-3. Hematological findings of female rats at the end of the dosing period

HA 300 mg/kg
Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte
10000/uL gdL % fL P8 g/dL 10000/pL sec. sec. 100/uL % % % % % %
F03026 ’ 641 12.3 37.3 58.2 19.2 33.0 92.0 13.5 16.2 86.1 52.4 L5 0.0 5.6 405 6.86
F03028 599 12.6 393 65.6 21.0 321 100.8 13.4 148 69.0 31.3 0.9 0.0 45 63.3 8.99
F03029 628 11.6 35.0 55.7 185 331 971.7 13.0 15.5 511 21.1 1.2 0.0 49 72.8 6.52
F03030 642 129 39.0 60.7 20.1 33.1 109.2 14.2 15.7 101.2 254 0.7 0.0 4.1 69.8 6.97
F03036 587 11.7 36.7 62.5 19.9 319 90.4 12.6 18.9 80.9 52.2 0.4 0.0 5.4 42.0 9.47
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 619 12.2 37.5 60.5 19.7 32.6 98.0 13.3 16.2 717 36.5 0.9 0.0 4.9 57.7 7.76
S.D. 25 0.6 1.8 3.8 0.9 0.6 7.5 0.6 1.6 188 149 0.4 0.0 0.6 154 1.36
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 26-1-4. Hematological findings of female rats at the end of the dosing period

HA 1000 mg/kg

Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte

10000/l g/dL % fL pg g/dL 10000/l SeC. sec. 100/uL % % % % % %
F04037 614 11.8 36.1 58.8 19.2 327 123.6 12.5 15.3 116.4 42,6 0.4 0.0 42 528 9.27
F04038 693 134 39.6 57.1 193 33.8 126.2 133 15.0 103.0 33.4 0.8 0.0 33 62.5 7.11
F04042 656 12.8 392 59.8 19.5 327 124.6 12.7 11.9 813 345 04 0.0 4.6 60.5 5.58
F04044 642 12.5 378 58.9 19.5 33.1 722 134 15.4 832 482 1.0 0.0 6.9 439 6.79
F04045 679 12.9 39.4 58.0 19.0 327 109.0 13.6 18.2 132.2 276 0.5 0.0 3.0 68.9 7.59
Number of females 5 5 5 5 5 5 5 5 5 S 5 5 5 5 5 5
Mean 657 12.7 384 585 19.3 33.0 111.1 13.1 152 103.2 373 0.6 0.0 44 577 7.27
S.D. 31 0.6 1.5 1.0 0.2 0.5 228 0.5 22 21.8 8.1 0.3 0.0 1.5 9.6 1.34
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN Analysis by variance (one-way layout).
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HERE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Appendix 26-2-1. Hematological findings of female rats at the end of the dosing period, satellite group

Control (vehicle: corn oil)

Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte
10000/uL g/dL % fL pg g/dL 10000/uL sec. sec. 100/uL % % % % % %

F05049 698 13.4 39.1 56.0 19.2 343 95.6 12.8 12.8 824 88 1.1 0.1 23 87.7 341

F05050 687 13.1 39.3 57.2 19.1 333 90.7 12.0 13.0 59.0 83 19 0.0 22 87.6 385

F05051 674 125 38.0 56.4 18.5 329 91.8 13.3 17.9 52.6 12.0 1.7 0.0 3.6 82.7 3.78

F05052 714 13.8 40.1 56.2 19.3 344 94.3 120 159 43.2 14.1 23 0.0 3.0 80.6 2.75

F05053 697 133 39.2 56.2 19.1 33.9 94.2 119 14.9 61.2 21.2 1.6 0.0 4.2 73.0 3.35

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Mean 694 13.2 39.1 56.4 19.0 33.8 933 12.4 14.9 59.7 12,9 1.7 0.0 31 823 343

S.D. 15 0.5 0.8 0.5 0.3 0.6 2.0 0.6 2.1 . 145 5.2 0.4 0.0 0.9 6.1 0.44
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 26-2-2. Hematological findings of female rats at the end of the dosing period, satellite group

HA 1000 mg/kg

Female No. RBC HGB Hemat ocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte

10000/uL g/dL % L pg g/dL 10000/pL sec. sec. 100/pL % % % % % %
F06059 684 133 395 57.7 19.4 33.7 67.8 13.4 14.6 76.9 13.4 18 0.1 4.6 80.1 341
F06060 710 12.8 396 55.8 18.0 323 74.9 135 15.4 37.0 11.3 1.4 0.0 38 83.5 3.80
F06061 673 12.6 373 55.4 18.7 33.8 86.8 11.9 114 72.0 16.7 1.0 0.0 1.9 80.4 3.96
F06062 628 124 373 594 19.7 33.2 92.5 13.1 204 32.5 11.1 22 0.0 1.8 84.9 3.14
F06063 645 123 364 56.4 19.1 33.8 101.3 12.7 13.8 41.6 23.5 2.9 0.0 2.4 71.2 3.97
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 668 127 380 56.9 19.0 334 84.7 129 15.1 52.0 152 19 0.0 2.9 80.0 3.66
S.D. 32 0.4 1.4 1.6 0.7 0.6 13.4 0.6 3.3 20.8 5.2 0.7 0.0 1.2 5.3 0.37
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT AW TT TT AW TT TT TT TT TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **; P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Appendix 26-3-1. Hematological findings of female rats at the end of the recovery period

Control (vehicle: corn oil)

Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte
10000/uL g/dL % L pg g/dL 10000/pL sec. sec. 100/uL % % % % % %

F05054 797 144 423 53.1 18.1 34.0 86.8 13.0 146 48.7 11.8 2.1 0.0 2.7 834 2.93

F05055 702 13.5 40.0 57.0 19.2 33.8 90.8 12.8 15.1 46.8 17.5 32 0.0 30 76.3 5.04

F05056 720 13.3 385 53.5 18.5 345 100.2 13.1 15.9 28.8 19.8 28 0.0 24 75.0 2.59

F05057 756 13.6 39.3 52.0 18.0 34.6 107.2 13.3 14.4 46.5 17.7 2.8 0.0 34 76.1 2.52

F05058 759 13.5 39.6 52.2 17.8 34.1 96.1 12.5 14.6 344 17.4 3.2 0.0 29 76.5 271

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Mean 747 13.7 39.9 53.6 18.3 342 96.2 129 149 41.0 16.8 2.8 0.0 29 775 3.16

S.D. 37 0.4 1.4 2.0 0.6 0.3 8.0 0.3 0.6 89 3.0 0.4 0.0 0.4 3.4 1.06
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 26-3-2. Hematological findings of female rats at the end of the recovery period

HA 1000 mgkg .
Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte
10000/uL g/dL % fL pg gdL 10000/uL sec. S€C. 100/uL % % % % % %

F06064 727 134 397 54.6 184 33.8 922 13.3 15.1 28.1 18.5 1.8 0.0 2.8 76.9 3.06
F06065 693 128 379 54.7 185 33.8 100.1 129 15.2 428 22.4 1.9 0.0 2.6 73.1 2.76
F06066 716 13.3 40.4 56.4 18.6 329 94.1 13.0 17.1 279 218 22 0.0 32 72.8 4.42
F06067 742 13.3 394 53.1 17.9 338 102.3 12,9 14.0 41.3 18.1 2.7 0.0 34 75.8 2.39
F06068 736 13.9 40.3 54.8 18.9 34.5 88.1 12.6 16.7 315 15.8 1.9 0.0 2.9 79.4 3.87
Number of females 5 5 5 5 S 5 5 5 5 5 5 5 5 5 5 5
Mean 723 133 39.5 54.7 18.5 33.8 954 12.9 15.6 34.3 19.3 21 0.0 3.0 75.6 3.30

S.D. 19 0.4 1.0 12 04 0.6 5.8 0.3 13 7.2 2.7 0.4 0.0 0.3 2.8 0.83
Significance NS NS NS NS NS NS NS NS NS NS NS * NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT TT T TT TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 27-1-1. Biochemical findings of male rats at the end of the dosing period

Control (vehicle: corn oil)

MaleNo. Total protein Albumin AlG Glucose Total cholesterol Trigly ceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L pmol/L mg/dL mg/dL mg/dL U/L
M01001 48 32 2.00 136 39 26 67 61 26 0 66 7.4 10.8 0.24 0.10 473
M01002 4.7 33 2.36 151 51 49 91 52 29 0 77 8.9 12.8 0.22 0.07 611
M01003 46 33 2.54 111 39 40 73 51 25 0 76 13.6 12.7 0.27 0.08 723
MO01004 45 3.1 2.21 105 41 51 76 50 20 0 64 103 9.8 0.22 0.08 489
MO01005 4.7 32 2.13 120 44 41 83 45 21 0 102 7.1 14.7 0.17 0.08 784
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 4.7 32 2.25 125 43 41 78 52 24 0 77 9.5 12.2 0.22 0.08 616
S.D. 0.1 0.1 0.21 19 5 10 9 6 4 0 15 2.6 1.9 0.04 0.01 138

Control (vehicle: com oil)

Male No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L
M01001 5.5 84 144.9 3.85 110.6
M01002 5.7 83 146.0 3.54 113.4
M01003 5.2 8.2 145.7 4.00 113.1 §
MO01004 5.1 8.2 147.1 3.69 112.8
MO01005 5.5 8.0 148.4 3.73 114.1
Number of males 5 5 5 5 5
Mean 54 8.2 146.4 3.76 112.8
S.D. 0.2 0.1 1.4 0.17 1.3

§: The re-measurement was carried out because the difference between two measured values exceeded
the permissible limit. The re-measured values were employed as the data.
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RBRE S R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 27-1-2. Biochemical findings of male rats at the end of the dosing period

HA 100 mgkg
Male No. Total protein Albumin AlG Glucose Total cholesterol Trigly ceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL UL UL UL U/L umol/L mg/dL mg/dL mg/dL U/L
M02013 4.7 32 2.13 132 43 52 86 49 23 0 74 122 152 0.25 0.10 571
M02014 4.9 34 227 125 52 71 90 46 23 0 72 32 7.9 0.21 0.08 281
M02015 4.4 3.0 2.14 122 41 22 74 43 22 0 178 93 123 023 0.07 535
M02016 4.6 29 1.71 117 34 19 58 51 26 0 115 6.0 13.4 0.26 0.06 586
M02017 55 3.3 1.50 135 55 39 101 41 25 0 314 52 18.4 0.34 0.06 481
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 48 32 1.95 126 45 41 82 47 24 0 151 72 13.4 0.26 0.07 491
S.D. 04 0.2 0.33 7 9 22 16 4 2 0 101 3.6 3.9 0.05 0.02 124
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN Kw AN KwW KW AN AN AN AN
HA 100 mgkg
Male No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L
M02013 57 83 146.2 3.73 112.1
M02014 55 8.6 147.0 3.82 112.1
MO02015 52 82 145.8 4.12 113.0
M02016 5.0 82 147.2 3.58 113.8
M02017 5.8 8.8 143.9 4.15 112.0 §
Number of males -5 5 5 5 5
Mean 5.4 8.4 146.0 3.88 112.6
S.D. 0.3 0.3 1.3 0.25 0.8
Significance NS NS NS NS NS
Statistical method AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

§: The re-measurement was carried out because the difference between two measured values exceeded
the permissible limit. The re-measured values were employed as the data.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 27-1-3. Biochemical findings of male rats at the end of the dosing period

HA 300 mgkg
Male No. Total protein Albumin AlG Glucose Total cholesterol Trigly ceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL gdL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L umol/L mg/dL mg/dL mg/dL U/L
MO03026 42 28 2.00 129 36 26 66 53 26 0 124 27.7 13.2 0.25 0.09 512
MO03027 4.7 3.0 1.76 150 46 49 82 53 27 0 153 163 12.6 0.27 0.08 505
M03028 4.5 3.0 2.00 133 53 33 87 54 26 0 242 11.7 129 0.23 0.08 592
MO03029 5.1 35 219 146 60 62 99 57 26 0 296 6.7 11.6 0.31 0.09 541
MO03030 4.7 32 213 131 42 19 72 46 25 0 98 38 13.7 0.27 0.06 522
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 4.6 31 2.02 138 47 38 81 53 26 0 183 13.2 12.8 0.27 0.08 534
SD. 0.3 0.3 0.17 10 9 18 13 4 1 0 83 94 - 0.8 0.03 0.01 35
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN KwW AN Kw Kw AN AN AN AN
HA 300 mg/kg
Male No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L
M03026 6.6 7.8 145.9 3.77 112.8
MO03027 5.6 8.2 146.5 3.55 1124
M03028 5.1 8.1 146.4 3.93 114.6
M03029 56 8.8 146.2 3.80 110.8
M 03030 4.8 8.1 144.4 3.71 111.0
Number of males 5 5 5 5 5
Mean 55 8.2 145.9 3.75 112.3
S.D. - 0.7 0.4 0.9 0.14 1.5
Significance NS NS NS NS NS
Statistical method AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 27-1-4. Biochemical findings of male rats at the end of the dosing period

A% 5 :R-15-003

HA 1000 mgkg
Male No. Total protein Albumin A/G Glucose Total cholesterol Trigly ceride Phospholipid AST ALT vy-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L UL U/L UL umol/L, mg/dL mg/dL mg/dL U/L
M04037 4.4 30 2.14 117 39 27 64 45 21 0 151 75 1.2 0.31 0.06 405
MO04038 55 35 1.75 119 56 52 102 59 26 0 313 254 11.3 0.27 0.07 475
MO04039 4.8 32 2.00 108 52 49 81 51 22 0 89 85 113 0.23 0.07 523
M 04040 4.7 3.1 1.94 122 65 38 96 47 22 0 68 6.7 15.7 0.26 0.07 585
M04041 4.7 3.2 2.13 118 41 39 77 58 24 0 162 25.8 11 0.26 0.09 665
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 4.8 32 1.99 117 51 41 84 52 23 0 157 14.8 121 0.27 0.07 531
SD. 0.4 02 0.16 5 11 10 15 6 2 0 96 9.9 2 0.03 0.01 100
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN KwW AN Kw Kw AN AN AN AN
HA 1000 mgkg
Male No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L
M04037 5.1 79 148.2 353 § 114.4
MO04038 53 8.8 1459 4.10 111.2
M 04039 55 84 145.2 3.76 111.9
M04040 57 8.2 146.4 3.58 112.9
M04041 55 83 145.6 3.76 112.5
Number of males 5 5 5 5 5
Mean 54 83 146.3 3.75 112.6
S.D. 0.2 0.3 1.2 0.22 1.2
Significance NS NS NS NS NS
Statistical method AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
§: The re-measurement was carried out because the difference between two measured values exceeded

the permissible limit. The re-measured values were employed as the data.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 27-2-1. Biochemical findings of male rats at the end of the recovery period

Control (vehicle: corn oil)

Male No. Total protein Albumin AIG Glucose Total cholesterol Trigly ceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL UL U/L U/L U/L pmol/L mg/dL mg/dL mg/dL U/L
M01008 5.6 37 1.95 130 46 100 82 46 24 0 50 98 14.1 033 0.06 304
M01009 52 33 1.74 158 43 44 72 55 23 0 97 17.5 14.3 0.26 0.07 409
M01010 5.7 3.6 1.71 134 70 30 96 57 22 0 170 6.6 16.1 0.36 0.06 420
Mo1011 5.0 33 1.94 129 44 20 66 66 30 0 73 325 17.8 0.33 0.07 416
M01012 5.3 3.5 1.94 156 48 39 76 62 27 0 122 8.9 14.2 0.29 0.05 399
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 54 35 1.86 141 50 47 78 57 25 0 102 151 153 031 0.06 390
S.D. 0.3 0.2 0.12 14 11 31 11 8 3 0 46 10.6 1.6 0.04 0.01 49

Control (vehicle: corn oil)

Male No. ~ Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L

M01008 6.6 94 142.4 3.94 108.4
MO01009 6.7 92 144.6 345 112.9
M01010 54 9.1 1445 3.85 113.1
Mol10t1 6.1 8.6 143.1 3.59 110.1
MO01012 4.8 8.8 145.4 3.56 111.6
Number of males 5 5 5 5 5
Mean 59 9.0 144.0 3.68 111.2
S.D. 0.8 0.3 1.2 0.21 2.0
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 27-2-2. Biochemical findings of male rats at the end of the recovery period

HERE S :R-15-003

HA 1000 mg/kg
Male No. Total protein Albumin AlG Glucose Total cholesterol Trigly ceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L UL U/L pmol/L mg/dL mg/dL mg/dL U/L
M04044 59 37 1.68 142 59 26 83 54 22 0 72 15.0 12.7 0.33 0.07 455
M 04045 57 35 1.59 160 64 40 90 76 35 0 161 9.6 14.1 0.30 0.06 383
M04046 52 33 1.74 140 69 37 98 55 57 0 102 7.6 15.1 0.38 0.06 362
M04047 55 3.6 1.89 129 53 37 81 59 24 0 70 14.5 12.5 0.30 0.05 513
M04048 53 34 1.79 128 43 17 67 66 29 0 135 8.1 15.9 0.30 0.06 501
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.5 35 1.74 140 58 31 84 62 33 0 108 11.0 14.1 0.32 0.06 443
S.D. 0.3 0.2 0.11 13 10 10 12 9 14 0 40 3.5 1.5 0.03 0.01 68
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT AW TT TT AW TT TT TT TT TT TT TT
HA 1000 mgkg
Male No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEqg/L mEq/L
M04044 5.9 93 142.2 3.92 110.0
Mo04045 6.7 93 144.2 3.64 109.7
M04046 57 8.8 144.0 3.48 110.5
Mo04047 5.7 9.1 1453 3.70 1133
M04048 5.1 8.7 146.0 3.27 1124 §
Number of males 5 5 5 5 5
Mean 58 9.0 1443 3.60 111.2
S.D. 0.6 0.3 1.4 0.24 1.6
Significance NS NS NS NS NS
Statistical method TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
AW: Analysis by Aspin-Welch t-test.
§: The re-measurement was carried out because the difference between two measured values exceeded
the permissible limit. The re-measured values were employed as the data.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 28-1-1. Biochemical findings of female rats at the end of the dosing period

Control (vehicle: com oil)

Female No. Total protein Albumin AIG Glucose  Total cholesterol Trigly ceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL gdL mg/dL mg/dL mg/dL mg/dL U/L UL UL UL pmol/L mg/dL mg/dL mg/dL U/L
F01001 57 39 2.17 128 42 45 88 57 38 0 77 10.2 11.8 0.31 0.05 164
F01005 56 37 1.95 129 56 23 100 67 34 0 63 57.0 134 031 0.06 218
F01008 53 37 231 117 38 16 73 63 30 0 39 4.9 112 0.31 0.05 272
F01010 53 3.6 212 118 51 13 90 74 37 0 87 10.5 10.0 0.34 0.06 231
F01011 5.3 3.7 2.31 118 45 33 92 66 37 0 111 255 115 0.34 0.07 363
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.4 3.7 217 122 46 26 89 65 35 0 75 21.6 11.6 032 0.06 250
S.D. 0.2 0.1 0.15 6 7 13 10 6 3 0 27 21.2 1.2 0.02 0.01 74

Control (vehicle: corn oil)

Female No. Inorganic phosphorus Ca Na K Cl

mg/dL mg/dL mEq/L mEq/L mEq/L
F01001 55 9.2 144.2 3.57 113.1
F01005 8.0 9.3 1442 3.70 1103
F01008 5.0 2.0 141.9 4.00 113.3
F01010 59 838 142.7 3.66 114.0
F01011 58 8.8 141.5 3.46 109.4
Number of females 5 5 5 5 5
Mean 6.0 9.0 1429 3.68 112.0
S.D. 1.2 0.2 13 0.20 2.0
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#BR%E 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 28-1-2. Biochemical findings of female rats at the end of the dosing period

HA 100 mgkg
Female No. Total protein Albumin A/G Glucose Total cholesterol Trigly ceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L UL U/L U/L pmol/L mg/dL mg/dL mg/dL U/L
F02016 52 36 225 129 41 50 84 60 38 1 32 8.9 121 0.29 0.07 212
F02019 52 35 2.06 116 41 23 84 123 54 0 149 154 146 0.36 0.07 349
F02021 58 39 2.05 127 54 23 106 179 49 0 127 95 138 0.37 0.06 194
F02022 55 3.7 2.06 134 58 24 103 74 42 0 172 10.1 148 0.44 0.05 237
F02023 59 3.9 1.95 112 44 33 88 80 37 0 105 10.9 11.9 0.31 0.07 236
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 55 37 2.07 124 48 31 93 103 44 0 117 11.0 134 035 0.06 246
S.D. 0.3 0.2 0.11 9 8 12 11 48 7 0 54 2.6 14 0.06 0.01 61
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN KwW AN AN AN Kw AN AN AN KW
HA 100 mgkg
Female No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L
F02016 52 8.7 143.6 342 112.7
F02019 6.0 8.8 141.8 3.42 110.5
F02021 56 9.5 144.1 330 111.5
F02022 6.4 9.1 144.0 4.05 111.1
F02023 5.1 9.4 142.7 3.90 111.2
Number of females 5 5 5 5 5
Mean 57 9.1 143.2 3.62 111.4
S.D. 0.5 0.4 1.0 033 0.8
Significance NS NS NS NS NS
Statistical method AN AN AN AN DU

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 28-1-3. Biochemical findings of female rats at the end of the dosing period

HA 300 mgkg
Female No. Total protein Albumin A/G Glucose Total cholesterol Trigly ceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL gdL mg/dL mg/dL mg/dL mg/dL U/L UL U/L U/L pmol/L mg/dL mg/dL mg/dL U/L
F03026 5.6 3.7 195 115 35 15 78 112 53 0 262 43 10.1 0.37 0.04 250
F03028 55 3.7 2.06 113 44 21 78 63 37 0 123 12.7 10.7 0.31 0.05 271
F03029 5.7 38 2.00 110 52 37 100 66 38 0 170 9.7 13.7 032 0.03 324
F03030 55 39 2.44 113 41 18 84 84 36 0 95 12.9 132 0.31 0.08 197
F03036 5.8 4.0 222 131 43 25 94 135 54 0 229 13.9 14.0 0.37 0.05 272
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.6 3.8 213 116 43 23 87 92 44 0 176 10.7 123 0.34 0.05 263
S.D. 0.1 0.1 0.20 8 6 9 10 31 9 0 70 3.9 1.8 0.03 0.02 46
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN Kw AN AN AN Kw AN AN AN KwW
HA 300 mg/kg
Female No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L
F03026 59 9.2 145.2 3.49 112.6
F03028 5.7 9.1 1429 341 110.0
F03029 59 9.0 14233 3.67 109.3
F03030 59 93 1434 3.77 109.5
F03036 6.8 9.3 144.0 3.20 111.1 §
Number of females 5 5 5 5 5
Mean 6.0 92 143.6 3.51 110.5
S.D. 04 0.1 1.1 0.22 14
Significance NS NS NS NS NS
Statistical method AN AN AN AN DU

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way lay out).

DU: Analysis by Dunnett's test.

§: The re-measurement was carried out because the difference between two measured values exceeded
the permissible limit. The re-measured values were employed as the data.

260



RERE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity Screening test of Hexyl acetate by oral administration in rats

Appendix 28-1-4. Biochemical findings of female rats at the end of the dosing period

HA 1000 mgkg
Female No. Total protein Albumin AlG Glucose Total cholesterol Trigly ceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L UL U/L umol/L mg/dL mg/dL mg/dL U/L
F04037 57 4.0 235 118 51 38 104 64 31 0 91 7.7 10.7 0.37 0.07 191
F04038 5.6 38 211 145 54 36 110 73 39 0 80 114 129 0.34 0.07 601
F04042 5.5 39 244 106 56 17 97 64 33 0 92 112 10.7 0.40 0.08 195
F04044 5.9 4.0 2.11 117 52 39 107 92 44 0 189 83 16.2 0.45 0.06 246
F04045 5.8 4.0 222 121 50 14 88 122 43 0 149 7.0 134 0.31 0.07 152
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.7 3.9 225 121 53 29 101 83 38 [0} 120 9.1 128 037 0.07 277
S.D. 0.2 0.1 0.15 14 2 12 9 25 6 0 47 2.0 23 0.05 0.01 184
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN KwW AN AN AN KwW AN AN AN KW
HA 1000 mg/kg
Female No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L
F04037 6.4 9.7 143.9 391 111.2
F04038 6.0 8.7 141.6 3.11 107.1
F04042 6.7 9.7 142.6 3.87 108.2
F04044 6.9 9.4 142.5 349 § 108.4
F04045 6.1 9.4 142.6 339 § 108.1
Number of females 5 5 5 5 5
Mean 6.4 9.4 142.6 3.55 108.6
S.D. 0.4 0.4 0.8 0.34 1.5
Significance NS NS NS NS *x
Statistical method AN AN AN AN DU

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way lay out).

DU: Analysis by Dunnett's test.

§ The re-measurement was carried out because the difference between two measured values exceeded
the permissible limit. The re-measured values were employed as the data.
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Appendix 28-2-1. Biochemical findings of female rats at the end of the dosing period, satellite group

Control (vehicle: comn oil)

Female No. Total protein Albumin A/G Glucose Total cholesterol Triglyceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL UL U/L U/L U/L ponOVL mg/dL mg/dL mg/dL U/L
F05049 49 34 2.27 113 52 27 107 49 19 0 64 93 16.1 0.42 0.11 257
F05050 5.2 37 247 117 58 15 110 79 31 1 67 17.0 12.3 0.40 0.09 350
F05051 48 35 2.69 109 60 29 124 43 15 1 93 154 10.8 0.35 0.09 190
F05052 46 32 2.29 89 43 13 85 40 15 1 29 8.6 14.0 0.43 0.05 196
F05053 4.8 35 2.69 20 55 8 101 58 24 1 38 8.8 14.6 0.39 0.09 343
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 4.9 35 248 104 54 18 105 54 21 1 58 11.8 13.6 0.40 0.09 267
S.D. 0.2 0.2 0.21 13 7 9 14 16 7 0 25 4.0 2.1 0.03 0.02 77

Control (vehicle: corn oil)

Female No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L

F05049 4.4 8.1 1443 3.60 112.6
F05050 43 8.2 144.7 3.57 1133
F05051 39 74 146.6 3.20 114.6
F05052 . 34 75 145.6 3.66 114.7
F05053 3.8 7.9 145.5 3.55 113.9
Number of females 5 5 5 5 5
Mean 4.0 7.8 145.3 352 113.8

SD. 0.4 0.4 0.9 0.18 0.9
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 28-2-2. Biochemical findings of female rats at the end of the dosing period, satellite group

HA 1000 mgkg -
Female No. Total protein Albumin Al/G Glucose Total cholesterol Trigly ceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
gdlL | g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L umol/L mg/dL mg/dL mg/dL U/L
F06059 4.5 3.0 2.00 92 46 11 89 56 20 0 77 88 16.7 037 0.10 248
F06060 4.7 33 236 112 69 20 123 54 19 0 67 9.8 16.4 0.43 0.10 348
FO06061 5.1 36 240 108 63 16 115 53 24 0 920 7.0 17.7 0.46 0.10 245
F06062 4.9 33 2.06 87 38 5 74 55 22 0 35 104 132 0.38 0.07 199
F06063 5.0 3.5 233 109 48 7 89 68 22 0 99 233 18.2 0.47 0.10 372
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 4.8 33 223 102 53 12 98 57 21 0 74 11.9 16.4 042 0.09 282
S.D. 0.2 0.2 0.19 11 13 6 20 6 2 0 25 6.5 2.0 0.05 0.01 74
Significance NS NS NS NS NS NS NS NS NS b NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT AW TT TT TT TT TT TT TT
HA 1000 mgkg
Female No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L
F06059 4.4 79 145.7 3.56 1153
F06060 4.2 19 145.6 3.66 112.5
F06061 4.0 8.0 145.1 3.63 113.0
F06062 4.6 8.1 1453 3.92 1123
F06063 4.2 79 146.3 3.50 1139 §
Number of females 5 5 5 5 5
Mean 43 8.0 145.6 3.65 113.4
S.D. 0.2 0.1 0.5 0.16 1.2
Significance NS NS NS NS NS
Statistical method TT AW TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.

§: The re-measurement was carried out because the difference between two measured values exceeded
the permissible limit. The re-measured values were employ ed as the data.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 28-3-1. Biochemical findings of female rats at the end of the recovery period

Control (vehicle: corn oil)

Female No. Total protein Albumin A/G Glucose Total cholesterol Trigly ceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL UL U/L UL U/L umol/L mg/dL mg/dL mg/dL U/L
F05054 5.1 34 2.00 101 61 14 107 52 19 (] 49 73 182 0.40 0.07 200
F05055 59 39 1.95 132 92 52 156 96 40 0 89 17.3 17.5 0.45 0.08 191
F05056 59 4.4 2.93 131 80 20 138 73 25 0 119 9.0 21.9 0.54 0.08 213
F05057 57 4.0 235 104 58 18 105 58 22 0 43 14.0 184 0.40 0.10 148
F05058 6.0 4.0 2.00 105 81 9 127 61 25 0 105 10.2 24.3 0.52 0.08 255
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.7 39 2.25 115 74 23 127 68 26 0 81 11.6 20.1 0.46 0.08 201
S.D. 0.4 0.4 041 16 14 17 21 17 8 0 34 4.0 29 0.07 0.01 39

Control (vehicle: corn oil)

Female No. Inorganic phosphorus Ca Na K Cl

mg/dL mg/dL mEq/L mEq/L mEq/L

F05054 35 8.0 145.4 3.23 113.2
F05055 3.7 9.1 143.6 330 113.1
F05056 45 9.2 143.7 3.56 111.5
F05057 4.6 88 144.6 342 1115
F05058 4.9 9.0 143.5 3.69 112.5
Number of females S N 5 5 5
Mean 42 88 1442 3.44 112.4

S.D. 0.6 0.5 0.8 0.19 0.8
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 28-3-2. Biochemical findings of female rats at the end of the recovery period

HA 1000 mgkg
Female No. Total protein Albumin A/G Glucose Total cholesterol Trigly ceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL UL UL UL U/L pmol/L mg/dL mg/dL mg/dL U/L
F06064 55 38 2.24 131 76 17 130 56 20 0 63 8.9 17.3 0.49 0.07 240
F06065 6.5 47 2.61 137 62 46 131 56 26 0 156 8.7 17.8 0.38 0.07 156
F06066 59 4.0 2.11 135 64 16 118 64 25 0 40 10.2 20.2 0.52 0.07 231
F06067 5.6 39 229 106 50 20 90 61 24 0 58 8.1 20.3 0.45 0.08 211
F06068 59 3.9 1.95 140 54 15 107 68 38 0 107 9.1 22.5 0.48 0.06 195
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 59 4.1 224 130 61 23 115 61 27 0 85 9.0 19.6 0.46 0.07 207
S.D. 0.4 0.4 0.25 14 10 13 17 5 7 0 47 0.8 2.1 0.05 0.01 33
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT AW TT TT TT AW TT TT T TT
HA 1000 mgkg
Female No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L
F06064 35 8.6 144.5 3.10 113.9
F06065 33 9.7 144.0 3.45 112.2
F06066 32 8.8 143.7 3.34 113.4
F06067 4.1 8.8 143.9 3.13 1118 §
F06068 3.8 8.9 143.8 3.11 113.8
Number of females 5 5 5 5 5
Mean 3.6 9.0 144.0 3.23 113.0
S.D. 0.4 0.4 0.3 0.16 1.0
Significance NS NS NS NS NS
Statistical method TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.

§: The re-measurement was carried out because the difference between two measured values exceeded
the permissible limit. The re-measured values were employ ed as the data.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 29-1-1. Organ weights of male rats at the end of the dosing period

Control (vehicle: corn oil)
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/e) (mg) (mg'g) (mg (mgfg) (mg) (mg'®) (mg) (mg/g) (mg) (mg/g) (mg) (mgg) (mg) (mg'g)
M01001 504.1 21434 4252 3032 0.601 1543.9 3.063 13535.9 26.852 1796.7 3.564 1812.8 3.596 3609.5 7.160 990.6 1.965
MO01002 449.1 20309 4.522 363.3 0.809 1430.4 3.185 12638.4 28.142 1475.4 3.285 14555 3.241 2930.9 6.526 709.1 1.579
M01003 533.7 20202 3.785 186.7 0.350 1537.5 2.881 135449 25.379 1641.0 3.075 1663.0 3.116 3304.0 6.191 807.4 1513
M01004 505.7 2126.1 4.204 252.5 0.499 1580.0 3.124 12986.9 25.681 17153 3.392 17125 3.386 3427.8 6.778 9123 1.804
M01005 449.4 2039.8 4,539 2358 0.525 13316 2963 12420.7 27.638 1510.5 3.361 1464.7 3.259 2975.2 6.620 715.7 1.593
M01006 462.7 2048.1 4.426 205.5 0.444 1374.7 297 11212.4 24.233 1475.9 3.190 1453.1 3.140 2929.0 6.330 721.0 1.558
MO1007 568.6 2107.6 3.707 339.5 0.597 1450.8 2.552 17238.9 30.318 1772.7 3.118 1835.9 3.229 3608.6 6.346 7825 1376
Number of males 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Mean 496.2 2073.7 4.205 269.5 0.546 1464.1 2.963 13368.3 26.892 1626.8 3.284 1628.2 3.281 3255.0 6.564 805.5 1.627
S.D. 453 50.4 0.339 67.3 0.145 93.1 0.209 1882.6 2.028 139.9 0.171 169.7 0.164 308.9 0328 108.5 0.196
Control (vehicle: corn oil)
Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididy mis (L) Epididy mides
(mg) (mg/e) (mg) (mg/g) (mg) (mg/g) (mg) (mglg) (mg) (mg/g) (mg) (mg/g)
MO01001 1581.3 3.137 1619.2 3212 3200.5 6.349 538.7 1.069 521.2 1.034 1059.9 2.103
MO01002 1786.7 3.978 1745.1 3.886 3531.8 7.864 584.1 1.301 587.6 1.308 1171.7 2.609
MO01003 1565.1 2.933 1527.8 2.863 3092.9 5.795 584.8 1.096 576.9 1.081 1161.7 2177
MO01004 1746.3 3453 1717.4 3.396 3463.7 6.849 681.8 1.348 686.0 1.357 1367.8 2.705
MO01005 18952 4217 1916.2 4.264 38114 8.481 693.9 1.544 675.9 1.504 1369.8 3.048
M01006 1740.9 3.762 1722.2 3722 3463.1 7.485 668.3 1.444 619.7 1.339 1288.0 2784
MO01007 1626.6 2.861 1683.5 2.961 3310.1 5.821 625.5 1.100 640.2 1.126 1265.7 2226
Number of males 7 7 7 7 7 7 7 7 7 7 7 7
Mean 1706.0 3.477 1704.5 3472 3410.5 6.949 625.3 1.272 6154 1.250 1240.7 2.522
S.D. 120.3 0.528 119.6 0.511 236.7 1.036 58.6 0.188 583 0.172 115.0 0358
Control (vehicle: corn oil)
Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mgg) (mg) (mg/g) (mg) (mglg) (mg) (mglg) (mg) (mg/g)
M01001 663.7 1.317 1328.7 2.636 232 0.046 321 0.064 311 0.062 63.2 0.125
M01002 462.0 1.029 1015.7 2262 214 0.048 216 0.048 21.6 0.048 432 0.096
Mo01003 637.0 1.194 1656.4 3.104 18.9 0.035 20.5 0.038 218 0.041 423 0.079
Mo01004 592.3 1.171 1577.8 3.120 26.7 0.053 28.5 0.056 259 0.051 544 0.108
MO01005 621.2 1.382 1971.5 4.387 325 0.072 26.4 0.059 329 0.073 59.3 0.132
M01006 741.9 1.603 1930.6 4172 258 0.056 245 0.053 26.6 0.057 51.1 0.110
MO01007 618.6 1.088 1899.1 3.340 24.8 0.044 22.6 0.040 21.6 0.038 44.2 0.078
Number of males 7 7 7 7 7 7 7 7 7 7 7 7
Mean 619.5 1.255 1625.7 3.289 24.8 0.051 252 0.051 259 0.053 51.1 0.104
S.D. 84.5 0.196 353.8 0.767 4.3 0.012 4.1 0.010 4.7 0.012 83 0.021
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 29-1-2. Organ weights of male rats at the end of the dosing period

HA 100 mgkg
Male No. Body Brain Thy mus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (¢) (mg) (mglg) (mg) (me/g) (g (mgle) (@) (mglg) (mg) (mgp) (mg) (mg/g) (mg) (mglg) (mg) (mglg)
M02013 523.1 2230.6 4.264 291.7 0.558 1567.9 2997 13778.0 26.339 1569.5 3.000 15973 3.054 3166.8 6.054 760.4 1.454
M02014 549.9 2033.6 3.698 248.9 0.453 1393.9 2.535 15478.9 28.149 1796.4 3.267 18123 3.296 3608.7 6.562 736.4 1.339
Mo02015 460.5 1948.5 4.231 267.8 0.582 15715 3413 11916.3 25877 1461.9 3.175 1489.9 3235 2951.8 6.410 688.4 1.495
M02016 499.6 1944.5 3.892 2400 0.480 15249 3.052 13412.2 26.846 1650.5 3.304 1670.2 3343 3320.7 6.647 1069.5 2.141
Mo02017 4584 2017.2 4.401 2993 0.653 12442 2714 15472.1 33.752 1493.5 3.258 1396.3 3.046 2889.8 6.304 9153 1.997
M02018 4952 2001.0 4.041 2078 0.420 1439.6 2.907 14404.8 29.089 1690.7 3414 1660.3 3.353 3351.0 6.767 549.0 1.109
MO02019 491.2 20412 4.156 2917 0.594 1369.1 2.787 13229.6 26.933 1707.9 3.477 1649.6 3.358 33575 6.835 720.4 1.467
M02020 583.2 2066.7 3.544 3546 0.608 1702.0 2918 16916.8 29.007 1869.0 3.205 1886.3 3.234 37553 6.439 1024.5 1.757
M02021 474.9 1843.9 3.883 282.0 0.594 1200.0 2.527 11829.4 " 24.909 1547.5 3.259 15304 3.223 3077.9 6.481 686.9 1.446
M02022 4397 2035.6 4.630 2179 0.496 12528 2.849 10671.2 24.269 1428.5 3.249 1459.4 3.319 2887.9 6.568 587.6 1336
M02023 468.6 2123.8 4532 3182 0.679 1433.1 3.058 12928.2 27.589 1919.1 4.095 18434 3.934 3762.5 8.029 744.5 1.589
M02024 468.7 2042.1 4.357 3286 0.701 1371.2 2.926 12437.6 26.536 1569.1 3.348 1628.7 3.475 3197.8 6.823 573.5 1.224
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 4928 2027.4 4.136 279.0 0.568 1422.5 2,890 13539.6 27.441 1642.0 3.338 1635.3 3.323 32773 6.660 754.7 1.530
S.D. 41.5 95.4 0333 44.5 0.090 150.4 0.242 1788.7 2470 159.1 0.267 154.1 0.229 309.5 0.486 168.3 0.303
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS N8 NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN
HA 100 mg/kg
Male No. Testis (R) Testis (L) Testes Epididy mis (R) Epididy mis (L) Epididy mides
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
MO02013 1899.1 3.630 1933.1 3.695 38322 7.326 673.7 1.288 649.2 1.241 1322.9 2.529
MO02014 1955.2 3.556 1945.7 3.538 3900.9 7.094 731.8 1.331 727.0 1.322 1458.8 2653
MO02015 1552.6 3372 1578.1 3.427 3130.7 6.798 5512 1.197 539.8 1.172 1091.0 2.369
M02016 1591.8 3.186 1618.0 3.239 3209.8 6.425 609.1 1.219 622.7 1.246 1231.8 2.466
MO02017 1484.1 3238 1534.8 3.348 30189 6.586 568.0 1.239 562.3 1.227 11303 2.466
Mo02018 1639.0 3310 1671.4 3.375 33104 6.685 600.3 1.212 583.1 1.178 1183.4 2.390
M02019 1613.3 3284 1593.7 3.245 3207.0 6.529 680.0 1.384 694.5 1.414 1374.5 2.798
Mo02020 1718.6 2.947 1579.1 2.708 3297.7 5.654 544.6 0.934 566.0 0.971 1110.6 1.904
Mo02021 1705.6 3.591 1672.2 3.521 33778 7.113 605.6 1.275 591.9 1.246 1197.5 2.522
M02022 1835.6 4175 1791.8 4.075 3627.4 8.250 698.6 1.589 640.8 1.457 1339.4 3.046
M02023 2000.0 4.268 1978.6 4.222 3978.6 8.490 628.9 1.342 614.6 1312 1243.5 2.654
M02024 1558.1 3.324 1518.0 3.239 3076.1 6.563 594.8 1.269 622.6 1.328 1217.4 2.597
Number of males 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1712.8 3.490 1701.2 3.469 3414.0 6.959 623.9 1.273 6179 1.260 1241.8 2.533
SD. 1714 0.390 167.9 0.399 335.3 0.784 59.9 0.150 54.9 0.126 112.5 0.273
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way lay out).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 29-1-2 (continued). Organ weights of male rats at the end of the dosing period

HA 100 mgkg
Male No. Prostate, ventral . S | vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
MO02013 470.3 0.899 1591.8 3.043 210 0.040 286 0.055 352 0.067 63.8 0.122
MO02014 489.4 0.890 22052 4.010 26.5 0.048 24.9 0.045 26.2 0.048 51.1 0.093
MO02015 930.2 2.020 1815.9 3.943 228 0.050 20.9 0.045 225 0.049 434 0.094
MO02016 808.1 1.617 1760.5 3.524 21.7 0.043 28.1 0.056 29.6 0.059 577 0.115
M02017 5483 1.196 1643.0 3.584 20.7 0.045 244 0.053 26.9 0.059 513 0112
M02018 935.6 1.889 1440.5 2.909 19.7 0.040 24.6 0.050 26.3 0.053 50.9 0.103
MO02019 819.6 1.669 1725.9 3514 31.6 0.064 226 0.046 220 0.045 44.6 0.091
M02020 495.5 0.850 1536.7 2635 342 0.059 305 0.052 310 0.053 61.5 0.105
M02021 670.1 1.411 1910.6 4.023 15.5 0.033 274 0.058 26.6 0.056 54.0 0.114
Mo02022 621.8 1414 1664.3 3.785 21.4 0.049 28.5 0.065 326 0.074 61.1 0.139
M02023 658.9 1.406 2068.9 4415 28.0 0.060 24.1 0.051 27.0 0.058 51.1 0.109
M02024 728.4 1.554 1388.6 2.963 21.2 0.045 31.5 0.067 382 0.082 69.7 0.149
Number of males 12 12 12 12 12 12 12 12 12 12 12 12
Mean 681.4 1.401 17293 3.529 237 0.048 263 0.054 28.7 0.059 55.0 0112
SD. 165.6 0.384 243.1 0.543 54 0.009 32 0.007 4.9 0.011 79 0.018
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way lay out).
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ABRE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 29-1-3. Organ weights of male rats at the end of the dosing period

HA 300 mgfkg
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mgle) (mg) (mgfg) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mglp) (mg) (mg/g) (mg) (mgg)
M03026 4379 1966.6 4.491 226.9 0.518 13384 3.056 107128 24.464 1559.6 3.562 14823 3.385 3041.9 6.947 736.4 1.682
M03027 4842 2129.9 4.399 262.9 0.543 1499.7 3.097 129014 26.645 1671.9 3.453 1705.7 3.523 3377.6 6.976 571.7 1.181
M03028 482.6 2047.7 4.243 2255 0.467 1406.0 2913 122204 25322 1628.6 3375 1695.2 3.513 33238 6.887 698.2 1.447
M03029 555.5 2126.7 3.828 410.2 0.738 1517.1 2.731 15038.6 27.072 1654.9 2979 1703.8 3.067 3358.7 6.046 741.0 1.334
M03030 511.0 1961.0 3.838 267.0 0.523 1573.6 3.079 14962.1 29.280 1648.5 3.226 1637.8 3.205 3286.3 6.431 7053 1380
M03031 572.7 2042.7 3.567 359.9 0.628 1589.6 2.776 15994.6 27.928 1745.6 3.048 1684.7 2,942 34303 5.990 923.9 1.613
M03032 509.9 2222.1 4.358 194.2 0.381 1532.7 3.006 15377.3 30.157 17703 3.472 1791.0 3.512 3561.3 6.984 713.7 1.400
M03033 447.4 1949.4 4.357 258.9 0.579 1492.4 3.336 10692.9 23.900 1538.1 3.438 15454 3.454 30835 6.892 662.8 1.481
M03034 470.4 2039.0 4335 132.4 0.281 1550.8 3.297 13265.7 28.201 1982.9 4.215 1888.7 4.015 3871.6 8.230 745.7 1.585
M03035 537.2 2096.3 3.902 1973 0.367 1711.4 3.186 178044 33.143 20004 3.724 2016.8 3.754 4017.2 7.478 870.9 1.621
M03036 529.8 1983.5 3.744 344.7 0.651 1699.0 3.207 14171.6 26.749 1697.9 3.205 1674.5 ' 3.161 3372.4 6.365 921.8 1.740
Number of males 11 11 1 1 11 11 11 11 11 11 11 11 11 11 11 11 11
Mean 503.5 20514 4.097 261.8 0516 1537.3 3.062 139220 27.533 1718.1 3.427 17114 3412 3429.5 6.839 753.8 1.497
SD. 433 85.8 0.323 81.6 0.135 110.2 0.196 2212.9 2.667 151.7 0.342 148.0 0.310 295.1 0.643 109.5 0.168
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN
HA 300 mgkg
Male No. Testis (R) Testis {L) Testes Epididy mis (R) Epididy mis (L) Epididy mides
(mg) (mg/g) (mg) (mgg) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M03026 1460.6 3.335 1487.5 3.397 2948.1 6.732 509.5 1.164 551.2 1.259 1060.7 2422
M03027 1744.7 3.603 17412 3.596 3485.9 7.199 658.9 1.361 644.2 1.330 1303.1 2.691
M03028 1709.3 3.542 1698.8 3.520 3408.1 7.062 596.4 1.236 583.0 1.208 1179.4 2444
MO03029 1614.2 2.906 1610.4 2.899 32246 5.805 596.9 1.075 612.9 1.103 1209.8 2.178
MO03030 1666.6 3.261 1644.6 3.218 3311.2 6.480 666.0 1.303 620.0 1.213 1286.0 2517
MO03031 1781.1 3.110 1807.3 3.156 3588.4 6.266 715.8 1.250 686.7 1.199 1402.5 2.449
MO03032 1856.2 3.640 1761.5 3.455 3617.7 7.095 579.5 1.136 5105 1.001 1090.0 2.138
MO03033 1960.4 4382 1883.2 4.209 3843.6 8.591 631.6 1412 615.8 1.376 1247.4 2.788
MO03034 1833.1 3.897 1890.6 4.019 3723.7 7.916 652.1 1.386 645.8 1.373 1297.9 2.759
M03035 19313 3.595 19315 3.595 3862.8 7.191 671.7 1.262 675.6 1.258 1353.3 2.519
M03036 1600.1 3.020 1634.1 3.084 3234.2 6.105 659.5 1.245 647.5 1.222 1307.0 2467
Number of males 11 11 11 11 11 11 11 11 11 11 11 11
Mean 17416 3.481 17355 3.468 3477.1 6.949 631.3 1.257 617.6 1.231 1248.8 2.488
S.D. 151.3 0.423 136.8 0.390 284.8 0.809 56.9 0.105 52.6 0.111 105.6 0.208
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way lay out).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 29-1-3 (continued). Organ weights of male rats at the end of the dosing period

HA 300 mgkg
Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mg/®) (mg) (mgle) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M03026 633.5 1.447 1781.2 4.068 26.5 0.061 218 0.050 23.5 0.054 453 0.103
MO03027 4396 0.908 15553 3.212 29.3 0.061 34.6 0.071 357 0.074 70.3 0.145
M03028 543.9 1.127 1722.1 3.568 21.0 0.044 29.9 0.062 28.9 0.060 58.8 0.122
M03029 820.0 1.476 1818.7 3.274 20.5 0.037 219 0.039 264 0.048 48.3 0.087
M03030 5759 1127 2102.4 4.114 29.1 0.057 222 0.043 253 0.050 47.5 0.093
M03031 857.4 1.497 1944.1 3.395 323 0.056 23.5 0.041 26.1 0.046 49.6 0.087
MO03032 455.8 0.894 1948.2 3.821 20.7 0.041 332 0.065 339 0.066 67.1 0.132
MO03033 643.9 1.439 1966.5 4.395 28.0 0.063 219 0.049 234 0.052 453 0.101
M03034 981.1 2.086 1998.6 4.249 222 0.047 344 0.073 316 0.067 66.0 0.140
M03035 859.6 1.600 1732.7 3.225 20.6 0.038 335 0.062 38.0 0.071 71.5 0.133
M03036 591.7 1.117 1527.9 2.884 27.3 0.052 329 0.062 33.7 0.064 66.6 0.126
Number of males 11 11 11 1l 11 11 11 11 11 i1 11 11
Mean 672.9 1.338 1827.1 3.655 25.2 0.051 282 0.056 29.7 0.059 578 0.115

SD. 179.5 0.348 184.0 0.501 43 0.010 5.8 0.012 5.1 0.010 10.7 0.022
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way lay out).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 29-1-4. Organ weights of male rats at the end of the dosing period

HA 1000 mgkg
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mgfe) (mg) (mg/®) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e) (mg) (mglp) (mg) (mg/g)
M04037 512.0 2073.1 4.049 3845 0.751 1490.7 2912 134632 26,295 1516.7 2962 1555.6 3.038 3072.3 6.001 7883 1.540
M04038 587.1 2264.6 3.857 447.0 0.761 1739.4 2.963 17618.0 30.009 1994.3 3.397 1897.4 3.232 3891.7 6.629 10432 1.777
M04039 532.9 2065.8 3.877 416.3 0.781 1621.5 3.043 14393.7 27.010 1778.0 3.336 1793.0 3.365 3571.0 6.701 802.1 1.505
M04040 484.8 1996.1 4.117 219.7 0.453 1272.4 2,625 13530.8 27910 1364.0 2.814 1430.4 2,950 2794.4 5.764 7323 1.511
MO04041 463.2 2096.6 4.526 286.6 0.619 1425.0 3.076 11611.9 25.069 1496.4 3.231 14903 3.217 2986.7 6.448 681.7 1472
M04042 560.6 2057.6 3.670 3583 0.639 1717.5 3.064 15116.9 26.966 1698.6 3.030 17309 3.088 34295 6.118 806.4 1.438
M04043 4374 2017.7 4.613 286.5 0.655 1120.0 2.561 10993.3 25.133 1619.4 3.702 1534.8 3.509 3154.2 7.211 729.2 1.667
Number of males 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Mean 511.1 2081.6 4.101 3427 0.666 1483.8 2,892 13818.3 26.913 1638.2 3.210 1633.2 3.200 32714 6.410 797.6 1.559
S.D. 53.4 87.6 0.351 81.4 0.114 230.7 0213 2217.8 1.710 208.3 0.301 174.2 0.194 378.9 0.491 117.5 0.120
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS N§ NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN
HA 1000 mgkg
Male No. Testis (R) Testis (L) Testes Epididy mis (R) Epididy mis (L) Epididy mides
(mg) (mg/e) (mg) (mg/g) (mg) (mglg) (mg) (mg/e) (mg) (mg/g) (mg) (mgfg)
M04037 1740.8 3.400 17593 3.436 3500.1 6.836 639.9 1.250 6129 1.197 1252.8 2447
M04038 1817.9 3.096 1879.8 3202 3697.7 6.298 656.8 1.119 657.4 1.120 1314.2 2238
M04039 1533.2 2.877 1552.0 2912 3085.2 5.789 704.4 1322 682.4 1.281 1386.8 2.602
M04040 1723.6 3.555 1702.1 3.511 34257 7.066 6122 1.263 596.8 1.231 1208.0 2.494
Mo04041 1787.9 3.860 1726.6 3.728 35145 7.587 622.7 1344 612.5 1322 12352 2.667
M04042 1636.8 2.920 1631.1 2.910 32679 5.829 540.5 0.964 605.1 1.079 11456 2.044
M04043 1672.5 3.824 1663.9 3.804 3336.4 7.628 583.6 1.334 595.1 1.361 1178.7 2.695
Number of males 7 7 7 7 7 7 7 7 7 7 7 7
Mean 1701.8 3.362 1702.1 3.358 3403.9 6.719 622.9 1.228 6232 1.227 1246.0 2.455
S.D. 97.0 0.409 103.7 0.363 197.0 0.769 52.5 0.140 334 0.103 82.3 0.239
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 29-1-4 (continued). Organ weights of male rats at the end of the dosing period

HA 1000 mgkg
Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mgle) (mg) (mg2) (mg) (mgg) (me) (mg/e) (mg) (mge) (mg) (mg)

M04037 741.1 1.447 1603.8 3.132 17.5 0.034 29.7 0.058 322 0.063 61.9 0.121
M04038 531.5 0.905 2042.8 3.479 334 0.057 325 0.055 319 0.054 64.4 0.110
M04039 677.3 1.271 1848.6 3.469 30.1 0.056 275 0.052 282 0.053 55.7 0.105
M04040 7475 1.542 18273 3.769 233 0.048 229 0.047 275 0.057 50.4 0.104
M04041 770.6 1.664 1626.8 3.512 29.2 0.063 29.9 0.065 315 0.068 614 0.133

M 04042 516.2 0.921 19532 3.484 28.7 0.051 28.7 0.051 29.7 0.053 58.4 0.104

M 04043 715.6 1.636 1807.1 4.131 272 0.062 27.1 0.062 28.7 0.066 55.8 0.128
Number of males 7 7 7 7 7 7 7 7 7 7 7 7
Mean 671.4 1.341 1815.7 3.568 271 0.053 28.3 0.056 30.0 0.059 58.3 0.115

S.D. 105.0 0.320 159.4 0.310 52 0.010 3.0 0.006 1.9 0.006 4.7 0.012
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way lay out).
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 29-2-1. Organ weights of male rats ‘at the end of the recovery period

Control (vehicle: corn oil)
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mgl) (mg) (mg/p) (mg) (mg/y) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
MO01008 526.9 1951.2 3.703 3144 0.597 1457.8 2.767 15075.3 28.611 1685.7 3.199 1664.3 3.159 3350.0 6.358 727.1 1.380
MO01009 514.2 2168.9 4.218 237.0 0.461 1546.5 3.008 14044.0 27.312 1648.5 3.206 1647.8 3.205 3296.3 6411 883.1 1.717
M01010 517.8 21204 4.095 218.2 0421 1556.3 3.006 127252 24.576 1533.0 2.961 1522.8 2.941 3055.8 5.902 828.1 1.599
MO1011 533.7 2152.9 4.034 3114 0.583 1433.2 2.685 127658 23.919 1826.1 3.422 1739.6 3.260 3565.7 6.681 759.9 1424
M01012 511.6 2061.9 4.030 2225 0435 1506.7 2.945 135422 26.470 1613.2 3.153 1644.2 3.214 3257.4 6.367 721.3 1.410
Number of males 5 5 5 5 5 5 5 s 5 5 5 5 5 5 5 5 5
Mean 5208 2091.1 4.016 260.7 0499 1500.1 2.882 13630.5 26.178 1661.3 3.188 1643.7 3.156 3305.0 6.344 783.9 1.506
S.D. 9.2 88.3 0.191 482 0.084 53.9 0.148 979.0 1.934 108.0 0.164 779 0.125 183.3 0.280 69.8 0.146
Control (vehicle: corn oil)
Male No. Testis (R Testis (L) Testes Epididy mis (R) Epididy mis (L) Epididy mides
(mg) - (mglg) (mg) (mg/g) (mg) (mg/g) (mg) (mgg) (mg) (mg/g) (mg) (mglg)
MO01008 1509.6 2.865 1443.0 2.739 2952.6 5.604 631.2 1.198 596.6 1.132 1227.8 2.330
M01009 1930.7 3.755 1869.5 3.636 3800.2 7.391 711.0 1.383 669.1 1301 1380.1 2.684
Mo1010 1886.2 3.643 1881.2 3.633 37674 7.276 640.8 1.238 631.3 1.219 12721 2457
MO1011 16322 3.058 1610.8 3.018 3243.0 6.076 712.1 1.334 673.5 1262 1385.6 2.596
MO1012 1597.3 3.122 1641.8 3.209 3239.1 6.331 727.4 1.422 691.7 1.352 1419.1 2.7714
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 1711.2 3.289 1689.3 3.247 34005 6.536 684.5 1315 652.4 1.253 1336.9 2.568
S.D. 186.2 0.388 186.0 0.391 369.4 0.775 449 0.095 38.2 0.084 823 0.177
Control (vehicle: corn oil)
Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mglg)
MO01008 676.7 1.284 1695.5 3.218 300 0.057 239 0.045 242 0.046 48.1 0.091
MO01009 690.4 1.343 1590.1 3.092 283 0.055 326 0.063 327 0.064 653 0.127
M01010 5832 1.126 1885.0 3.640 332 0.064 23.1 0.045 235 0.045 46.6 0.090
MO1011 5482 1.027 17375 3.256 306 0.057 264 0.049 295 0.055 559 0.105
MO01012 484.2 0.946 1468.1 2.870 18.0 0.035 246 0.048 26.7 0.052 513 0.100
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 596.5 1.145 1675.2 3215 28.0 0.054 26.1 0.050 273 0.052 534 0.103
S.D. 87.1 0.168 156.9 0.281 5.9 0.011 38 0.007 3.8 0.008 75 0.015
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RBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 29-2-2. Organ weights of male rats at the end of the recovery period

HA 1000 mgkg
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mgfg) (mg) (mglg) (mg) (mglg) (mg) (mg/g) (mg) (mglp) (mg) (mg/g)
M04044 555.3 2053.1 3.697 2933 0.528 1658.5 2.987 15382.6 27.701 1751.0 3.153 1773.0 3.193 35240 6.346 691.7 1.246
M04045 5476 21126 3.858 190.6 0.348 1619.7 2958 151943 27.747 1822.1 3.327 1880.7 3434 3702.8 6.762 8184 1.495
M04046 601.7 2007.6 3.337 309.3 0.514 1633.7 2715 16847.5 28.000 1958.1 3254 1955.7 3.250 39138 6.505 848.7 1411
M04047 541.1 2189.0 4.045 228.7 0.423 1437.0 2.656 11756.4 21.727 1689.7 3123 1613.2 2981 3302.9 6.104 770.8 1425
M04048 484.5 2130.7 4.398 2149 0.444 1494.3 3.084 12170.6 25.120 1697.9 3.504 1625.4 3.355 3323.3 6.859 700.4 1.446
Number of males 5 5 5 5 S 5 5 5 5 5 5 5 5 5 5 5 5
Mean 546.0 2098.6 3.867 2474 0.451 1568.6 2.880 142703 26.059 1783.8 3272 1769.6 3243 35534 6.515 766.0 1.405
S.D. 41.8 70.3 0.395 51.4 0.073 97.2 0.185 2205.8 2.691 110.9 0.153 151.9 0.173 259.2 0.307 69.7 0.094
Significance NS NS NS NS NS NS NS NS NS N8 NS NS NS NS NS NS NS
Statistical method AW TT TT TT TT TT TT TT TT TT TT TT TT TT TT TT TT
HA 1000 mgkg
Male No. Testis (R) Testis (L) Testes Epididy mis (R) Epididy mis (L) Epididy mides
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mgfg)
M04044 1896.7 3.416 2007.9 3.616 3904.6 7.032 716.0 1.289 712.4 1.283 1428.4 2.572
M04045 1810.1 3.306 1859.4 3.396 3669.5 6.701 692.8 1.265 692.2 1.264 1385.0 2.529
M04046 1833.8 3.048 1840.0 3.058 3673.8 6.106 794.3 1.320 7249 1.205 1519.2 2.525
MO04047 1945.6 3.596 1954.4 3.612 3900.0 7.208 755.4 1.396 692.4 1.280 1447.8 2.676
M04048 1758.7 3.630 1714.2 3.538 34729 7.168 710.1 1.466 678.7 1.401 1388.8 2.866
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 1849.0 3.399 18752 3.444 37242 6.843 7337 1.347 700.1 1.287 14338 2.634
S.D. 73.3 0.237 113.2 0.233 181.8 0.458 40.9 0.083 18.3 0.071 54.6 0.143
Significance NS NS NS NS NS NS NS NS * NS NS NS
Statistical method TT TT TT TT T TT TT TT TT TT TT TT
HA 1000 mgkg
Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mglg) (mg) (mgle) (mg) (mg/g) (mg) (mg'p) (mg) (mg/g) (mg) (mg/g)
M04044 458.5 0.826 1968.9 3.546 31.9 0.057 324 0.058 337 0.061 66.1 0.119
M04045 607.1 1.109 1813.1 331 19.8 0.036 344 0.063 30.1 0.055 64.5 0.118
M04046 618.5 1.028 1745.9 2.902 28.7 0.048 272 0.045 268 0.045 54.0 0.090
M04047 553.1 1.022 2074.4 3.834 30.7 0.057 29.2 0.054 312 0.058 60.4 0.112
M04048 664.0 1.370 1951.0 4.027 21.6 0.045 24.6 0.051 28.6 0.059 532 0.110
Number of males 5 5 S 5 5 5 5 5 5 S 5 5
Mean 580.2 1.071 1910.7 3.524 265 0.049 296 0.054 30.1 0.056 59.6 0.110
S.D. 78.7 0.197 130.9 0.442 55 0.009 39 0.007 2.6 0.006 59 0.012
Significance NS NS * NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AW: Analysis by Aspin-Welch t-test.

TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 30-1-1. Organ weights of female rats at the end of the dosing period

Control (vehicle: comn oil}

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mglp) (mg) (mg/g) (mg) (mg/p) (mg) (mg/g)
F01001 2905 1920.4 6.611 267.0 0.919 950.1 327 9416.9 32.416 956.8 3.294 947.6 3.262 1904.4 6.556 604.3 2.080
F01002 290.2 1839.7 6.339 268.4 0.925 8734 3.010 9779.3 33.698 954.4 3.289 925.3 3.188 1879.7 6.477 641.2 2.210
F01003 3446 a 20126 a 5840 a 2245 a 0651 a 9981 a 2896 a 118882 a 34499 a 10198 a 2959 a 9795 a 2842 a 19993 a 5802 a 541.1 a 1.570 a
FO01004 3295 1871.8 5.681 193.6 0.588 1028.9 3.123 113145 34.338 1147.0 3481 1141.8 3.465 22888 6.946 5943 1.804
F01005 3064 19422 6.339 194.0 0.633 988.8 3.227 101722 33.199 982.9 3208 929.7 3.034 19126 6.242 673.1 2.197
F01006 3139 1938.8 6.176 2825 0.900 1034.7 3.296 9966.2 31.750 1045.9 3332 1056.3 3365 21022 6.697 662.8 2.112
F01007 2943 1785.6 6.067 264.4 0.898 998.0 3.391 9802.8 33.309 982.1 3.337 979.6 3329 1961.7 6.666 5623 1911
F01008 2946 1907.5 6.475 267.0 0.906 946.8 3.214 9129.6 30.990 940.3 3.192 942.9 3.201 1883.2 6.392 598.3 2.031
F01009 309.3 1968.0 6.363 2429 0.785 1163.7 3.762 11022.1 35.636 11374 3.677 1095.0 3.540 22324 7.218 871.0 2.816
Fo1010 2782 1805.2 6.489 164.5 0.591 1015.7 3.651 85674 30.796 949.5 3413 935.4 3.362 1884.9 6.775 709.0 2.549
Fo1011 341.1 1769.0 5.186 311.2 0912 1058.1 3.102 9770.1 28.643 1031.5 3.024 1012.8 2969 20443 5.993 617.0 1.809
F01012 289.4 1907.8 6.592 167.5 0.579 956.2 3.304 9854.8 34.053 1020.0 3.525 987.6 3.413 2007.6 6.937 7233 2.499
Number of females 11 11 11 11 11 1 1 11 11 11 11 11 11 1 11 11 11
Mean 3034 1877.8 6.211 238.5 0.785 1001.3 3.305 9890.5 32.621 10134 3343 995.8 3284 2009.3 6.627 659.7 2.183
SD. 18.9 68.3 0.431 499 0.154 74.7 0.226 773.5 1.967 72.6 0.178 732 0.175 144.4 0.348 86.1 0.321

Control (vehicle: com oil)

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mgle) (mg) (mg/g) (mg) (mg/e) (mg) (mgfg) (mg) (mg/g) (mg) (mgfe) (mg) (mg/g) (mg) (mg/g)

F01001 43.3 0.149 542 0.187 97.5 0336 592.8 2.041 225 0.077 324 0.112 304 0.105 62.8 0.216

F01002 50.8 0.175 58.4 0.201 109.2 0.376 550.0 1.895 15.7 0.054 372 0.128 413 0.142 78.5 0.271

F01003 550 a 0.160 a 513 a 0.14%9 a 1063 a 0.308 a 5563 a 1614 a 232 a 0.067 a 28.1 a 0.082 a 324 a 0.094 a 60.5 a 0.176 a

F01004 518 0.157 47.0 0.143 98.8 0.300 624.8 1.896 16.5 0.050 344 0.104 374 0.114 71.8 0.218
FO1005 585 0.191 577 0.188 116.2 0379 7276 2375 242 0.079 333 0.109 31.2 0.102 64.5 0.211
FO01006 46.9 0.149 51.1 0.163 98.0 0.312 562.1 1.791 13.4 0.043 344 0.110 36.9 0118 713 0.227
F01007 56.3 0.191 502 0.171 106.5 0.362 653.4 2220 23.1 0.078 307 0.104 311 0.106 61.8 0.210
F01008 54.6 0.185 57.6 0.196 1122 0.381 725.9 2.464 173 0.059 31.2 0.106 323 0.110 63.5 0.216

F01009 66.0 0.213 65.3 0.211 131.3 0.425 7352 2377 224 0.072 364 0.118 41.1 0.133 715 0.251
Fo1010 672 0.242 44.0 0.158 111.2 0.400 697.7 2.508 23.0 0.083 36.1 0.130 41.0 0.147 771 0.277
Folo11 62.0 0.182 37.6 0.110 99.6 0.292 689.9 2.023 19.7 0.058 36.1 0.106 44.4 0.130 80.5 0.236
F01012 51.9 0.17% 50.0 0.173 101.9 0.352 531.1 1.835 19.7 0.068 37.0 0.128 38.3 0.132 753 0.260
Number of females 11 11 11 11 11 1 11 11 1 11 11 11 11 1 11 1
Mean 554 0.183 52.1 0.173 107.5 0356 644.6 2.130 19.8 0.066 345 0.114 36.9 0.122 71.3 0.236
S.D. 7.6 0.028 117 0.029 10.2 0.042 76.4 0.267 3.6 0.013 2.3 0.010 4.9 0.016 1.0 0.025

a, Excluded from data analysis (not copulated).
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RERE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 30-1-2. Organ weights of female rats at the end of the dosing period

HA 100 mg/kg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mglg) (mg) (mgfg) (mg) (mg/g) (mg) (mg/e) mg (mg/e) (mg) (mgfg) (mg) (mg/g) (mg) (mg/9)
F02013 2997 b 19228 b 6416 b 2648 b 0.884 b 9399 b 3136 b 99187 b 33095 b 982.0 b 3277 b 9738 b 3249 b 19558 b 6526 b 5959 b 1.988 b
F02014 313.8 1956.1 6.234 1764 0.562 1098.5 3.501 9870.2 31.454 1096.3 3.494 11455 3.650 22418 7.144 7874 2.509
F02015 281.9 1999.5 7.093 304.4 1.080 1077.1 3.821 9761.5 34.649 963.8 3.419 985.9 3.497 1949.7 6.916 669.0 2373
F02016 3202 1916.9 5.987 229.9 0.718 934.2 2918 10973.2 34270 1005.2 3.139 955.1 2.983 1960.3 6.122 824.1 2574
F02017 314.0 18972 6.042 246.3 0.784 960.1 3.058 9914.2 31.574 992.4 3.161 942.9 3.003 1935.3 6.163 910.0 2.898
F02018 3109 2032.0 6.536 2276 0.732 1210.0 3.892 11453.6 36.840 1030.0 3.313 1061.9 3.416 2091.9 6.729 7223 2323
F02019 2725 1882.2 6.907 189.6 0.696 905.4 3.323 8985.8 32,975 850.0 3.119 852.4 3.128 1702.4 6.247 7478 2.744
F02020 3107 1874.4 6.033 1434 0.462 1076.0 3.463 10595.2 34.101 1126.9 3.627 1043.6 3.359 2170.5 6.986 667.4 2.148
F02021 269.8 18457 6.841 195.0 0.723 1021.6 3.787 9552.9 35.407 899.5 3.334 857.7 3.179 1757.2 6.513 535.0 1.983
F02022 301.8 1930.9 6.398 176.4 0.584 996.7 3.303 10952.1 36.289 1136.4 3.765 1125.6 3.730 2262.0 7.495 659.0 2.184
F02023 301.2 1892.7 6.284 172.7 0.573 1010.2 3.354 9645.3 32.023 1009.0 3.350 957.4 3.179 1966.4 6.529 698.9 2.320
F02024 366.7 b 1982.3 b 5.406 b 262.1 b 0715 b 982.6 b 2680 b 118456 b 32303 b 1202.6 b 3.280 b 11219 b 3.059 b 23245 b 6339 b 582.8 b 1.589 b
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 299.7 1922.8 6.436 206.2 0.691 1029.0 3.442 10171.0 33.958 1011.0 3.372 992.8 3.312 2003.8 6.684 722.1 2.406
S.D. 18.3 58.2 0.396 46.6 0.169 89.8 0.322 779.0 1.918 93.0 0.212 100.8 0.260 189.0 0.453 103.3 0.280
Significance NS NS NS NS NS NS NS NS N§ NS§ N§ NS NS NS NS N§ NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN
HA 100 mgkg
Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg'g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e) (mg) (mglg) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F02013 437 b 0.146 b 439 b 0.146 b 876 b 0292 b 989.7 b 3302 b 221 b 0074 b 343 b 0114 b 350 b 0117 b 693 b 0231 b
F02014 53.1 0.169 56.4 0.180 109.5 0.349 677.0 2.157 19.0 0.061 437 0.139 473 0.151 91.0 0.290
F02015 62.3 0.221 46.7 0.166 109.0 0.387 788.4 2.797 17.5 0.062 31.6 0.112 339 0.120 65.5 0.232
F02016 59.2 0.185 61.8 0.193 121.0 0.378 6774 2.116 16.8 0.052 439 0.137 451 0.141 89.0 0.278
F02017 535 0.170 484 0.154 101.9 0.325 5237 1.668 16.9 0.054 253 0.081 298 0.095 55.1 0.175
F02018 69.2 0.223 66.9 0215 136.1 0.438 737.9 2.373 18.9 0.061 42.8 0.138 46.0 0.148 88.8 0.286
F02019 §5.5 0.204 40.7 0.149 96.2 0.353 498.1 1.828 17.1 0.063 40.0 0.147 41.2 0.151 81.2 0.298
F02020 59.2 0.191 533 0.172 112.5 0.362 803.6 2.586 259 0.083 338 0.109 325 0.105 66.3 0.213
F02021 62.5 0.232 378 0.140 100.3 0372 654.6 2.426 22.7 0.084 386 0.143 394 0.146 78.0 0.289
F02022 61.4 0.203 46.1 0.153 107.5 0.356 520.9 1.726 25.9 0.086 42.0 0.139 492 0.163 1.2 0.302
F02023 52.9 0.176 625 0.208 115.4 0.383 597.9 1.985 17.2 0.057 30.6 0.102 341 0.113 64.7 0.215
F02024 50.5 b 0.138 b 531 b 0.145 b 103.6 b 0.283 b 3344 b 0912 b 140 b 0.038 b 288 b 0.079 b 298 b 0.081 b 586 b 0.160 b
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 58.9 0.197 52.1 0173 1109 0.370 648.0 2.166 19.8 0.066 372 0.125 399 0.133 771 0.258
S.D. 5.2 0.023 9.7 0.026 11.5 0.030 110.7 0.377 3.7 0.013 6.5 0.022 6.9 0.023 13.2 0.045
Significance NS NS§ NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU AN AN DU DU AN AN AN AN KW AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

b, Excluded from data analysis (not pregnant).
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RBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 30-1-3. Organ weights of female rats at the end of the dosing period

HA 300 mglkg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (8 (mg) (mg/p) (mg) (mg'g) (mg) (mg/e) (mg) (mg'p) (mg) (mg/g) (mg) (mg/e) (mg) (mg/g) (mg) (mg/g)
F03025 3114 1694.5 5442 156.3 0.502 10323 3315 10974.8 35243 1010.2 3244 1048.4 3.367 2058.6 6.611 697.2 2239
F03026 284.0 1879.7 6.619 1288 0.454 930.3 3.276 9279.4 32674 904.8 3.186 8913 3.138 1796.1 6.324 559.5 1.970
F03027 299.7 1914.4 6.388 146.8 0.490 955.2 3.187 9411.0 31.401 1159.7 3.870 1092.1 3.644 2251.8 7.514 614.8 2.051
F03028 282.0 1901.2 6.742 245.8 0.872 962.9 3415 10034.0 35.582 957.2 3.394 998.8 3.542 1956.0 6.936 7514 2.665
F03029 3352 1978.7 5.903 1877 0.560 1026.2 3.061 10723.9 31.993 1031.2 3.076 1015.0 3.028 2046.2 6.104 694.8 2.073
F03030 287.9 1873.0 6.506 329.9 1.146 926.6 3.218 9614.3 33.395 960.2 3.335 985.4 3423 1945.6 6.758 596.6 2.072
F03031 306.5 1958.1 6.389 390.8 1.275 955.4 3.117 10065.8 32.841 1082.0 3.530 1058.7 3.454 2140.7 6.984 564.0 1.840
F03032 3808 c 19994 ¢ 5251 ¢ 3673 ¢ 0.965 ¢ 11380 ¢ 2988 ¢ 122136 ¢ 32074 ¢ 11251 ¢ 2955 ¢ 11499 ¢ 3.020 ¢ 22750 ¢ 5974 ¢ 7136 ¢ 1.874 ¢
F03033 287.8 1838.0 6.386 3239 1.125 840.2 2919 9905.4 34.418 908.0 3.155 869.9 3.023 17779 6.178 693.6 2.410
F03034 266.5 1756.6 6.591 146.2 0.549 972.4 3.649 8506.6 31.920 880.5 3.304 888.6 3.334 1769.1 6.638 657.3 2.466
F03035 3446 19429 5.638 3264 0.947 1085.9 3.151 10581.1 30.705 1215.5 3.527 12482 3.622 2463.7 7.149 7729 2243
F03036 290.0 1865.6 6.433 130.7 0.451 992.9 3.424 10263.9 35.393 965.9 3.331 904.8 3.120 1870.7 6.451 788.4 2.719
Number of females 11 1 11. 11 11 i1 11 11 11 11 11 11 11 11 11 11 B
Mean 299.6 1873.0 6.276 2285 0.761 970.9 3248 9941.8 33.233 1006.8 3.359 1000.1 3336 2006.9 6.695 671.9 2250
S.D. 23.4 85.2 0.423 91.7 0.317 64.6 0.200 714.4 1.707 107.5 0.221 112.5 0.228 216.6 0.430 80.7 0.285
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN
HA 300 mgkg
Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mgfg) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e) (mg) (mg/e) (mg) (mg/g)
F03025 54.6 0.175 60.6 0.195 1152 0.370 805.4 2.586 144 0.046 339 0.109 38.6 0.124 72,5 0.233
F03026 55.3 0.195 59.7 0.210 115.0 0.405 533.1 1.877 18.9 0.067 41.5 0.146 45.7 0.161 872 0.307
F03027 545 0.182 455 0.152 100.0 0334 691.1 2.306 17.0 0.057 284 0.095 307 0.102 59.1 0.197
F03028 54.4 0.193 52.9 0.188 107.3 0.380 5772 2.047 20.2 0.072 333 0.118 34.0 0.121 67.3 0.239
F03029 61.2 0.183 56.1 0.167 1173 0.350 637.2 1.901 14.9 0.044 327 0.098 340 0.101 66.7 0.199
F03030 537 0.187 62.8 0.218 116.5 0.405 700.8 2.434 240 0.083 384 0.133 42.6 0.148 81.0 0.281
F03031 50.7 0.165 46.2 0.151 96.9 0316 $35.7 1.748 240 0.078 322 0.105 318 0.104 64.0 0.209
F03032 477 ¢ 0125 ¢ 541 ¢ 0142 ¢ 1018 ¢ 0267 ¢ 1610.0 ¢ 4228 ¢ 219 ¢ 0.058 ¢ 300 ¢ 0079 ¢ 332 ¢ 0.087 ¢ 632 ¢ 0.166 ¢
F03033 63.7 0.221 46.0 0.160 109.7 0.381 640.2 2.224 31.1 0.108 26.0 0.090 276 0.096 53.6 0.186
F03034 542 0.203 57.3 0.215 115 0418 699.7 2.626 17.8 0.067 26.8 0.101 292 0.110 56.0 0.210
F03035 69.1 0.201 58.8 0171 1279 0.371 759.7 2.205 221 0.064 389 0113 42.0 0.122 80.9 0.235
F03036 69.8 0.241 57.8 0.199 127.6 0.440 451.1 1.556 19.5 0.067 47.0 0.162 48.8 0.168 95.8 0.330
Number of females 11 1 11 11 11 11 11 11 1 11 11 11 11 11 11 11
Mean 583 0.195 549 0.184 1132 0379 639.2 2137 204 0.068 345 0.115 36.8 0.123 71.3 0.239
S.D. 6.6 0.021 6.3 0.025 9.7 0.037 106.5 0.345 4.8 0.018 6.5 0.023 7.1 0.025 13.5 0.048
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU AN AN DU DU AN AN AN AN KW AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way lay out).

¢, Excluded from data analysis (not delivery).
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HEREE :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 30-1-4. Organ weights of female rats at the end of the dosing period

HA 1000 mghkg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight () (mg) (mg/g) (mg) (mg/p) (mg) (mg/p) (mg) (mg/p) (mg) (mg/g) (mg) (mgfg) (mg) (mg/g) (mg) (mglp)
F04037 3289 1940.0 5.898 286.5 0.871 948.3 2.883 9918.2 30.156 925.9 2.815 920.2 2.798 1846.1 5613 701.6 2.133
F04038 287.7 1796.0 6.243 1728 0.601 902.2 3.136 8976.9 31.202 968.3 3.366 9125 3.172 1880.8 6.537 548.7 1.907
F04039 271.6 1996.3 7.350 159.4 0.587 1031.3 3.797 9460.4 34.832 946.9 3.486 895.0 3.295 18419 6.782 606.5 2233
F04040 3213 1884.5 5.865 2285 0.711 1083.8 3.373 10631.2 33.088 968.6 3.015 965.5 3.005 1934.1 6.020 681.1 2.120
F04041 289.0 a 1898.8 a 6.570 a 1881 a 0.651 a 9449 a 3270 a 108734 a 37.624 a 13059 a 4519 a 11722 a 4.056 a 24781 a 8575 a 8646 a 2992 a
F04042 316.9 18113 5.716 316.5 0.999 10163 3.207 9316.4 29.399 915.6 2.889 890.7 2811 1806.3 5.700 5352 1.689
F04043 320.2 1946.7 6.080 264.0 0.824 1033.6 3.228 9339.0 29.166 1097.8 3.428 1009.1 3.151 2106.9 6.580 709.8 2217
F04044 3174 18855 5.940 159.6 0.503 1091.8 3.440 10596.3 33.385 1000.6 3.152 1007.0 3173 2007.6 6.325 596.1 1.878
F04045 273.7 1898.7 6.937 2733 0.999 965.3 3.527 10261.6 37.492 951.9 3.478 963.1 3.519 1915.0 6.997 626.3 2.288
F04046 305.7 1889.5 6.181 200.1 0.655 938.0 3.068 9789.6 32.024 982.7 3.215 949.1 3.105 19318 6.319 709.3 2.320
F04047 279.5 1881.8 6.733 3323 1.189 887.8 3.176 8185.7 29.287 993.4 3.554 1067.6 3.820 2061.0 7.374 5258 1.881
F04048 300.6 1769.1 5.885 205.8 0.685 910.0 3.027 9235.5 30.724 931.4 3.098 887.2 2.951 1818.6 6.050 651.6 2.168
Number of females 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Mean 302.1 1881.8 6.257 236.3 0.784 982.6 3.260 9610.1 31.887 9712 3.227 951.5 3.164 1922.7 6.391 626.5 2.076
S.D. 20.8 67.9 0.523 62.0 0.212 72.4 0.258 729.3 2.626 50.2 0.255 58.1 0.301 99.5 0.538 69.9 0.205
Significance NS NS NS N§ NS NS NS NS§ NS N§ NS N§ N§ NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN
HA 1000 mgkg
Female No. Ovary (R) Ovary (L) Qvaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e) (mg) (mg/g)
F04037 488 0.148 50.8 0.154 99.6 0.303 569.8 1.732 18.9 0.057 38.1 0.116 392 0.119 773 0.235
F04038 383 0.133 53.2 0.185 91.5 0.318 536.1 1.863 11.0 0.038 283 0.098 323 0.112 60.6 0.211
F04039 454 0.167 52.7 0.194 98.1 0.361 609.8 2245 18.5 0.068 40.1 0.148 43.1 0.159 832 0.306
F04040 40.5 0.126 538 0.167 943 0.293 580.8 1.808 221 0.069 333 0.104 344 0.107 67.7 0.211
F04041 53.0 a 0183 a 493 a 0171 a 1023 a 0354 a 8170 a 2.827 a 189 a 0.065 a 400 a 0138 a 399 a 0.138 a 799 a 0.276 a
Fo4042 40.6 0.128 65.5 0.207 106.1 0.335 5735 1.810 21.8 0.069 427 0.135 45.3 0.143 88.0 0.278
F04043 47.9 0.150 44.5 0.139 92.4 0.289 7121 2224 211 0.066 29.9 0.093 343 0.107 64.2 0.200
F04044 52.0 0.164 548 0.173 106.8 0.336 4054 1.277 20.7 0.065 454 0.143 513 0.162 96.7 0.305
F04045 48.1 0.176 422 0.154 90.3 0.330 636.1 2.324 15.6 0.057 455 0.166 47.6 0.174 93.1 0.340
F04046 49.6 0.162 533 0.174 1029 0337 5715 1.889 19.6 0.064 314 0.103 298 0.097 61.2 0.200
F04047 432 0.155 557 0.199 98.9 0.354 611.7 2189 13.0 0.047 29.7 0.106 31.2 0.112 60.9 0.218
F04048 52.1 0.173 47.9 0.159 100.0 0.333 513.3 1.708 20.2 0.067 34.6 0.115 39.4 0.131 74.0 0.246
Number of females 1 1 11 11 11 11 11 11 1 11 11 11 11 11 11 11
Mean 46.0 0.153 522 0.173 983 0.326 575.1 1915 184 0.061 36.3 0.121 389 0.129 752 0.250
S.D. 438 0.018 6.2 0.021 5.7 0.023 77.0 0.309 3.7 0.010 6.4 0.024 7.2 0.026 13.4 0.049
Significance ** ** NS NS * NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU AN AN DU DU AN AN AN AN Kw AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way lay out).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

a, Excluded from data analysis (not copulated).
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ABRE S R-15-003

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

Appendix 30-2-1. Organ weights of female rats at the end of the dosing period, satellite group

Control (vehicle: corn oil)
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mge) (mg) (g @p (mg) (mg) (mglg) (g (g (mg) (g (mg) (mgle) (mg) (mgp)
F05049 289.0 1884.1 6.519 395.5 1.369 882.4 3.053 74125 25.649 788.3 2728 8247 2.854 1613.0 5.581 515.8 1.785
F05050 275.1 1848.4 6.719 3376 1.227 9679 3518 6689.8 24318 8438 3.067 835.1 3.036 1678.9 6.103 469.9 1.708
F05051 294.9 1979.3 6.712 2453 0.832 990.4 3.358 8306.3 28.166 1029.9 3.492 1118.7 3.793 21486 7.286 412.7 1.399
F05052 268.4 1896.1 7.064 272.5 1.015 888.1 3.309 63429 23.632 813.7 3.032 873.0 3.253 1686.7 6.284 5115 1.906
F05053 261.4 1762.5 6.743 236.2 0.904 845.5 3.235 6526.7 24,968 944.1 3.612 896.0 3.428 1840.1 7.039 480.8 1.839
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 2778 1874.1 6.751 297.4 1.069 914.9 3295 7055.6 25.347 884.0 3.186 909.5 3.273 1793.5 6.459 478.1 1.727
S.D. 14.0 78.7 0.196 67.7 0224 61.4 0.170 808.3 1.745 100.8 0.362 1204 0.363 215.3 0.698 41.5 0.197
Control (vehicle: corn oil)
Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
) (wglo) (mg) (mg/g) (mg) (mglg) (mg) (mglg) (mg) (mglg) (me) (mgs) (mg) (mglg) (mg) (mge)
F05049 43.0 0.149 424 0.147 85.4 0.296 7742 2.679 20.1 0.070 33.0 0.114 343 0.119 67.3 0.233
F05050 40.5 0.147 334 0.121 73.9 0.269 678.7 2.467 18.0 0.065 264 0.096 277 0.101 54.1 0.197
F05051 46.3 0.157 39.7 0.135 86.0 0.292 562.6 1.908 278 0.094 295 0.100 308 0.104 60.3 0.204
F05052 342 0.127 41.7 0.155 759 0.283 465.4 1.734 198 0.074 314 0.117 329 0.123 64.3 0.240
F05053 315 0.121 41.9 0.160 73.4 0.281 512.1 1.959 19.1 0.073 259 0.099 309 0.118 56.8 0.217
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 391 0.140 398 0.144 78.9 0.284 598.6 2.149 21.0 0.075 292 0.105 31.3 0.113 60.6 0.218
S.D. 6.1 0.015 3.7 0.016 6.3 0.011 126.3 0.403 3.9 0.011 3.1 0.010 2.5 0.010 54 0.018
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 30-2-2. Organ weights of female rats at the end of the dosing period, satellite group

HA 1000 mg/kg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (2) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mglp) (mg) (mg/g) (mg) (mglp) (mg) (mg/g) (mg) (mglg)
F06059 307.0 1852.1 6.033 2585 0.842 1076.5 3.507 72437 23.595 888.7 2.895 908.2 2958 1796.9 5.853 648.4 2.112
F06060 283.9 19153 6.746 387.6 1.365 889.9 3.135 7867.9 27.714 958.2 3375 973.0 3.427 1931.2 6.802 493.1 1.737
F06061 3106 18293 5.890 453.1 1.459 855.0 2.753 7810.6 25.147 907.1 2920 881.2 2.837 1788.3 5.758 6272 2.019
F06062 262.3 1948.7 7.429 180.1 0.687 820.6 3.128 7470.9 28.482 11433 4.359 1123.2 4.282 2266.5 8.641 603.0 2.299
F06063 305.6 18974 6.209 345.5 1.131 1094.8 3.582 7968.1 26.074 904.8 2.961 909.8 2.977 1814.6 5.938 651.4 2.132
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 2939 1888.6 6.461 325.0 1.097 9474 3.221 76722 26.202 960.4 3.302 959.1 3.296 1919.5 6.598 604.6 2.060
SD. 20.5 48.1 0.631 1074 0.331 128.8 0.334 303.8 1.963 105.5 0.623 97.7 0.595 202.4 1.216 65.3 0.207
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS *H *
Statistical method TT TT AW TT TT TT TT TT TT TT TT T TT TT TT TT TT
HA 1000 mghkg
Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mglg) (mg) (mglg) (mg) (mg/g) (mg) (mg/e) (mg) (mglg) (mg) (mglg) (mg) (mglg) (mg) (mgfg)
F06059 47.7 0.155 532 0.173 100.9 0.329 484.3 1.578 205 0.067 36.8 0.120 362 0.118 73.0 0.238
F06060 38.1 0.134 332 0.117 713 0.251 1119.0 3.942 132 0.046 28.1 0.099 272 0.096 553 0.195
F06061 445 0.143 453 0.146 89.8 0.289 804.3 2.590 14.6 0.047 284 0.091 28.1 0.090 56.5 0.182
F06062 525 0.200 513 0.196 103.8 0.396 448.6 1.710 199 0.076 345 0.132 375 0.143 720 0.274
F06063 62.8 0.205 542 0.177 117.0 0.383 797.1 2.608 16.2 0.053 356 0.116 394 0.129 75.0 0.245
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 49.1 0.167 474 0.162 96.6 0.330 730.7 2.486 16.9 0.058 327 0.112 337 0.115 66.4 0.227
S.D. ) 9.3 0.033 8.7 0.031 17.1 0.061 2743 0.945 32 0.013 4.1 0.017 5.6 0.022 9.6 0.038
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method T TT TT TT TT AW TT TT TT TT TT TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **; P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.
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ABRE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 30-3-1. Organ weights of female rats at the end of the recovery period

Control (vehicle: corn oil)
Female No. Body Brain Thy mus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mgg) (mg) (mgfg) (mg) (mglg) (mg) (mg/e) (mg) (mg/g) (mg) (mg/g) (mg) (mglp)
F05054 276.0 1943.7 7.042 3058 1.108 8733 3.164 6903.1 25.011 890.0 3.225 906.5 3.284 1796.5 6.509 678.0 2.457
F05055 302.3 1835.1 6.070 330.0 1.092 896.5 2.966 8070.1 26.696 8480 2.805 7872 2.604 1635.2 5.409 622.1 2.058
F05056 289.0 1952.1 6.755 3577 1238 967.6 3.348 7229.0 25.014 931.8 3224 920.3 3.184 1852.1 6.409 573.2 1.983
F05057 290.0 1934.0 6.669 264.0 0910 970.2 3.346 7033.6 24.254 8513 2936 850.6 2933 1701.9 5.869 566.9 1.955
F05058 2373 1869.5 7.878 245.0 1.032 792.9 3.341 5362.1 22.596 788.9 3.324 778.3 3.280 1567.2 6.604 4559 1.921
Number of females B 5 5 S 5 S 5 5 5 5 5 5 5 5 5 5 5
Mean 278.9 1906.9 6.883 300.5 1.076 900.1 3.233 6919.6 24714 862.0 3.103 848.6 3.057 17106 6.160 579.2 2.075
S.D. 25.1 51.7 0.659 46.3 0.119 73.6 0.169 982.1 1.484 53.2 0.221 65.6 0.291 115.9 0.507 82.1 0.220
Control (vehicle: com oil)
Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mgfg) (mg) (mgfg) (mg) (mg/g) (mg) (mg/g) (mg) (mglp) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F05054 422 0.153 429 0.155 85.1 0.308 483.7 1.753 16.1 0.058 319 0116 334 0.121 65.3 0.237
F05055 44.7 0.148 454 0.150 90.1 0.298 607.9 2.011 20.5 0.068 338 0.112 320 0.106 65.8 0218
F05056 50.1 0.173 44.7 0.155 94.8 0.328 576.8 1.996 250 0.087 278 0.096 364 0.126 64.2 0.222
F05057 346 0.119 432 0.149 718 0.268 451.3 1.556 185 0.064 323 0.111 380 0.131 70.3 0.242
F05058 34.0 0.143 34.0 0.143 68.0 0.287 478.6 2.017 25.5 0.107 26.5 0.112 26.6 0.112 53.1 0.224
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 41.1 0.147 42.0 0.150 832 0.298 519.7 1.867 211 0.077 30.5 0.109 333 0.119 63.7 0.229
S.D. 6.9 0.019 4.6 0.005 10.6 0.022 68.4 0.206 4.1 0.020 3.1 0.008 44 0.010 6.4 0.010

281



#ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 30-3-2. Organ weights of female rats at the end of the recovery period

HA 1000 mgkg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e) (mg) (mg/g)
F06064 270.1 1849.7 6.848 268.5 0.994 8022 2970 6695.9 24.790 851.7 3.153 844.0 3.125 1695.7 6.278 3842 1.422
F06065 294.5 1898.7 6.447 228.6 0.776 883.3 2.999 7632.0 25915 902.9 3.066 929.9 3.158 1832.8 6.223 559.6 1.900
F06066 287.6 2024.1 7.038 3168 1.102 955.8 3323 7503.8 26.091 941.2 3273 936.5 3.256 1877.7 6.529 461.1 1.603
F06067 287.6 1863.6 6.480 261.2 0.908 860.3 ’ 2991 7110.5 24.724 7479 2.600 746.6 2.596 1494.5 5.196 500.1 1.739
F06068 269.4 1825.5 6.776 291.6 1.082 790.7 2.935 6903.3 25.625 904.5 3.357 896.8 3.329 1801.3 6.686 500.6 1.858
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 281.8 18923 6.718 2733 0.972 858.5 3.044 7169.1 25.429 869.6 3.090 870.8 3.093 1740.4 6.182 481.1 1.704
S.D. 11.4 783 0.251 33.1 0.134 66.8 0.158 395.1 0.636 75.1 0.296 78.5 0.289 152.9 0.583 64.6 0.196
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS *
Statistical method TT TT TT TT TT TT TT TT TT TT TT TT TT TT T TT TT
HA 1000 mgkg
Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mgle) (mg) (mg/g) (mg) (mglg) (mg) (mglp) (mg) (mg/g) (mg) (mg/g)
F06064 412 0.153 425 0.157 83.7 0310 5387 1.9%4 20.0 0.074 36.6 0.136 378 0.140 744 0.275
F06065 59.7 0.203 46.3 0.157 106.0 0.360 489.9 1.663 188 0.064 31.0 0.105 30.0 0.102 61.0 0.207
Fo6066 46.1 0.160 574 0.200 103.5 0.360 462.3 1.607 19.0 0.066 39.1 0.136 422 0.147 81.3 0.283
FO6067 56.7 0.197 48.1 0.167 104.8 0.364 427.0 1.485 225 0.078 377 0.131 403 0.140 78.0 0.271
F06068 359 0.133 36.5 0.135 72.4 0.269 538.8 2.000 18.0 0.067 322 0.120 33.0 0.122 65.2 0.242
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 47.9 0.169 46.2 0.163 94.1 0.333 491.3 1.750 19.7 0.070 353 0.126 36.7 0.130 72.0 0.256
SD. 10.1 0.030 7.7 0.024 15.2 0.042 48.7 0.235 1.7 0.006 35 0,013 5.1 0.018 8.6 0.031
Significance NS NS NS NS NS NS NS NS NS NS NS * NS NS NS NS
Statistical method TT TT TT AW TT TT TT TT TT AW TT TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.
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RERE S R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 31-1. Macroscopic findings of male rats at the end of the dosing period

Animal No. Organs Findings Notes
M01001 All organs/ Within normal limits
M01002 All organs/ Within normal limits
M01003 All organs/ Within normal limits
¥01004 All organs/ Within normal limits
M01005 All organs/ Within normal limits
M01006 All organs/ Within normal limits
M01007 All organs/ Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 31-1 (continued). Macroscopic findings of male rats at the end of the dosing period

Anima! No. Organs Findings Notes
M02013 All organs/ Within normal limits

M02014 All organs/ Within normal limits

M02015 All organs/ Within normal limits

102016 All organs/ Within normal limits

M02017 All organs/ Within normal limits

M02018 Liver/ Diaphragmatic nodule

M02019 All organs/ Within normal limits

M02020 All organs/ Within normal limits

M02021 All organs/ Within normal limits

M02022 All organs/ Within normal limits

M02023 Skin/ Crust Dorsal neck
M02024 All organs/ Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 31-1 (continued). Macroscopic findings of male rats at the end of the dosing period

HKERE 5 :R-15-003

Animal No. Fate Organs Findings Notes
M03025 D Kidney/ Enlargement
Liver/ Enlargement
Lung/ Dark colored area Scattered
Discoloration, dark reddish
Thymus/ Dark reddish spot Scattered
M03026 All organs/ Within normal limits
M03027 All organs/ Within normal limits
M03028 All organs/ Within normal limits
M03029 All organs/ Within normal limits
M03030 All organs/ Within normal {imits
M03031 All organs/ Within normal limits
M03032 All organs/ Within normal limits
M03033 All organs/ Within normal [imits
M03034 Thymus/ Smal |
M03035 All organs/ Within normal limits
M03036 Epididymis/ Nodule Yellowish, Bilateral, Caudal

D: Died during dosing period
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 31-1 (continued). Macroscopic findings of male rats at the end of the dosing period

Animal No. Organs Findings Notes

M04037 All organs/ Within normal limits

M04038 All organs/ Within normal limits

M04039 All organs/ Within normal limits

M04040 All organs/ Within normal limits

#04041 Skin/ Crust Forelimb, Bilateral
M04042 All organs/ Within normal limits

M04043 All organs/ Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 31-2. Macroscopic findings of male rats at the end of the recovery period

Animal No. Organs Findings Notes

Mo1008 All organs/ Within normal limits

101009 All organs/ Within normal limits

Mo1010 All organs/ Within normal limits

#01011 All organs/ Within normal [imits

M01012 Epididymis/ Nodule Yellowish white, Caudal, Right
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 31-2 (continued). Macroscopic findings of male rats at the end of the recovery period

Animal No. Organs Findings Notes
K04044 All organs/ Within normal limits

404045 Skin/ Alopecia Dorsal neck
M04046 Al'l organs/ Within normal limits

M04047 All organs/ Within normal limits

M04048 All organs/ Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 32-1. Macroscobic findings of female rats at the end of the dosing period

Animal No. Fate Organs Findings Notes
F01001 All organs/ Within normal limits

F01002 All organs/ Within normal limits

F01003 NC All organs/ Within normal limits

F01004 All organs/ Within normal limits

F01005 All organs/ Within normal limits

F01006 All organs/ Within normal [imits

FO1007 All organs/ Within normal limits

F01008 All organs/ Within normal limits

F01009 Stomach/ Dark reddish spot Mucosa, Glandular stomach
Fo1010 All organs/ Within normal limits

FO1011 All organs/ Within normal limits

F01012 All organs/ Within normal limits

NC: Not copulated
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 32-1 (continued). Macroscopic findings of female rats at the end of the dosing period

Animal No. Fate Organs Findings Notes
F02013 NP All organs/ Within normal limits

F02014 All organs/ Within normal limits

F02015 All organs/ Within normal limits

F02016 Stomach/ Attachment, black content, mucosa  Glandular stomach
F02017 All organs/ Within normal limits

F02018 All organs/ Within normal limits

F02019 All organs/ Within normal limits

F02020 All organs/ Within normal limits

F02021 All organs/ Within normal limits

F02022 All organs/ Within normal limits

F02023 All organs/ Within normal Iimits

F02024 NP All organs/ Within normal limits

NP: Not pregnant
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 32-1 (continued). Macroscopic findings of female rats at the end of the dosing period

Animal No. Fate Organs Findings Notes
F03025 All organs/ Within normal limits
F03026 Stomach/ Dark colored spot Mucosa, Glandular stomach
Recessed area Mucosa, Glandular stomach
F03027 All organs/ Within normal limits
F03028 All organs/ Within normal limits
F03029 Liver/ Whitish spot Lateral left [obe
Spleen/ Accessory spleen
Stomach/ Reddish spot Mucosa, Glandular stomach
F03030 All organs/ Within normal limits
F03031 All organs/ Within normal limits
F03032 ND Lung/ Dark colored area Right caudal |obe
Uterus/ Discoloration, dark colored
Remnant, fetal
Retention, watery content Reddish, Yellowish
F03033 All organs/ Within normal limits
F03034 All organs/ Within normal limits
F03035 All organs/ Within normal [imits
F03036 All organs/ Within normal limits

ND: Not delivery
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 32-1 (continued). Macroscopic findings of female rats at the end of the dosing period

AEREE:R-15-003

Animal No. Fate Organs Findings Notes
F04037 All organs/ Within normal limits

F04038 All organs/ Within normal limits

F04039 All organs/ Within normal limits

F04040 All organs/ Within normal limits

F04041 NG Kidney/ Elevated area Whitish, Right

Urinary bladder/ Thickening Wall

F04042 All organs/ Within normal limits

F04043 All organs/ Within normal limits

F04044 All organs/ Within normal limits

F04045 All organs/ Within normal limits

F04046 All organs/ Within normal limits

F04047 All organs/ Within normal [imits

F04048 All organs/ Within normal limits

NC: Not copulated
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 32-2. Macroscopic findings of female rats at the end of the dosing period, satellite group

Animal No. Organs Findings Notes
F05049 All organs/ Within normal limits
F05050 All organs/ Within normal limits
F05051 All organs/ Within normal |imits
F05052 All organs/ Within normal limits
F05053 Al'l organs/ Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 32-2 (continued). Macroscopic findings of female rats at the end of the dosing period, satellite group

Animal No. Organs Findings Notes
F06059 All organs/ Within normal limits
F06060 All organs/ Within normal limits
F06061 All organs/ Within normal |imits
F06062 All organs/ Within normal limits
F06063 All organs/ Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 32-3. Macroscopic findings of female rats at the end of the recovery period

HERE B :R-15-003

Animal No. Organs Findings Notes
F05054 All organs/ Within normal limits
F05055 All organs/ Within normal limits
F05056 All organs/ Within norma! limits
F05057 All organs/ Within normal |imits
F05058 Al'l organs/ Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 32-3 (continued). Macroscopic findings of female rats at the end of the recovery period

HAEAE 5 :R-15-003

Animal No. Organs Findings Notes
F06064 All organs/ Within normal |imits
F06065 All organs/ Within normal limits
F06066 All organs/ Within normal |imits
F06067 All organs/ Within normal limits
F06068 All organs/ Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 33-1. Histopathological findings of male rats at the end of the dosing period [H.E. staining]

RAERE 5 :R-15-003

Animal No. Organs Findings Notes
M01001 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Lymph node, submandibular / Within normal limits
Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Within normal [imits
Heart / Degeneration/fibrosis, myocardial =+ Focal
Trachea / Within normal limits
Lung / Accumulation, foam cell = Alveolus, Focal
Metaplasia, osseous P Focal
Microgranuloma =+
Bronchus / Within normal limits
Liver / Within normal limits
Pancreas / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Je junum / Within normal limits
[leum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits

Lymph node, mesenteric /
Spleen /

Kidney /

Urinary bladder /
Adrenal gland /
Testis /
Epididymis /
Prostate /

Within normal limits
Deposit, pigment, brown =+

Hematopoiesis, extramedul lary =+

Basophilic tubule, cortex +

Cellular infiltration, lymphocyte +

Within normal limits
Within normal limits

Degeneration, seminiferous tubule =

Within normal limits
Within normal limits

Interstitial

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

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

HEBRE 5 :R-15-003

Animal No. Organs Findings Notes

M01001 Seminal vesicle / Within normal limits
Coagulating gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Sciatic nerve / Within normal limits
Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits

M01002 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / ‘Within normal limits
Lymph node, submandibular / Within normal limits
Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Within normal limits
Heart / Within normal limits
Trachea / Within normal limits
Lung / Metaplasia, osseous P Focal
Bronchus / Within normal limits
Liver / Fatty change, hepatocyte =+ Periportal

Microgranuloma =+

Pancreas / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Jejunum / Within normal limits
[leum / Within normal limits
Cecum / Within normal limits
Golon / Within normal [imits
Rectum / Within normal limits

Lymph node, mesenteric /
Spleen /

Within normal limits
Deposit, pigment, brown +
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

B %5 :R-15-003

Animal No. Organs Findings Notes
M01002 Spleen / Hematopoiesis, extramedullary =
Kidney / Basophilic tubule, cortex =+
Urinary bladder / Within normal limits
Adrenal gland / Within normal limits
Testis / Within normal limits
Epididymis / Within normal |imits
Prostate / Within normal |imits
Seminal vesicle / Within normal limits
Coagulating gland / Within normal limits
Eyebal| / Within normal limits
Harderian giand / Within normal limits
Sciatic nerve / Within normal limits
Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
M01003 Brain / Within normal |imits
Spinal cord / Within normal 1imits
Pituitary gland / Within normal limits
Submandibular giand / Within normal limits
Sublingual gland / Within normal limits
Lymph node, submandibular / Within normal limits
Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Within normal limits
Heart / Within normal fimits
Trachea / Within normal limits
Lung / Within normal limits
Bronchus / Within normal limits
Liver / Fatty change, hepatocyte % Periportal
Microgranuloma =
Pancreas / Within normal limits
Stomach / Within normal [imits
Duodenum / Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

RERE S R-15-003

Animal No. Organs Findings Notes
M01003 Jejunum / Within normal limits
[leum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal |imits
Lymph node, mesenteric / Within normal |imits
Spleen / Deposit, pigment, brown =
Hematopoiesis, extramedullary =
Kidney / Cellular infiltration, lymphocyte =+ Renal pelvis, Interstitial
Urinary bladder / Within normal limits
Adrenal gland / Within normal limits
Testis / Within normal limits
Epididymis / Within normal limits
Prostate / Within normal limits
Seminal vesicle / Within normal limits
Coagulating gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Sciatic nerve / Within normal limits
Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
M01004 Brain / Within normal limits

Spinal cord /
Pituitary gland /
Submandibular gland /
Sublingual gland /

Lymph node, submandibular /

Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Trachea /

Within normal limits
Within normal |imits
Within normal limits
Within normal |imits
Within normal limits
Within normal |imits
Within normal |imits
Within normal |imits
Within normal limits
Within normal limits
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#HBAE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Animal No. Organs Findings Notes
M01004 Lung / Within normal limits
Bronchus / Within normal limits
Liver / Microgranuloma =+
Pancreas / Within normal limits
Stomach / Cellular infiltration, |ymphocyte = Limiting ridge, Submucosa, Perivascular, Focal
Duodenum / Within normal limits
Je junum / Within normal limits
Ileum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, mesenteric / Within normal f[imits
Spleen / Deposit, pigment, brown =%
Hematopoiesis, extramedullary +
Kidney / Mineralization %= Cortex
Urinary bladder / Within normal limits
Adrenal gland / Within normal limits
Testis / Within normal limits
Epididymis / Within normal limits
Prostate / Within normal limits
Seminal vesicle / Within normal limits
Coagulating gland / Within normal |imits
Eyeball / Within normal |imits
Harderian gland / Within normal limits
Sciatic nerve / Within normal [imits
Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
M01005 Brain / Within normal limits
Spinal cord / Within normal [imits
Pituitary gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Animal No. Organs Findings Notes
M01005 Lymph node, submandibular / Within normal limits
Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Within normal limits
Heart / Within normal limits
Trachea / Within normal limits
Lung / Within normal limits
Bronchus / Within normal limits
Liver / Hematopoiesis, extramedullary +
Microgranuloma =+
Pancreas / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Je junum / Within normal limits
[leum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, mesenteric / Within normal limits
Spleen / Deposit, pigment, brown =+
Hematopoiesis, extramedullary =+
Kidney / Basophilic tubule, cortex =+
Urinary bladder / Within normal limits
Adrenal gland / Within normal limits
Testis / Within normal limits
Epididymis / Within normal limits :
Prostate / Cellular infiltration, lymphocyte =+ Interstitial
Seminal vesicle / Within normal limits
Coagulating gland / Within normal limits
Eyeball / Within normal |imits
Harderian gland / Within normal limits
Sciatic nerve / Within normal limits
Skeletal muscle / Within normal limits
Femur / Within normal limits
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REBRE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Animal No. Organs Findings Notes

M01005 Marrow, femur / _ Within normal limits
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ABE B R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Animal No. Organs Findings Notes

M02018 Liver / Nodule, hepatodiaphragmatic P
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

HBRE 5 R-15-003

Animal No. Fate Organs Findings Notes
M03025 D Brain / Within normal limits
Spinal cord / Within normal limits

Pituitary gland /
Submandibular gland /
Sublingual gland /

Lymph node, submandibular /

Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Trachea /

Lung /

Bronchus /

Liver /

Pancreas /

Stomach /

Duodenum /

Jejunum /

[leum /

Cecum /

Colon /

Rectum /

Lymph node, mesenteric /
Spleen /

Kidney /

Urinary bladder /
Adrenal gland /
Testis /

Epididymis /
Prostate /

Seminal vesicle /
Coagulating gland /
Eyeball /

Congestion P

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Congestion P

Within normal limits
Within normal limits
Congestion P

Within normal limits
Congestion P

Within normal limits
Within normal limits
Autolysis

Autolysis

Autolysis

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Deposit, pigment, brown =+

Hematopoiesis, extrameduliary +

Autolysis
Within normal limits
Within normal limits

Degeneration, seminiferous tubule 3+

Cell debris +

Within normal limits
Within normal limits
Within normal limits
Within normal limits

Postmortem change

Postmortem change

Postmortem change

Postmortem change

Bilateral
Lumen, bilateral

D: Died during dosing period
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RBRE 1 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 33-1 (continued). Histopathological ﬁndings of male rats at the end of the dosing period [H.E. staining]

Animal No. Fate Organs Findings Notes
M03025 D Harderian gland / Within normal limits
Sciatic nerve / Within normal limits
Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
M03034 Thymus / Within normal limits
M03036 Epididymis / Granuloma, spermatic P Caudal, unilateral

D: Died during dosing period

306



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

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

A ERE S R-15-003

M04037

Brain /

Spinal cord /
Pituitary gland /
Submandibular gland /
Sublingual gland /

Lymph node, submandibular /

Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Trachea /

Lung /

Bronchus /

Liver /

Pancreas /

Stomach /

Duodenum /

Jejunum /

Ileum /

Cecum /

Colon /

Rectum /

Lymph node, mesenteric /
Spleen /

Kidney /

Urinary bladder /
Adrenal gland /
Testis /

Epididymis /
Prostate /

Seminal vesicle /
Coagulating gland /

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits
Degeneration/fibrosis, myocardial + Focal
Within normal limits

Within normal limits

Within normal limits
Microgranuloma =+

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Deposit, pigment, brown =+
Hematopoiesis, extramedullary =
Basophilic tubule, cortex =
Cellular infiltration, lymphocyte = Interstitial
Within normal limits

Within normal limits

Within normal limits

Within normal limits

Cellular infiltration, |ymphocyte + Interstitial
Within normal limits

Within normal limits
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REBRE S R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Animal No. Organs Findings Notes

M04037 Eyeball / Within normal limits
Harderian gland / Within normal limits
Sciatic nerve / Within normal limits
Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits

M04038 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within rnormal |imits
Lymph node, submandibular / Within normal limits
Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Within normal limits
Heart / Within normal limits
Trachea / Within normal limits
Lung / Microgranuloma =+
Bronchus / Within normal limits
Liver / Fibrosis, focal =+ With macrophage containing brown pigment, Subcapsule

Hematopoiesis, extramedullary =
Microgranuloma =

Pancreas / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Jejunum / Within normal limits
[leum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, mesenteric / Within normal limits
Spleen / Deposit, pigment, brown =+

Hematopoiesis, extramedul lary +
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

HERE 5 R-15-003

Animal No.

Organs

Findings

M04038

M04039

Kidney /

Urinary bladder /
Adrenal gland /
Testis /
Epididymis /
Prostate /
Seminal vesicle /
Coagulating gland /
Eyeball /
Harderian gland /
Sciatic nerve /
Skeletal muscle /
Femur /

Marrow, femur /

Brain /

Spinal cord /
Pituitary gland /
Submandibular gland /
Sublingual gland /

Lymph node, submandibular /

Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Trachea /

Lung /

Bronchus /
Liver /
Pancreas /
Stomach /
Duodenum /

Basophilic tubule, cortex

Cellular infiltration,

Eosinophilic body =+
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits

Within normal fimits
Within normal limits
Within normal |imits
Within normal limits
Within normal |imits
Within normal limits
Ultimobranchial body
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal [imits
Microgranuloma =

Within normal limits
Within normal limits
Within normal limits

o

lymphocyte =+
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

RERE S R-15-003

Animal No. Organs Findings Notes
M04039 Jejunum / Within normal [imits

[leum / Within normal limits

Cecum / Within normal limits

Colon / Within normal limits

Rectum / Within normal limits

Lymph node, mesenteric / Within normal limits

Spleen / Deposit, pigment, brown +

Hematopoiesis, extramedullary =+
Kidney / Basophilic tubule, cortex =%
Mineralization % Cortex

Urinary bladder / Within normal |imits

Adrenal gland / Within normal limits

Testis / Within normal limits

Epididymis / Within normal limits

Prostate / Cellular infiltration, lymphocyte =+ Interstitial

Seminal vesicle / Within normal limits

Coagulating gland / Within normal limits

Eyeball / Within normal limits

Harderian gland / Within normal limits

Sciatic nerve / Within normal |imits

Skeletal muscle / Within normal limits

Femur / Within normal limits

Marrow, femur / Within normal limits
M04040 Brain / Within normal limits

Spinal cord / Within normal limits

Pituitary gland /
Submandibular gland /
Sublingual gland /

Lymph node, submandibular /
Thyroid gland /

Parathyroid gland /

Thymus /

Heart /

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

RERE 5 :R-15-003

Animal No. Organs Findings Notes

M04040 Trachea / Within normal limits
Lung / Within normal limits
Bronchus / Within normal limits
Liver / Microgranuloma =+
Pancreas / Within normal |limits
Stomach / Within normal limits
Duodenum / Within normal limits
Jejunum / Within normal |limits
Ileum / Within normal |imits
Cecum / Within normal limits
Colon / Within normal {imits
Rectum / Within normal limits
Lymph node, mesenteric / Within normal limits
Spleen / Deposit, pigment, brown =+

Hematopoiesis, extramedullary =+

Kidney / Dilatation, lumen % Medullia
Urinary bladder / Within normal |imits
Adrenal gland / Within normal [imits
Testis / Within normal limits
Epididymis / Within normal limits
Prostate / Within normal limits
Seminal vesicle / Within normal limits
Coagulating gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Sciatic nerve / Within normal [imits
Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits

M04041 Brain / Within normal limits
Spinal cord / Within normal limits

Pituitary gland /
Submandibular gland /

Within normal limits
Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

ABREF:R-15-003

Animal No.

Organs

Findings

Mo4041

Sublingual gland /

Lymph node, submandibular /
Thyroid gland /

Parathyroid gland /

Thymus /
Heart /
Trachea /
Lung /
Bronchus /
Liver /
Pancreas /
Stomach /
Duodenum /
Je junum /
Ileum /
Cecum /
Colon /
Rectum /

Lymph node, mesenteric /

Spleen /

Kidney /

Urinary bladder /
Adrenal gland /

Testis /
Epididymis /
Prostate /

Seminal vesicle /
Coagulating gland /

Eyeball /

Harderian gland /
Sciatic nerve /
Skeletal muscle /

Femur /

Within
Within

Ultimobranchial body P

Within
Within

Degeneration/fibrosis, myocardial =%

Within

Accumulation, foam cell =+

Within
Within
Within
Within
Within
Within
Within
Within
Within
Within
Within

Deposit, pigment, brown =+
Hematopoiesis, extramedullary +
Basophilic tubule, cortex =+

Within
Within
Within
Within
Within
Within
Within
Within
Within
Within
Within
Within

normal limits
normal limits

normal limits
normal limits

normal limits

normal limits
normal limits
normal limits
normal limits
normal limits
normal limits
normal limits
normal limits
normal limits
normal limits
normal limits

normal limits
normal limits
normal limits
normal limits
normal limits
normal limits
normal limits
normal limits
normal limits
normal limits
normal limits
normal limits
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AERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Animal No. Organs Findings Notes

M04041 Marrow, femur / Within normal limits
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#ERFE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 33-2. Histopathological findings of male rats at the end of the recovery period [H.E. staining]

Animal No. Organs Findings Notes

M01012 Epididymis / Granuloma, spermatic P Caudal, unilateral

314



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

Appendix 34-1. Histopathological findings of female rats at the end of the dosing period [H.E. staining]

FAERE 5 R-15-003

Animal No. Organs Findings Notes
F01001 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal |imits
Lymph node, submandibular / Within normal limits
Thyroid gland / Ultimobranchial body P
Parathyroid gland / Within normal limits
Thymus / Hyperplasia, epithelial tubule/cord =%
Heart / Within normal limits
Trachea / Within normal limits
Lung / Accumulation, foam cell =+ Alveolus,
Bronchus / Within normal limits
Liver / Cellular infiltration, mononuclear cell = Periportal
Pancreas / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Je junum / Within norma!l limits
[leum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits

Lymph node, mesenteric /
Spleen /

Kidney /

Urinary bladder /
Adrenal gland /
Ovary /

Uterus /

Vagina /

Eyeball /
Harderian gland /
Sciatic nerve /

Within normal limits
Deposit, pigment, brown +

Hematopoiesis, extramedullary 2+

Basophilic tubule, cortex =+
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
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AR E S R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

Animal No. Organs Findings Notes
F01001 Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
F01005 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal |imits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Lymph node, submandibular / Within normal limits
Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Hyperplasia, epithelial tubule/cord =+
Heart / Within normal limits
Trachea / Within normal limits
Lung / Within normal limits
Bronchus / Within normal limits
Liver / Fatty change, hepatocyte =+ Periportal
Pancreas / Within normal |imits
Stomach / Within normal limits
Duodenum / Within normal limits
Jejunum / Within normal limits
[leum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, mesenteric / Within normal limits
Spleen / Deposit, pigment, brown =%
Hematopoiesis, extramedullary +
Kidney / Mineralization % Medulla
Urinary bladder / Within normal [imits
Adrenal gland / Within normal limits
Ovary / Within normal limits
Uterus / Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

HERE 5 :R-15-003

Animal No. Organs Findings Notes
F01005 Vagina / Within normal limits

Eyeball / Within normal limits

Harderian gland / Within normal limits

Sciatic nerve / Within normal limits

Skeletal muscle / Within normal limits

Femur / Within normal limits

Marrow, femur / Within normal limits
F01008 Brain / Within normal limits

Spinal cord /
Pituitary gland /
Submandibular gland /
Sublingual gland /
Lymph node, submandibular /
Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Trachea /

Lung /

Bronchus /

Liver /

Pancreas /

Stomach /

Duodenum /

Je junum /

[leum /

Cecum /

Colon /

Rectum /

Lymph node, mesenteric /
Spleen /

Kidney /

Within normal limits

Within normal [imits

Within normal limits

Within normal limits

Within normal limits
Ultimobranchial body P

Within normal limits
Hyperplasia, epithelial tubule/cord =+
Within normal limits

Within normal |imits

Cellular infiltration, mononuclear cell + Periarterial
Within normal limits

Within normal [imits

Within normal limits

Within normal limits

Within normal |imits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Deposit, pigment, brown +
Hematopoiesis, extramedullary +
Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

HABRE S R-15-003

Animal No. Organs Findings Notes
F01008 Urinary bladder / Within normal limits

Adrenal gland / Within normal limits

Ovary / Within normal limits

Uterus / Within normal limits

Vagina / Within normal limits

Eyebali / Within normal limits

Harderian gland / Within normal limits

Sciatic nerve / Within normal limits

Skeletal muscle / Within normal limits

Femur / Within normal [imits

Marrow, femur / Within normal limits
F01009 Stomach / Erosion = Glandular stomach, focal
F01010 Brain / Within normal limits

Spinal cord /
Pituitary gland /
Submandibular gland /
Sublingual gland /
Lymph node, submandibular /
Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Trachea /

Lung /

Bronchus /

Liver /

Pancreas /

Stomach /

Duodenum /

Jejunum /

Ileum /

Cecum /

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits

Degeneration/fibrosis, myocardial =+

Within normal limits
Accumulation, foam cell =+
Within normal limits

Fatty change, hepatocyte =+
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits

Focal
Alveolus, focal

Periportal
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HERE B :R-15-003

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

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

Animal No. Organs Findings Notes
F01010 Colon / Within normal limits
Rectum / Within normal limits
Lymph node, mesenteric / Within normal limits
Spleen / Deposit, pigment, brown +
Hematopoiesis, extramedullary 2+
Kidney / Within normal limits
Urinary bladder / Within normal limits
Adrenal gland / Within normal limits
Ovary / Within normal limits
Uterus / Within normal [imits
Vagina / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Sciatic nerve / Within normal limits
Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
FO1011 Brain / Within normal limits
Spinal cord / Within normal limits

Pituitary gland /

Submandibular gland /

Sublingual gland /

Lymph node, submandibular /

Thyroid gland /

Parathyroid gland /

Thymus /
Heart /
Trachea /
Lung /
Bronchus /
Liver /
Pancreas /
Stomach /

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Ultimobranchial body P
Within normal |imits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

HERE 5 :R-15-003

Animal No. Organs Findings Notes
FO1011 Duodenum / Within normal limits

Jejunum / Within normal limits

[teum / Within normal limits

Cecum / Within normal limits

Colon / Within normal limits

Rectum / Within normal limits

Lymph node, mesenteric /
Spleen /

Kidney /

Urinary bladder /
Adrenal gland /
Ovary /

Uterus /

Vagina /

Eyeball /
Harderian gland /
Sciatic nerve /
Skeletal muscle /
Femur /

Marrow, femur /

Within normal limits
Deposit, pigment, brown +

Hematopoiesis, extramedullary 2+

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
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REAE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

Animal No. Organs Findings Notes

F02016 . Stomach / Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

HERE S R-15-003

Animal No. Fate Organs Findings Notes
F03026 Stomach / Erosion =+ Glandular stomach, focal
F03029 Liver / Microgranuloma +
Necrosis, focal +
Spleen / Deposit, pigment, brown =+
Hematopoiesis, extramedullary +
Stomach / Erosion + Glandular stomach, focal
F03032 ND Lung / Accumulation, foam cell = Alveolus, focal

ND: Not delivery
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

HERE S R-15-003

Animal No. Organs Findings Notes
F04037 Brain / Within normal limits

Spinal cord / Within normal limits

Pituitary gland / Within normal limits

Submandibular gland / Within normal limits

Sublingual gland / Within normal limits

Lymph node, submandibular / Within normal limits

Thyroid gland / Within normal limits

Parathyroid gland / Within normal limits

Thymus /
Heart /
Trachea /
Lung /
Bronchus /
Liver /

Pancreas /

Stomach /

Duodenum /

Je junum /

[leum /

Cecum /

Colon /

Rectum /

Lymph node, mesenteric /
Spleen /

Kidney /

Urinary bladder /
Adrenal gland /
Ovary /

Uterus /

Vagina /

Eyeball /
Harderian gland /

Hyperplasia, epithelial tubule/cord =%

Within normal limits
Within normal limits
Within normal limits
Within normal limits

Cellular infiltration, mononuclear cell =+ Periportal

Microgranuloma =+

Within
Within
Within
Within
Within
Within
Within
Within
Within

normal
normal
normal
normal
normal
normal
normal
normal
normal

limits
limits
limits
limits
limits
limits
limits
limits
limits

Deposit, pigment, brown =+

Hematopoiesis

extramedul lary 2+

Mineralization =%

Within
Within
Within
Within
Within
Within
Within

normal
normal
normal
normal
normal
normal
normal

limits
limits
limits
limits
limits
limits
limits

Cortex

323



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

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

HERE 5 :R-15-003

Animal No. Organs Findings Notes

F04037 Sciatic nerve / Within normal limits
Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits

F04038 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal [imits
Lymph node, submandibular / Within normal limits
Thyroid gland / Ultimobranchial body P
Parathyroid gland / Within normal limits
Thymus / Within normal limits
Heart / Within normal limits
Trachea / Within normal limits
Lung / Within normal f[imits
Bronchus / Within normal [imits
Liver / Within normal limits
Pancreas / Cellular infiltration, |ymphocyte £ Intersitial,
Stomach / Within normal limits
Duodenum / Within normal limits
Jejunum / Within normal limits
Ileum / Within normal |imits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal 1imits
Lymph node, mesenteric / Within normal limits

Spleen /

Kidney /

Urinary bladder /
Adrenal gland /
Ovary /

Deposit, pigment, brown =+

Hematopoiesis,

Within normal
Within normal
Within normal
Within normal

extramedul lary +
limits
limits
limits
limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

HERE 5 :R-15-003

Animal No. Fate Organs Findings Notes
F04038 Uterus / Within normal limits
Vagina / Within normal |imits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Sciatic nerve / Within normal limits
Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
F04041 NC Kidney / Basophilic tubule, cortex 3+ Unilateral
Cellular infiltration, inflammatory 3+ Interstitial, fumen, unilateral
Hyperplasia, transitional cell 2+ Unilateral, papillary, renal pelvis
Urinary bladder / Cellular infiltration, neutrophil + Epithelial layer, submucosa
Hyperplasia, transitional cell 2+ Diffuse
F04042 Brain / Within normal limits

Spinal cord /
Pituitary gland /
Submandibular gland /
Sublingual gland /
Lymph node, submandibular /
Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Trachea /

Lung /

Bronchus /

Liver /

Pancreas /

Stomach /

Duodenum /

Jejunum /

Ileum /

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Degeneration/fibrosis, myocardial =+
Within normal limits
Within normal limits
Within normal limits

Fatty change, hepatocyte =+
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits

Focal

Periportal

NC: Not copulated
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

ABRE 5 :R-15-003

Animal No. Organs Findings Notes
F04042 Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, mesenteric / Within normal limits
Spleen / Deposit, pigment, brown +
Hematopoiesis, extramedullary =
Kidney / Within normal limits
Urinary bladder / Within normal limits
Adrenal gland / Within normal limits
Ovary / Within normal limits
Uterus / Within normal limits
Vagina / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Sciatic nerve / Within normal limits
Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
F04044 Brain / Within normal |imits

Spinal cord /
Pituitary gland /
Submandibular gland /
Sublingual gland /
Lymph node, submandibular /
Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Trachea /

Lung /

Bronchus /

Liver /

Pancreas /

Within normal iimits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Ultimobranchial body P
Within normal limits
Within normal limits
Within normal 1imits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits

326



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

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

HEAE S R-15-003

Animal No. Organs Findings Notes

F04044 Stomach / Within normal limits
Duodenum / Within normal limits
Je junum / Within normal limits
Ileum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal 1imits
Lymph node, mesenteric / Within normal limits
Spleen / Deposit, pigment, brown +

Hematopoiesis, extramedullary +

Kidney / Within normal limits
Urinary bladder / Within normal limits
Adrenal gland / Within normal limits
Ovary / Within normal [imits
Uterus / Within normal limits
Vagina / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Sciatic nerve / Within normal limits
Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits

F04045 Brain / Within normal limits
Spinal cord / Within normal limits

Pituitary gland /
Submandibular gland /
Sublingual gland /

Lymph node, submandibular /

Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Trachea /

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits

Hyperplasia, epithelial tubule/cord =+

Within normal limits
Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

HERZE 5 :R-15-003

Animal No. Organs Findings Notes
F04045 Lung / Within normal limits
Bronchus / Within normal limits
Liver / Microgranuloma =+
Pancreas / Within normal limits
Stomach / Dilatation, fundic gland £ Glandular stomach, focal
Duodenum / Within normal |imits
Jejunum / Within normal limits
[leum / Within normal |limits
Cecum / Within normal limits
Golon / Within normal limits
Rectum / Within normal limits
Lymph node, mesenteric / Within normal limits
Spleen / Deposit, pigment, brown +
Hematopoiesis, extramedullary 2+
Kidney / Cellular infiltration, lymphocyte =+ Interstitial
Mineralization =+ Medul la
Urinary bladder / Within normal limits
Adrenal gland / Within normal limits
Ovary / Within normal limits
Uterus / Within normal limits
Vagina / Within normal limits
Eyebal| / Within normal limits
Harderian gland / Within normal limits
Sciatic nerve / Within normal limits
Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-2. Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

RERE S :R-15-003

Animal No. Organs Findings Notes
F05049 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Lymph node, submandibular / Within normal limits
Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Hyperplasia, epithelial tubule/cord =%
Heart / Within normal limits
Trachea / Within normal limits
Lung / Accumulation, foam cell =+ Alveolus, focal
Bronchus / Within normal limits
Liver / Microgranuloma =+
Pancreas / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Je junum / Within normal limits
[leum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, mesenteric / Within normal limits
Spleen / Deposit, pigment, brown +
Hematopoiesis, extramedullary +
Kidney / Basophilic tubule, cortex =+
Mineralization % Cortico-medul lary junction
Urinary bladder / Within normal limits
Adrenal gland / Within normal limits
Ovary / Within normal limits
Uterus / Within normal limits
Vagina / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

RBRE S :R-15-003

Animal No. Organs Findings Notes
F05049 Sciatic nerve / Within normal limits

Skeletal muscle / Within normal limits

Femur / Within normal limits

Marrow, femur / Within normal limits
F05050 Brain / Within normal limits

Spinal cord / Within normal limits

Pituitary gland /
Submandibular gland /
Sublingual gland /
Lymph node, submandibular /
Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Trachea /

Lung /

Bronchus /

Liver /

Pancreas /

Stomach /

Duodenum /

Je junum /

[leum /

Cecum /

Colon /

Rectum /

Lymph node, mesenteric /
Spleen /

Kidney /

Urinary bladder /
Adrenal gland /
Ovary /

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal [imits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal |imits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Deposit, pigment, brown +
Hematopoiesis, extramedullary =
Within normal limits
Within normal limits
Within normal limits
Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

HABERE 5 R-15-003

Animal No. Organs Findings Notes
F05050 Uterus / Within normal limits
Vagina / Within normal limits
Eyeball / Within normal limits
Harderian gland / Cellular infiltration, lymphocyte + Interstitial
Sciatic nerve / Within normal limits
Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
F05051 Brain / Within normal limits
Spinal cord / Within normal limits

Pituitary gland /
Submandibular gland /
Sublingual gland /
Lymph node, submandibular /
Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Trachea /

Lung /

Bronchus /

Liver /

Pancreas /

Stomach /

Duodenum /

Jejunum /

[leum /

Cecum /

Golon /

Rectum /

Lymph node, mesenteric /
Spleen /

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Ultimobranchial body P
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Microgranuloma =+
Atrophy, acinar cell % Focal
Cellular infiltration, |ymphocyte =+ Interstitial
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Deposit, pigment, brown +
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

HERE B R-15-003

Animal No. Organs Findings Notes
F05051 Spleen / Hematopoiesis, extramedullary +
Kidney / Cast, hyalin P Cortex
Urinary bladder / Within normal limits
Adrenal gland / Within normal limits
Ovary / Within normal limits
Uterus / Within normal limits
Vagina / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Sciatic nerve / Within normal limits
Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
F05052 Brain / Within normal limits
Spinal cord / Within normal limits

Pituitary gland /
Submandibular gland /
Sublingual gland /
Lymph node, submandibular /
Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Trachea /

Lung /

Bronchus /

Liver /

Pancreas /

Stomach /

Duodenum /

Je junum /

Ileum /

Cecum /

Within normal limits
Cellular infiltration, lymphocyte =
Within normal limits
Within normal |imits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits

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

Appendix 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

HRERE 5 :R-15-003

Animal No. Organs Findings Notes
F05052 Colon / Within normal limits
Rectum / Within normal limits
Lymph node, mesenteric / Within normal limits
Spleen / Deposit, pigment, brown =%
Hematopoiesis, extramedullary =+
Kidney / Basophilic tubule, cortex +
Urinary bladder / Within normal limits
Adrenal gland / Within normal limits
Ovary / Within normal fimits
Uterus / Within normal [imits
Vagina / Within normal [imits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Sciatic nerve / Within normal limits
Skeletal muscle / Within normal |imits
Femur / Within normal limits
Marrow, femur / Within normal limits
F05053 Brain / Within normal limits
Spinal cord / Within normal |imits

Pituitary gland /
Submandibular gland /
Sublingual gland /
Lymph node, submandibular /
Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Trachea /

Lung /

Bronchus /

Liver /

Pancreas /

Within normal limits

Within normal Iimits

Within normal limits

Within normal limits

Within normal limits

Within normal |imits
Hyperplasia, epithelial tubule/cord =+
Within normal limits

Within normal limits

Within normal limits

Within normal limits
Hematopoiesis, extramedullary £
Microgranuloma =+

Within norma! |imits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

B EZ 5 :R-15-003

Animal No. Organs Findings Notes
F05053 Stomach / Within normal limits

Duodenum / Within normal limits

Je junum / Within normal limits

Ileum / Within normal limits

Cecum / Within normal limits

Colon / Within normal limits

Rectum / Within normal limits

Lymph node, mesenteric /
Spleen /

Kidney /

Urinary bladder /
Adrenal gland /
Ovary /

Uterus /

Vagina /

Eyeball /
Harderian gland /
Sciatic nerve /
Skeletal muscle /
Femur /

Marrow, femur /

Within normal limits
Deposit, pigment, brown +
Hematopoiesis, extramedullary =
Basophilic tubule, cortex =%
Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

" Appendix 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

KBRS R-15-003

Animal No. Organs Findings Notes
F06059 Brain / Within normal limits
Spinal cord / Within normal limits

Pituitary gland /
Submandibular gland /
Sublingual gland /
Lymph node, submandibular /
Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Trachea /

Lung /

Bronchus /

Liver /

Pancreas /

Stomach /

Duodenum /

Je junum /

Ileum /

Cecum /

Colon /

Rectum /

Lymph node, mesenteric /
Spleen /

Kidney /

Urinary bladder /
Adrenal gland /
Ovary /

Uterus /

Vagina /

Eyeball /
Harderian gland /
Sciatic nerve /

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Hyperplasia, epithelial tubule/cord =+
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Microgranuloma =+
Atrophy, acinar cell
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Deposit, pigment, brown +
Hematopoiesis, extramedulfary +
Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Focal

I+
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

HABRE 5 :R-15-003

Animal No. Organs Findings Notes
F06059 Skeletal muscle / Within normal limits

Femur / Within normal limits

Marrow, femur / Within normal limits
F06060 Brain / Within normal limits

Spinal cord / Within normal limits

Pituitary gland /
Submandibular gland /
Sublingual gland /
Lymph node, submandibular /
Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Trachea /

Lung /

Bronchus /

Liver /

Pancreas /

Stomach /

Duodenum /

Je junum /

Ileum /

Gecum /

Colon /

Rectum /

Lymph node, mesenteric /
Spleen /

Kidney /
Urinary bladder /

Adrenal gland /
Ovary /

Within normal limits

Within normal {imits

Within normal limits

Within normal limits

Within normal limits

Within normal limits
Hyperplasia, epithelial tubule/cord =%
Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Deposit, pigment, brown +
Hematopoiesis, extramedullary =+
Basophilic tubule, cortex =%
Mineralization % Gortico-medullary junction
Within normal limits

Within normal limits

Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

HERE S :R-15-003

Animal No. Organs Findings Notes

F06060 Uterus / Within normal |imits
Vagina / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Sciatic nerve / Within normal |imits
Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits

F06061 Brain / Within normal limits
Spinal cord / Within normal limits

Pituitary gland /
Submandibular gland /
Sublingual gland /
Lymph node, submandibular /
Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Trachea /

Lung /

Bronchus /

Liver /

Pancreas /

Stomach /

Duodenum /

Je junum /

Ileum /

Cecum /

Colon /

Rectum /

Lymph node, mesenteric /
Spleen /

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal [imits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Microgranuloma =+
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Deposit, pigment, brown +
Hematopoiesis, extramedullary +
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

RABrE S :R-15-003

Animal No. Organs Findings Notes
F06061 Kidney / Basophilic tubule, cortex =+
Urinary bladder / Within normal limits
Adrenal gland / Within normal limits
Ovary / Within normal limits
Uterus / Within normal limits
Vagina / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Sciatic nerve / Within normal limits
Skeletal muscle / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
F06062 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Lymph node, submandibular / Within norma! [imits
Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Hyperplasia, epithelial tubule/cord =+
Heart / Degeneration/fibrosis, myocardial =+ Focal
Trachea / Within normal 1imits
Lung / Within normal limits
Bronchus / Within normal limits
Liver / Within normal limits
Pancreas / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Je junum / Within normal limits
Ileum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

AEBRZE 5 :R-15-003

Animal No. Organs Findings Notes
F06062 Rectum / Within normal limits

Lymph node, mesenteric / Within normal limits

Spleen / Deposit, pigment, brown +

Hematopoiesis, extramedullary +

Kidney / Within normal limits

Urinary bladder / Within normal limits

Adrenal gland / Within normal |imits

Ovary / Within normal limits

Uterus / Within normal limits

Vagina / Within normal limits

Eyeball / Within normal limits

Harderian gland / Cellular infiltration, lymphocyte £ Interstitial

Sciatic nerve / Within normal limits

Skeletal muscle / Within normal limits

Femur / Within normal limits

Marrow, femur / Within normal limits
F06063 Brain / Within normal limits

Spinal cord / Within normal limits

Pituitary gland / Within normal limits

Submandibular gland / Within normal limits

Sublingual gland / Gellular infiltration, lymphocyte & Interstitial

Lymph node, submandibular /
Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Trachea /

Lung /

Bronghus /

Liver /

Pancreas /

Stomach /

Duodenum /

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

AERE S R-15-003

Animal No. Organs Findings
F06063 Je junum / Within normal limits
Ileum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, mesenteric / Within normal |imits
Spleen / Deposit, pigment, brown =
Hematopoiesis, extramedullary +
Kidney / Within normal limits

Urinary bladder /
Adrenal gland /
Ovary /

Uterus /

Vagina /

Eyebal | /
Harderian gland /
Sciatic nerve /
Skeletal muscle /
Femur /

Marrow, femur /

Within normal
Within normal
Within normal
Within normal
Within normal
Within normal
Within normal
Within normal
Within normal
Within normal
Within normal

limits
limits
limits
limits
limits
limits
limits
limits
limits
limits
limits
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ABRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 35-1. Results of observations about estrous cycle

Control (vehicle: corn oil)

Pre-mating period : A Mating period
Animal Pre-treatment period Treatment period Times of vaginal
No. Stage Type Mean length Stage Type Mean length Stage estrus observed
(days) (days)
F01001 DDEDDDEDDDEDDP 4-day 4.0 EDDPEDDPEDDPED 4-day 4.0 D P PL 1
F01002 DEDDPEEDDDEEDD 5-day 5.0 PEDDPEDDPEDDDE 4-day 4.0 D DPPL 1
F01003 DDPEDDDPEDDDPE 5-day 5.0 DDPEEDDPEEDDPE 4/5-day 4.5 DDDDDDDDDDDDDD
F01004 DDDEDDDEDDDEDD 4-day 4.0 DEDDDEDDPEDDDE 4-day 4.0 D DDPL 1
F01005 DPEDDDEDDDEDDD 4-day 4.0 EDDDEDDDEDDDED 4-day 4.0 D P PL 1
F01006 DEDDDEDDDPEDDD 4/5-day 45 EDDPEDDPEDDDED 4-day 4.0 D P PL 1
F01007 EEDDPEEDDDPEDD 5-day 5.0 DPEDDDEEDDDPED 5-day 5.0 DDEDDPPL 2
F01008 EDDDPEDDPEEDDD S-day 5.0 PEDDDPEDDPPEDD 5-day 5.0 D P PL 1
F01009 EDDDPEDDDPEDDD 5-day 5.0 PEDDDPEDDDPEDD 5-day 5.0 D PL 1
F01010 EDDDEDDPEDDPED 4-day 4.0 DDEDDPEDDDEDDD 4-day 4.0 PL 1
FO1011 DEDDPEDDDEDDDE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 D PL 1
F01012 DDEDDDEDDPEDDP 4-day 4.0 EDDDEDDDEDDPED 4-day 4.0 D P PL 1
Mean 4.5 43 1.1
S.D. 0.5 0.5 0.3

™) : a2 (12) an

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug; SP, sperm positive
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HBRE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 35-2. Results of observations about estrous cycle

HA 100 mgkg
Pre-mating period Mating period
Animal Pre-treatment period Treatment period Times of vaginal
No. Stage Type Mean length Stage Type Mean length Stage estrus observed
(days) (days)

F02013 DDEDDDEDDDEDDD 4-day 4.0 EDDDEDDDEEDDDE 4/5-day 43 PL 1
F02014 DDDEDDDEDDDEDD 4-day 4.0 DEDDDEDDDEDDDE 4-day 4.0 DDDPL 1
F02015 DDPEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDPPL 1
F02016 DDDPEDDDDEDDDE 4/5-day 45 DDDEDDPEDDDEDD 4-day 4.0 P PL 1
F02017 DEDDPEDDDEDDPE 4-day 4.0 DDPEDDPEDDDDPE irregular 5.0 b DDPL 1
F02018 PEDDDEDDDPEDDD 4/5-day 45 EEDDDPEDDDPEDD 5-day 5.0 PEEDDDEFPL 2
F02019 EDDPEDDPEDDDED 4-day 4.0 DDEDDPEDDPEDDD 4-day 4.0 E PL 1
F02020 DDDEDDPEDDDEDD 4-day 4.0 PEDDDEDDPEDDDE 4-day 4.0 DDPPL 1
F02021 DDDEDDPEDDDEDD 4-day 4.0 PEDDDEDDDEDDDE 4-day 4.0 D DDPL 1
F02022 EDDDEDDDEDDDED 4-day 4.0 DDEDDDEDDDEDDD 4-day 4.0 PL 1
F02023 PEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 D PL 1
F02024 DPEDDDDEDDDDED 5-day 5.0 DPEEDDDPEDDDPE 5-day 5.0 DDDDPDDDDDDDDPL 1
Mean 4.2 43 1.1
SD. 0.3 04 0.3

N) (12) (12) (12)

Significantly different from the control group (*: p<0.05, **: p<0.01).
D, diestrus; P, proestrus; E, estrus; PL, vaginal plug; SP, sperm positive
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RBRE 5 R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 35-3. Results of observations about estrous cycle

HA 300 mg/kg
Pre-mating period Mating period
Animal Pre-treatment period Treatment period Times of vaginal
No. Stage Type Mean length Stage Type Mean length Stage estrus observed
(days) (days)

F03025 DDDEDDDPEDDDEE 5-day 5.0 DDDEEDDDPEDDDEED 5-day 5.0 D P PL 1
F03026 EDDPEDDDEDDPED 4-day 4.0 DDEDDPEDDDEDDP 4-day 4.0 PL 1
F03027 DEDDDPEDDDEDDD 4/5-day 4.5 PEDDDEDDDEDDDE 4-day 4.0 D DDPL 1
F03028 PEDDDDEDDDDEDD 5-day 5.0 DDEDDDPEDDDPED 5-day 5.0 D D SpP 1
F03029 EDDDDEDDDEEDDD 5-day 5.0 EDDDEDDDEDDDPD 4-day 4.0 D DPL 1
F03030 EDDPEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDP 4-day 4.0 PL 1
F03031 DEDDDPEDDDPEDD 5-day 5.0 DPEDDDPEDDDPED 5-day 5.0 D DE PL I
F03032 EDDPEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDP 4-day 4.0 PL 1
F03033 DDEDDDPEDDDEED 5-day 5.0 DDPEDDDEEDDDED 4/5-day 4.5 D D PL 1
F03034 DDEDDPEDDDEDDD 4-day 4.0 EDDPEDDDEDDPED 4-day 4.0 D DPL 1
F03035 DDEDDDEDDDEDDD 4-day 4.0 EDDDEDDDEDDDED 4-day 4.0 D D PL 1
F03036 EDDDEDDDEDDPED 4-day 4.0 DDEDDDEDDDEDDD 4-day 4.0 PL 1
Mean 45 43 1.0
S.D. 0.5 0.5 0.0

™) (12) (12) (12)

Significantly different from the control group (*: p<0.05, **: p<0.01).
D, diestrus; P, proestrus; E, estrus; PL, vaginal plug; SP, sperm positive
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 35-4. Results of observations about estrous cycle

HA 1000 mgkg
Pre-mating period Mating p eriod
Animal Pre-treatment period Treatment period Times of vaginal
No. Stage Type Mean length Stage Type Mean length Stage estrus observed
(days) (days)

F04037 DDDDEDDPEDDPED 4-day 4.0 DPEDDDEDDPEDDP 4-day 4.0 PL 1
F04038 EDDDDEDDDEEDDP 5-day 5.0 EEDDDDEDDPEEDD 5-day 5.0 D PL 1
F04039 DPEDDPEDDDEDDP 4-day 4.0 EDDPEDDPEDDPED 4-day 4.0 D D PL 1
F04040 DPEDDPEDDPEDDP 4-day 4.0 EDDPEDDPEDDDED 4-day 4.0 D P PL 1
F04041 DEDDDEDDDEDDDE 4-day 4.0 DDDDDDDDDDDDDP irregular DDDEDDDDDDDDDD
F04042 EDDDEEDDDEEDDD 5-day 5.0 PEDDPEDDDEDDDE 4-day 4.0 PL 1
F04043 DDEDDDEDDPEDDP 4-day 4.0 EDDPEDDPEDDPED 4-day 4.0 D D PL 1
F04044 EDDDEDDDEDDDED 4-day 4.0 DDEDDPEDDPEDDP 4-day 4.0 PL 1
F04045 EDDDEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDP 4-day 4.0 PL 1
F04046 DDEDDDEDDDEDDD 4-day 4.0 EDDDEDDDEDDDEE 4/5-day 4.3 DDDPL 1
F04047 PEDDDDEDDDPEDD 5-day 5.0 DPEDDDPEDDDPED 5-day 5.0 D P E PL 1
F04048 DPEDDPEDDPEDDP 4-day 4.0 EDDDEDDPEDDPED 4-day 4.0 D D PL 1
Mean 43 42 1.0
S.D. 0.5 04 0.0

™ (12) 11 an

Significantly different from the control group (*: p<0.03, **: p<0.01).
D, diestrus; P, proestrus; E, estrus; PL, vaginal plug; SP, sperm p ositive
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Appendix 36-1. Results of observations about reproductive performance

Control (vehicle: corn oil)

Male Female Pairing days
No. No. Copulation Conception until copulation
M01001 F01001 + + 3
MO01002 F01002 + + 4
M01003 F01003 -
M01004 F01004 + + 4
MO01005 F01005 + + 3
MO01006 F01006 + + 3
© M01007 F01007 + + 7

M01008 F01008 + + 3
M01009 F01009 + + 2
M01010 F01010 + + 1
Mo01011 F01011 + + 2
MO01012 F01012 + + 3

Total +:11,-:1 +:11,-:0

Mean 32

S.D. 1.5

™) (an

+, confirmed

-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 36-2. Results of observations about reproductive performance

HAEAE B :R-15-003

HA 100 mg/kg
Male Female Pairing days
No. No. Copulation Conception until copulation
M02013 F02013 + - 1
MO02014 F02014 + + 4
MO02015 F02015 + + 4
MO02016 F02016 + + 2
M02017 F02017 + + 4
M02018 F02018 + + 8
M02019 F02019 + + 2
M02020 F02020 + + 4
M02021 F02021 + + 4
M02022 F02022 + + 1
M02023 F02023 + + 2
M02024 F02024 + - 14

Total +12,-:0 +:10,-:2

Mean 42

S.D. 3.6

(N) (12)

Significantly different fromthe control group (*: p<0.05, **: p<0.01).

-+, confirmed '

-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 36-3. Results of observations about reproductive performance

HABAE 5 :R-15-003

HA 300 mg/kg
Male Female Pairing days
No. No. Copulation Conception until copulation
M03026 F03025 + + 3
MO03026 F03026 + + 1
MO03027 F03027 + + 4
M03028 F03028 + + 3
M03029 F03029 + + 3
M03030 F03030 + + 1
MO03031 F03031 + + 4
MO03032 F03032 + + 1
MO03033 F03033 + + 3
MO03034 F03034 + + 3
MO03035 F03035 + + 3
MO03036 F03036 + + 1

Total +:12,-:0 +:12,-:0

Mean 25

S.D. 1.2

(N) (12)

Significantly different fromthe control group (*: p<0.05, **: p<0.01).

-+, confirmed

-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 36-4. Results of observations about reproductive performance

HERE B R-15-003

HA 1000 mg/kg
Male Female Pairing days
No. No. Copulation Conception until copulation
M04037 F04037 + + 1
M04038 F04038 + + 2
M04039 F04039 + + 3
M04040 F04040 + + 3
M04041 F04041 -
M04042 F04042 + + 1
M04043 F04043 + + 3
M04044 F04044 + + 1
Mo04045 F04045 + + 1
M04046 F04046 + + 4
M04047 F04047 + + 4
M04048 F04048 + + 3

Total +:11,-:1 +:11,-:0

Mean 24

S.D. 1.2

N) 11

Significantly different fromthe control group (*: p<0.05, **: p<0.01).

+, confirmed

-, not confirmed
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FERE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats
Appendix 37-1. Observation of offspring (Fi)

Control (vehicle: corn oil)

Dam No. Gestation Number of Number of Implan- Delivery Number of offspring at birth Delivery  Birth  Live birth Number of live offspring External
length corpora implan- tation index Number of Sex Dead index index  index 4 days Sex Viability abnormalities
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index
(days) scars (%) (%) Male Female Total (%) (%) (%) Male Female (%) (Number) (%)
F01001 22 15 14 93.3 + 13 6 7 13 0.46 0 92.9 929 100.0 6 7 0.46 100.0 0 0.0
F01002 22 14 14 100.0 + 14 10 4 14 0.71 0 100.0 100.0 100.0 10 4 0.71 100.0 0 0.0
F01003 Not copulated

F01004 22 19 19 100.0 + 19 10 9 19 053 0 100.0 100.0  100.0 10 9 053 100.0 0 0.0
FO01005 22 21 19 90.5 + 19 7 11 18 0.39 1 100.0 94,7 94.7 6 11 0.35 94.4 0 0.0
F01006 22 15 14 933 + 13 5 8 13 038 0 92.9 929 100.0 5 8 038 100.0 0 0.0
F01007 22 9 9 100.0 + 8 6 2 8 075 0 88.9 889  100.0 6 2 075 100.0 0 0.0
F01008 21 16 15 93.8 + 14 9 5 14 064 0 93.3 933  100.0 9 5 064 100.0 0 0.0
F01009 23 16 16 100.0 + 15 8 7 15 0.53 0 93.8 93.8 100.0 8 7 0.53 100.0 0 0.0
F01010 21 14 14 100.0 + 14 6 8 14 043 0 100.0 100.0 100.0 6 8 0.43 100.0 0 0.0
Fo1011 22 14 14 100.0 + 14 7 7 14 050 0 100.0 100.0  100.0 7 7 050 100.0 0 0.0
F01012 22 16 16 100.0 + 16 10 6 16  0.63 0 100.0 100.0  100.0 10 6 063 100.0 0 0.0
Number of dams 11 11 11 11 12 11 11 11 11 11 11 11 11 11 11 11

Total 169 164 159 84 74 158 1 83 74 0
Mean 21.9 154 14.9 974 14.5 7.6 6.7 144 0.54 0.1 96.5 96.0 99.5 7.5 6.7 0.54 99.5 0.0
S.D. 0.5 3.0 2.7 3.8 3.0 19 2.5 2.9 0.13 03 42 4.0 1.6 19 25 0.13 1.7 0.0

% 100.0

+: Dams with live offspring, -: dams without live offspring.
a): Number of dams with live offspring
b): Number of external abnormalities in live offspring at birth.
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 37-2. Observation of offspring (F1)

HA 100 mgkg
Dam No. Gestation Numberof Numberof Implan- Delivery Number of offspring at birth Delivery  Birth  Live birth Number of live offspring External
length corpora implan- tation index Number of Sex Dead  index index  index 4 days Sex Viability abnormalities
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index
(days) scars (%) (%) Male Female Total (%) (%) (%) Male Female (%) (Number) (%)
F02013 Not pregnant
F02014 22 17 17 100.0 + 14 8 6 14 057 0 824 824 1000 8 6 057 100.0 0 0.0
F02015 22 16 16 100.0 + 15 8 7 15 053 0 93.8 93.8  100.0 8 7 053 100.0 0 0.0
F02016 22 19 18 94.7 + 18 8 10 18 044 0 100.0 100.0  100.0 8 10 044 100.0 0 0.0
F02017 22 12 6 50.0 + 6 0 6 6  0.00 0 100.0 1000  100.0 0 6 0.00 100.0 0 0.0
F02018 22 17 17 100.0 + 16 6 10 16 038 0 94.1 941  100.0 6 10 038 100.0 0 0.0
F02019 22 16 16 100.0 + 15 9 6 15 060 0 93.8 93.8  100.0 9 6 060 100.0 0 0.0
F02020 22 18 16 88.9 + 15 7 8 15 047 0 93.8 93.8 1000 7 8 047 100.0 0 0.0
F02021 21 16 16 100.0 + 13 8 5 13 062 0 81.3 813 1000 8 5 062 100.0 0 0.0
F02022 22 15 15 100.0 + 14 7 7 14 0.50 0 93.3 93.3 100.0 7 7 0.50 100.0 0 0.0
F02023 21 17 17 100.0 + 15 5 10 15 033 0 882 832 100.0 5 10 033 100.0 0 0.0
F02024 Not pregnant
Number of dams 10 10 10 10 109 10 10 10 10 10 10 10 10 10 10 10
Total 163 154 141 66 75 141 0 66 75 0
Mean 21.8 163 154 93.4 14.1 6.6 7.5 14.1 0.44 0.0 92.1 92.1 100.0 6.6 75 044 100.0 } 0.0
SD. 0.4 1.9 34 15.7 31 2.6 1.9 31 0.18 0.0 6.4 6.4 0.0 2.6 1.9 018 0.0 0.0
% 100.0
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN KW AN AN AN AN AN AN AN DU DU KW AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
+: Dams with live offspring, -: dams without live offspring.

a): Number of dams with live offspring.

b): Number of external abnormalities in live offspring at birth.

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way lay out).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way lay out).
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ABRE S :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 37-3. Observation of offspring (F1)

HA 300 mgkg
Dam No. Gestation Number of Numberof Implan- Delivery Number of offspringat birth Delivery  Birth  Livebirth Number of live offspring External
length corpora implan- tation index Number of Sex Dead index index  index 4 days Sex Viability abnormalities *
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index
(days) scars (%) (%) Male Female Total (%) (%) (%) Male Female (%) (Number) (%)
F03025 22 17 17 100.0 + 17 11 6 17 065 0 100.0 100.0  100.0 11 6 065 100.0 0 0.0
F03026 22 15 15 100.0 + 13 6 7 13 046 0 86.7 86.7 100.0 6 7 046 100.0 0 0.0
F03027 22 12 12 100.0 + 11 7 4 11 0.64 0 91.7 91.7 100.0 7 4 0.64 100.0 0 0.0
F03028 22 15 15 100.0 + 15 5 10 15 033 0 100.0 100.0  100.0 5 10 033 100.0 0 0.0
F03029 22 19 19 100.0 + 18 11 7 18  0.61 0 94.7 947  100.0 11 7 0.61 100.0 0 0.0
F03030 21 16 16 100.0 + 15 8 7 15 0.53 0 93.8 93.8 100.0 8 7 0.53 100.0 0 0.0
F03031 22 14 14 100.0 + 14 8 6 14 057 0 100.0 100.0  100.0 8 6 057 100.0 0 0.0
F03032 - 14 2 14.3 - Not delivery
F03033 22 13 7 53.8 + 7 3 3 6 050 1 100.0 85.7 85.7 3 3 050 100.0 0 0.0
F03034 22 14 14 100.0 + 12 5 7 12 042 0 85.7 85.7 100.0 5 7 0.42 100.0 0 0.0
F03035 22 16 16 100.0 + 16 10 6 16 0.63 0 100.0 100.0  100.0 10 6 0.63 100.0 0 0.0
F03036 22 17 17 100.0 + 16 9 7 16 056 0 94.1 94.1  100.0 9 7 056 100.0 0 0.0
Number of dams 11 12 12 12 12 11 11 11 11 11 11 11 11 11 11 11
Total 182 164 154 83 70 153 1 83 70 0
Mean 219 15.2 13.7 89.0 14.0 7.5 6.4 139 054 0.1 952 93.9 98.7 7.5 64  0.54 100.0 0.0
S.D. 03 1.9 48 27.0 31 2.6 1.8 34 010 0.3 5.4 5.8 43 2.6 1.8 010 0.0 0.0
% 91.7
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN KwW AN AN AN AN AN AN AN DU DU KW AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
+: Dams with live offspring, -: dams without live offspring.

a): Number of dams with live offspring.

B): Number of external abnormalities in live offspring at birth.

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way lay out).
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RBRE 5 :R-15-003
Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 37-4. Observation of offspring (F1)

HA 1000 mgkg
Dam No. Gestation Numberof Numberof Implan- Delivery Number of offspring at birth Delivery  Birth  Live birth Number of live offspring External
length corpora implan- tation index Number of Sex Dead  index index  index 4 days Sex Viability abnormalities ®
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index

(days) scars (%) (%) Male Female Total (%) (%) (%) Male Female (%) (Number) (%)
F04037 22 14 14 100.0 + 12 5 7 12 042 0 85.7 857  100.0 5 7 042 100.0 0 0.0
F04038 22 17 14 82.4 + 12 9 3 12 075 0 85.7 857  100.0 9 3 075 100.0 0 0.0
F04039 21 16 15 93.8 + 14 7 7 14 050 0 933 933  100.0 7 7 0.50 100.0 0 0.0
F04040 22 15 15 100.0 + 12 6 6 12 050 0 80.0 80.0  100.0 6 6 0.50 100.0 0 0.0

F04041 Not copulated
F04042 21 16 16 100.0 + 14 11 3 14 . 079 0 87.5 87.5  100.0 11 3079 100.0 0 0.0
F04043 22 15 15 100.0 + 14 9 5 14 0.64 0 933 933 1000 9 5 0.64 100.0 0 0.0
F04044 22 14 14 100.0 + 14 8 6 14 057 0 100.0 1000  100.0 8 6 057 100.0 0 0.0
F04045 21 16 16 100.0 + 15 8 7 15 053 0 93.8 93.8 1000 8 7 053 100.0 0 0.0
F04046 22 14 14 100.0 + 11 5 6 11 045 0 78.6 78.6 100.0 5 6 0.45 100.0 1] 0.0
F04047 22 10 8 80.0 + 6 3 3 6 0.50 0 75.0 75.0 100.0 3 3 0.50 100.0 0 0.0
F04048 21 15 14 93.3 + 14 7 6 13 054 1 100.0 92.9 92.9 7 6 054 100.0 0 0.0
Number of dams 11 11 11 11 19 11 11 11 11 11 11 11 11 11 11 11

Total 162 155 138 78 59 137 1 78 59 0
Mean 21.6 14.7 14.1 95.4 12.5 7.1 5.4 12.5 0.56 0.1 88.4 87.8 99.4 7.1 54 0.56 100.0 0.0
S.D. 0.5 1.8 22 7.5 2.5 23 1.6 25 0.12 0.3 84 7.7 2.1 23 1.6 0.12 0.0 0.0
% 100.0

Significance NS NS NS NS NS NS NS NS NS NS NS * b NS NS NS NS NS NS
Statistical method AN AN AN KwW AN AN AN AN AN AN AN DU DU Kw AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
+: Dams with live offspring, -: dams without live offspring

a): Number of dams with live offspring

b): Number of external abnormalities in live offspring at birth.
Significantly different from control (vehicle: corn oil) (**: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way lay out).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way lay out).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 38-1. Body weights of offspring (F1) before weaning

Control (vehicle: corn oil)

Dam No. Days after birth
Male body weight Female body weight
0 4 0 4
F01001 6.8 (6) 120 (6) 64 (D 114 ()
F01002 6.5 (10) 11.0 (10) 62 4 103 (4)
F01003 Not copulated
F01004 6.0 (10) 9.3 (10) 58 (9) 9.1 (9)
F01005 58 (D) 87 (6) 57 (11) 83 (11)
F01006 7.0 (5) 11.6 (5 6.7 (8) 112 (8)
F01007 7.6  (6) 134  (6) 70 (2 126 (2)
F01008 62 (9 9.7 (9) 59 () 9.6 (5)
F01009 76 (8) 1.0 (8) 7.1 (D 1.0 (7
F01010 6.0 (6) 89 (6) 59  (8) 89 (8
FO1011 6.8 (7) 115 (7 64 (1) 107 (1)
F01012 6.1 (10) 9.6 (10) 59 (6) 9.8 (6)
Number of dams 11 11 11 11
Mean 6.6 10.6 6.3 10.3
S.D. 0.6 1.5 0.5 1.3

Each value shows mean per dam (g).
Figures in parentheses indicate number of offspring.

353

ABRE S :R-15-003



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

Appendix 38-2. Body weights of offspring (F1) before weaning

HA 100 mg/kg
Dam No. Days after birth
Male body weight Female body weight
0 4 0 4
F02013 Not pregnant
F02014 69 (8) 11.5 (8) 6.5 (6) 10.6  (6)
F02015 6.6 (8) 104 (8) 62 (7) 10.1  (7)
F02016 63 (8 104 (8) 59 (10) 9.4 (10)
F02017 6.8 (6) 133 (6)
F02018 65 (6) 106 (6) 62 (10) 10.0 (10)
F02019 65 (9 - 105 (9 64 (6) 106  (6)
F02020 65 (D) 108 (7 63 (8) 103 (8)
F02021 6.0 (8) 9.7 (8 58 (5 93 (5)
F02022 69 (7) 114 ) 6.7 (7) 11.5  (7)
F02023 58 (5) 96 (5 5.7 (10) 9.5 (10)
F02024 Not pregnant
Number of dams 9 9 10 10
Mean 6.4 10.5 6.3 10.5
SD. 0.4 0.6 0.4 1.2
Significance NS NS NS NS
Statistical method AN AN AN AN

Each value shows mean per dam (g).
Figures in parentheses indicate number of offspring.

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way lay out).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 38-3. Body weights of offspring (F1) before weaning

HA 300 mgkg
Dam No. Days after birth
Male body weight Female body weight

0 4 0 4
F03025 6.5 (11) 9.7 (11) 6.1 (6) 93 (6)
F03026 6.8 (6) 113  (6) 64 (7) 10.7 (1)
F03027 7.1 () 122 (7) 69 (4 11.8 &)
F03028 7.0  (5) 11.9 (5) 6.5 (10) 11.0 (10)
F03029 6.1 (11) 9.5 (11) 58 (D) 88 (7N
F03030 63 (8 94 (8 61 (1) 93 (D
F03031 6.7 (8) 108 (8 62 (6) 102 (6)

F03032 - Not delivery

F03033 75  (3) 141  (3) 72 (3) 13.0  (3)
F03034 76 (5) 12.5 (5) 72 (7) 122 ()
F03035 6.4 (10) 102 (10) 6.1 (6) 98 (6)
F03036 65 (9 105 (9) 61 (1) 98 (1)

Number of dams 11 11 11 11

Mean 6.8 11.1 6.4 10.5

S.D. 0.5 1.5 0.5 1.3

Significance NS NS NS NS

Statistical method AN AN AN AN

Each value shows mean per dam (g).

Figures in parentheses indicate number of offspring,

- Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral administration in rats

Appendix 38-4. Body weights of offspring (F;) before weaning

HA 1000 mg’kg
Dam No. * Days after birth
Male body weight Female body weight

0 4 0 4
F04037 70  (5) 119 (5 70 (D) 11.8 (7)
F04038 6.7 (9 115  (9) 62 (3) 106 (3)
F04039 6.1 (1) 9.5 (1 57 (D) 86 (M)
F04040 74 (6) 12.7  (6) 7.1 (6) 125 (6)

F04041 Not copulated

F04042 6.0 (11) 99 (11) 6.1 (3) 10.1  (3)
F04043 65 (9 110  (9) 63 (5) 107 (5)
F04044 66 (8) 11.6  (8) 6.8 (6) 1.7 (6)
F04045 62 (8 96 (8) 55 (D) 86 (M
F04046 7.0 (5) 124 (5) 6.6 (6) 119 (6)
F04047 7.3 (3) 137 (3) 7.1 (3) 14.0 (3)
F04048 57 (D) 9.4 (D) 54 (6) 92 (6)

Number of dams 11 11 11 11

Mean 6.6 11.2 6.3 10.9

S.D. 0.6 1.5 0.6 1.7

Significance NS NS NS NS

Statistical method AN AN AN AN

Each value shows mean per dam (g).

Figures in parentheses indicate number of offspring

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way lay out).
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RERE 5 R-15-003

Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral

administration in rats

Appendix 39-1. General conditions in offspring (F) before weaning

Control (vehicle: corn oil)

Dam No. Number of offspring Days after birth

and general conditions 0 1 2 3 4

F01001 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13

F01002 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14

F01003 Not copulated

F01004 Number of offspring 19 19 19 19 19
General appearance, No abnormality 19 19 19 19 19

F01005 Number of offspring 18 18 17 17 17
General appearance, No abnormality 18 17 17 17 17

General appearance, Death 0 1 0 0 0

F01006 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13

F01007 Number of offspring 8 8 8 8 8

General appearance, No abnormality 8 8 8 8 8

F01008 Number of offspring 14 14 14 14 14
' General appearance, No abnormality 14 14 14 14 14
F01009 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15

F01010 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14

FO1011 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14

F01012 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
Number of offspring 158 158 157 157 157
General appearance, No abnormality 158 157 157 157 157

General appearance, Death
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral

administration in rats

Appendix 39-2. General conditions in offspring (F1) before weaning

HA 100 mgkg
Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F02013 Not pregnant
F02014 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F02015 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F02016 Number of offspring 18 18 18 18 18
General appearance, No abnormality 18 18 18 18 18
F02017 Number of offspring 6 6 6 6 6
General appearance, No abnormality 6 6 6 6 6
F02018 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F02019 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F02020 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F02021 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F02022 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F02023 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F02024 Not pregnant
Number of offspring 141 141 141 141 141
General appearance, No abnormality 141 141 141 141 141

358



AR E S :R-15-003

Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral

administration in rats

Appendix 39-3. General conditions in offspring (F1) before weaning

HA 300 mg/kg
Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F03025 Number of offspring 17 17 17 17 17
General appearance, No abnormality 17 17 17 17 17
F03026 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F03027 Number of offspring 11 11 11 11 11
General appearance, No abnormality 11 11 11 11 11
F03028 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F03029 Number of offspring 18 18 18 18 18
General appearance, No abnormality 18 18 18 18 18
F03030 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F03031 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F03032 Not delivery
F03033 Number of offspring 6 6 6 6 6
General appearance, No abnormality 6 6 6 6 6
F03034 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
F03035 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F03036 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 i6
Number of offspring 153 153 153 153 153
General appearance, No abnormality 153 153 153 153 153
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Combined repeat dose and reproductive/developmental toxicity screening test of Hexyl acetate by oral

administration in rats

Appendix 39-4. General conditions in offspring (F1) before weaning

HA 1000 mg/kg
Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F04037 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
F04038 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
F04039 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F04040 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
F04041 Not copulated
F04042 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F04043 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F04044 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F04045 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F04046 Number of offspring 11 11 11 11 11
General appearance, No abnormality 11 11 11 11 11
F04047 Number of offspring 6 6 6 6 6
General appearance, No abnormality 6 6 6 6 6
F04048 * Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
Number of offspring 137 137 137 137 137
General appearance, No abnormality - 137 137 137 137 137
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