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ABRE 5 R-15-005

B

voa B ) DRER G R AR E R AR LFET AR N> TEMELT, B
BB &N Eral MICFHIRLC 0 (BiRan ) | 30, 100 725N 300 mg/kg DHRT, KL IMERE
% 12 PG Crl:CD(SD) 7y MIMHlR 05 Uiz, HEX 42 BRBSULRICHIRL., Mids3hLAT
14 BRIRIOREHIM. R ZEL TUHE 4 BETO 42~46 BREREL, HAERIIWE 4 B,
REWIIHE 5 AICHIRRLZ, £, 0 BXT 300 mg/kg D FHBICIERELME (10 PT/#E) 23%1F, 42 H
&5 L2 1%12% 5 ITEHRRL ., VD4 5 ILE 0 38LTY 300 mg/kg BEDRE 5 UTik, 42 H MG L
%12 14 BT L THKRLI

1. REHREGHEERBIOEIE S

B EHIPIL. 300 mg/kg BEDHE 2 BlITHBRME OREIEICLDEE 2 DD —BMED R BIE2
ST, o, RBECRBWTL, BEOEERMA RIS, FEAEME OB BT Uiz, REM7ZRRER
BE HERE. RRE. BEEEBLUOREMAGEIOREICBO UL, RO EREOREBLE X
LNDHE 2L NZET RITBO b ginoTz,

[EE BRI, AEMIMEBLOBEEOR T IXALN o7,

2. EFERAEFN

PR, ZCECAAR. HIEESR, (IR EIM., IR, R, B SR L OERRIZ, ]
BRMERGOREBIRO LN oT, Ele, HEROAFER, AEBIUVHRICLERMERED
HEIIBDON DT,

3. HEFME

300 mg/kg BEDHETHREEMIME, FEZEME CREFEDR T HFROONI-ZEn b, MBI DX
BG5BT 5 EME (NOAEL) i3 100 mg/kg/day L¥IWTET, F72, 300 me/kg ETOME
X BB OATERE I B L OFERORE I EE RIEIRD o7 ZEh b, LB AFEICHETIE
FMERT 300 mg/ke/day LTSI,



RERE 5 R-15-005
HAERE®M

FRBRIT. Ty ML IR H ) — RIS L e BN — R B B L O R A 7
MEEHLNZTARZLEEZERIE LT,

HRERHARSA2&GLP

AREBRIL, [FHEEDESIREIRBOFIEIZ DWW UT IBBETARTA ) (R 23
3 A 31 BT, R 0331 5 7 FRAFBHEERR LR, AL 23-03-29 BFE 5 SRFEE
HROEEERR. RIREFRE 110331009 SRIEFHRSREBCRRREM) ICELL, FHHEEY
BE RO T 5B MR (CBI 95 4%) (Frk 23 42 3 A 31 BT, AR 0331 £ 8 &
BEAFHEERRMBR, TR 23-03-29 REE 6 SRFEFRENEEXRE. RREKSE
110331010 SERIEA R A REESR RREBM) Z8FL TEML-,

ETOERBIEL, B OTHEROEHEICE 5168 (BFn 48 42 10 A 1 B, 8% 105 5,
VR 26 455 A 30 B —EBE) . [EBREMOFAE K ORE I N ER OB+ 5% ) (B
184 4 A 28 A, BREXETRE 88 5, Ak 25 £ 8 A 30 H —IkiE) BEI W EAFBE OFE T
B EHHEEIC BT 2B EREO E IR T2 EARES CER 27 F2 H 20 B, B3 0220 8 1 B)
ZHSEL, [—RMEEARRERRE T Y — BIMERICE T8 (BBANEER) | (ERk 2 4
10 A 1 B, AL 27 4 4 A 20 A%E) ICEDSWTER UL (B EBOKRE S 1 11502404) , 728, &
RENT- B EREFEODE R T2 oT,

MR ERE

1. BRME

1) £ VA= Z NS

2) WA Cyclopentanone

3) B4 Adipic Ketone, Ketocyclopentane, Ketopentamethylene
4) BER CPN

5 CAS &% 120-92-3

6) ¥ CsHsO

D OTE 84.12

8) MEbFERIEE SMEL- MR R EERIRR, R R
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AERE S R-15-005
Al -51°C
PR :130°C
51k :34°C
FKKJE : 1.5kPa/25°C
ttE(zo/zo):o.%oé
JBPTH(n20/D):1.4371
VEIREE KICEEE, —— TV, Tha—L TERAZHE
Fo8)—N /R ERE:0.24

9) & ?

0
10wy b= WT78OE (Annex 12R)

LR 100.0%(GC)

12) ity LE:%NP

13)&EME WSABREARIZ IV T, FERBASAAT (2015 4 10 A 26 B) L& T#% (2016 42 1 A

4 AN BRIC L BHEROMERBR JOFRIMRIRARI ML ERIEL . EFAREE,
AT MBI &2 FERR L7 (Annex 2), HIE PEITAnnex 3, 1. R
O EHRR ST,

LOPRE A 7R (Rl :3~7°C) | HHk, B

A I

1) BRMEDRE R RTEBHR TSR 5 g ZIRE LTS,

2. BB X UERE Fik

AARFp— VAR INR—[BAREEF X —HEED Sprague-Dawley (SD) 3% (Crl:CD(SD), SPF]F vk,
HE 55 UG, 14 83 IL% 8 Wl CHEAL . B E (8 BF) ICINAL, ARH (B 1 B)&&T 15 B,
RELHLZFR THT L, TOMER . B0 —FIREBEZEEL. ATHBIXORELT BITHE
BHERELU, RE-BLER FIX, ROT A MU TRIZEEE S ZIZE#RL. AT —VICHRRE
5. BHbESZRA LB — RE2ENT TR LTz, Ei2, MBI DWW T, & 3 B bEH,
R BRI, AWEHOAT B BLOKRERT B OEREIXTRROEY Thotz,

i Afe7 B 120154210 A 26 H
AFrAE . 266.9~300.1 g, M 176.7~209.3 g
BREWKRTH :20154E 11 A9 H

BOEHRTIMEE 369.0~442.6 g, M 206.5~284.1 ¢
g, BIEHIR R o— IR EBIC RS RAR) 2R UM 1 T, KESINCEE (BN
1 DG, REHT BICERLZ M ERBEORE RN, ESFEO O 2 LRI OME 1 ITiE,
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AR E 5 R-15-005
BT ORBRDORA LT, &5, B OV TE, BRAIMZRR B OERSFED LR 8 ILE
BROML . 2 E-BRAART B IZRRE  BIMEHIRE T RO EICE SEEN B L EEA ML EICL0EES T
Uiz, BT #%IE, BEOTz VMU TRICHMESEIERL ., BEO R8I —NICHRE
5. BB SERALTRE S — I o, RECHER Lish 7B (7 T, # 15 I0) iR RS
Wil ORER GURE S S-15-014) ICBE LT,

EIIFFRIRE 21.0~25.0°C, FFRIME 40.0~75.0%, BREREXN 15 El/FFHE, HEES 71
12 BERE(T I~ 19 ) AT, 12 BERE (19 BE~7 B) MITICR ESN- B ZN T, £ B REMERr —
(220w X 270d X 190h mm, & B EH 130w X 150d mm {§)Z 1 PLg™>o (BEFIL 2 PL/rr—L L.,
& RBEUARBARES L) VAL, EEEEH (CE-2. AARZLT) LKA (BHTAERBREA) % B B
BISETHE L FIRATOERICEL TIFIROEELSR) , BT, 4R 18 BDIEE 4 B
ECTYMNATTAF v 7 BT — (350w X 400d X 180h mm)iZ 1 PLF*DUNAEL ., KL L THE L
BF o T (=2 — | BRTZAT LV —) R BB LT, MEHR RO EDIREIX 22.0~
25.0°C, {BPEIL 45.5~69.0% Th o7z, Fiz, ALk, BB LURBOSTRERIL. WIhb
EERMEFIEE MO AHEN THOZ L2 MRE LT,

3. & ERE
1) T8

WEREAREL., Sk (~yEaas i, MET T HTAT RS uyhEE VEM64T5) X E
JRAEY, 75.0 mg/mL IEEEZFRAR LIz, E5IZ 75.0 mg/mL IWEEHAARIZE - THIRL . 25.0 25N
7.50 mg/mL ¥R E BYBEAIC IR 7o, FRBLL 7o IRI, 1 (FRHIE : 2~7°C) | e, BERATIRE L.
R EMEDIRIAEFAFPNIZER L,
2) ZEVERBR

7.50 BL® 75.0 mg/mL OFEREFIZ OV T, HHk (ZRME :4°C) | X LMATICkIT5 8 AR
DL TEMZHEFRLUT-(Annex 4), BT i Annex 3, 12. B 5 RAEDOHEEBRYERE B EIE -T2,
3) B ERR

MBI AR 72 3% 5444 (7.50, 25.0 BETR 75.0 mg/mL) iI2oWTC, FBRHE & BERIE L, HIE
idAmnex 3, 2. AR OBBRDEIRENEL T2, ZORE, TS RITRRBED
98.7~100.8% THY ., FHEREDILL DXL FHED 99.2~100.4% THERFNIZ&H 7= (Annex 5),

4. BEBRORERBIOHRE ik

ARBROBGEIL, [ oruy /)0 DTy e VAR EREEM AR A TSR (T
RER) | GRBRE S R-15-004) DFERELLIZEREL, 228, THARCHEALERYE AR R
RICay M AV,

FHRABRTIZ, 0, MyEaza ), 250, 500 LW 1000 mg/kg D74 0% 10
DOMERER 3 IR SD Ry MM 14 B, RGN DR E LIRS, 1000 mg/kg FEITMEMELS 25123
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RBRE B R-15-005
Be5 5~10 B ORICHEFEREES2Y, 500 mg/kg BEOHE 1 Filbik 5 13 B UGICRE MR EHE
IERE B UTZ, LU, 250 mg/kg B TIIMED KRB I IMMFHEIHEM A ARLNIZDHTH oI,
AFRBROF A BN 300 mg/kg Z#FREL . LAT . 2AH 3 THARIZIE 100 mg/kg %, (KFEIZ
30 mg/kg ZRRXELT,

ARBRCIL, HEBIIZCECAT 14 AR, 2SRHIE (BR 14 AR &@LU GHIRATE £T (& 5E
¥ 42 [7)) | MEBWYIIARECAT 14 B, RRECHIM (k& 14 B | IRWIMI A @ L Ttk omE 4 A
FTHEER LR 42~46 []) | ZRSHRIN2D > T-METEH BRAT B £C (R#EEE% 52 E) | 5L
oo MEIIRIAT A GEIR 25 BMYH) T, ERE (770 BHOMIHRE 42 BET.1 B
1A, 1@ 7E, BH 9BE~12 B0 (9 B 01 ~11 B 50 49) I 5 L7, RE5EA8IT 4 mL/kg &L,
MEREL S BT DRE B DR ELZRICREHREEZEH LU, 72, SHRBECIZBA THD N Ena il
R G Uz, BERBITEFIETART A, Ty VA BEICLHmER 0% 5L L,

ARRBOFERBLIOBYE R LU TITRLUZ,

. w58 RE BERE BMmES
W BEmE (mg/kg) (mg/mL)  (mL/kg) i3 i3
Xt B WE%{H& 0 0 4 M01001~MO01012% F01001~F01012
KA ERE CPN 30 7.5 4 M02013~M02024  F02013~F02024
o &R CPN 100 25 4 M03025~M03036  F03025~F03036
=yicheyica CPN 300 75 4 M04037~M04048%  F04037~F04048
AR MyERas I
[(FEATEL (L) 0 0 4 - F05049~F05058%
(F7741) #E]
= 2R
(FEZ2Ed CPN 300 75 4 - F06056~F06065%
(F7741) ]

* HEDOX RIER L OE R ERE, MEDFEEL (V7 T8 HOBME S ORI b FliIEEBZEIHL,

5. &L
1) H#h (Fo)
O—MeRBOBIE
2Fc oV AEFEHMPIIER 1 B, REHAPEREM%OER 2 BLLEEEUZ, ERS
RELIGAE. Wit C B2k LT,
@EERBI B FEEOEE
BT BERLOEABHOYLEYMESORINE 5 §lz, WEWITTT S/ MEOEIME
BFORENE b Pl 5F A (E1E 1 H)2b 14 B, 8 1 B, —RIKEBEZEEL,
Q@M ER B
SHNTONT, BB T B, 5 8, 15, 24, 30, 36 BL 42 H (SHBIIIHE 0 H2S 4 HORM

10



AEBRE S R-15-005
(2 1 ED, EEBRFEEE 7 BEO 14 BRI TU B L5 E R 22 21T o7, BlERIT.
VI 13 B~ 16 B (13 B 10 4 ~15 B 55 43) 124T o7,
FF. F—VBILTOBELTV., F— VLB T BRI REZBIEL, (EEE ETOBEET-
oo YESER ETIL, RN, B8, BRRITEY, SLE. IRE RER, @, Mk, 97, ERITE. &1
RATEY, BRKIG, BO<AW, B, HER., PEE, S8t a6, MERH ., BARR 288
L7z,
@HheRE
B, BHOBMEBSOE 5 FlicOVWT, 5 39 RICHEESRELENNELEMEL., £5
42 BIZFEMISERBEIS XV TSR 2R BB RS FRE L, 21X, & 550
DSTHEL ., 43005 B AR LI EBED 5 BT OWT, BT IAMEDHEL, FEEOBIMEEDE
W5 BT OUWT, R EREEICB REBE ., B H1E B L OB AR EB USSR RAEL
Too 128, BEBHEBICER LB HRIE TH T I MEOMEIIHBIICE BERNALNZ20 ., 35
FAMEDOEIEBEFNOVWTIEL, EIfE 14 RIChBIRIEEZEMLTZ,
(1) BRETHEE
B F&EE B E 4L E (SUPER-MEX, =HETH#R) 2 AV T, 20 /7o B B ESR(KEBEIHKB L
UL H EAYEIEZEHIIL., FHAMENT 5 B IR U, RS 8T, REBEMIBIEDOEE
REISINGERL . EONICH EBNEE AL,
(2) TBAHE
Tk ARSI HIEEE Model MK-380CM/R, ZERTHER) 2 FHWCBAZBMIEL-, £81M
DEIB LR DR 12T Eh 5 BRIEL, 5 EORHEDEHEZEZ KD,
(3) MBI 2R EB S
TIATVEG IS BB EN ., BB RIG. %G AL RS, IR (B E) K&t Em RS
DHBEREL,
OFEAIE
HERIOYTIAMNEDOHET, 15 1(REBH%A) . 4.7.14,21.28,35,42 A, [EI{E 1.7. 14 AR
FUOHIR BICHIE LT, 2B S 1.4, 7,14 B IR 0 REMERH) . 7. 14,20 A, HE 0(%
#H) 4 BBIOFBRBICHEL., RERRHNIIRE 21, 28, 35, 42, 49 A BLOFIKR BICHIE L,
@B REHIE
HEBLOY T I MO, %5 1~2, 7T~8, 14~15, 29~30, 35~36, 41~42 B, [ElH 6~7,
12~13 BICHEIEL., 3 TIA MNEOMEI IR 5 21~22 BIZHBIELT-, Rheli3ikE 1~2, 7~8, 14~
15 BRBIUVMER 0~1, 7~8, 14~15, 20~21 BRLNIHE 3~4 BICHIEL, REZEHIIH S
29~30, 35~36, 41~42, 48~49 BITHIE LTz, 2. FHAEHOMH 2 Fl (BWE S F03035,
F03036) IZ oW Tidk, #5 7~8 HOBEEENHIE TERD o2 5 8~9 HOBHELHEL.
BET—HLLT,

11



RER%E 5 R-15-005
DR
BRIV TIA M HOMERERTSREL, 5 37 B ORE CIISHOBYBES LI 5 ], Fiz.
[El18 13 BRI 2HRE TIRIEEH &FIZREL,
%5 37 BORETIIY HORE®RIZ. [FE 13 HORETII—RREOBEK TRICEMEZNR
o —VINEL LTOEBIZOWTRAEL, 72720, AfR-BE ., RBRICLIMELLICRIL
BV, BRBASATRA) 4 BEF OB R TERILIZZ R T, £ DMOIE B 1349 24 R DR TIT o7,

HH BIEE i FIRE 2R
BRI w2
pH-#E M- EE -FE-rh & Ak F—3ar AL 7 AE-4020 (7 — 2L A)
A=) Ay A EE o)) 2 i FE
R e AR B
thE JBdTiE T U NVEERIBITEFSU-202 (/< AR 5E)
TR BAFPREE AFVEMRE 2R BSITEEICA-BM6010 (A AET)
PV BAZ A PRE [k [7_E
HWEALVBE [l E [F_E

QL) -rr k=

2FIOMETOVWT, R 3 BOLEEMEZBEL, HoT%. B 5RBLIEL S| &7 7 Mt
ERSEFIDBAATEARZEML | FBMOFER . ZRPERINDIETHEMEBER L, F,
EHREFER B (EERZLOREHPLRIERETOFEY A H) BLOCRERBEIC 4 HDWIT
5 BRBOHEASMSZNAUAOHERICE(L S OREEL2HILICE B LK, ok, HARIC
4~5 A ORI CHEREISERL OB IEH &ALz,
@zcid

5 15 HD 16 Kk 10 53~16 I 23 FICEMHNOMEREE 1 xt 1 TRIBSE T, /2568, RO
1 % (B ES F01006) 1%, ZRECHFHE (BVER M01006) I TRENROOI/ob | REN
AN (FE S M01007) L5 17 D 15 B 45 HhbBERBESE, I, Bkt
AL, AESDOMOBAATEAZERL TER L, BNICERH DV NIBAAT AR TR T35
BENT-BWERZRBRSEHEL, ZOHEER 0 B EEELUERIFEEICR U, 238 R LU
ROREFICEY., RERBBIORREE R ETO AEBIUEORICER LR B OE LK, KRB
R (R BB/ ZEN A TBE) X100, %) | $EIRR (GEIREM B/ 22 R LT MEB W E5) X 100, %)
FHEHLE,
O - 534 THE KRB DB E

RRIHERSINT- 2% BRI W72, SHROFERIL. HIE 21 BN BDo S RERSNDE
TEH . FRIEFHIZTO, 15 RRETIZORATE T LB OWT, EOREHE 0 B (O A) &L,
SR BEO EEEBRITBETREZBYIC OV TTW, BEEBETER o8I\ Th, otk
D—RRERB L OFERORIENS B EOF BEHIE L, Shkid. WEIREEZHE 1~4 AOM. &
BB LTz, DIV T, SRS (R 0 B0 E £TO BE) 2R, £z, HIRERC

12



HAERF S R-15-005

L EIRE AR EREE S A BERR(GERBY/IRERE0 X100, W) 2B L,
il

HEDOB 54 TREIR TITE OB EFTHE 5 Fl, EIE 15 BB HBRCiiEE#HERICt
LIz 2Bl DN TR AT ol Fio, DO ®R5-4& TR T, 5 HMSEEL-EHO
5 BllCOWTRLE T o7, 7 7 A MEDMEDER 54 TIRFHR CIIEHOBYWBE S HBE Y 5 f, [E
# 15 BRI HHR CIEEHES R L2 DWW TR Z1T o T2, WP IVB ARSI R 18~24 B
MRSt % KR OLLTO®0), ), QONRICESF % TRILL, 7235, 300 mg/kg
BEOME 1 61 (BWE S F06056) Tid, FRILFFIFERAME IEL TV el=d | MRFHIRE B L OMRAE
{LEEIREOREMEIZ OV T, REEHEO R ROLERA LT,

(1) MiERZFHIREF JukEEA] EDTA-2K

(2) MEFHIRER HUEEHA 7= BT MU A

(3) MIEAE(CEHRER HUEEHK ~ W
@R FHIRE

H MR OWTUTOEBEZREL -, SiEEEAE L T/ BN Y LAZ AW TERLE
Mg EE 3B T, 7 uba EUHE B L OVERLE S M R F2F R ZRIEL ., 0
fh D8 B I3 HEEEFI & LT EDTA-2K % AV CEER L 7= ik TRIE LT,

IH H B ek i s a
FRILERET (RBC) BRIEPURHE ' MR B 8T EE
XT-2000iV (Y AAyFR)

H i EkE (WBC) EERL—FERAWEZTo—Y A AN —E Rk

H Bk 3E F_L il
HER AR M BK b 28 (RET%) EN Eill =

5% & (HGB) SLS~EZme ik il
EHFRMERAEE(MCV)  #E (HCT X 1000/RBC) S

f/kER (PLT) ERIESTR HE Eill=

~~<h7YyME (HCT) [Fl_k Eills

LR I BR o 6658 B 22 (HGB X 1000/RBC) Eil

(MCH)
AR BR L A 3R IR 28 (HGB X 100/HCT) Eills

(MCHC)

EVELER S huy & 7 ATy FeEkELRR 4 HEh iR EEE R E L E
B (APTT) CA-650 (Y AAyJR)

7 ahay bR (PT) F il

OEE LFRE

BRI RN DOUNTEL T O B 2R LT, HUbEERIL L T2 VN TERIRL 7 i > b 8% 2
BEL CRIE LT, 7238, B oD —ERid FRIMSAEIZ B DA LE2 (T3, T4 F8L U TSH)HIEREL T
BHHARE (CTO°CLAT) Lied, FRRIRD B AR L OV DA COREE B OREFD O, AR EIL
RN IRESREI RS RIS SO SIS 723D . BRI VB RIS 720 o T,
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AR S R-15-005

H B B {3 3
REBERE(TP) E'mLy bk BB R
JCA-BM6010 (B KEF)
TN7 v EE (rALB) BCGE Eili
7 va—-AMEE (Gle) ~¥V%F—%"-G-6-PDHE EI N
ay x7o— VI EE (TC) AV AFO—-VARYE—E sHMMPSEE [k
N7 VETANIREE (TG) GPO-HMMPS#, 7' VeV iEE Rk
YRR EREE (PL) ) AFVA—E < DAOSTE Eills
RFREFRIEE (BUN) VTt «GODHIE, TvE=THEE RLE
IVTF=V P EE (cre) IVTF=F—t -HMMPSHE Mk
v =T WAV AN T FH — T IFCCiE EIN
(y-GTP)
TIVAYT A7 78— TEH: (ALP) GSCCi£ G
TANGH VBRTI) Vv AT 27— [EME  IFCCHE @k
(AST)
772y TN VAT =5 EME(ALT) [k EN
BRI K R BEFRTEM: (LDH) JSCCAELE LR IRTE Gill=
iV W E (Ca) OCPC: il
eI P EE (thil) BERIE Eil=
YR EE (IP) 7T VR E L F_E
REYHEATR E (TBA) BERY AV T Eills
A/GH: 5 (rALB/ (TP- rALB)) il
FRTAA A FREE (Na) A+ ERBIE Gl
BB E P EE (K) Gl [k
HFEAT R (CI) Gl Gl
DHBRBIUOBREEER

LT ORI, LSBT ISV EZ— )L ND LAREE T TRILL-% | ZHh S OB
TSR F— LT R LR T CRUBFESE, 5l &RE IR,

XIS B fE R BRRAIDEE

1
wHHR G (B E S M01006) ®5 18 H FEhi$
e 54T BEH R B &5 42 BOEH iy g
Eif-E k=471 =48 15 H R

i3
53 W5l : HWE 4 HORA MR
Py vl fTHR26 HAHY H Fh -
REDHEREINIR D125 CREZ R HI) B552HDEH Ehw-¢
I E IR L6 2HEROELT B Ehw§
FEATEORE (B B4 T R 1) #5420 HA MR
FeAzER At (e 22 4) [E7E15H MR

SHNTOVT, B, FRRIRIS SO B /ME, BRR., Oligh, AR, TR, Refet, BB, RSB, R B AR,
ATZARERIZE) IS L OWEEE (BEERE &)  INE, FEOEEZTEL ., e THEHBEOLAEE
(fExtER) bEH U, o, 2OIOMR, FHE. TEE, RER(O—F =) HTRBIUE TR, X
B, AR IO LR/ME, BIlR, O, X ORE X, AT, Bl B, R, 2. 8/, + 25
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HERE = R-15-005

W5 2205, BB, Bi5. /5. B, TERU - E, BRI 8, KR, KB IR, AisZ iR (BERZE) |
BERBIOWEER. JRE. 75, . B, KEERBIOKBREEH. B0, LEHR, BIUWRE
EAEEEL , RTF LTz, i,/ /BT 156 cm AKELLTOEST, [KEWIZ 109 EEE R <UL R
& 5 mL A FAEEALBEEL THOMHE L CRBEBRICREL, BRBIURER L7 7R E
E (BHRTFIL 10% P BB <V R L, 2OMOSE T 10% B E R~V BRI
BEELT,.

2B EmPERGL Kotpl, XKRRBHBLOEHEFRSFE T L-FIORE BEEME T RN
R LTz,
OFREEGEORE

BRUIZB DL, HEB SOV T 7 MNEOMED % 548 T RESIR Tl BB RO NS & A BB O
W& BDFENE 5 Bl SHRMEOR 5 TR CIIWE 5 BICRML- BB O E A &0
% 5 FlZ DN T, AR E ST BRI E D~ ) L =4 DU (HE) EAZIERL | RERARRE 2
BEEFERL, FIREICHRHRE IS ON-HE - HRICBEL THR AR REL ERL,
7B, BARNCHRDEORBLEXLNAEIIROONeh o7, BHEH TROBE EER
TR T, HECIIFIRIRIC, HECIIINBRLRIB ICHE O MR b=/ | REMEFEIRE
EEMLE,
2) HAEIR (F1)
OHAROEER

HE 0 BICAEFERBBIUEE REEZMENICEZ T, HABLUNRFHOE ELEBEL. &
PR [ (FEVR B/ B HIEER) X 100, %], AV HEER (HEL R/ FREL) X100, %1, HEER[(ER
HHEEMES: /IR B AR X 100, %135 KON A SR [ (HHREA: VR g/ BE VR EK) X 100, %1& B HILTz, $7-. 16
HO0~4 RET, B0, —RRIEZBIRL, A7 RECE T REE RN L, HERETFR(FE
4 BOERE/HE 0 HOAERE) X100, W]12HH L, £FRICOWTL, WE 0 BLU 4 BIZHE
BIOEEEZBEL, BT LICHHERN DOFHERELR N T5LLLIC. HE 0 HIXLD 4 RICKITHM%EL
[ AR Ve 8/ 484 IR $0) X 100, %1% B HLTz,

@k
FC RIS RAFROFELBEL THRL ., 10%T &S~V ARIRICEEL TREFEL, £F

RITHE 4 BICARTBORELBEL TERT7 ATV RARE: FICLBRFESECHIRL ., NERES
BEDOREOHBELBEL,

6. 7 — & DIFHTIE

KRR, SRR (ZHRE) I2OW T Fisher DEEMEREZIT o7 (A EKYE 5%, HEHZITHE
BB ELUI=BII e o T, BRI E S HORBABFEIRERT ROSS, ZL—RoiF L
5 —&X Mann-Whitney @ U MEIZLY, EB 7 L —R DA EHEIL Fisher OEERERO FJIlkE
LDt REEL DM D BERELIT o7z (A BAKYE:5%) ,
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ARBRE S R-15-005
ZFOMDT —2iX, BRI LITBLNIAEDH DT litter ZEDEHEE 1 BALL, TIAMEND
DT OMOBEN TLHE LT, ZOBE, RATOXIRD 2 HOBFAITIE, 7' F RELZITV, AEE
BERDOLNRITIIL Student’'s—t MEZEIT o7, F REICBWTHEZENROLNHATL. Aspin-
Welch BREZEAT o7z, FEATORIERD 3 BELL EDBEIL, 557, Bartlett D HFIEICIVE O BO—H%
PEIZDWTHRE (F B KHE 5%) 21T o7, BB —ETHoT- B/, —TERBEO S8 (F
FOKHE:5%) ATV, BERICHE BHSRDOONZEE 1L, Dunnett IRV Z BB ETo (FEAK
H:5%) o — 7. DT NDDRETHEA 0 LRI ERB IO — R TR 27356121, Kruskal-
Wallis DONEAZIRE (B BAKHE:5%) 24TV, BEEICH BHESR DO IZH-E 121X, Dunnett B OMRETE
WLV E BT o7 (B RKUE:5%),

%E?’%CJ:75“’6‘%7375\0T:Ei\iﬁﬁd)fé'iﬁ‘lﬁl:%?%%&(f?‘?ﬁ“@ﬁ)é%%&lﬁﬁﬁﬁ?‘i‘@%l:ﬁbﬁ
hot=C&

RBRGHEECIX, mARMBERE G T I NEIOHOEHEE% F06059~F06068 &L TV 23,
R AT LD ANIRIZ LY RBEO OB E 51X F06056~F06065 L7207z, LHL, BHESBLO
FROBPEERIIRRNIEND, RR~OFEITINCHIBTL, RBG EEE T ELERL T, &
RV AT A ETHU-BE 52 RRROT R TTEAL,

2015 4F 11 A 12 A 11:00~14:28 IZX B ERIKOEH RIROTZDITEEL , ZIUENBIWEE
ENORIANEL, FBO 11:00~14:39 [ZZZFME L, LL, WThogimo—ikikigich -
MEFERICER LB 2ONHETFRDOON T FHEFEDIREE (23.0~24.5°C. 52.0~67.0%) 1 L7F
BEPN ThHoToZeh b, RER~OF BTV LA L,

ZOM, [F R DIENTERTRBROEEMEICEEL R TRV OHLIFER ORREE
N7 YA Ny bl | = OA i Ry

S ER Rl

1. HEh
1) —f%IREE (Table 1-1~Table 4, Appendix 1-1-1~Appendix 4-4)

B 5 HIM P ORETIL, 300 mg/kg BED 2 FliRGZRO—IEHEDOHIES 2 EHEEI NI, £ DM, th
DR 100 mg/kg BED 1 HliZ, FEMOMBEILRELAS 100 mg/keg FHD 2 FliZBIESNIZA, WThb
RO E BB DRBELIIE 2307, Iek BEEO 1 T, &5 15 B OFEMRERBILE (%
i) TERINF-HITREIONLZ, TEROBENRRE 16 B UBRO—REBEHEE TLALNIZD,
B 5 18 H DR E&ICEEIFESE, IR, EEHM PO —HeRBo RE BRI 2D o7,

B 5 WM P OMETIX, FHEBOHI TR HRAES LU 300 mg/kg REDIEIRMES 1 BlICBEINT-
DS, R E B 5 O BLIXE X h ol HERREME & T F OMDMERMIZIL, —RREDOREIX
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AEREH R-15-005
ROONRD Tz, BEHIE f oM —RREBOREIBESh ol
2) AR IRBIZR (Table 5~Table 6-2, Appendix 5-1-1~Appendix 6-2-2)

HETI, %5 15 BOBETHEBED 1 FUIHITRE LHBERNOK T, %5 30 BTt
RED 1 FICFERITE GLH B2 BBESN T, UL, LD, E5HMRO I EESIME @
LT, MR BRI 22 TR E R 5 O EL R TR LITRD bIah o Tz,

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

# 5 M R ORETIL, 300 mg/kg BECAREINBIRIA A DA, 5 42 B ORES X REEL LR L
THEIE T U, EEHIRM P OB CIEst RS 300 mg/kg BEEDORIZH BZITEROON 277,

FEREOME IS J ORI ML B 1T, I SRR AL N EE IR A2 EL T R E B} 50 8% Rk
BOEITBDONARD 0Tz, Fo IR B L O EHOEEH#B ORI ER 5 OREIIRD
bBIVRh o7z,

4) {&EHE (Table 11-1~Table 14, Appendix 11-1-1~Appendix 14—4)

KT, R EHMBIORES ML BL RV ER EOXEBLRTEEEOE IR O LN
otz

ZZECLMECIE, AECRT . SEIRHI B L OB OB EICHBRME B 5O R BIIROONR) oz,
RHCHETIL, 300 mg/kg BEDKRE T~8 BRIV G 35~36 H OBEFENSHBHLLKRL THFEIC
BT U723, EE S OB IR E & 5 ORBIIRD Bieh ol
b) HEREIR A
ORIE 04 DR HEF S (Table 15~Table 16, Appendix 15-1~Appendix 16-6)

BEBEBIZEB LIS TATNOG, BILRE . REEA ., IS, BB IIAL S, IRIBK
5. ERRHOBRETIL, HEREML S DN THLORORE RN TL R EITFEDS
nighotz,

O /HIE (Table 17~Table 19-2, Appendix 17-1~Appendix 19-2-2)

HEB IOV Ml T, B 5 BHBICRELZRIRB L OREOB A SR E R 5O ELR
TETIRD DI T,

FERZBCMETIE, B G HRABIZRE LTz 300 mg/kg BEDRIKRDIES) (4 1.080 kg) A%t FREEL LLig:
LCHRICEMUZ8, FET —% Pofif (F#+25D:0.98310.512 kg) N THoT=ZEn b, #5HY
B OB TIIROEHW L, BERE TBICHIE LIRS L OBEROR I, R ER S O%
IERROLNRD T,

@B R EENERE (Table 20~Table 22, Appendix 20-1~Appendix 22-2)

M, MR L ORI T, RERMBICERL- B REHBORERRIC. KRYWERS
DRBE TR TELITRD DIV -oTz,

6) FRIEZE (Table 23—-1~Table 24-2, Appendix 23—-1-1~Appendix 24-2-2)

B DWW TEM L 72 B 5 R KB DO R TIE, 300 mg/kg FEDREASHBBEE LIS B/ MmICH
D, [AEBEORMEEDVT AT RENTH R CTHEREIE T L, EE 13 HORBKRE TR,
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AEREH R-15-005
300 mg/kg FED IV hAA L BE B3 S RBES LB CHEIZML,

HERBMED RRE TIL, WERKBABLVERE 13 BORBRE CHERWEREOREL Rl
IO IR D 0T,

7) M EAIRRE (Table 25-1~Table 26-3, Appendix 25-1-1~Appendix 26-3-2)
Ot

BERTROBETIE, 300 mg/ke BED A MERBA ST BB LEL THBICE T UL, 204,
100 mg/kg BEDFRMIREIB L OV MED, SHRBEL LB THRIIE T L7203, ARIIRTFL
7= b TR oT,

[ TEEOHETIL, WFhOBREBEE B IC W TR E R EOEBL R TEIZRD LN
nolz,

OB

5T RO I, 300 mg/kg FED BRI EMN I BREEL L CHEICHEMUZS, Z0%
ITENTHY KR ER GO EL TR T RN EHIWT LT,

P54 T RO TIE, WFNOREE B IZ oW Th IR E % 5 0O EL2 R+ 2R
BT,

B8 & T B OIEAIALMETIE, 300 mg/kg BED~~ Yy MBS RBEL LB L CHRICIKE T L,

8) Mk AL FHIRRE (Table 27-1~Table 28-3, Appendix 27-1-1~Appendix 28-3-2)
Ot

BER THBIUCEEK TEROMTIE, WTHLOREE BIZ W THLEBRD IR EORBE R
EARIIRRBD N2 h T,

OB

B EHE TROSEHETIZ, WThOBREE B IOV THD RN E R 5 0REL R+ IR 5
High o7z,

P E# T RFDOIERECLME I, 300 mg/kg BEDIRBRERIRE NS RBFL LR L THRIE T L8,
BEMEITHEDOECTH Tl b, FHBRME IR G DORBLIE X 2h 0T,

[ # T RFDFEZZELMETIZ, 300 mg/kg TEDHRAA U REH I RBEL LB L THRIET U,
9)#3EHEE (Table 29-1~Table 30-3, Appendix 29-1-1~Appendix 30~3-2)

Ot

PeE5HET REOBETIL, 300 mg/kg BEIZISU VT, B, FEEL, RER L ORIB 0%t B E&03 ki RE
LU THBICHEMLIZA, ZhOIEHRMEEOER T I B THY . R E R 5P KIT TR
BEE~OELLITE X 2 olz,

[ #& T REORETIL, 300 mg/kg BEIZRWTRRBOMER EE IS IO E RS R LILEL
THEBEITEMUZR, ZOMOIEBERICKHREEE 300 mg/kg HEOM THREEITFRD LN,
OB

BB T RO HRMECIX, 300 mg/kg BHICIVNTINBR O E &L 0 FREEL LR U CHREICHEM
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ABRE S R-15-005
LTz, 0, 100 mg/kg FEZIU TR B EH 0t REEL LLIRU TR BIIR T LA, A BIKTE
U= T3l o7z,

B 5 T ROIEREME T, WM OB EERICHIHBRYE R 5OFBIIRO LN o1,

B TR OIEREIMETIX, 300 mg/kg BEIZIVWTIIR O BRI L UOER EES K REEL b
WL CHBRICEML, ERBE O ERS IO ERLAE AR UZEIBE O EES X R
KL CH BT,

10) ##RFTR. (Table 31-1~Table 32-3, Appendix 31-1~Appendix 32-3)

B EK TR NCEEBER THOREOTIR TIE, SR E ORI L5E NSRRI E
BIXRO LRI 0T, BB SMTRERLOIEPMHI L3R 1 FITik, Migo XYL, K
MR/ NEIY., BERE DR . TREH OGN, HREROIER. BHOFREENICH LA BRI,

BB T R D 53 Y 3o JOFEAZTEIME . SOICIIEIEBER TR OIEZEMEDOFR TIL, R WE
DB L BHEE Z DN DA R F TR bR 0T, if:\ EHFRBFEC LM, RiEFlBL
URZRRHNZDONWTH, FHRYE O ELE 2 DN ARIRH R E IO o7,

11) JR AR R A AT R, (Table 33-1~Table 34-3, Appendix 33-1~Appendix 34-3)

BERTHOEOHFEMAKFMRETE, WThoFRRLVEERBIURAFEICKTRBEL
300 mg/kg BELORNCEIIRO BN o7, 728, BPAFHILI—xH BEEO 1 ik, Bk Tha
MRS I A D fth . RO RIS, FHIROER. BLOFFEENICH A MR HRSIED S
. TR L UM R DB it B MR S HIBT L 7,

EEBEF OB TIL, BEEEABICEBWV THRIGROEES MU, FHEMARERRE T,
WHRYWE OB TRLITRO N RD 0Tz,

B 54T R Doy i3 L OFEAZ RO F BB AR E Tl WO RDBERB L ORAR
FEIZXHBREEL 300 mg/kg BEEORMICEITFRD O oTz,

BB E G OIEREME T, B EEREICB VTR LINROEESHMUIZ03, FIERMRTE
HIIRE CiL, R E O EL R T EIRDLNR) T,

2. AFERES
DMEBBIUOAERGE (Table 35~Table 36, Appendix 35-1~Appendix 36-4)
4 HBHVNI 5 BREROMEENEERBRICENDANOERENCE LB, WThoks
BACHFRDLN T, EHREEE B BUCH R R LS KR E R G LOMICE BEIIR DT,
SFOER. 100 meg/ke BECIRARATERSNAN T BI7S 1 A1, 30 mg/kg BECIHFAEN
1 BlADITZH3, 300 mg/kg BETITRHITRENLHERRSIL, WTNBIEIRUC, FEBRL B 1O HE
B HETO R EBLOZOMICEIFLIZRIEHOREICHERYE & 5O EBIIRO LT,
2) HEER B L ORI (Table 37, Appendix 37-1~Appendix 37-4)
B0 HE R B L OUHIRHMICIT. SREC S EBRMER 5 LOMICAE B EIRO LR T,
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ABRE 5 R-15-005

3) DB L OVHEE REE

300 mg/kg #ED 1 Fl (BHE S F04037) Tid, DEFRERIOERPBEIN, HPETLEZ RIS
IRBFEL LTz, Fiz, 100 mg/kg BED 1 B (B#E 5 F03028) TiIothse T IR EED 2RI
BEIN.WHE 1| BIEROBEIHERIN, TOMO BB O IRIREO B BIOWEIRE
DRETBEIN T, |
4) A, BEREBLOEKRSE (Table 37, Appendix 37-1~Appendix 37-4)

HEAEE FEREBLOEREIC, R ER EOEEL R TEIIRO b0l

3. AR
1)47F (Table 37, Appendix 37-1~Appendix 37-4)

RS HEA R, Stk ERHER, HAE WE 0 ARIUWHE 4 Bk, FiAR4eR
IR E R G ORBIIFRDON Mol o WE 0 BICAEFEROARGHITBES L
T, .
2){KE (Table 38, Appendix 38-1~Appendix 38—4)

HE 0 BRBIUWHE 4 BICIELZHAERKEICT, MHELL R E R 5 OR B RTE(IX
ORI T,

3) HA:1R#182 (Table 39~Table 40, Appendix 39-1~Appendix 39-4)

HAERO—RRBICHEBRME R 5O BE R T EIALNRD o7, Fe, BTROFIRTIE,
100 mg/kg #ED 1 PlIZ/NEE, BB, O BERBIOVNMOBEAEFHEBRALNIZN, ZOMOIEI IR
FIIEROLN -T2l ETFERIARFHITBESNTORNIEND, BRRBEF KB LI,

iE 4 BOATROFIRTIZ, BERIZROLNRI T,

BE

a2 0,30, 100 225 TNT 300 mg/kg OB THEHES MRS OB 5L, MHES Yk
R AR ER S EERBIOREIERE, b NCAMBAREER I UOHARORFTICRIETEEIC
WTRRETLTZ,

1. REBREGFERICEENE

B 5 HIR o O— IR IBBLER T, 300 me/kg FEDHE 2 FlICR BB DWW H O DA T, FEM
RIERBERCHEREILB W OB ER S ORERIRD LN 20Tz, 14 BRRERSLE-TF
3B (BRBRE 5 R-15-004) Tid. 1000 mg/kg FEDOMERESF]& 500 mg/keg BEDHE 1 HlASYRFEIREEL
720, ZNHDFITIIER 5% OIS MFL THONIh, R, SH 25T, BREBOKTRED
MRRAER B BIERIN TB, LIehio T, 7m0 /00 300 mg/kg 14, 42 A RIKER 5L Chik
BHERELRZWEEBEHESND, 2B, BEXSEL OV 7a X Zuo0vsand i i4ch, F
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AEREH R-15-005
FHERBNHBIERHBN TN 2, O, 2 7a_0 % ) 3BV BRI R A 45 (A%4e
T a2 —bD) ZEnh | KRR TRO LN R EZRO—EMEOTRIEIIRIEMEIC L 5L D LRI D,

B 5 HRBI L, 300 mg/kg BEDREIZRVTIRE 42 B OEKENS S REELLEBRL TERITETL. [
BEDFIEZHIMET IV TIRE. 7~8 HIBILUNRE 35~36 HOBEIENSHBRELHEL THRITETL
7eZehb, ZUHLOEGITWT LR ER EORELEZOND, 2B, THARRRES R-
15-004) iZ3BV Th, 500 mg/kg BEDOBEIAERA D531, 250 mg/kg FEDOMEZ AT O INHNHIE
RIAFEDHI TS,

B 5 BB ORRE T, 300 mg/kg BEOHEIZIBWTIRIEEIVVI LAV RENMETLE, 21
RO R BN I-Z LIS BT, SR E ORI BE L =Bk B0 g s,

P 544 T B oD IR SRR EE T, 300 mg/kg BEIZIRWTHED B EREL (¥ 75.0 X 100/pl) 254
BICIR T LI, &7 —& DoofiBH (F¥+£25D:91.8+21.8X 100/uL) N THHZE, EEBLEKT
BEOXT RSB LR 5 T O REOMEIIFRE THEIENL, BRNRELEEZDND, %
Dy, PG TEEOIRE EEDOHIE TIL, 300 mg/kg FEDOHHRMEIZIWTIIEROMEM EENFEIC
BNUT225, B ERAR AR AU CONBRICE B IIFRD DN CORNIEND, SR E R 5 DB EE R
FTEE T RN SR,

EESE P, HEOEREEBBICEHRIERME R 5 OREBII LN T, BIE 13 B
DRIRE T, 300 mg/kg BEOHEZRBVNTHYDT LAF P B BEINU 7243, B 5K EBEORKRET
FERDBEAITFRD DN TWRNZENG, HRME R 5 ORBETIT2WEEZLND, Fio, BIEBLE
H& T BRD ML FHIRR A TiE. 300 mg/kg BBV CIEREMED ~< b 7Yy MEN A BT T L2285,
Z D OREE LR BB FORE CRLE R TEEPBESNTHRNIEDD, HRMER 5O
BETIIRN R U, BIEBEK T RO MRAELFERIRE TIL, 300 mg/kg FHIZISUVTIHERZHLME
DIEFRALREE (F# 109.7 mEq/L) B3 BIER T L7203, 2T —4 Po#ifH ((F¥ +2SD:108.4+
2.0 mEq/L) N THHILEMD, BB DB T2 HT LI,

BEIEHR TEOREEEORIE T, 300 mg/kg BHOBEIZBWTHIRIROEER (£ 23.3 mg) A%t
FRREC LB L CHRBICHIINL IS, 37— DOfiFH (P +£25D:20.15.4 mg) N THY, FHEHE
BFORETLEFEIIROLNTORNIEND, HBRMEOEETIIRW LWL, 7=, R#E0
FERFMEIZ BV TIRBR B L ORIB O EEH AT EESA B ICHMU 228, HEAAR 2R
BRETREFEIRDLN TV ENI LD, xHREOESMERIITIE T LZLI Db D LHEIND,

2. AEFEREE M

SYIRIRRE DB THE, 300 mg/kg BEE 100 mg/kg BEDS 1 PlICREARHBIIA, Z OO ]
ICRE RO LN ool SRR O Z e h o7 2D BRI E R 5O EL R T
FAETITR W I U7z, 72383, 300 mg/keg BETidoth B O T IREDSKHRAEI VMU 7255, E&C
1 BIOS M RFE A ST EALTHY ., OO HETIE R M M0 o= Zld b,
W E R 5 OB TRV EHIEL,
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AERFE S R-15-005
A#E % COBS-CD T h (25 IL/#) OILIE 6 HADEEIR 15 B £ CHMAIR D5 LI585 9T,
300 mg/kg BECREMHOERERIMMEI LI EAEREOK TARE SN TNBH, RRBR T, IR O
FEHBRIOEROREICHERYE R 5OFBIIR D LN ol BB ROMBEIC OV,
—RU DY TN ECR SR OBVRRREE 2 D, £, R E RSB OB RAE. 4
JAEA, HER, BER ERBBICEREIC, HRWE R 5O EL R TEMIRDON A o7
Z&, ShICHAERDEFE, FEBIUERICHDEBRMER GORBEIIFROONRDTZLhb, &
oa B0 300 mg/kg FTCOMAEIL. BEWOETRANBLIOFERORE T I EL RIFSA
WeEZ bhd,

3. EEFME

300 mg/kg BEDMETHEERMPNA, FeSEME CERERDOKTARBDONIILND, MBS OK
TS5 EMICE T2 EE M2 (NOAEL) 1E 100 mg/kg/day LHlraiiz, $£7-. 300 mg/kg ETOM&E
. BEYOATRIBLOFERDOREICHEL RITSRD-TIh b, LB EEECETS
MR IT 300 mg/kg/day HHIBTEIZ,

3k

> I 551155
M- BT R AT RROER T — 2 BB O L. REFHTIEATEEHR 37: 8-25 (2014)

2) Fang Z, Sonner ], Laster MJ, Ionescu P, Kandel L, Koblin DD, Eger El 2nd, Halsey M].:
Anesthetic and convulsant properties of aromatic compounds and cycloalkanes: implications for
mechanisms of narcosis. Anesth Analg. 83:1097-1104 (1996)

3) Scognamiglio J, Jones L, Letizia CS, Api AM.: Fragrance material review on cyclopentanone. Food

Chem Toxicol. 50: S608-S612 (2012)
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HAERE S R-15-005

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

Table 1-1. General conditions of male rats

Group Number of males Days of administration
and general conditions 1 2 3 4 s 6 7 8 9 10 11 12 3 14 15 16 17 18 19 20 21 2 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 o)~ Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 120 I 11 11 1 1 it 1 1o 1o 111
General appearance, No abnormality 12012 12 12 12 12 12 12 12 12 12 52 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 1t o011 i1t
Neck, Crust formation o0 0o 0o 0 6 ¢ 0 0 0 0O 0 0 6 0 0 6 ¢ 0 0 0 O O 0 0O O 0 0 ¢ O 0O 0O 0 0 0 0 0 0 0 0 0 0 0D O O 0 0 0 0 0
Mouth, Loss of teeth 00 0o 0 0 6 ¢ 0 0 0 0 0 0 06 0 0O 0 6 0 0O 0O O 0 0 0O O 0 0 © O 0O O 0 O 0O 0 0 0 0 ©0 0 0 0 O O 0 0 0 0 o
Anorectal region, Soiled perineal region 0 0 0o 0 06 0 ¢ 0 0 0 0O 0 ¢ 6 0 0O 0 06 0 O 0O O © 0 0O O o0 0 ¢ O 1 I L 1 1 I 0 0 0 © 0 0 O 0O 0 0 0 0 0 0
Behavior, Abnormal gait 0 0 o o o 0 0 0 0 0 0 0 0 06 0 0 0 0 0 0 0O 0 0 0 0 0 0 0 © 0 1 L I 1 1 1 6 0 o 06 0 0 0 0 0 0 0 0 0 0
Mouth, Salivation 0 0 o b 0 0 0 0 0 0 0 0 O 0 o 0 ¢ © 0 0 0O © 0 0 0 0 ©0 0 © 0 0 0 06 0 0 0 6 0 0 06 0 0 0 0 0 0 0 0 0 o
CPN 30 mgkg ‘Number of males 12 12 12 12 1212 12 12 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 12 12 12 12 12 12 12 12 12 12 12
General appearance, No sbnormality 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
Neck, Crust formation 0o 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0O ¢ 0 0 0O 0O O 0 0 0O 0 0 O © 0 0O O 0 6 0 0O 0 0 0 0 0 O O O 0 06 ©6 0 0 o
Mouth, Loss of teeth 06 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 © 0 0 0 0 0 0 O O 0 0 0 ©O0 O O O O O 0 0 O 0 O 0 0 0 0 0 0 0 0 O 0 0
Anorectal region, Soiled perineal region 6 0 o 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O O 0 0 O O O 0 0O ©O O O O O O O O O ¢ © 0 0 0 6 0 0 © 0 0 0 0
Behavior, Abnormal gait ¢ 0 0o 0 0 0 0 0 0 0 O 0 0 0 0 0 0 O 0 0O O O 0 O O 0 0 0O © O O 0 O 0 0O 0O 6 0 0 06 0 0 0 0 0O 0 0 0 0 o0
Mouth, Salivation ¢ 0 0 0 0 0 0 0 0 0 0O 0 0 0 0 0O ¢ 0 0 0O 0 0O O 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 o
CPN 100 mghkg ‘Number of males 12712 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 1z 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 1z 12 12 12 12 12 12
General appearance, No abnormality 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 1z 12 11 W 1 11 10 10 10 10 10 10 10 10 16 10 9 % 9 9 10 Io
Neck, Crust formation ¢ 0 o 0 0 0 0 0O 0 0 O 0 0 0 0 ¢ 0 O 0 0 O 0 0 O O O 0 0 © O 1 1 L 1 1 1 & 1 1 1 1 1 1t 1 2 2 2 2 2 2
Mouth, Loss of teeth 6 0 0 0 0 0 0 0 0 0 0O 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0o 0 © 0 0 0 O 6 1 1 & 1 1 1 1 1 1 1 1t 1 1t 1L 0 o
Anorectal region, Soiled perineal region 6 0 0 0 0 0 06 0 0 0 0 0 0 0 0 0 0 0 0 0O 0O O © 0 O 0 0 0O ¢ O 0 O 0 06 0O 0 0 © 0 O 0 0 O O 0 06 O 0 0 o
Behavior, Abnotmal gait 6 0 ¢ 0 0o 0 0 0 0 0 0 0 O 0 0 ¢ 0 0 0O 0O 0 O O O O O 0 0 © 0 O 0 O 6 0 0O O 0 0 06 0 0 0 0 0 ¢ 0 0 0 o
Mouth, Salivation 0 0 0 0 0 0 0 0 0 0 O © 0 o0 o 6 o 0 0 0 0 0 0 0 0 0 ©0 0 © 0 0 0 0 6 0 0 0 06 0 0 0 0 0 0 0 6 0 0 0 o
CPN 300 mgkg ‘Number of males 12712 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 (2 12 2 12 12 12 1z 12 12 12 12 12 12 1z 12 12 12 12 12 12 12 12 I2
General appearance, No zbnormality 12012 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 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 12
Neck, Crust formation ¢ 0 0 0 0 0 © 0 0 0 0O 0 0 0 0 0 ¢ 0 0 0O 0O O 0 0 0O 0 0 O © O 0O O 0 6 O 0O 0O O O 0O O 0 O O 0 0 0 0 0 o
Mouth, Loss of testh 6 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 6 06 0 0 0 0O 0O O O 0 O O o0 0O © 0 0 O 0 O 0O 0 0 06 0 0 0 0 O O 0 0 0 0 0 o
Anorectal region, Soiled perineal region © 0 0 0 0 0 0 0 0 06 0 0 0 0 6 0 0 0 O 0 0 O 0 0 O O 0 O ©0 O O O 0 O O 0O O 0 0 O 6 0 O 0 0 0 0 0 0 O
Behavior, Abnormal gait o 0 ¢ 0o 0 0 0 0 0 0 0 0 0 © 0 0 0 0 0 0O O 0 0 O O 0 0o 0O ©O0 O O 0O O O O O O 0 O O 0 0 0 0 0 0 0 0 0 0
Mouth, Salivation 0 0 6 o o0 0 0 0 0 0 0 0 0 0 0 0 © 0 0 O 0 0 0 0 0O 0 0 0 © 0 0 0 O 0 0 0 0 0 O O 0 0 0 6 0 0 0 I 0 o
Pre: Before administration, Post: after istrati
Table 1-1 (continued). General conditions of male rats
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 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: corn oil) Number of males [T T T T T U T O VN SOV R TR VR F U R T U T U VR VO T TR VO T I T Y U U U T VU VU T U F I S I T
General appearance, No abnormality |6 S © T § U § (N U O S 0 S A S U A VN S A U A NN N N (N AN GO © (N S O S D S © AN § B § G
Neck, Crust formation o o o 0 o0 o0 o0 0 0 o0 0 0 0 o0 0 O O 0 O 0 O O O O O O O O 0o 0 0 0 o0 0 O
Mouth, Salivation ¢ 0 0 0 0o 0 O O 0o o O O O o O O 0O O O 0 O O O O O 0 0 O 0O 0 0 0 0 0 o
CPN 30 mgkg Number of males 12 12 12 12 12 12 12 12 12 12 12 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 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Neck, Crust formation ¢ ¢ 0 0 o0 0 0 0 o0 o0 0 0 0 0 0 0O O 0 0 o0 o0 O O O O O 0 O o 0 0 0 0 0 O
Mouth, Salivation 6 6 0 6 0o 0 O 0 o0 O O O O O 0O O O O 0 O 0 o0 O O 0 O0 0 O 0O 0 0 0 0 0 O
CPN 100 mg/kg Number of males 12 12 12 12 12 12 12 12 12 12 12 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 10 10 10 10 1 11 11 11 11 1 o111 otro o111 111111111112 12 12
Neck, Crust formation 2 2 2 2 1 1 1 1 111 1 1 1 1 11 1t 1 1 1t 1 1 1 1 1 1 1 1 1 1 0 o0 0
Mouth, Salivation 0 0 0 0 0 o o0 0 0o O O 0O 0O O 0 0 ©o 0 0 0 0 0 O O 0 0 0 O 0 0 0 0 0 0 o0
CPN 300 mgkg Number of males 12 12 12 12 12 12 12 12 12 12 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
General appearance, No abnormality 12 12 12 12 12 11 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 12 12 7
Neck, Crust formation o 0 o 0 0 0 0 0 0 0 o0 0 O O 0 O 0 0 O O O O O O O O O O 0 0 0 0 O 0
Mouth, Salivation 0o 0 0o o0 o0 1 © 0 o 0O 0 0O 0 0O O 0 O o0 O O 0O 2 O0 O O 0 O0-0 06 0 0 0 0 0 0

Pre: Before administration, Post: after administration
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ABRE S R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone 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 5 5 5 5 5 5 5 5 5 5 5 5 5 5
CPN 300 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 S5 5 5 S5 5 5 5 5 5 5 5
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ABrR %S R-15-005

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

Table 2-1. General conditions of female rats

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 i8 19 20 21 2 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: 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 12 12 10 106 % 9 6 6 O O O O O ©0 O O O O O O O O
General app 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 10 10 9 9 6 6 O O O O O O O O O O 0 0 0 0
CPN 30 mgkg Number of females 12012 12 12 12 12 12 12 12 12 12 82 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 18 8 8 4 4 1 1 0 0 0 0 0 0 0 0 0 0 0 0
General appearance, No L 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1t 11 8 8 4 4 1 1 0 0 0 0 0 0 0 0 0 0 0 0
CPN 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 12 12 11 1l 6 6 5 5 1 11 i 1 1 1 1 11 1 1 1 1
General appearance, No i 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 1l 6 6 5 5 1 1 1 1 1 1 1 1 11 1 1 1 1
CPN 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 12 12 8 8 5 5 3 3 ¢ O O O O O O O O O O O O O
General appearance, 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 8 8 5 5 3 3 0 O 0O 0 O 0 0 0O 0 0 O 0 0 O
Pre: Before Post: after i
Table 2-1 (continued). General conditions of female rats
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 2 43 4 45 46 47 48 49 50
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
CPN 100 mgkg Number of females t ¢+ 1t 1 1 11 1t 1 1 1 1 v t t 1 1 1 1 1 1 1 1 F 1 11 r r 1 1 1 1 1t 1 11t 1t 1111111 11
General appearance, No ab i | S T S U U U SO VR N SR SN SN YN N SN VU U U T U U N U R NN AR N ) SR S Y S U U SR N SN TG MR U N U T U U NN R R |
Pre: Before admini Post: after administrati

Table 2-1 (continued). General conditions of female rats

Group Number of females Days of administration
and general conditions 51 52 53
Pre Post Pre Post Pre Post
CPN 100 mgkg Number of females 1 1 1 1 1
General appearance, No abnormality 1 1 1 1 1

Pre: Before administration, Post: after administration.
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FABRE 5 R-15-005

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

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

Group Number of females Days of admini
and general conditions 1 2 3 4 5 6 7 8 9 10 11 i2 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: con oif) ~ Number of females 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 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 0 10
General app No ab li 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
CPN 300 mgke Number of females 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 1 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
General app , No ab li 010 10 10 16 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 0 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Pre: Before administration, Post: after

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

Group Number of females 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 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: corn oil) Number of females 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
General appearance, No abnormality 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
CPN 300 mg/kg Number of females 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
General appearance, No abnormality 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 administration.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

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

ABREF R-15-005

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 5 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
CPN 300 mgkg Number of females 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 5 5 5 5 5 5 5 5 5
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ABREF S R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone 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 12 12 12 12 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 11 i1t 11 11 o111 1 o1r 111 1 11 1111 1111 1 11 11111111 11 11 11
Neck, Crust formation 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 1 1 1
CPN 30 mgkg Number of dams 1 o1m 1 11 1o 11 1nomno1no1o1ro1no1ro1ro1ro1o1roIro1r 1111111l
General appearance, No abnormality 11 1t 1 o1 111111 1o 11 o 11111111 11 1o1ro 1111
Neck, Crust formation o 0 0 0 0o 0 0 o0 0o O O O O o0 o0 o0 O O O O 0O O O O O O o0 O
CPN 100 mg/kg Number of dams 1 1 1 1o o1irono1no1nnono o onm o1 ono 1111111 o111 1 1 1 1l
General appearance, No abnormality 1 1 1 1 1 1 1 o1 oir 11 11 1111111 1111111 1ro1o1r 1r 11
Neck, Crust formation o o o0 o0 o0 0O 0 o0 o0 O O O O o0 O O O O 0 O 0o O O O O O o0 O
CPN 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
Neck, Crust formation o o 0 0 o0 o o0 0O 0 O O O O O O O O O O O O O O O 0 O o0 O

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 23
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 dams 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 O O
General appearance, No abnormality m mn 1m 1m 1 1 1 o1 11112 12 12 12 6 6 0 0
Neck, Crust formation 1 1 1 1 1 1 1 1 1 1 1 1 0 0 O 0 0 0 0 0
CPN 30 mgkg Number of dams m 1 1 1 n 1 o1ro1o1o1o1ro1ro1ro1ro1 115 5 00
General appearance, No abnormality 1 11 11 1 o1 1111111 11111115 5 0 0
Neck, Crust formation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CPN 100 mgkg Number of dams 1 11 1 1 1 o111 11 11 11 1115 5 0 0
General appearance, No abnormality 11 11 1 1 1 1r 1 o1 o1 11 1r o1 o111 5 5 0 0
Neck, Crust formation o 0 o 0O o0 0 O O O O O 0 0o O O 0O O 0 0 O
CPN 300 mgkg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 & 1 1
General appearance, No abnormality 1 1 11 1 1 111111111 o2 12 8 8 1 1
Neck, Crust formation 1 1 1 1 1 1 1 1 1 1 1 1 1 1 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
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ABRE S R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone 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 Post
Control (vehicle: corn oil) Number of dams 5 5 12 12 12 12 12 12 12 12 12
General app earance, No abnormality 5 5 12 12 12 12 12 12 12 12 12
CPN 30 mgkg Number of dams 8 g 11 11 11 11 11 11 11 11 11
General app earance, No abnormality g 8 11 11 11 11 11 11 11 11 11
CPN 100 mg’kg Number of dams 8 § 11 10 10 10 10 10 10 10 10
General app earance, No abnormality g 8§ 11 10 10 10 10 10 10 10 10
CPN 300 mgkg Number of dams 6 5 11 11 11 11 11 11 11 11 11
General app earance, No abnormality 6 5 11 11 11 11 11 11 11 11 11

Pre: Before administration, Post: after administration.
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KB E 5 R-15-005

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

Table 5. Detailed clinical observations of male rats

Initial number
Findings Group of Pre-administration Days of administration Days of recovery 2

’ animals 8 15 24 30 36 4 7 14

[Open-field observations] Control (vehicle: comn oil) 12 0o 0 1 0 (I 0 (1n 0 1 0 (1 0 0
Gait (abnormal gait) CPN 30 mg/kg 12 0 0 0 0 0 0 0
CPN 100 mg/kg 12 0 0 0 0 0 0 0

CPN 300 mg/kg 12 0 0 0 0 0 0 0 0 0

[Open-field observations] Control (vehicle: com oil) 12 0P 0 0 0. (1D 1 11 0 1 0 (1 0 0
Stereotypy (rearing) CPN 30 mg/kg 12 0 0 0 0 0 0 0
CPN 100 mg/kg 12 0 0 0 0 0 0 0

CPN 300 mg/kg 12 0 0 0 0 0 0 0 0 0

[Open-field observations] Control (vehicle: comn oil) 12 ob 0 1 0 (11 0 (11 0 (11 0 (1) 0 0
Withdrawal reflex (hyporeflexia) CPN 30 mg/kg 12 0 0 0 0 0 0 0
CPN 100 mg/kg 12 0 0 0 0 0 0 0

CPN 300 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 300 mg/kg groups
® Values represent number of animals with the findings.
Figures in parenthese indicate number of animals.
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SRERE 5 R-15-005

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

Table 5 (continued). Detailed clinical observations of male rats

Initial number
Findings Group of Pre-administration Days of administration Days of recovery 2

animals 8 15 24 30 36 42 7 14

[Urination] Control (vehicle: com oil) 12 1 b 2 2 4 qnp 2 A 2 an 2 Ay 1 0
(frequency/30sec) CPN 30 mg/kg 12 3 1 1 1 0 0 1
CPN 100 mg/kg 12 0 2 2 1 3 3 0

CPN 300 mg/kg 12 0 0 1 0 2 1 0 0 2

[Defecation] Control (vehicle: corn oil) 12 0 b 0 1 1 1D 1 any o an o an 0 0
(frequency/30sec) CPN 30 mg/kg 12 0 0 0 0 0 0 0
CPN 100 mg/kg 12 0 0 0 0 0 0 0

CPN 300 mg/kg 12 0 0 0 0 1 0 0 0 0

® the recovery test was performed in 5 animals for each of the 0 and 300 mg/kg groups
® 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 Cyclopentanone by oral administration in rats

Table 6-1. Detailed clinical observations of female rats

RERE S R-15-005

Initial number
Findings Group of Pre-administration Days of administration ) .
R The lactation period
animals 8 15 24 30 36 42 49

[Urination] Control (vehicle: com oil) 12 1 0 0 1 1 1 2
(frequency/30sec) CPN 30 mg/kg 12 2 0 0 1 1 1 L1y
CPN 100 mg/kg 12 0 1 0 0 0 0 o o o 1 (11
CPN 300 mg/kg 12 0 0 0 0 1 1 3 (1D

[Defecation] Control (vehicle: com oil) 12 0 0 0 0 0 0 1
(frequency/30sec) CPN 30 mg/kg 12 0 0 0 0 0 0 0 (1
CPN 100 mg/kg 12 0 0 0 0 0 0 o @O o0 0 (11
CPN 300 mg/kg 12 0 0 0 0 0 0 0 (1D

® Values represent total score of each group.
Figures in parenthese indicate number of animals.
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AERZE 5 R-15-005

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

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

Initial number
Findings Group of Pre-administration Days of administration Days ofrecovery a
animals 8 15 24 30 36 42 7 14
L b

[Urination] Control (vehicle: com oil) 10 0 0 0 0 0 0 0 1 1
(frequency/30sec) CPN 300 mg/kg 10 1 0 0 0 0 0 0 1 0
[Defecation] Control (vehicle: com oil) 10. 0 b 0 0 0 0 0 0 0 0
(frequency/30sec) CPN 300 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 300 mg/kg groups
® Values represent number of animals with the findings.
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ABRE = R-15-005

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

Table 7-1. Body weights of male rats

Group Control (vehicle: corn oil) CPN 30 mgkg CPN 100 mg/kg CPN 300 mgkg

Number of males 12 12 12 12

Days of administration
1 4054 £ 164 4040 = 14.8 402.0 £ 155 406.7 £ 15.7
4 4164 + 154 4157 £ 173 4155 £ 179 4159 + 182
7 430.0 £ 158 4263 £ 17.7 4277 £ 19.6 4217 £ 222
14 453.1 £ 155 4472 + 202 453.1 £ 20.6 438.1 £ 26.6
21 4728 £ 195 an 4674 £ 24.0 4614 + 362 451.0 £ 253
28 497.8 + 18.1 an 4920 £ 277 485.0 = 356 469.7 + 28.1
35 5163 + 18.8 11) 5108 £ 349 5056 £ 352 483.7 £ 309
42 5305 + 162 an 525.1 £ 385 519.5 + 389 4933 + 305 *

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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ABRE B R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats
Table 7-2. Body weights of male rats at the recovery period

Group Control (vehicle: corn oil) CPN 300 mgkg

Number of males 5 5

Days of recovery
1 5256 £ 204 5185 + 275
7 5358 £ 204 538.7 = 321
14 5412 = 217 560.1 = 29.6

Each value shows mean (g) + S.D.
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REAE 5 R-15-005

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

Table 8-1. Body weights of female rats

Group Control (vehicle: corn oil) CPN 30 mg/kg CPN 100 mgkg CPN 300 mg/kg
Number of females 12 12 12 12
Days of administration
1 243.5 + 13.1 2414 £ 109 2439 = 94 2440 = 9.7
4 2503 = 14.6 246.8 £ 13.6 2505 + 104 2492 £ 123
7 252.0 = 137 2504 + 134 252.1 £ 119 253.1 £ 123
14 2642 + 189 2612 + 16.2 2659 = 146 261.1 = 126

Each value shows mean (g) £ S.D.
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RKBEREF R-15-005

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

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

Group Control (vehicle: corn oil) CPN 300 mgkg
Number of females 10 10
Days of administration
1 2412 £ 145 2414 = 105
4 2523 + 153 2479 * 118
7 2523 = 172 2493 = 135
14 263.1 = 18.0 2538 + 116
21 271.0 + 235 2652 + 142
28 280.1 £ 236 2738 = 140
35 286.8 + 232 2778 = 126
42 2941 * 233 2833 * 170

Each value shows mean (g) = S.D.
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ABRE B R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats
Table 8-3. Body weights of female rats at the recovery period

Group Control (vehicle: corn oil) CPN 300 mgkg

Number of females 5 5

Days of recovery
1 2964 + 333 283.6 + 203
7 3009 + 332 2885 + 183
14 3044 = 324 2940 £ 230

Each value shows mean (g) + S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

Table 9. Body weights of dams during pregnancy

A5 E = R-15-005

Group Control (vehicle: corn oil) CPN 30 mgkg CPN 100 mgkg CPN 300 mgkg
Number of dams 12 11 11 12
Days of pregnancy
0 2756 = 214 269.5 £ 16.2 274.1 £ 13.0 2683 = 152
7 3139 + 236 306.3 £ 19.1 310.1 + 16.0 3062 + 139
14 3525 + 28.5 3443 £ 209 3476 + 19.1 346.1 £ 169
20 436.7 £ 35.6 4295 £+ 229 4288 = 21.5 429.1 £ 21.0

Each value shows mean + S.D. (g).
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HERE B R-15-005

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

Table 10. Body weights of dams during lactation

Group Control (vehicle: corn oil) CPN 30 mgkg CPN 100 mgkg CPN 300 mgkg
Number of dams 12 . 11 11 12
Days of lactation

0 3393 + 29.8 322.0 = 284 336.1 + 35.8 3293 + 273

4 3500 + 29.1 337.0 £ 239 351.7 £ 17.6 (10) 3399 + 16.0 an
Each value shows mean + S.D. (g).

Figures in parentheses indicate number of dams.

40



ABRE S R-15-005

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

Table 11-1. Food consumption of male rats

Group Control (vehicle: corn oil) CPN 30 mgkg CPN 100 mg/kg CPN 300 mgkg

Number of males 12 12 ' 12 12

Days of administration
1 256 £ 32 270 £+ 24 27.1 £ 3.1 247 £+ 23
7 244 £ 19 235 £ 22 262 + 3.0 241 £ 29
14 224 £ 2.0 233 =+ 26 235 £ 27 212 = 23
29 256 £ 22 (11) 268 + 3.1 255 25 241 =+ 1.8
35 248 £ 2.7 (11) 257 + 25 242 £ 1.8 225 £ 33
41 23.8 + 34 an 248 + 2.7 26.1 £+ 3.2 227 + 21

Each value shows mean (g) + S.D.
Figures in parentheses indicate number of males.
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RERE B R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats
Table 11-2. Food consumption of male rats at the recovery period

Group Control (vehicle: corn oil) CPN 300 mgkg
Number of males 5 5
Days of recovery
6 298 £ 26 306 £ 1.5
12 296 £ 26 323 £ 1.5
Each value shows mean (g) + S.D.
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ABRE 5 R-15-005

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

Table 12-1. Food consumption of female rats

Group Control (vehicle: corn oil) CPN 30 mgkg CPN 100 mg/kg CPN 300 mgkg
Number of females 12 12 12 12
Days of administration
1 178 £ 3.0 178 £+ 36 186 + 22 177 £ 3.2
7 187 £+ 29 185 £+ 29 183 = 27 (10) 175 £ 25
14 163 £ 3.0 164 £ 26 162 + 3.1 158 + 3.7

Each value shows mean (g) = S.D.
Figures in parentheses indicate number of females.
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HRERZE 5 R-15-005

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

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

Group Control (vehicle: corn oil) CPN 300 mgkg

Number of females 10 10

Days of administration
1 179 = 3.0 160 £ 24
7 194 + 22 169 = 1.8*
14 175 £+ 22 168 £+ 13
21 17.1 £ 22 161 = 29
29 172 £+ 19 165 £ 1.8
35 183 = 24 160 = 24 %
41 182 = 2.1 165 £+ 29

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HBREH R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats
Table 12-3. Food consumption of female rats at the recovery period

Group Control (vehicle: corn oil) CPN 300 mgke
Number of females 5 5
Days of recovery
6 206 £ 34 215 + 24
12 203 £+ 24 200 £+ 2.5
Each value shows mean (g) + S.D.
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HAErE S R-15-005

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

Table 13. Food consumption in dams during pregnancy

Group Control (vehicle: corn oil) CPN 30 mg/kg CPN 100 mgkg CPN 300 mgkg

Number of dams 12 11 11 12

Days of pregnancy
0 196 + 3.7 182 + 20 181 = 3.0 189 = 14
7 256 £ 3.6 239 + 21 251 + 3.6 241 = 1.7
14 245 + 2.8 243 £ 3.0 248 =+ 26 230 = 1.8
20 201 + 34 20.1 = 37 234 = 34 21.8 = 39

Each value shows mean + S.D. (g).
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats
Table 14. Food consumption in dams during lactation

HERE S R-15-005

Group Control (vehicle: corn oil) CPN 30 mgkg CPN 100 mgkg CPN 300 mgkg
Number of dams 12 i1 10 11
Days of lactation

3 409 = 7.1 415 + 7.5 399 £ 7.8 383 + 8.8
Each value shows mean + S.D. (g).
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

Table 15. Functional findings of male rats at the last week of the administration period

HAEREE R-15-005

Group Control (vehicle: com oil) CPN 30 mg/kg CPN 100 mg/kg CPN 300 mg/kg

Male
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 100 160 100 100
Eyelid reflex 100 100 100 100

Values represent % of animals showing normal responses.
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REREF 5 R-15-005

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

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

Group Control (vehicle: com oil) CPN 30 mg/kg CPN 100 mg/kg CPN 300 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 group

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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HEREF 5 R-15-005

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

Table 17. Assessment of grip strength of male rats at the last week of the administration period

Group Control (vehicle: com oil) CPN 30 mg/kg CPN 100 mg/kg CPN 300 mg/kg
Number of males 5 5 5 5
Administration period
Forelimb 1.270 + 0.161 1.309 + 0.279 1.181 =+ 0.239 1429 + 0.219
Hindlimb 0.672 + 0.068 0.689 + 0.100 0.689 + 0.260 0.693 + 0.126

Each value shows mean (kg)£S.D.

50



A% S R-15-005

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

Table 18. Assessment of grip strength of female rats at the last week of the administration period

Group Control (vehicle: com oil) CPN 30 mg/kg CPN 100 mg/kg CPN 300 mg/kg
Number of females 5 ' 5 5 5
Administration period
Forelimb 1.110 £+ 0.077 1.117 + 0.159 1.176 + 0.097 1.086 = 0.195
Hindlimb 0.546 = 0.056 0.516 + 0.043 0.510 £+ 0.087 0.478 + 0.084

Each value shows mean (kg) +S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

Table 19-1. Assessment of grip strength of female rats at the last week of the administration period, satellite group

Group Control (vehicle: corn oil) CPN 300 mg/kg
Number of females 5 5
Administration period
Forelimb 0.931 * 0.060 1.080 + 0.057 **
Hindlimb 0.516 + 0.039 0.507 £ 0.047

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

Significantly different fromthe control group (*: P<0.05, **:P<0.01).
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ABRE S R-15-005

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

Table 19-2 Assessment of grip strength of female rats at the last week of the administration period, recovery group

Group Control (vehicle: comn oil) CPN 300 mg/kg
Number of females 5 5
Administration period
Forelimb 1.105 + 0.098 1.061 £ 0.063
Hindlimb 0.538 + 0.093 0.575 + 0.080

Each value shows mean (kg) +S.D.
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HRERE S R-15-005

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

Table 20. Motor activity of male rats at the last week of the administration period

Group Control (vehicle: corn oil) CPN 30 mg/kg CPN 100 mg/kg CPN 300 mg/kg
Number of males 5 5 5 5

Administration period

Ambulation (counts)

Smin A 1224 + 204 1159 + 165 1209 + 208 1219 + 351
10min 1164 = 193 1069 + 152 1014 + 314 1107 + 335
15min 941 + 201 992 + 215 1025 + 149 1012 + 321
20min 904 = 194 81 = 216 829 + 197 939 + 308
Total 4233 + 743 4052 + 638 4077 + 824 4277 £+ 1249

Rearing (counts)

Smin 29 9 30 = 8 28 + 12 31 + 10
10min 23 + 5 22 + 6 15 + 7 22 + 8
15min 14 + 6 18 = 6 17 + 5 17 + 10
20min 9 + 6 13 + 6 10 = 6 14 + 9
Total 75 + 17 83 = 20 70 + 28 84 =+ 34

Each value shows mean+S.D.
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B E B R-15-005

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

Table 21. Motor activity of female rats at the last week of the administration period

Group Control (vehicle: com oil CPN 30 mg/kg CPN 100 mg/k CPN 300 mg/k;
mg/kg mg/xe
Number of females 5 5 5 5
Administration period
Ambulation (counts)
Smin 1193 £ 103 1076 + 232 1304 + 305 1064 + 69
10min 977 + 125 925 + 280 1190 =+ 310 848 = 214
15min 770 £ 144 704 £ 248 860 + 215 694 + 147
20min 679 = 373 559 + 314 959 + 542 475 + 304
Total 3619 £ 512 3265 £ 949 4312 £ 1180 3081 + 572

Rearing (counts)

Smin 30 = 10 30 + 7 32 £ 16 24 =+ 10
10min 19 + 10 22 + 12 22 + 8 14 % 9
15min 6 = 5 10 + 9 6 = 4 7 + 7
20min | 8 =+ 12 7 £ 7 18 + 16 7 x 9
Total 63 =+ 26 70 + 26 78 + 37 53 + 28

Each value shows mean+S.D.
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FHERE B R-15-005

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

Table 22. Motor activity of female rats at the last week of the administration period, satellite group

Group Control (vehicle: com oil) CPN 300 mg/kg

Number of females 5 5

Administration period
Ambulation (counts)

Smin 1162 =+ 256 1208 =+ 136
10min 1178 =+ 215 1125 =+ 222
15min 1152 + 295 - 1041 £ 201
20min 1015 =+ 276 999 + 210
Total 4507 =+ 971 4373 = 708

Rearing (counts)

Smin 35 + 9 32 % 6
10min 37 + 9 35 11
15min 33 = 13 19 + 6
20min 29 + 19 2+ 13
Total 133 + 43 109 + 30

Each value shows mean+S.D.
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HEBAE S R-15-005

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

Table 23-1. Urinalysis in male rats

Group Control (vehicle: com oil) CPN 30 mgkg CPN 100 mgkg CPN 300 mg/kg
Number of males 5 5 5 5
pH
6.0 0 1 0 0
6.5 0 0 1 0
7.0 2 2 3 3
75 3 0 0 0
8.0 0 2 0 2
8.5 0 0 1 0
Protein
- (negative) 0 0 0 0
+(10 < and < 30 mg/dL) 0 1 0 1
+ (30 < and < 100 mg/dL) 4 3 3 4
2+ (100 < and < 300 mg/dL) 1 1 2 0
Glucose
- (negative) 5 5 5 5
Ketone
- (negative) [} 0 0 0
+(5 < and < 10 mg/dL) 0 2 0 0
+ (10 < and < 40 mg/dL) 5 3 4 4
2+ (40 < and < 80 mg/dL) 0 0 1 1
Bilirubin
- (negative) 5 5 5 5
Occult blood
- (negative) 5 5 5 5
Urobilinogen
=+ (normal) 2 2 2 3
+(2.0 < and < 4.0 mg/dL) 3 3 3
Color )
light yellow 5 5 5 5
Turbidity
- (negative) 4 3 5 5
=+ (trace) 0 0 0 0
+ (slight) 1 2 0 0
Red Blood cells
- (not observed) 5 5 5 5
White Blood cells
- (not observed) 5 5 5 5
Casts .
- (not observed) 5 5 5 5
Cristals
- (not observed) 0 1 0 1
*(afew) 5 4 5 4
+ (abundant) 0 0 0 0
Epithelial cells
- (not observed) 5 5 5 5
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

Table 23-1. Urinalysis in male rats

ABRZEF R-15-005

Group Control (vehicle: comn oil) CPN 30 mgkg CPN 100 mgkg CPN 300 mgkg
Number of males 5 5 5 5
Urine volume (mL/24hr) 145 =+ 3.6 191 =+ 12.2 163 =+ 34 243 = 6.2
Specific gravity 1.064 + 0.012 1.054 =+ 0.020 1.055 =+ 0.007 1.037 = 0.006 *
Electrolyte, density
Na(mEq/L) 1127 =+ 25.0 103.7 = 46.0 1053 =+ 339 624 = 18.6
K(mEq/L) 268.76 = 60.90 23351 +  104.00 22798 = 3599 146.16 = 27.87 *
Cl(mEqg/L) 1614 = 36.6 143.3 =% 66.0 1413 =+ 38.1 83.0 = 19.7
Electrolyte, gross volume
Na(mEq/24hr) 159 =+ 0.25 157 =+ 0.33 1.66 = 0.38 1.51 =+ 0.51
K(mEq/24hr) 375 = 0.33 356 = 0.75 364 + 045 344 = 0.52
Cl(mEq/24hr) 225 + 0.24 214 = 0.55 223 =+ 0.37 200 = 0.55

Each vatue shows mean + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HRERF 5 R-15-005

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

Table 23-2. Urinalysis in male rats of the recovery period

Group Control (vehicle: corn oil) CPN 300 mgkg
Number of males 5 5
pH
7.0 0 1
7.5 2 2
8.0 3 2
Protein
+ (30 < and < 100 mg/dL) 3 4
2+ (100 < and < 300 mg/dL) 2 1
Glucose
- (negative) ) 5
Ketone
- (negative) 0 0
+(5 £ and < 10 mg/dL) 3 4
+ (10 < and < 40 mg/dL) 2 1
Bilirubin
- (negative) 5 5

Occult blood

- (negative) 5 5
Urobilinogen

=+ (normal) 1 3

+ (2.0 < and < 4.0 mg/dL) 4 2
Color

light yellow 4 5

yellow 1 0
Turbidity

- (negative) 5 5
Red Blood cells

- (not observed) 5 5
White Blood cells

- (not observed) 5 5
Casts

- (not observed) 5 5
Cristals

- (not observed) 0 0

+(afew) 5 5

+ (abundant) 0 0
Epithelial cells

- (not observed) 5 5

+(a few) 0 0

+ (abundant) 0 0 -
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AERE S R-15-005

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

Table 23-2. Urinalysis in male rats of the recovery period

Group Control (vehicle: corn oil) CPN 300 mgkg
Number of males 5 5
Urine volume (mL/24hr) 16.5 =+ 4.6 21.1 =+ 34
Specific gravity 1.065 = 0.014 1.055 =+ 0.010
Electrolyte, density
Na(mEq/L) 1323 = 55.5 1035 = 27.1
K(mEq/L) 283.69 + 75.71 24442 = 42.86
Cl(mEgq/L) 166.1 =+ 59.0 1360 =+ 31.2
Electrolyte, gross volume
Na(mEq/24hr) 200 =+ 0.27 215 + 0.48
K(mEq/24hr) 442 = 0.35 505 =+ 0.49 *
Cl(mEq/24hr) 254 =+ 0.20 281 =+ 0.45

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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AERE 5 R-15-005

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

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

Group Control (vehicle: corn oil) CPN 300 mgkg
Number of females 5 5
pH
6.5 S 3
7.0 0

Protein

- (negative) 0 0

+(10 < and < 30 mg/dL) 1 1

+ (30 = and < 100 mg/dL) 4 4
Glucose

- (negative) 5 5
Ketone

- (negative) 1 0

+(5 < and < 10 mg/dL) 3 0

+ (10 < and < 40 mg/dL) 1 4

2+ (40 < and < 80 mg/dL) 0 1
Bilirubin

- (negative) 5 5
Occult blood

- (negative) 5 5
Urobilinogen

-+ (normal) 2 1

+(2.0 £ and < 4.0 mg/dL) 3 » 4
Color

light yellow 4 5

yellow 1
Turbidity

- (negative) 5 5
Red Blood cells

- (not observed) 5 5
‘White Blood cells

- (not observed) 5 5
Casts

- (not observed) 5 5
Cristals

- (not observed) 3 1

+(a few) 2 4
Epithelial cells

- (not observed) 5 5
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REREF 5 R-15-005

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

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

Group Control (vehicle: corn oil) CPN 300 mgkg
Number of females 5 5
Urine volume (mL/24hr) 92 =+ 3.5 10.1 + 4.1
Specific gravity 1.064 =+ 0.020 1.051 =+ 0.014
Electrolyte, density
Na(mEq/L) 1503 =+ 63.4 957 =+ 7.8
K(mEqg/L) 28635 +  102.18 187.46 = 70.66
Cl(mEq/L) 1855 =+ 80.7 1179 =+ 35.6
Electrolyte, gross volume
Na(mEq/24hr) 124 = 0.19 094 =+ 0.30
K(mEqg/24hr) 243 =+ 0.53 1.89 =+ 0.94
CKmEq/24hr) 1.55 = 0.38 121 = 0.68

Each value shows mean + S.D.
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RERZE 5 R-15-005

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

Table 24-2. Urinalysis in female rats of the recovery period

Group Control (vehicle: corn oil) CPN 300 mgkg
Number of females 5 5
pH
6.5 1 2
7.0 1 0
715 2 2
8.0 1 0
8.5 0 1
Protein
- (negative) 2 2
+(10 = and < 30 mg/dL) 1 1
+ (30 < and < 100 mg/dL) 2 2
Glucose
- (negative) 5 5
Ketone
- (negative) 4 4
+(5 £ and < 10 mg/dL) 1 1
Bilirubin
- (negative) 5 5
Occult blood
- (negative) 5 5
Urobilinogen
=+ (normal) 3 3
+(2.0 < and < 4.0 mg/dL) 2
Color
light yellow 5 5
Turbidity
- (negative) 5 5
Red Blood cells
- (not observed) 5 5
White Blood cells
- (not observed) 5 5
Casts
- (not observed) 5 5
Cristals
- (not observed) 1 1
=+(afew) 4 4
Epithelial cells
- (not observed) 5 5
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ABRZE 5 R-15-005

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

Table 24-2. Urinalysis in female rats of the recovery period

Group : Control (vehicle: corn oil) CPN 300 mgkg
Number of females 5 5
Urine volume (ml/24hr) 158 = 7.1 132 = 6.0
Specific gravity 1.047 =+ 0.019 1.061 =+ 0.016
Electrolyte, density
Na(mEq/L) 89.0 = 23.6 1220 = 25.5
K(mEq/L) 212.87 + 100.48 28423 + 68.14
Cl(mEq/L) 1204 + 55.6 1593 =+ 40.2
Electrolyte, gross volume
Na(mEq/24hr) 1.36 =+ 0.57 1.50 =+ 0.28
K(mEq/24hr) 315 + 1.26 344 =+ 0.47
Cl(mEgq/24hr) 1.80 =+ 0.75 1.94 =+ 0.36

Each value shows mean + S.D.
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HRERE B R-15-005

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

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

Group Control (vehicle: corn oil) CPN 30 mgkg CPN 100 mgkg CPN 300 mg/kg
Number of males 5 5 5 5

RBC 10000/uL 797 + 24 758 + 28 751 + 33 * 808 + 28
HGB g/dL 145 £ 0.6 142 + 0.3 135 + 04 142 + 0.9
Hematocrit % 429 + 14 421 + 09 398 + 0.6 * 417 £ 238
MCV fL 538 = 13 557 = 1.6 53.1 + 22 51.7 = 2.7
MCH pg 182 + 04 187 + 0.5 179 = 0.6 176 = 0.8
MCHC gdL 337 + 05 336 = 03 338 = 07 340 = 04
Platelet 10000/pL 97.0 = 136 847 =+ 82 946 + 158 973 = 109
PT sec. 164 = 1.7 149 + 13 143 + 13 173 = 5.5
APTT sec. 19.7 £ 29 19.7 + 2.1 187 + 1.2 198 = 23
WBC 100/pL 101.0 + 6.7 784 + 104 778 =+ 13.7 750 + 216 *
Neutrophil % 18.7 + 112 195 + 9.1 178 + 4.1 220 + 117
Eosinophil % 15 = 06 1.7 = 09 18 + 02 1.1 + 05
Basophil % 00 = 0.1 0.0 + 01 00 = 0.0 00 £ 0.0
Monocyte % 45 = 09 44 + 038 36 = 05 54 £ 13
Lymphocyte % 753 = 11.9 744 + 9.0 768 = 4.1 714 + 114
Reticulocyte % 2.86 = 043 311 + 040 298 + 0.26 3.11 = 0.26

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE B R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone 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) CPN 300 mgkg
Number of males 5 5

RBC 10000/ul. - 821 + 33 802 + 28
HGB g/dL 143 £ 0.7 144 + 03
Hematocrit % 424 £ 13 43.0 = 0.7
MCV fL 517 £ 1.3 536 + 22
MCH g 174 £ 0.5 179 + 0.7
MCHC g/dL 33.7 £+ 0.7 334 + 0.5
Platelet 10000/uL 1003 = 10.2 1043 = 106
PT sec. 158 £ 1.5 153 + 21
APTT sec. 178 = 1.4 19.1 &+ 25
WBC 100/uL 832 + 235 799 =+ 18.1
Neutrophil % 125 + 3.8 149 £ 58
Eosinophil % 14 + 04 1.5 £ 0.5
Basophil % 00 + 0.1 0.0 = 0.1
Monocyte % 39 + 04 49 + 1.7
Lymphocyte % 822 = 3.9 78.7 £ 74
Reticulocyte % 323 + 0.28 343 + 0.30

Each value shows mean + S.D.
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ABRE 5 R-15-005

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

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

Group Control (vehicle: corn oil) CPN 30 mgkg CPN 100 mgkg CPN 300 mgkg
Number of females 5 5 5 5

RBC 10000/uL. 637 + 37 620 + 51 620 * 25 663 * 48
HGB g/dL 124 £ 0.8 123 + 1.1 123 + 04 12.5 = 0.7
Hematocrit % 378 + 3.0 377 + 2.6 375 + 14 379 + 1.8
MCV fL 593 + 34 609 + 2.0 60.5 = 14 572 + 27
MCH pg 194 + 09 19.8 + 0.5 198 + 0.5 18.9 + 0.7
MCHC ' g/dL 328 + 0.5 326 + 0.7 328 + 03 33.1 + 04
Platelet 10000/uL 1132 + 170 107.0 + 11.5 1204 + 164 1323 + 203
PT sec. 134 + 04 129 £ 05 129 + 04 13.0 + 04
APTT sec. 147 + 19 153 £+ 0.8 144 + 1.2 155 = 0.6
WBC 100/ul 848 * 144 934 + 34.5 852 =+ 12.5 66.8 + 20.8
Neutrophil % 306 + 3.0 320 £ 8.2 338 + 8.5 22.1 + 59
Eosinophil % 09 = 0.1 08 = 03 0.7 + 04 06 + 03
Basophil % 00 + 0.0 00 + 0.0 0.0 = 0.1 00 = 0.1
Monocyte % 36 = 1.7 30 + 09 40 £ 09 58 + 1.1 *
Lymphocyte % 649 + 32 642 = 8.1 61.5 = 8.7 715 + 5.8
Reticulocyte % 831 + 143 8.08 + 1.35 7.86 + 1.05 8.56 + 247

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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SHERE B R-15-005

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

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

Group Control (vehicle: corn oil) CPN 300 mg/kg
Number of females 5 4

RBC 10000/uL 676 =+ 29 726 £ 65
HGB g/dL 129 £+ 0.5 13.5 + 0.7
Hematocrit % 383 + 1.8 394 £ 1.6
MCV fL 56.7 £ 22 : 545 + 3.1
MCH rg 190 = 0.8 187 £ 1.0
MCHC g/dL 336 = 0.5 342 + 04
Platelet 10000/l 851 + 6.3 95.7 + 15.2
PT sec. 123 + 0.2 120 + 03
APTT sec. 138 + 1.3 150 + 1.1
WBC 100/uL 426 = 7.7 458 + 143
Neutrophil % 16.1 = 2.0 184 = 11.1
Eosinophil % 20 £ 0.7 14 =+ 03
Basophil % 0.0 = 0.0 00 + 00
Monocyte % 27 £ 08 31 £ 02
Lymphocyte % 791 £+ 1.5 772 £ 113
Reticulocyte % 344 =+ 0.53 3.16 = 0.58

Each value shows mean + S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone 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) CPN 300 mgkg
Number of females 5 v 5

RBC 10000/uL 768 + 49 742 + 26
HGB g/dL 140 = 0.6 134 £ 0.3
Hematocrit % 418 + 1.6 398 + 0.5 *
MCV fL 545 + 1.8 537 = 1.6
MCH pg 183 =+ 0.6 181 £ 05
MCHC gdL 336 + 04 337 £ 05
Platelet 10000/uL. 90.2 + 142 925 = 39
PT sec. 11.8 = 0.6 11.9 + 05
APTT sec. 144 + 2.0 153 + 1.7
WBC 100/uL. 476 = 173 466 = 9.1
Neutrophil % 173 + 3.2 206 £ 79
Eosinophil % 23 + 1.0 14 + 0.6
Basophil % 0.0 = 0.0 00 =+ 0.1
Monocyte % 34 + 0.8 34 + 03
Lymphocyte % 770 £ 3.6 745 £+ 7.8
Reticulocyte % 3.07 = 045 3.05 + 035

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 Cyclopentanone by oral administration in rats

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

Group Control (vehicle: corn oil) CPN 30 mg/kg CPN 100 mg/kg CPN 300 mgkg
Number of males 5 5 5 5
Total protein g/dL 53 £ 02 56 = 0.2 55 + 04 57 = 0.2
Albumin g/dL 35 £ 00 36 + 0.1 35 £ 02 37 £ 0.1
AG 192 + 0.19 182 + 0.06 1.80 + 0.06 1.87 =+ 0.18
Glucose mg/dL 131 + 15 133 = 14 132 + 9 133 = 6
Total cholesterol mg/dL 51 £ 12 55 = 6 55 = 13 59 = 8
Triglyceride mg/dL 50 + 24 37 £ 9 41 = 20 25 + 11
Phospholipid mg/dL 86 = 14 88 + 8 87 + 18 89 = 11
AST UL 55 £ 9 52 £ 3 51 = 4 54 = 10
ALT U/L 27 = 3 26 = 3 25 + 2 28 = 5
v-GTP UL 0 £ 0 0 £0 0 =0 0 £0
LDH UL 114 = 73 97 = 60 92 =+ 41 93 + 59
Bile acid umol/L 157 = 174 144 + 74 1.7 + 43 182 + 10.8
BUN mg/dL 121 = 1.7 119 + 1.1 136 = 1.0 132 £ 1.6
Creatinine mg/dL 028 =+ 0.03 026 =+ 0.03 026 =+ 0.03 026 + 0.05
Total bilirubin mg/dL 0.06 =+ 0.01 0.07 = 0.00 0.05 + 0.01 0.06 = 0.01
ALP UL 477 + 87 505 + 98 521 % 111 400 + 64
Inorganic phosp horus mg/dL 57 £ 0.1 55 + 0.2 56 £ 05 54 % 0.5
Ca mg/dL 93 + 0.2 93 + 03 92 + 06 93 + 04
Na mEq/L 1445 + 04 1443 += 1.2 1450 + 1.0 1444 %= 1.0
K mEq/L 371 = 0.06 379 + 0.12 3.81 + 026 3.65 + 0.14
Cl mEq/L 1104 = 09 1104 + 1.2 111.7 + 1.1 1100 = 1.1

Each value shows mean + S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone 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) CPN 300 mgkg
Number of males 5 5
Total protein g/dL 57 £ 03 57 = 03
Albumin g/dL 3.7 £ 02 36 = 0.1
A/G 1.88 + 0.13 1.73 = 0.17
Glucose mg/dL 146 + 11 141 + 11
Total cholesterol mg/dL 70 = 11 71+ 23
Trigly ceride mg/dL 45 + 13 48 + 14
Phospholipid mg/dL 102 = 16 97 + 19
AST U/L 64 = 16 61 = 11
ALT U/L 28 + 8 32 =5
v-GTP U/L 0 + 0 0 + 0
LDH UL 111 + 78 137 = 144
Bile acid umol/L 9.7 + 19 128 + 44
BUN mg/dL 144 + 09 139 + 1.8
Creatinine mg/dL 031 + 0.04 029 + 0.04
Total bilirubin mg/dL 0.06 + 0.00 0.06 + 0.02
ALP UL 385 + 78 409 + 77
Inorganic phosphorus mg/dL 57 £ 05 63 = 06
Ca mg/dL 96 + 04 96 = 0.3
Na mEq/L 1442 + 1.1 1443 =+ 04
K mEq/L 385 £ 0.17 396 =+ 0.22
Cl mEq/L 1116 + 1.3 1105 = 1.3

Each value shows mean + S.D.
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ABRE S R-15-005

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

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

Group Control (vehicle: corn oil) CPN 30 mgkg CPN 100 mgkg CPN 300 mgkg
Number of females 5 5 5 5

Total protein g/dL 56 + 0.2 57 £ 02 5.7 = 0.1 59 + 03
Albumin g/dL 38 + 0.1 39 = 02 39 + 0.1 38 + 0.2
A/G 222 = 0.19 2.09 + 020 2.15 £ 0.18 1.90 * 0.09
Glucose mg/dL 113 = 9 110 + 9 122 + 2 114 + 3
Total cholesterol mg/dL 49 = 7 53 + 14 55 £ 9 59 =9
Triglyceride mg/dL 23 = 7 29 + 11 28 + 13 16 + 4
Phospholipid mg/dL 94 £ 11 103 + 23 102 + 15 100 = 13
AST UL 107 = 35 88 + 6 111 + 49 74 = 10
ALT UL 42 = 7 40 = 5 45 + 14 39 = 4
y-GTP U/L 0 £ 0 0 £0 0 £0 0 =0
LDH UL 113 + 78 163 + 95 130 = 57 121 + 103
Bile acid pmol/L 214 £ 236 134 + 75 163 = 9.9 o224 £ 145
BUN mg/dL 132 + 25 133 + 25 144 + 1.8 153 = 1.6
Creatinine mg/dL 030 + 0.05 033 + 0.04 036 =+ 0.08 034 =+ 0.05
Total bilirubin mg/dL 0.07 + 0.0t 006 = 0.01 0.06 =+ 0.01 0.06 = 0.01
ALP U/L 291 + 86 279 + 128 229 + 65 246 + 91
Inorganic phosphorus mg/dL 65 + 1.3 6.7 + 0.7 62 = 0.6 60 + 0.7
Ca mg/dL 9.6 + 03 97 + 03 98 = 03 96 * 0.3
Na mEq/L 1425 + 1.3 143.1 + 1.6 1433 += 14 1445 + 0.6
K mEq/L 367 £ 034 3.64 = 0.12 3.63 % 027 387 + 0.14
Cl mEq/L 1105 = 1.5 1114 + 14 110.5 + 2.2 1114 =+ 1.7

Each value shows mean + S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

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

Group Control (vehicle: corn oil) CPN 300 mgkg
Number of females 5 4
Total protein g/dL 57 £ 05 59 + 0.2
Albumin g/dL 39 + 04 42 = 02
A/G ' 219 + 0.15 251 + 0.25
Glucose mg/dL 104 + 13 118 + 18
Total cholesterol mg/dL 53 + 12 69 + 12
Trigly ceride mg/dL 8 = 3 11 £ 2
Phospholipid mg/dL 97 + 21 123 + 18
AST UL 71 + 12 64 = 15
ALT U/L 24 + 4 24 £ 4
v-GTP U/L 0 £ 0 0 =1
LDH UL 64 + 32 69 £ 26
Bile acid umol/L 143 + 13.1 150 = 10.0
BUN mg/dL 19.7 + 22 162 =+ 2.0 *
* Creatinine mg/dL 042 = 0.04 040 = 0.04
Total bilirubin mg/dL 0.07 = 0.01 0.08 = 0.02
ALP UL 286 + 98 311 * 163
Inorganic phosphorus mg/dL 50 £ 04 43 + 06
Ca mg/dL 92 + 02 93 £ 0.1
Na mEq/L 143.8 + 09 143.8 *= 0.9
K mEq/L 3.60 + 0.28 3.52 + 0.14
Cl mEq/L 112.6 + 0.9 111.6 + 14

Each value shows mean + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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RBRE S R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone 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) CPN 300 mgkg
Number of females 5 5

Total protein g/dL 59 £ 03 60 *= 02
Albumin g/dL 39 £ 03 40 = 0.2
A/G 1.99 + 0.19 1.99 =+ 0.16
Glucose mg/dL 142 £ 28 147 + 11
Total cholesterol mg/dL 78 + 21 61 + 10
Trigly ceride mg/dL 22 + 9 14 + 8
Phospholipid mg/dL 128 + 22 109 + 14
AST UL 80 + 24 64 = 7
ALT U/L 32 £ 13 25 = 7
vy-GTP U/L 0 0 0 =0
LDH U/L 90 = 45 85 =+ 51
Bile acid umol/L 140 + 7.1 153 + 6.7
BUN mg/dL 13.0 + 09 151 + 2.8
Creatinine mg/dL 036 + 0.04 038 + 0.06
Total bilirubin mg/dL 0.07 + 0.01 0.07 + 0.01
ALP U/L 205 + 48 231 + 103
Inorganic phosphorus mg/dL 56 = 0.9 62 = 0.6
Ca mg/dL 9.6 + 0.2 9.6 + 0.1
Na mEq/L 1447 + 09 1442 + 0.6
K mEq/L 3.82 + 0.17 377 £ 0.23
Cl mEq/L 111.7 + 0.6 109.7 + 1.5 *

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 Cyclopentanone by
oral administration in rats

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

Group Control (vehicle: com oil) CPN 30 mgkg CPN 100 mgkg CPN 300 mgkg
Number of males 6 12 12 7
Body weight (6] 508.5 13.7 4994 £ 379 4954 = 353 4488 = 17.1 **
Brain (mg) 20288 9.7 20589 + 59.3 20151 = 43.4 19926 =+ 118.7
(mg/g) 3989 = 0.077 4140 = 0.274 4.088 =+ 0.323 4444 = 0.295 *
Thymus (mg) 3286 = 65.9 3047 % 77.1 303.7 + 83.0 2375 =% 4338
(mg/g) 0647 = 0.136 0.612° * 0.163 0.612 * 0.156 0529 = 0.089
Heart (mg) 14476 = 155.7 14529 =+ 118.1 1440.1 = 83.8 13753 % 128.7
(mg/e) 2846 + 0.283 2911 = 0.133 2916 = 0.207 3.063 + 0.232
Liver (mg) 14011.0 = 782.8 13639.1 = 19849 139884 =  2063.0 126064 =+ 694.2
(mg/g) 27559 % 1.476 27222 2.298 28.140 = 2,758 28.085 =+ 1.035
Kidney (R) (mg) 16233 = 91.0 1658.7 + 1335 16950 = 151.5 16722 + 150.1
(mgip) 3191 = 0131 3322 = Ol 3429 = 0.287 3721 £ 0227 **
Kidney (L} (mg) 16309 == 83.0 16406 126.8 16915 = 157.7 1660.6 =+ 119.5
(mg/g) 3207 = 0.127 3.288 + 0.172 3424 = 0.328 3.699 0.193 **
Kidneys (mg) 32542 = 169.3 3299.2 =+ 255.1 33865 =+ 296.6 33328 =+ 264.6
(mg/g) 6.398 + 0.245 6.610 = 0.269 6.853 = 0.587 7420 + 0.399 **
Spleen (mg) 7954 =+ 131.1 853.1 = 202.1 8220 = 112.5 705.0 + 102.3
(ng/g) 1.563 + 0.238 1.698 =+ 0.292 1.661 = 0218 1.575 « 0.251
Testis (R) (mg) 17235 = 168.0 17535 =+ 151.2 1660.1 * 85.9 17495 + 169.8
(mg/p) 3390 £ 0326 3521 £ 0308 3373 £ 0360 3898 + 0343 *
Testis (L) (mg) 17321 + 152.4 17594 = 150.4 16440 = 713 17802 = 177.9
(mglg) 3407 + 0285 3534 = 0319 3339 £ 0338 3966 = 0359 *
Testes (mg) 34557 % 315.6 3513.0 =+ 298.1 33041 = 152.8 3529.7 % 345.4
(mg/) 6797 = 0.601 7.055 =+ 0.621 6,712 = 0.688 7864 =+ 0.697 *
Epididymis (R) (mg) 6576 + 446 6387 = 400 6432 = 415 6502 + 677
(mg/e) 1.293 = 0.081 1.284 = 0.107 1307 = 0.154 1450 =+ 0.159
Epididymis (L) (mg) 6334 = 486 6308 * 335 6269 * 342 6314 = 79.3
(mg/g) 1.245 =+ 0.080 1267 + 0.070 1274 # 0.140 1408 < 0.181
Epididymides (mg) 12910 =+ 90.3 12695 = 67.1 12701 =+ 73.0 12815 = 144.2
(mg/g) 2,539 = 0.155 2.551 % 0.170 2,581 * 0.291 2859 * 0.334

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 Cyclopentanone by
oral administration in rats

Table 29-1 (continued). Organ weights of male rats at the end of the administration period

Group Control (vehicle: com oil) CPN 30 mgkg CPN 100 mgkg CPN 300 mgkg
Number of males 6 12 12 7
Body weight ® 508.5 13.7 4994 = 379 4954 = 353 4488 = 17.1 **
Prostate, ventral (mg) 5805 =+ 167.2 5529 =+ 105.8 6220 128.9 559.1 = 106.1
(mg/g) 1137 =+ 0307 1114 = 0224 1259 £ 0261 1244 = 0216
Seminal vesicles (mg) 1718.3 = 164.5 15819 + 2978 17004 =+ 180.9 18446 = 163.3
(mg/g) 3375 £ 0259 3181 + 0638 3464 =  0.585 4120 + 0454 *
Thyroid gland (mg) 236 = 3.1 233 = 4.7 22 = 31 244 + 2.6
(mg/g) 0.047 = 0006 0.047 +  0.008 0.045 £  0.007 0.054 =  0.007
Adrenal gland (R} {mg) 250 = 2.9 267 = 38 270 % 33 289 1.8
(mglg) 0.049 £  0.005 0.054 =  0.007 0.055 +  0.007 0.064 = 0005 **
Adrenal gland (L} (mg) 266 * 3.0 299 45 285 + 38 309 + 23
(mg/g) 0052 =  0.006 0.060 =  0.008 0.058 +*  0.008 0.069 =  0.005 **
Adrenal glands (mg 516 + 5.6 566 = 8.0 554 & 6.9 599 =+ 37
(mg/g) 0.101 +*  0.010 0.114 = 0015 0.112 = 0.014 0.134 = 0.009 **

Each value shows mean + $.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 Cyclopentanone 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) CPN 300 mgkg
Number of males 5 5
Body weight ® 5145 =+ 213 5264 + 325
Brain (mg) 20453 =+ 98.0 20134 =+ 115.5
(mg/g) 3985 + 0316 3827 + 0124
Thymus (mg) 295.7 + 90.1 262.1 + 101.0
(mg/g) 0575 = 0177 0495 +  0.182
Heart (mg) 14693 + 1074 1480.8 =+ 91.0
(mg/g) 2856 +  0.171 2820 + 0226
Liver (mg) 13665.6 + 7369 146279 + 12803
(mg/g) 26.568 +  1.202 27762 = 1.044
Kidney (R) (mg) 1682.6 + 72.6 1678.1 =+ 86.9
(mg/g) 3271 = 0.083 3194 £ 0.191
Kidney (L) (mg) 1641.6 = 46.0 16672 + 1101
(mg/g) 3.193 +  0.083 3.173 = 0.229
Kidneys (mg) 33243 + 1068 33452 + 1953
(mg/g) 6464 +  0.124 6368 =  0.417
Spleen (mg) 7585 + 83.7 8052 =+ 106.8
(mg/g) 1480 +  0.206 1529 +  0.170
Testis (R) (mg) 17483 +  204.8 17566 +  198.9
(mg/g) 3.406 = 0453 3334 +  0.264
Testis (L) (mg) 17204 =  229.8 17729 + 1473
(mg/g) 3352 + 0502 3367 +  0.182
Testes (mg) 34687 + 4312 35296 + 3409
(mg/g) 6.758 +  0.950 6701 +  0.430
Epididymis (R) (mg) 666.9 + 67.7 659.9 + 50.2
(mg/g) 1298 +  0.142 1254 +  0.069
Epididymis (L) (mg) 679.1 + 56.9 678.0 + 48.2
(mg/g) 1323 +  0.139 1288 +  0.041
Epididymides (mg) 13460 = 1209 13379 + 96.5
(mg/g) 2621 £ 0274 2542 £  0.108

Each value shows mean + S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by
oral administration in rats

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

Group Control (vehicle: corn oil) CPN 300 mgkg
Number of males 5 5
Body weight (® 5145 = 21.3 5264 + 325
Prostate, ventral (mg) 6226 + 2585 5872 % 82.3
(mg/g) 1209 +  0.494 1.126 +  0.221
Seminal vesicles (mg) 1589.5 + 2429 19206 + 2426
(mg/g) 3.099 +  0.520 3.699 +  0.705
Thyroid gland (mg) 185 =+ 12 233 =+ 3.7 *
(mg/g) 0.036 +  0.002 0.044 +  0.006 *
Adrenal gland (R) (mg) 217 = 1.8 236 = 3.6
(mg/g) 0.042 +  0.004 0.045 +  0.008
Adrenal gland (L) (mg) 227 % 2.1 247 =+ 33
(mg/g) 0.044 =  0.005 0.047 =  0.007
Adrenal glands (mg) 444 =+ 38 483 + 6.7
(mg/g) 0.08 =  0.009 0.092 +  0.015

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 Cyclopentanone by
oral administration in rats

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

Group Control (vehicle: corn oil) CPN 30 mgkg CPN 100 mgkg CPN 300 mgkg
Number of females 12 11 10 11
Body weight ® 3166 =+ 228 3012 20.2 3158 = 18.0 301.7 14.2
Brain (mg) 19310 * 68.0 19009 = 8238 1832.1 %= 700 * 1869.0 + 87.7
(mgg) 6.127 = 0.489 6.334 = 0.446 5812 0.266 6.207 0.402
Thymus (mg) 2142 = 56.6 1943 61.2 2129 % 65.0 1756 = 44.7
(mg'®) 0679 = 0.182 0643 = 0.185 - 0670 = 0.182 0584 = 0.157
Heart (mg) 10155 = 64.3 10140 =+ 514 981.4 & 629 9940 % 37.0
(mgg) 3215 % 0.206 3373 % 0.160 3110 = 0.155 3299 = 0.129
Liver (mg) 99937 *  946.5 100500 + 8433 102029 = 7958 9943.1 £  718.0
(mgg) 31535 1.381 33383 = 1959 32328 + 2127 32983 £ 2233
Kidney (R) {mg) 10330 = 1126 1011.9 + 82.8 9745 <+ 91.0 1058.7 =+ 107.7
(mglg) 3283 = 0333 3370 + 0323 3.086 = 0238 3509 + 0312
Kidney (L) (mg) 10034 =+ 94.4 9979 = 90.5 9495 =+ 92.2 1033.8 =+ 76.6
(mgg) 3174 = 0.275 3322 %= 0.327 3010 = 0.292 3429 =+ 0.234
Kidneys (mg) 20414 = 205.0 2009.8 + 166.3 19240 =+ 1771 20925 =+ 178.6
(mg/g) 6458 +  0.601 6693 + 0629 609 = 0513 6938 + 0522
Spleen {mg) 7328 * 114.6 691.9 + 117.7 696.3 £ 84.7 7084 = 145.7
(mg/g) 2307 = 0.257 2290 = 0.301 2206 = 0.255 2345 + 0.449
Ovary (R) (mg) 53.1 % 6.3 556 + X 528 = 113 577 % 5.1
(mglg) 0.168 +  0.024 0.185 = 0027 0.167 =  0.035 0191 = 0015
Ovary (L) (mg) 54.1 = 6.0 536 = 8.9 525 + 6.6 579 = 7.1
(mge) 0.171 =+ 0.019 0179 =+ 0.034 0.166 =+ 0.018 0192 = 0.024
Ovaries (mg 107.1 = 58 192 = 12.7 1053 =+ 15.4 1156 =+ 8.5
(mg/g) 0.340 =  0.025 0364 = 0048 0333 =  0.044 0383 += 0026 *
Uterus (mg) 6419 =+ 92.1 689.0 = 845 6308 * 824 6825 = 74.9
(mg/e) 2033 =+ 0.292 2293 0.276 2003 % 0.279 2264 = 0.242
Thyroid gland {mg 164 = 37 164 £ 1.7 179 34 189 + 3.6
(mg'p) 0.052 = 0.013 0055 = 0.006 0.057 0.012 0.063 =+ 0.011
Adrenal gland (R) (mg) 360 = 44 339 =« 3.6 327 % 33 329 5.0
(mg/g) 0.114 = 0.013 0113 = 0.010 0.104 = 0.012 0.109 = 0.016
Adrenal gland (L) (mg) 385 42 376 & 42 346 = 2.7 359 * 7.6
(mg'g) 0.122 = 0.012 0125 = 0.014 0.110 = 0.012 0.119 = 0.024
Adrenal glands (mg) 744 = 79 716 = 7.7 673 + 58 68.8 = 12.5
(mg®) 0235 % 0.022 0238 = 0.024 0214 = 0.023 0228 =+ 0.039

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HAEREF 5 R-15-005

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

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

Group Control (vehicle: corn oil) CPN 300 mgkg
Number of females 5 5
Body weight ' ©® 281.7 =+ 16.9 2724 + 12.6
Brain (mg) 1889.8 =+ 90.9 1875.8 % 61.7
(mg/g) 6.723 =  0.407 6901 + 0452
Thymus (mg) 291.0 =+ 66.4 285.0 =+ 23.2
(mg/g) 1.044 = 0.287 1.050 =+ 0.121
Heart (mg) 909.1 + 55.1 873.8 + 80.4
(mglg) 3230 = 0.151 3204 =+ 0.189
Liver (mg) 72754 + 631.8 78554 =+ 741.3
(mg/g) 25844 = 1.929 28.964 = 3.963
Kidney (R) (mg) 8948 =+ 78.0 939.6 =+ 69.6
(mg/g) 3173 +  0.111 3452 = 0.255
Kidney (L) (mg) 883.8 =+ 872 9245 + 95.7
(mg/g) 3.151 =+ 0.175 3393 + 0.292
Kidneys (mg) 1783.6 =+ 163.9 1864.1 =+ 164.2
(mg/g) 6.325 =+ 0.282 6.845 =+ 0.536
Spleen (mg) 603.0 = 78.4 519.8 =+ 102.8
(mg/g) 2.136 = 0.170 1901 = 0.310
Ovary (R) (mg) 414 + 10.2 475 = 10.3
(mg/g) 0.146 =+ 0.029 0.174 = 0.033
Ovary (L) (mg) 46.1 = 10.4 471 = 8.1
(mg/g) 0.163 =+ 0.030 0.173 = 0.025
Ovaries (mg) 875 =+ 20.3 947 + 18.2
(mg/g) 0309 = 0.057 0.347 + 0.058
Uterus (mg) 4573 =% 86.6 5713 = 271.3
(mg/g) 1.619 = 0.270 2.085 + 0.958
Thyroid gland (mg) 184 = 22 182 + 2.5
(mg/g) 0.066 =+ 0.007 0.067 + 0.010
Adrenal gland (R) (mg) 322 « 53 335 = 34
(mg/g) 0.114 =+ 0.013 0.123 = 0.011
Adrenal gland (L) (mg) 341 = 5.5 341 * 4.7
(mg/g) 0.121 =+ 0.013 0.125 =+ 0.016
Adrenal glands (mg) 663 =+ 10.7 67.6 =+ 7.9
(mg/g) 0.234 + 0025 0248 +  0.027

Each value shows mean + S.D.
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HAERE S R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone 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) CPN 300 mg/kg
Number of females 5 5
Body weight (g 2852 + 29.9 2754 * 18.8
Brain (mg) 1899.8 =+ 69.0 1916.1 =+ 85.2
(mg/g) 6.714 =+ 0.693 6.983 % 0.554
Thymus (mg) 3134 88.6 » 2580 =+ 34.8
(mg/g) 1.089 =+ 0.221 0941 =+ 0.150
Heart (mg) 958.0 = 209.0 913.0 = 34.1
(mg/g) 3343 = 0.465 3324 =+ 0.187
Liver (mg) 70712 £ 1002.8 . 7271.0 =+ 360.5
(mg/g) 24723 + 1.002 26.501 =+ 2.230
Kidney (R) (mg) 9439 =+ 1119 970.2 =+ 87.7
(mg/g) 3309 =+ 0.127 3.521 % 0.180
Kidney (L) (mg) 9278 + 1213 9440 % 79.5
(mg/g) 3249 = 0.171 3429 =+ 0.211
Kidneys (mg). 1871.7 = 232.4 19142 =+ 164.8
(mg/g) 6.558 =+ 0.290 6.949 =+ 0.379
Spleen (mg) 4952 =+ 57.2 5249 < . 54.7
(mg/g) 1.758 = 0.319 1911 =+ 0.216
Ovary (R) (mg) 362 =+ 4.8 508 + 10.5 *
(mg/g) 0.127 = 0.017 0.185 =% 0.038 *
Ovary (L) (mg) 323 = 6.2 482 = 11.0 *
: (mg/g) 0.113 =+ 0.018 0.176 = 0.047 *
Ovaries (mg) 68.5 =+ 7.6 99.0 =+ 20.6 *
(mg/g) 0.240 = 0.018 0361 =+ 0.082 *
Uterus (mg) 7463 =+ 401.6 719.9 = 295.7
(mg/) 2.605 =+ 1.374 2612 =+ 1.002
Thyroid gland (mg) 16.7 = 4.5 164 =+ 22
(mg/g) 0.059 = 0.019 0.060 =+ 0.008
Adrenal gland (R) (mg) 318 =+ 7.2 356 =+ 3.6
(mg/g) 0.110 =+ 0.013 0.130 = 0.014
Adrenal gland (L) (mg) 307 « 3.7 388 =+ 58 *
(mg/e) 0.108 = 0.013 0.141 =+ 0.022 *
Adrenal glands (mg) 625 = 8.1 744 =+ 9.4
(mg/g) 0219 = 0.008 0271 =+ 0.036 *

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 Cyclopentanone by oral administration in rats

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

Group CPN CPN CPN CPN
Dose (mg/kg) 0 30 100 300
Findings Grade - P - P - P P
Adipose tissue
Nodule 5 1 12 0 12 0 0
Kidney
Recessed area 6 O 12 © 12 © 1
Liver
Diaphragmatic nodule 5 1 12 0 12 0 0
Pale colored area 5 1 12 0 12 0 0
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 Cyclopentanone by oral administration in rats

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

Group CPN CPN
Dose (mg/kg) 0 300
Findings Grade - P - P
Pituitary gland
Cyst 5 0 4 1
Thymus
Small 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 Cyclopentahone by oral administration in rats

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

Group CPN CPN CPN CPN
Dose (mg/kg) 0 30 100 300
Findings Grade - P - P - P - P
Ileum
Diverticulum ) 12 0 10 1 10 0 11 0
Stomach
Dark colored spot/area 11 1 11 0 10 © 11 0
Thickening, mucosa 12 0 11 0 10 O 10 1
Thymus
Small 12 0 11 0 10 © 10 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 Cyclopentanone by oral administration in rats

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

Group CPN CPN
Dose (mg/kg) 0 300
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 Cyclopentanone by oral administration in rats

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

Group CPN CPN
Dose (mg/kg) 0 300
Findings Grade - P - P
Adrenal gland
Enlargement 4 1 5 0
Malposition 4 1 5 0
Reddish area 4 1 5 0
Liver
Abnormal lobulation 4 1 5 0
Posterior vena cava
Malposition 4 1 5 0
Spleen
Cyst 4 1 5 0
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 Cyclopentanone by oral administration in rats

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

Group CPN CPN
Dose (mg/kg) 0 300

Findings Grade - + + 2+ 3+ P NE - + + 2+ 3+ P NE
Brain 5 5
Spinal cord 5 5
Pituitary gland

Cyst 4 1 5 0
Submandibular gland

Atrophy, acinar cell 4 1 0 0 O 5 0 0 0 O
Sublingual gland 5 5
Lymph node, submandibular 5 5
Thyroid gland

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

Ultimobranchial body 4 1 4 1
Parathyroid gland 5 5
Thymus 5 5
Heart

Degeneration/fibrosis, myocardial 2 3 0 0 o0 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 Cyclopentanone by oral administration in rats

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

Group CEN CPN
Dose (mg/kg) 0 300
Findings Grade - * + 2+ 3+ P NE - £ 4+ 2+ 3+ P NE
Lung
Accumulation, foam cell 4 1 0 0 O 2 2 1 0 0
Hemorrhage 4 0 1 0 O 5 0 0 o0 0
Bronchus 5 5
Liver
Fatty change, hepatocyte 1 2 1 1 o 1 2 1 1 o0
Microgranuloma 4 1 0 0 O© 5 0 0 0 0
Nodule, hepatodiaphragmatic 4 1 5 0
Tension lipidosis 4 0 1 0 O 5 0 0 0 0
Pancreas
Atrophy, acinar cell 3 2 0 0 0O 4 1 0 0 O
Stomach
Erosion 5 0 0 0 0 4 1 ¢ 0 0
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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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

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

Group CEN CPN
Dose {mg/kg) 0 300
Findings Grade - * + 2+ 3+ P NE - +* + 2+ 3+ P NE
Ileum
Edema 5 0 0 0 O 4 i 0 0 o0
Cecum 5 5
Colon 5 5
Rectum 5 5
Lymph node, mesenteric 5 5
Spleen
Deposit, pigment, brown o 2 3 0 o0 o 1 3 1 0
Hematopoiesis, extramedullary 0 1 4 o0 O 0O 1 4 0 O
Kidney
Basophilic tubule, cortex 2 3 0 0 o 1 3 1 0 o©
Eosinophilic body 5 0 0 0 O 2 1 2 0 o0
Fibrosis, focal 5 0 0 0 © 4 1 0 0 O
Hyperplasia, transitional cell 5 0 0 0 O 4 1 0 0 O
Urinary bladder
Mineralization 5 0 0 0 o© 4 1 0 0 o
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 Cyclopentanone by oral administration in rats

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

Group CPN CPN
Dose (mg/kg) 0 300
Findings Grade - * + 2+ 3+ P NE - ¢+ + 2+ 3+ P NE
Adrenal gland 5 5
Testis 5 5
Epididymis 5 5
Prostate
Cellular infiltration, lymphocyte 1 2 2 0 O 4 1 0 0 O
Seminal vesicle 5 5
Coagulating gland 5 5
Eyeball
Dysplasia, retina 5 0 4 1

Harderian gland

Cellular infiltration, lymphocyte 4 1 0 0 O 5 0 0 0 O0
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.

90

B %S R-15-005



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

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

Group CPN CPN
Dose (mg/kg) 0 300
Findings Grade - * + 2+ 3+ P NE - * + 2+ 3+ P NE
Adipose tissue
Necrosis, fat 0O 0 1 0 ©
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 Cyclopentanone by oral administration in rats

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

Group CPN CPN
Dose (mg/kg) 0 300
Findings Grade - £ + 2+ 3+ P NE - + + 2+ 3+ P NE

Pituitary gland
Cyst 0 1

Thyroid gland

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

Ultimobranchial body 3 2 4 1
Thymus

Atrophy 0 1 0 0 ©

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 Cyclopentanone by oral administration in rats

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

Group CPN CPN CPN
Dose (mg/kg) 0 30 300
Findings Grade - * + 2+ 3+ P NE - * + 2+ 3+ P NE - ¥ + 2+ 3+ P NE
Brain 5 5
Spinal cord 5 5
Pituitary gland
Cyst 4 1 5 0
Submandibular gland 5 5
Sublingual gland 5 5
Lymph node, submandibular 5 5
Thyroid gland
Ectopic thymic tissue 4 1 5 0
Ultimobranchial body 4 1 4 1
Parathyroid gland 5 5
Thymus
Atrophy 5 0 0 0 0 5 0 1 0 0

Hyperplasia, epithelial
tubule/cord 3 2 0 0 o0 4 2 0o o0 o

Heart 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 Cyclopentanone by oral administration in rats

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

Group

Dose (mg/kg)

Findings Grade

CPN

CPN
30

CPN
300

3+ P NE

+

+

2+ 3+

+

2+

3+ P NE

Trachea

Lung
Accumulation, foam cell

Metaplasia, osseous

Microgranuloma

Bronchus

Liver
Necrogis, focal

Pancreas

Stomach
Edema

Hyperplasia, squamous cell

Duodenum

Jejunum

Ileum
Thinning, muscular layer

5

0

0

0

0

0

o]

1

0

[¢]

Notes) -

No abnormal changes

P : Non-graded change NE: Not examined

Numerals represent the number of animals.
Not significantly different from control.

: Very slight + :

Slight 2+: Moderate
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats’

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

Group CPN CPN CPN
Doge (mg/kg) 0 30 300
Findings Grade - £ + 2+ 3+ P NE - + 4+ 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 o 1 4 0 O o 0 4 1 o
Hematopoiesis, extramedullary o 0 1 4 o0 0 0 3 2 0
Kidney 5 5
Urinary bladder 5 5
Adrenal gland 5 5
Ovary 5 5
Uterus 5 5
Vagina 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 Cyclopentanone by oral administration in rats

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

Group CPN CPN CPN
Dose (mg/kg) 0 30 300
Findings Grade - * + 2+ 3+ P NE - + + 2+ 3+ P NE - +* + 2+ 3+ P NE
Eyeball
Dysplasia, retina 4 1 5 0
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 Cyclopentanone by oral administration in rats

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

Group CPN CPN
Dose (mg/kg) 0 300
Findings Grade - +* + 2+ 3+ P NE - +* + 2+ 3+ P NE
Brain 5 5
Spinal cord 5 5
Pituitary gland
Cyst 4 1 5 0
Submandibular gland 5 5
Sublingual gland 5 5
Lymph node, submandibular 5 5
Thyroid gland
Ultimobranchial body 3 2 3 2
Parathyroid gland 5 5
Thymus
Hyperplasia, epithelial
tubule/cord 4 1 0 0 0 5 0 0 0 0
Heart 5 5
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 Cyclopentanone by oral administration in rats

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

Group CPN CPN
Dose (mg/kg) 0 300

Findings Grade - ¥ + 2+ 3+ P NE - * + 2+ 3+ P NE
Lung

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

Metaplasia, osseous 5 0 0 0 o0 4 1 0 0 o0
Bronchus 5 5
Liver

Fatty change, hepatocyte 4 1 0 0 O 3 2 0 0 o0
Pancreas

Atrophy, acinar cell 4 1 0 0 O 4 1 0 0 o0

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

Heterotopic gastric gland 5 0 4 1
Duodenum 5 5
Jejunum 5 5
Ileum 5 ' 5
Cecum 5 5
Colon 5 5

Notes) -~ : No abnormal changes z£: 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 Cyclopentanone by oral administration in rats

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

Group CPN CPN
Dose (mg/kg) 0 300

Findings Grade - * + 2+ 3+ P NE - + + 2+ 3+ P NE
Rectum 5 5
Lymph node, mesenteric - 5 5
Spleen

Deposit, pigment, brown 0o 0 2 3 0 0 0 0 4 1

Hematopoiesis, extramedullary 0 0 5 0 0 0O 0 5 0 0
Kidney

Basophilic tubule, cortex 4 1 0 o0 0 3 2 0 0 0

Mineralization 5 0 0 0 0 3 1 1 0 0
Urinary bladder 5 5
Adrenal gland 5 5
ovary

Luteinized follicle, cystic 5 0 0 0 o0 3 1 1 0 O
Uterus 5 5
'Vagina 5 5
Eyeball

Dysplasia, retina 4 1 5 0

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 Cyclopentanone by oral administration in rats

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

Group CPN CPN
Dose (mg/kg) 0 300
Findings Grade - * + 2+ 3+ P NE - * + 2+ 3+ P NE
Harderian gland
Cellular infiltration, lymphocyte 4 1 0 0 O 5 0 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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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

Table 34-3. Histopathological findings of female rats at the end of the recovery period [H.E. staining]

Group CBN CPN
Dose (mg/kg) 0 300
Findings Grade - * 4+ 2+ 3+ P NE ~ * + 2+ 3+ P NE
Liver
Fatty change, hepatocyte o 1 0 0 ©
Necrosis, focal o 1 0 0 0
Spleen
Deposit, pigment, brown o 0 o0 o0 1
Dilatation, cystic o 1 0 0 0
Hematopoiesis, extramedullary 0O 0 o0 1 o0
Adrenal gland
Hypoplasia 4 0 1 o0 o0 5 0 0 0 o0
Mineralization 4 1 0 0 O 5 0 0 0 0
Ovary
Decreased number, corpus luteum 5 0 0 0 0 4 0 1 0 0
Luteinized follicle, cystic 4 1 0 0 o0 5 0 0 0 ©
Utexus 5 5
Vagina 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 Cyclopentanone by oral administration in rats

Table 35. Results of observations about estrous cycle

Group Control (vehicle :comn oil) CPN 30 mgkg CPN 100 mg/kg CPN 300 mgkg

Number of animals examined 12 12 12 12

Pre-administration period

Number of animals showing type of cycle

4-day cycle 7 6 7 10
4/5-day cycle 3 2 1 0
5-day cycle 2 4 4 2
Mean length of estrous cycle in days; MeantS.D. (N) 43 = 04 (12) 44 = 05 (12) 44 £+ 05 (12) 42 = 04 (12)

Administration period

Number of animals showing ty pe of cycle

4-day cycle 8 8 7 9
4/5-day cycle 1 1 5 2
5-day cycle 3 .3 0 1
Mean length of estrous cycle in days; MeantS.D. (N) 43 = 04 (12) 43 = 05 (12) 42 = 03 (12) 42 = 03 (12)
Frequency of animals that show abnormal estrous cycles after the administration 0 /12 0 /12 0 /12 0 /12
Mean times of vaginal estrus during mating period; Mean+S.D. (N) 1.0 £+ 00 (12) 1.0 = 00 (12) 1.0 £+ 00 1D 1.0 = 00 (12)
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

Table 36. Results of observations about reproductive performance

Group Control (vehicle: corn oil) CPN 30 mg/kg CPN 100 mg/kg CPN 300 mg/kg
Number of mated pairs [A] 12 12 12 12
Number of copulated pairs [B] 12 12 11 12
Copulation index [(B/A)X 100,%] 100.0 100.0 91.7 100.0
Number of pregnant females [C] 12 11 11 12
Fertility index [(C/B) X 100,%] 100.0 91.7 100.0 100.0
Pairing days until copulation
; Mean+S.D.(N) 29 £ 12 (12 30 £ 11 (12) 27 £ 11 (11 23 + 12 (12)
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by
oral administration in rats

Table 37. Observation of offspring (F)

Group Control (vehicle: com oil) CPN 30 mg/kg CPN 100 mg/kg CPN 300 mgkg
Number of dams 12 11 11 12
Gestation length (days)

Mean + S.D. per dam 219 03 22+ 04 222 % 04 223+ 06
Number of corpora lutea

Total 192 181 181 200

Mean £ 8$.D. per dam 16,0 £ 1.9 165+ 18 165+ 18 167+ 12
Number of implantation scars

Total 187 175 171 193

Mean + S.D. per dam 156+ 1.8 159 £ 14 155+ 1.6 16.1 = 1.2
Implantation index (%)’) 975 £ 3.1 969 £ 3.8 947 £ 5.0 966 £ 4.5
Delivery index (dams %) » 100.0 100.0 100.0 91.7
Numnber of offspring at birth

Total 175 167 154 185

Mean + S.D. per dam 146 £ 1.6 152 £ 1.6 140+ 19 154+ 14
Number of live offspring at birth

Male 87 73 75 75

Female 84 85 71 91

Total 171 158 146 166

Mean + SD. per dam 143+ 18 144 £ 20 133 £ 2.8 138 + 46
Sex ratio

Mean + S.D. per dam 0.51 = 0.09 046 £ 0.13 053 + 0.14 045 £ 0.13 an
Number of dead offspring

Total 4 9 8 19

Mean + S.D. per dam 03+ 09 08+ 15 07+ 1.8 16+ 4.0
Delivery index (offspring) ¢

Mean% # S.D. per dam 939 £ 6.9 954 £ 59 90.1 £ 8.9 958 £ 4.7
Birth index ©

Mean% + S.D. per dam 917+ 79 90.2 = 8.6 854 + 163 85.9 + 27.7
Live birth index”

Mean% + SD. per dam 97.7 £ 6.3 948 £ 9.6 944 + 13.8 89.1 + 287

Number of offspring on day 4

Male 86 73 70 73

Female 82 85 69 91

Sex ratio ©

Mean % S.D. per dam 0.51 = 0.10 0.46 £ 0.13 0.51 = 013  (10) 045+ 013  (11)
Viability index 2

Mean% + S.D. per dam 982+ 33 1000 £ 0.0 90.9 + 302 987 £ 28 (1)
Number of external abnormalities ? 0 0 0 0

Mean% + S.D. per dam 00+ 00 00 00 00 00 00 00 (1D

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

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

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

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

£): (Number of live offspringat birth/number of offspring at birth)x 100.

g): (Number of live offspring 4 days after birth/number of live offspring at birth)x100.
i): Number of external abnormalities in live offspring at birth.

Figures in parentheses indicate number of dams.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

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

AERE = R-15-005

Group Control (vehicle: corn oil) CPN 30 mgkg CPN 100 mgkg CPN 300 mgkg
Number of dams 12 11 11 11
Male
Days after birth
0 68 = 0.3 6.7 = 04 6.7 £ 0.5 64 *+ 04
4 109 + 0.5 108 = 1.0 11.3 + 1.0 (10) 103 = 0.8
Number of dams 12 11 11 11
Female
Days after birth
0 63 = 03 63 + 03 63 = 0.3 62 = 04
4 10.3 + 0.5 102 = 0.8 106 = 0.9 (10) 9.8 + 0.7

Each value shows mean £ S.D. per dam. (g).
Figures in parentheses indicate number of dams.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

Table 39. General conditions in offspring (F:) before weaning

Group Number of offspring Days after birth

and general conditions 0 1 2 3 4

Control (vehicle: corn oil) Number of offspring 171 171 170 168 168
General app earance, No abnormality 171 170 168 168 168
General appearance, Death 1 2

CPN 30 mg/kg Number of offspring 158§ 158 158 158 158
General appearance, No abnormality 158 158 158 158 158
General appearance, Death

CPN 100 mgkg Number of offspring 146 146 139 139 139
General appearance, No abnormality 146 139 139 139 139
General appearance, Death 7

CPN 300 mgkg Number of offspring 166 166 164 164 164
General appearance, No abnormality 166 164 164 164 164
General appearance, Death 2
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

Table 40. Morphological observations of offspring (F)

Group Control (vehicle: corn oil) CPN 30 mg/kg CPN 100 mg/kg CPN 300 mg/kg
Dead pups
Number of dead pups 2 7 9 15 21
Number of missing pups 2 0 0 5
Number of dead pups examined S 94 15 (7 16 (11)
Number of dead pups with external changes 0 0 1 0
Micrognathia 1
Anophthalmia 1
Cleft palate 1
Number of dead pups with visceral changes 0 0 1 0
Micrencephaly 1
Live pups
Number of live pups examined (postnatal day 0) 171 158 146 166
Number of live pups with external changes 0 0 0 0
Number of live pups examined (postnatal day 4) 168 158 139 164
Number of live pups with external changes 0 0 0 0
Number of live pups with visceral changes 0 0 0 0

a) . . ..
including missing pups
Parenthesis indicates the number of offspring not examined bacause of their autolysis.
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2 BEREGORBRNERENTE

2) RESE
2-7wu,X)—,L (HPLC . LAF. 2-PrOH) Fesizk T3
3) HEs
EF X (R200D BX U MSA12035100DE) PIVRY 7R
HRrawhr57 EERIERT
KRR :GC-1TA(FARZa<=hr57), AOC-20i(F—hArP =2 %) C-RTIA (5 —Z ALk
&)
4) BEBRETOWRWEIRER T
@ EHEERIROTARGEER M ER 50 mg ZFREHEICEVERY, 2-PrOH IZIAUIEREIZ 10 mL &

5, ZOW 1 mL ZERICERY, 2-PrOH %Nz CIEMEZ 100 mL L., FEXEERK (9

50 ug/mL) &35, ZOWE 1., 1. 3 BLU'5 mL ZIEREICERY ., Zh e 2-PrOH #/N%C

IEREIT 50, 20, 20 LN 10 mL EUTIRBERIR (K 1, 2.5, 7.5 BXTF 25 pg/mL, St

%{T;) &3, BEREB I OEERRIIHE B S LB E 2B EL. & n=1 TH

U éo
© REHEEO T

(1) # 7.5 mg/mL K
BERE 1 mL ZERICED, 2-PrOH 22 TEMEZ 50 mL &3, EHIZ, 20K
1 mL #EMICED, 2-PrOH #/x CIEMEIZ 50 mL LU CRBHRKRET5 (1
3 ug/mL. FERE 2500) , FEHAR OFARIIHR S RABOFERMNE n=3 £ 75,

(2) #9 25 mg/mL &K
BERAK | mL ZIEREICERY, 2-PrOH 212 CTIEREIZ 50 mL 35, 20K 1 mL %
EREICERY., 2-PrOH #/NZ TIEREIZ 50 mL U CREHAKRE TS (F 10 pg/mL, 7
WK 2500), AEHER O FEIIHR SREOETUNS n=3 73,

(3) #9 75 mg/mL ¥R
BERAE 1 mL ZIEREZERY. 2-PrOH %% CIEREIZ 100 mL &35, ZO#K 1 mL
ZIEREIZERY . 2-PrOH 2% CIEMEIZ 100 mL & UCTREHARIRET S (59 7.5 peg/mL,
AR 10000) , BBHAROF B IR SR ORI D n=3 £ 2,
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Annex 3 (continued)

@ HRYWEDORERE :

PR (St 1~4) BIUORBHERZ TN TN TRORREM TH R/ N T7 41—
(CEVRBRZTT), FRERIRIIARE 3 BT o, BRI AL 1 FFSHEIEL,
BRIERB DI L TR B AV CRBHAR P OBRMEIRE AR | ZHIZH IR
FERU RGBT OWBMERELZE T, REROERITT —LBEED
EEAEEEE VD, o, ZEMRBRBMS A L2 ERROBEDE, & E5BED
BER (n=1, byEEa WA 2-PrOH T 2500 f5ICFHIRT2) % 1 BRIEL. SHBRYWHEIC
Y2V L e R T 5,

REREM

e Jankrs KFBRAZ AL HER (FID)

HT InertCap 624 (PN#20.32 mm, &30 m. FE/E1.80 um) ,

=P AT R

X¥UT HR ~Vr7 5 (He. 70 kPa)

BT NRE 50°C (0.5min) . 15°C/min. 200°C (240°C)*
*: R E R BHARZ R E T 556

HEADEBE 220°C

PR ZHEE 250°C

TEAE 1L

HEAFR ATV MR (B TV TR 1457)

A —b AT Z PR 2-PrOH

AT AEE M B E B AEATIZ2-PrOHZ 1EAIEL , 7~k T EOBIE
X E ORI B — 7 M3 2D AR
Do F1-, PIERIBRIB L ORIER T HITIEHEAIR (St 3)
Z1EIFSRPEL ., BIERBENII T BRIEK T % OGRF
R BLOY —7mBOL 2R 15, BE0FFLYE
IR R D203 =0.553 AN, ' — T FEH =5.0%LL N
(B EBRAARTIC R T BHEKR TR OREY) & B LD,

@ BMEOBE N

(1) B 5REOTRBEE T, M EALTCESHEMNTRFITA,
(2) EHERIRBS L OIS HEIR IR DR E L, IV T T, ¥ FMTTHETT5,
(3) ?%ﬁ%&:ﬁofé?ﬂﬂﬁ%fi (mg/mL) BXOZDOELZMEFEAL THIEEMNTT
T D,
4) ZE% . FHIEZE® . ZFEE%) . EHEEEO) BLOWEL & %) i3UER AL
TN INETETRT D,
(5) VAT LB EHEICBITDREMNIMBIALT, /MBI ETETT B,
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Annex 4

B Sonr )
a5 WTSOE

ZEMHERBRER

RER%E S R-15-005

REAEE:R-15-005
FMEAB: 20154210 B 27 B
BlEEARA: A 2015410 A 27 A (FARER)

gk byEaai B 2015411 A 4 A ({RE%SA)
RiEdkit: BFOBE
OB BB B
v HIERE &R FHoxY Bk BUTE MR EE &8" oz BREER
(mg/mL) &5 (mg/mL) %) ®) &5 (mg/mL) (%) % *)
7.50 1 7.58 101.1 100.7 7 7.74 103.2 101.4 102.8
2 7.50 100.0 99.6 8 7.57 100.9 99,2 100.5
3 7.52 100.3 99.9 9 7.59 101.2 99.5 100.8
T 7.53 100.5 ¥ 7.63 101.8 101.4
75.0 4 74.4 99.2 99.9 10 74.4 99.2 99.9 99.9
5 73.8 98.4 99.1 11 74.8 99.7 100.4 - 100.4
6 75.2 100.3 100.9 12 74.3 99.1 99.7 99.7
Fiy 74.5 99.3 Fiy 74.5 99.3 100.0

a): ZREFORERE / REURE X100, b): FRCHFORERE / FREROTIRERE X100, o) : FRERFORERE / FBEEOTHRERE X 100

REPEOHEILTE (R

A RBHR BRSO TS B (%) STHRIRE D 90.0~110.0%, ¥, - HERE (mg/mL) DIFBSEMRENENEIIED 90.0~110.0%LLH
THY, o, FNEEOFIRERECNTHREYME ORI EREDN (BER) OFBMEN 90,0520 L2 RTHET3



Annex b

WEBME  raa )y

ayhES : WIBOE

1 % . byEEIv

EERBRKER

AERE B R-15-005

REBRES: R-15-005

FRLEA B : 20154E11 A 98
HIESEA B : 2015411 89H

R RIEHE | CHAERE B THEE IEhox
REES ) ®) © B/AX100 N B/C X100

{mg/mL) (mg/mL) (mg/mL) - (%) %) %)
13 7.50 7.56 7.56 100.8 100.8 100.0
14 7.56 100.8 100.0
15 7.57 100.9 100.1
16 25.0 24.5 24.7 98.0 98.7 99.2
17 24.8 99.2 100.4
18 24.7 98.8 100.0
19 75.0 74.8 75.1 99.7 100.1 99.6
20 75.1 100.1 100.0
21 75.3 ©100.4 100.3

90.0~110.0%1 RS 5

%) PFRRRE

113




ABRZEH R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone 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 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
MO01001 - - - - - s s WY VY VWV VY VWV Y
MO01002 S e oo e oo 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 e e e e e e
M01003 e ...,
MO1005 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
MO01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - od od cd cd od cod
MO01008 P T . ...,
M01010 e ...,
MO1011 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
M01012 I R T T T P
Numberofmales 12 12 12 12 12 12 12 12 12

ae Twn
coocoCn e

S

3
coooOon N

iy
SO O OOR e
SO = =003

]
coococooZ o
coocoocomz
cocoo o
cocoo
coocoo o
ocoooco =
cococon D
coococozZ D
coococozZ o
cocoocooZ o
coooco
cocoocoozZ =
cococooco o
cooool D

e
Pre: Before administration, Post: after

-: General appearance, No abnormality .

a: Neck, Crust formation.

b: Mouth, Loss of teeth.

c: Anorectal region, Soiled perineal region.
d: Behavior, Abnormal gait.

e: Mouth, Salivation.

Appendix 1-1-1 (continued). General conditions of male rats

Control (vehicle: corn oil)
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 Post
M01001 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01005 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01008 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO1010 - . . - - - - - - - - - - - - - - - - - - - R . - R . - R R R - R -
MO1011 - - - - - - - - - - - - - - - - - - - - - . R . - . R - R R R - R -
MO01012 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number ofmales 11 11 11 -1 11 11 11 11 11 18 1¢r 11 1 11 11 11 1 11 1 11 11 1 fr 11 1r 11 1r 11 11 11 1 1 1r 11
- 1m 11 11 1111 11 1ro1oo1o1ro1 11 11111 111111 1to1o11o1io 1 111111 11 1 111111
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
b 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
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
a: Neck, Crust formation,
b: Mouth, Salivation.

(== - e
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

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

CPN 30 mgkg

MaleNo. Days of adminis
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
M02013 T S
M02014 .
M02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02018 - - T e
M02019 - - T e T T
MO02020 - - T e T S S S TR
M02021 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02023 - - T
MO02024 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
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

s S
<)
S
S
I~}
s
I~}
S
s
s
)

SR
53
S
5}
I~}
I~
I~}
s
5
I~}
s
s
I3
5
3
5
I~y
=4
=3
S
=3

a
b
c
d

cocoo
coooe
cocoe
coooe

e
Pre: Before administration, Post: after

-: General app earance, No abnormality

a: Neck, Crust formation.

b: Mouth, Loss of teeth.

c: Anorectal region, Soiled perineal region.
d: Behavior, Abnormal gait.

e: Mouth, Salivation.

Appendix 1-1-2 (continued). General conditions of male rats

CPN 30 mg/kg
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 Post
M02013 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02014 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO02018 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02019 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - -
M02020 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02021 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02023 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02024 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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
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 0 0 [ 0 0 0 0 0 0 0
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Neck, Crust formation.
b: Mouth, Salivation.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

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

CPN 100 mg/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 Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - . - - . - . . . . B
M03026 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03027 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - b b b b b b b b b b b
M03028 e ————...
M03029 - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03030 - - - - - - - - - - - - - - - - - - - B - - - - - - - - - - - - - - - - - - - - - - - - - - . . - .
M03031 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
M03032 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03033 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - . - - . .
M03034 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03035 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - a a a a a a a a a a a a a a a a a a a a
M03036 - - - - - - - - - - .- - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . - . - -
Numberofmales 12 12 12 12 12 12 12 12 122 12

B

B
IS
S S
S
]
Y]
s
5]
s
]
S
S
5]
]
]
IS
s
]
S
Y]
]
IS
5]
=
S
=
s
S
IS
Y]
IS
Y]
IS
5
s
s
N
IS
N
5

e e O
c o oo
coocoe
coocoo
cocooc o
o oo
N -
coo o -
co oo~
oo oo -
N
cC oo =~
S SO o=
SO O - -
cCoc o =Nw
oo o ~Nw
R - S V-)

[ 0 0
Pre: Before administration, Post: after istration,
-: General appearance, No abnormality.
a: Neck, Crust formation.
b: Mouth, Loss of teeth.
<: Anorectal region, Soiled perineal region,
d: Behavior, Abnormal gait.
e: Mouth, Salivation.

Appendix 1-1-3 (continued). General conditions of male rats

CPN 100 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 Post
M03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO03026 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03027 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03028 a a a a a a a a a a a a a a a a a a a a a a a a a a a a a a a a - - -
M03029 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03030 - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - . - - -
MO03031 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03032 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03033 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO03034 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO03035 a a a a - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO03036 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of males 12 12 12 12 12 12 12 12 12 12 12 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 10 10 10 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 1t 11 11 11 11 11 12 12 12

a 2 2 2 2 1 1 i 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 0 0 0
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 0 0 [ 0 0 0 0 0
Pre: Before ad. ration, Post: after ad ration

-: General appearance, No abnormality .
a: Neck, Crust formation.
b: Mouth, Salivation.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

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

CPN 300 mgkg
Male 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
M04037 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO04038 S e e e e e e e e e e e e e e L e e e e e e e e e e e e e
M04039 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04040 - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04041 E e
M04042 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO04043 S e 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 e e e e e e e e e e e e
MO04044 e
MO04045 S e e e e e e o 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 e e e e e e e e e e
M04046 - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04047 E ..
M04048 I

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 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 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 12 1 12 12

a 0 0 0 o0 o 0o o0 0 0 O 6o 0 o o0 o 0 0 0 0 o0 0 o0 0 0 0 0 © 0 o0 0 0 O 0 0 O © 0 O o0 O O O O O O 0 O O O O
b o 0 0 0 0 0 0 ¢ ¢ 0o 0 o0 0 0 O 0o O O 0 0O O 0 0 0 0 ©O0 0 O o 9 o0 o0 o o0 0 o o O o0 0o 0 0 0 O O 0 0 O 0 0
< o 0 o0 o0 ¢ 0o 0 0o ¢ 0o 0 0o 0 0o 0 0 O O 0 O O O O O O O0 O O o o0 o o o 0 0 0 0 0 o0 0 O 0 0 O 0 0 0 O [V
d o ¢ 0o 0o ¢ 0 0 o ¢ 0 0 0 0 0 0 0 O O 0 O 0 0 0 O0 0 0 0 O o o0 o0 o0 o o0 0 0 © o0 o0 o0 o0 O 0 O 0 O O O ¢ 0
3 0 0 0 o0 o0 o0 0 0 0 9 0 0o 0o 0o O O O 0 O O O O 0 0 0 © 0 o o 0 o o o o0 o0 0 0o o0 o0 0 O O 0 O O 0 O 1 [
Pre: Before administration, Post: after administrati
-: General appearance, No abnormality.
a: Neck, Crust formation.
b: Mouth, Loss of teeth.
c: Anorectal region, Soiled perineal region.
d: Behavior, Abnormal gait.
¢: Mouth, Salivation.
Appendix 1-1-4 (continued). General conditions of male rats
CPN 300 mgrkg
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 Post
M 04037 - - - - - - - - - - - - - - - - - - - - - - - B B - B - - - - - - - -
M04038 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04039 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 04040 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04041 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 04042 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 04043 - - - - - b - - - - - - - - - - - - - - - b - - - - - - - - - - - - -
MO04044 - - - - - - - - - - - - - - - - - - - - - b - - - - - - - - - - - -
M 04045 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 04046 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 04047 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04048 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Number of males 12 12 12 12 12 12 12 12 12 12 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 11 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 12 12 7
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
b 0 0 0 0 0 1 0 0 0 0 0 0 0 0 [ o 0 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0 [ 0

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

a: Neck, Crust formation.

b: Mouth, Salivation.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone 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

M01008 - - - - - - - - - - - - - - R
M01009 - - - - - - - - - - - - - - -
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.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats
Appendix 1-2-2. General conditions of male rats at the recovery period

CPN 300 mgkg
Male No. v Days of recovery

M 04044 - - - - - - - - - - - - - - -

M 04045 - - - - - - - - - - - - - - -

M 04046 - - - - - - - - - - - - - - -

M 04047 - - - - - - - - - - - - - - -

M 04048 - - - - - - - - - - - - - - -
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 .
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

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

Control (vehicle: corn oil)

ERE S R-15-005

Female No. Days of administration

1 2 3 4 5 6 7 ]

12

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

Fo1001 . - - - - - - - - - - - -
F01002 e oo e
FO1003 e e oo
F01004 e e e e e e e e e e e
FO1005 e e e oo
FO1006 e e e e e
FO1007 e e
F01008 Ce e oo
FO1009 e
FO1010 e oo e
FOL011 Ce e oo
FOL012 e e e

Numberof 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

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

120



AREREE R-15-005

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

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

CPN 30 mgkg

Female No. Days of

1 2 3 4 3 6 7 $ 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 il 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

FO2013
F02014
F02015
F02016
F02017
F02018
F02019
F02020
F02021
F02022
F02023
F02024

Numberof females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 122 12 12 12 12 12 12 12 12 12 12 12 1t 1 8 8 4 4 1 1 0 0 0 0 0 0 0 0 0 0 0 0
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1I 11 8 8 4 4 1 1 0 0 0 0 0 0 0 0 0 0 9 0

Pre: Before administration, Post: after
-: General appearance, No abnormality .
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

Appendix 2-1-3. General conditions of female rats
CPN 100 mghe

Female No. Days of administration

1 2 3 4 5 6 7 8 9 10 i1 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
F03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03026
F03027
F03028
F03029
F03030
F03031
F03032
F03033
F03034
F03035
F03036

Numberof femaless 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 11 ¢ 6 5 5 1 1 1 1 1 1 1 1 i 1 1 1 1 1
- 12 12 12 1 1

=
=
|
2
b
I
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t
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s
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¥
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¥
=
=
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o
S
'S

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

Appendix 2-1-3 (continued). General conditions of female rats

CPN 100 mgkg
Female No. Days of
26 27 28 29 30 31 32 kx] 34 35 36 37 38 39 40 41 42 43 4 45 46 47 48 49 50
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
F03034 - - - - - - - - - - - - - -

Number of females 1 i 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 i 1 1 1 1 i 1 1 1 1 1 1 1 [} 1 1 1 1 1 1 1 1 1 1 1 1 1 1 i 1 1 1
- 1 1 ! 1 i 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 1 1 1 1 1 1 1 1 1 1 1 1 i 1 1 1 1 1 1 1

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

Appendix 2-1-3 (continued). General conditions of female rats

CPN 100 mg/kg
Female No. Days of administration
51 52 53
Pre Post Pre Post Pre Post

F03034 - - - - -

Number of females 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 Cyclopentanone by oral administration in rats

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

CPN 300 mgke

Female No. Days of administration

1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 i3 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
F4037 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04038
F04039
F4040
F04041
F04042
F04043
F04044
F04045
F(4046
FQ4047
F04048

Numberoffemales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 8 5 5 3 3 0 0 0 0 1] 0 0 0 0 0 0 0 0 0

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 8 5 5 3 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pre: Before administration, Post: after i
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

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

Control (vehicle: cor oil)

Female No. Days of

1 2 3 4 5 [3 7 8 9 10 11 12 13 14 15 16 17 13 19 20 21 22 23 24 25

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 Pre Post Pre Post Pre Post Pre Post Pre Post
F05049 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05050 -
FO05051 -
F05052

F05053 -
F05054
F03055
F035056
F05057
F05058

10 10 10 10 10 10 10

10 10 16 10 16 10

10
10

10
10

10 10 10

Number of feamales 10
0 10 1010

10 10 10
10 10 10

55

1553
55
53
55
s3
55
s
55
55
55
53
55
55
55
55
55
55
55
5
SB[
55
55
55
55
55
55
55
55
55
55
55
55
53

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

Appendix 2-2-1 (continued). General conditions of female rats, satellite group
Control (vehicle: corn oil}
Female 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 Post
F05049 - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05050 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05051 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
* F05052 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05053 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05054 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05055 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05056 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05057 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05058 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 10 10 10 10 1 10 10 10 10 1 10 10 10 10 10 0 10 10 10 10 10 10 10 10 10 110 10 10 1 10 10 10 10 10
- 10 10 10 10 10 10 10 10 1 10 10 10 10 0 10 10 10 10 10 1 10 10 1 10 10 10 10 10 10 10 10 10 10 10 35
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

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

CPN 300 mgkg

Female No. Days of’

1 2 3 4 5 [ 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 2 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

FO6056 - o
FO6062 S 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 e e e
FO6063 T T T T T
F06064 T T T TP
FO6065 S S R T T R S S

Numberof females 10 10 10 10 10 10 10 10 10 10 10 10 0 10 0 1 10 1 10 10 0 10 10 1 10 0 10 10 10 1 10 11 10 0 10 10 10 10 10 110 10 16 10 10 10 10 11 1 10 10
- 10 10 10 10 10 10 10 0 10 10 10 1 10 10 10 10 10 10 0 10 10 10 10 10 10 10 10 0 10 10 10 1 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

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

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

CPN 300 mg/kg
Female 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 Post
F06056 - - - - - - - - - - - - - - - - - - - - - - - - - - - - B - - - - B B
F06057 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06058 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06059 - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . - - . . -
F06060 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06061 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06062 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06063 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06064 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06065 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 10 10 10 10 10 1 10 1©0 11© 10 110 110 11 10 110 10 10 10 10 10 10 110 10 10 10 10 10 10 10 10 10 110 10 10 5
- 0 10 1 10 10 10 10 10 11 10 10 10 10 0 0 10 10 10 0 10 110 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone 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 - - - - . T
F05055 S ..o oo
F05056 e .o Lo Lo
F05057 S . oL e o
F05058 oL

Numberoffemales 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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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats
Appendix 2-3-2. General conditions of female rats at the recovery period

CPN 300 mg/kg
Female No. Days of recovery

F06061 - - - - - - - - - - - - - - .
F06062 - - - - - - - - - - - - - - .
F06063 - - - - - - - - - - - - - - -
F06064 - - - - - - - - - - - - - - -
F06065 - - - - - - - - - - - - - - .
Number of females 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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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

Appendix 3-1. General conditions in dams during pregnancy

Control (vehicle: corn oil)
Dam No. Days of pregnancy
[} 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 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01005 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01007 a a a a a a a a a a a a a a a a a a a a a a a a a a a a
F01008 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01010 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO1011 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01012 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
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
- 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 Il 11 11 11 11 11 11 11 11 11 11 11 11
a 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 1 1 1
>: Excluded from analysis (not pregnant)
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
a: Neck, Crust formation.

Appendix 3-1 (continued). General conditions in dams during pregnancy

Control (vehicle: corn oil)
Dam No. Days of pregnancy
14 15 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 Post
F01001 - - - - - - - - - - - - - - - - - -
F01002 - - - - - - - - - - - - - - - - - -
F01003 - - - - - - - - - - - - - - - -
F01004 - - - - - - - - - - - - - - - - - -
F01005 - - - - - - - - - - - - - - - -
F01006 - - - - - - - - - - - - - - - -
F01007 a a a a a a a a a a a a - - - -
F01008 - - - - - - - - - - - - - - - -
F01009 - - - - - - - - - - - - - - - - - -
F01010 - - - - - - - - - - - - - - - -
F01011 - - - - - - - - - - - - - - - -
F01012 - - - - - - - - - - - - - - - -
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 11 11 11 11 11 11 11 11 11 11 11 11 12 12 12 12
a 1 1 1 1 1 1 1 1 1 1 1 1 0 0 0 0
>: Excluded from analysis (not pregnant)
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
a: Neck, Crust formation.
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REBRE S R-15-005

Combined repéat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

Appendix 3-2. General conditions in dams during pregnancy

CPN 30 mgkg
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
F02013 - - - - - - N - - - - - - - - - - - N - - - - - N N - -
F02014 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02016 - - - - - - - - - - - - - - - - - - - - - . N - . . - -
F02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02018 - - - - - - - - - - - - . - . - - - - - - - - - - - - -
F02019 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02020 - - - - . . - - - - - - - - - - - - - - - - - . - . - -
F02021 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02023 P - - - - T T - - - - - = - - T - D - - - Y
F02024 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
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 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 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
>: Excluded from analy sis (not pregnant)
Pre: Before administration, Post: after administration.
-: General ap pearance, No abnormality .
a: Neck, Crust formation.

Appendix 3-2 (continued). General conditions in dams during pregnancy

CPN 30 mgkg
Dam No. Days of pregnancy
14 15 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 Post
F02013 - - - - - - - - - - - - - - - - - -
F02014 - - - - - - - - - - - - - - - - - -
F02015 - - - - - - - - - - - - - - - -
F02016 - - - - - - - - - - - - - - - - R -
F02017 - - - - - - - - - - - - - - - - - -
F02018 - - - - - - - - - - - - - - - -
F02019 - - - - - - - - - - - - - - - -
F02020 - - - - - - - - - - - - - - - -
F02021 - - - - - - - - - - - - - - - -
F02022 - - - - - - - - - - - - - - - - - -
F02023 > - > - > 4 > 24 > . > o2 > 4> . > . > oo > 4> o2 > o2 > 2 > 2 > o2 > e > o2 > o> 2 > 2 > 2 > . > > .
F02024 - - - - - - - - - - - - - - - -
Number of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 5 5 0 0 0 0 0 0 0
- 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 5 5 0
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
>: Excluded from analysis (not pregnant)
Pre: Before administration, Post: after administration.
-: General app earance, No abnormality .
a: Neck, Crust formation.
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HEBRE S R-15-005

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

Appendix 3-3. General conditions in dams during pregnancy

CPN 100 mgkg
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
F03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03026 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03027 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03028 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03029 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03030 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03031 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03032 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03033 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03035 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03036 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
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 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 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
>: Excluded from analysis (not pregnant)
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
a: Neck, Crust formation.

Appendix 3-3 (continued). General conditions in dams during pregnancy

CPN 100 mgkg
Dam No. Days of pregnancy
14 15 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 Post
F03025 - - - - - - - - - - - - - - - - - -
F03026 - - - - - - - - - - - - - - - -
F03027 - - - - - - - - - - - - - - - -
F03028 - - - - - - - - - - - - - - - - - -
F03029 - - - - - - - - - - - - - - - -
F03030 - - - - - - - - - - - - - - - - - -
F03031 - - - - - - - - - - - - - - - - - -
F03032 - - - - - - - - - - - - - - - -
F03033 - - - - - - - B - - - - - - - -
F03035 - - - - - - - - - - - - - - - - - -
F03036 - - - - - - - - - - - - - - - -
Number of dams 1 11 11 11 1 11 11 11 11 11 11 11 11 11 11 11 5 5 0 0 0 0 0 0 0
- 1 11 11 11 1 i1 11 11 11 11 11 11 11 11 11 11 5
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
>: Excluded from analysis (not pregnant)
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Neck, Crust formation.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

Appendix 3-4. General conditions in dams during pregnancy

CPN 300 mgkg

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 - - - -
F04041 - - - -
F04042 - - - -
F04043 - - - -
F04044 - - - -
F04045 - - - -
F04046 - - - -
F04047 - - - -
F04048 - - - -

Number of dams 12 12 12 12
- 12 12 12 12
a 0 0 0 0

12
12

0

12
12
Y

12
12
0

12 12 12 12 12 12 12 12
12 12 12 12 12 12 12 12
0 0 0 0 [ 0 0 0

>: Excluded from analysis (not pregnant)

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

a: Neck, Crust formation,

Appendix 3-4 (continued). General conditions in dams during pregnancy

CPN 300 mgkg

Dam No.

Days of pregnancy

14 15

16

17

18

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 Post

F04037 - - - -
F04038 - - - -
F04039 - - - -
F04040 a a a a
F04041 - - - -
F04042 - - - -
F04043 - - - -
F04044 - - - -
F04045 - - - -
F04046 - - - -
F04047 - - - -
F04048 - - - -

Number of dams 12 12 12 12
- 11 11 11 11
a 1 1

O 00 o)1

S e w1

>: Excluded from analysis (not pregnant)

Pre: Before administration, Post: after administration.

-: General ap pearance, No abnormality.
a: Neck, Crust formation.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone 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 Post
F01001 # # - - - - - - - - -
F01002 #. # - - - - - - - - -
F01003 - - - - - - - - - - -
F01004 # # - - - - - - - - -
F01005 - - - - - - - - - - -
F01006 # # - - - - - - - - -
F01007 - - - - - - - - - - -
F01008 - - - - - - - - - - -
F01009 # # - - - - - - - - -
F01010 # # - - - - - - - - -
F01011 - - - - - - - - - - -
F01012 # # - - - - - - - - -
Number of dams 5 5 12 12 12 12 12 12 12 12 12

- 5 5 12 12 12 12 12 12 12 12 12
#:Animal was administred dosing formulation befor delivery, and no abnormality was observed on day 0 of lactation.
Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats
Appendix 4-2. General conditions in dams during lactation

CPN 30 mgkg
Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F02013 - -
F02014 # # - - - - - - - - -
F02015 - - - - - - - - - - -
F02016 #
F02017 - - - - - - - - - - -
F02018 - - - - - - - - - - -
F02019 - - - - - - - - - - -
F02020 - - - - - - - - - - -
F02021 - -
F02022 # # - - - - - - - - -
F02024 - - - - - - - - - - -
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 administred dosing formulation befor delivery, and no abnormality was observed on day 0 of lactation.
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.

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

Appendix 4-3. General conditions in dams during lactation

CPN 100 mgkg

Dam No.

Days of lactation

0

1

2

3

4

5

Pre

Post

Pre

Post

Pre

Post

Pre

Post

Pre

Post

Pre Post

F03025
F03026
F03027
F03028
F03029
F03030
F03031
F03032
F03033
F03035
F03036

I I

3=

H H

I o

Total litter loss on day 1 of lactation

Number of dams

8
8

8
8

11
11

10
10

10
10

10
10

10 10

10

#:Animal was administred dosing formulation befor delivery, and no abnormality was observed on day 0 of lactation.
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
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RBERE - R-15-005

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

Appendix 4-4. General conditions in dams during lactation

CPN 300 mgkg
Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F04037 - Total litter loss on day 0 of lactation
F04038 # # - - - - - - - - -
F04039 - - - - - - - - - - -
F04040 - - - - - - - - - - -
F04041 ## - - - - - - - - -
F04042 - - - - - - - - - - -
F04043 # # - - - - - - - - -
F04044 # # - - - - - - - - -
F04045 # # - - - - - - - - -
F04046 - - - - - - - - - - -
F04047 - - - - - - - - - - -
F04048 # # - - - - - - - - -

Number of dams 6 5 11 11 11 11 11 11 11 11 11

- 6 5 11 11 11 11 11 11 11 11 11
#:Animal was administred dosing formulation befor delivery, and no abnormality was observed on day 0 of lactation.
Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats
Appendix 5-1-1. Detailed clinical observations of male rats

Control (vehicle: corn oil)

Open-field observations
Male No. Gait Stereotypy Withdrawal reflex

Pre” T8b TIS T24 T30 T36 T42 R7° Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 RIl4

MO01001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M01002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M01003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

MO01004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

MO01005 2 2 2 2 2 2 2 2 2 2 2 3 2 2 2 2 2 2 2 2 2

MO01006 2 2 1 Sacrificed on day 18 of administration 2 2 2 Sacrificed on day 18 of administration 2 2 1 Sacrificed on day 18 of administration
MO01007 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M01008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01011 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total score 1:0 1:0 I:1 10 1:0 1:0 1:0 1:0 1:0 30 3:0 30 30 31 30 30 30 30 :0 1:0 I:1 10 1:0 1.0 1:0 1:0 1:0
(O] 12 12 (12 Ay gy a4y ay & 6 (12) 12y (1) A ayn an 4an & G (12) (12 (1) Ay ayn anp ay G G

2 pre-administration; b day 8 of administration; ¢ day 7 of recovery
Gait [ 2, normal; 1, abnormal gait ]

Stereotypy [ 2, not observed; 3, observed (rearing)]

Withdrawal reflex [ 2, normal; 1, hyporeflexia ]

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

Appendix 5-1-1 (continued). Detailed clinical observations of male rats

Control (vehicle: com oil)

Open-field observations

Male No. Urination Defecation

Pre’ T8b TIS T24 T30 T36 T42 R7° Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 RIl4
M01001 0o 0 0 2 2 1 1 0 0 0 0 0 o0 0
M01002 0 1 0 0 0 0 0 0 0 0 0o 0 o0 0
M01003 0 0 0 1 0 0 1 0 0 0 0 0 o0 0
MO01004 0 0 0 0 0 1 0 0 0 0 0 0 o0 0
MO01005 0 0 1 1 0 0 0 0 0 0 0O 0 o0 0
MO01006 0 0 0 Sacrificed on day 18 of administration 0 0 0 Sacrificed on day 18 of administration
M01007 0 0o 0 0 0 0 0 0 0 0 0 0 o0 0
MO01008 0 o 0 0 0 0 0 0 0 0 0 0 0 0 o0 0 0 0
MO01009 1 0 0 0 0 0 0 1 0 0 0 0 0 o0 o0 0 0o 0
MO01010 0 1 1 0 0 0 0 0 0 0 0 1 1 1 0 0 0 0
MO01011 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o
MO01012 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o
Total score 1 2 2 4 2 2 2 1 0 0 0 1 1 1 0 0 0 0
™) (12) (1) (12 an an ayn ayn & E) (12 (12 (12) an ay an an & 6

2 pre-administration; b day 8 of administration; ¢ day 7 of recovery

Urination [ frequency/30sec ]

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; Cage-side observation (posture, locomotor, vocalization, tremor, convulsion),
Observations made while handling (behavior while removing from cage, handling behavior, heart beats, body temperature, fur, skin color/mucous

membranes, lacrimation, exophthalmos, pupillary size, salivation), and Open-field observations (posture, exploration, piloerection, palpebral opening,
tremor, convulsion, respiratory rate, bizarre behavior, straub tail, grooming, vocalization, touch response, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

Appendix 5-1-2, Detailed clinical observations of male rats
CPN 30 mg/kg

Open-field observations
Male No. Gait Stereotypy Withdrawal reflex

Pre” T8b T15 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42

M02013
M02014
M02015
M02016
M02017
M02018
M02019
M02020
M02021
M02022
M02023
M02024

NN N NN DN DN NN N NN
NN NN N DN RN N NN NN
RN NN NN N NN NN
RN NN NN NN NN NN
NN NN N DD BN NN DD NN
RN NN NN N DN NN NN
DN NN DN BNDN NN DD
N NN N N BN NN DN
NN N DR NN NN DN NN
BN N RN N NN BN NN DN
BN N NN DN NN NDNDNDN
NN NN R DN NN NN
NN RN N DNBNDNDN DN NN
NN N NN DD NN NN NN
RN NN N NN N DD D DN
RN N NN DN NN N NN
NN NN NN NN NN NN
NN D N DD NN DN NN NN
NN R NN NN NN NN
DN NN N DNN NN N NN
NN RN NN NN NN NN

Total score 0 1:0 1.0 1:0 1:0 1:0 1.0 3:0 30 30 30 30 30 30 :0 1:0 1:0 1.0 1:0 1::0 1:0
™) 12) (12) (12) (1) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) 12y (12) (12) (12) (12)

2 pre-administration; b day 8 of administration

Gait [ 2, normal; 1, abnormal gait ]

Stereotypy [ 2, not observed; 3, observed (rearing)]
Withdrawal reflex [ 2, normal; 1, hyporeflexia ]

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

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

CPN 30 mg/kg

Open-field observations
Male No. Urination Defecation

Pre” T8b Ti5S T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42
M02013 1 0 0 0 0 0 0 0 0 0 0 0 0 0
MO02014 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02015 0 0 0 0 0 0 1 0 0 0 0 0 0 0
M02016 0 1 0 0 0 0 0 0 0 0 0 0 0 0
MO02017 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02018 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02019 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02020 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO02021 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02022 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02023 1 0 0 0 0 0 0 0 0 0 0 0 0 0
MO02024 1 0 1 1 0 0 0 0 0 0 0 0 0 0
Total score 3 1 1 1 0 0 1 0 0 0 0 0 0 0
™) (12 (12) (12) (12) (12) (12) (12) (12) (2) (12) (12) (12) (12) (12

b . .
2 pre-administration; day 8 of administration
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; Cage-side observation (posture, locomotor, vocalization, tremor, convulsion),
Observations made while handling (behavior while removing from cage, handling behavior, heart beats, body temperature, fur, skin color/mucous
membranes, lacrimation, exophthalmos, pupillary size, salivation), and Open-field observations (posture, exploration, piloerection, palpebral opening,
tremor, convulsion, respiratory rate, bizarre behavior, straub tail, grooming, vocalization, touch response, pinna reflex).

139



#ABRE 5 R-15-005

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

Appendix 5-1-3. Detailed clinical observations of male rats
CPN 100 mg/ke

Open-field observations
Male No. Gait Stereotypy Withdrawal reflex

Pre” T8b T15 T24 T30 T36 T42 Pre T8 TI5S T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42

N
N
N
[N
[\

M03025
M03026
M03027
M03028
M03029
M03030
M03031
M03032
M03033
M03034
M03035
MO03036

[\S]
N
[
N

N NN N DD NN NN NN
NN NN BN DN DN NN NN
DRNN N NN NN NN NN
VRN RN NN NN NN NN
NN RN DN NN NN DN NN
N DN DN DD BN DD NN NN
NN DN DR NN DN
BN NN DD NN N DN
NN RN N NN NN R DD
N NN NN N NN NN
NN RN NN DN DNDN NN
NONRN NN DN NN NN
DNDNN NN NN NN NN
NN NN N DNDN NN N NN
NN RN NN NN DD NN
DR NN NN NNDNDNDNDN
NN RN NN DNN NN N NN
NN NN N NN NN
RN DN NN DD N NN
NN RN NN NN NN DN NN
NN NN N NN NMDND NN

Total score :0 1:0 1.0 1:0 L0 L0 LO 30 30 30 30 3:0 30 3:0 :0 1:0 1:0 1:0 1:0 1:0 1:0
™) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12)

2 pre-administration; b day 8 of administration

Gait [ 2, normal; 1, abnormal gait ]

Stereotypy [ 2, not observed; 3, observed (rearing)]
Withdrawal reflex [ 2, normal; 1, hyporeflexia ]

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

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

CPN 100 mg/kg

Open-field observations
Male No. Urination Defecation

Pre T8b T15 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42
M03025 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03026 0 1 1 1 1 1 0 0 0 0 0 0 0 0
M03027 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03028 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03029 0 0 0 0 0 1 0 0 0 0 0 0 0 0
M03030 0 1 0 0 0 0 0 0 0 0 0 0 0 0
M03031 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03032 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03033 0 0 1 0 2 1 0 0 0 0 0 0 0 0
MO03034 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03035 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03036 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 0 2 2 1 3 3 0 0 0 0 0 0 0o 0
™ (12) (12) (12) (12 (12) (12) (12 12y (12) (12) (12) (12) (12) (12)

2 pre-administration; b day 8 of administration

Urination [ frequency/30sec ]

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; Cage-side observation (posture, locomotor, vocalization, tremor, convulsion),
Observations made while handling (behavior while removing from cage, handling behavior, heart beats, body temperature, fur, skin color/mucous

membranes, lacrimation, exophthalmos, pupillary size, salivation), and Open-field observations (posture, exploration, piloerection, palpebral opening,
tremor, convulsion, respiratory rate, bizarre behavior, straub tail, grooming, vocalization, touch response, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats
Appendix 5-1-4. Detailed clinical observations of male rats

CPN 300 mg/kg
Open-field observations
Male No. Gait Stereotypy Withdrawal reflex

Pre” T8b TIS T24 T30 T36 T42 R7° Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 RIl4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4

M04037 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04038 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

. MO04039 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04040 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04041 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04042 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04043 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

.M04044 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04045 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04046 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04047 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04048 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total score :0 1:0 1:0 1:0 1:0 1.0 LO 1.0 L0 3:0 30 30 30 30 30 30 30 30 :0 1:0 1:0 1:0 1:0 1:0 1:0 1.0 1I1:0
™) (12) (12) (12) (12) (12) (12) A2) ) O (12) (12) (12) (12) (12) (12) 12) ) ) (12) (12) 12y (12) (12) (12) 120 ) ©)

2 pre-administration; b day 8 of administration; ¢ day-7 of recovery
Gait [ 2, normal; 1, abnormal gait ]

Stereotypy [ 2, not observed; 3, observed (rearing)]

Withdrawal reflex[ 2, normal; 1, hyporeflexia ]

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

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

CPN 300 mg/kg

Open-field observations 9
Male No. Urination Defecation

Pre® T8" TIS T24 T30 T36 T42 R7° RI4 Pre T8 TIS T24 T30 T36 T42 R7 Rl4
MO04037 0o 0o 0 0 0 0 0 0 0 0 0 0 0 0
MO04038 0 0 0 0 0 0 0 0o 0 0 0 0 0 0
M04039 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO04040 0 0 1 0 1 0 0 0 0 0 0 1 0 0
MO4041 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO04042 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04043 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO04044 0 0 0 0 0 0 0 0 0 6 0 0 0 0 0 0 0 0
M04045 0 0 0 0 0 0 0 0 1 o 0 0 0 0 0 0 0 0
MO04046 0 0o 0 o0 1 1 0 o0 1 0 0 0 0 0 0 0 0 o0
MO04047 0 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0
MO4048 00 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0
Total score o 0o 1 0o 2 1 0 o0 2 0 0 0 0 1 0 0 0 0
) (12) (12) (12) (12) (12) (12) (12) (5) ) (12) (12) (120 (12) (12) (12) (1) 5) )

2 pre-administration; b day 8 of administration; ¢ day 7 of recovery

Urination [ frequency/30sec ]

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; Cage-side observation (posture, locomotor, vocalization, tremor, convulsion),
Observations made while handling (behavior while removing fromcage, handling behavior, heart beats, body temperature, fur, skin color/mucous

membranes, lactimation, exophthalmos, pupillary size, salivation), and Open-field observations (posture, exploration, piloerection, palpebral opening,
tremor, convulsion, respiratory rate, bizarre behavior, straub tail, grooming, vocalization, touch response, pinna reflex).

143



HRERE B R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats
Appendix 6-1-1. Detailed clinical observations of female rats

Control (vehicle: com oil)

Open-field observations

Male No. Urination Defecation

Pre® T8° TIS T24 T30 T36 T42 T49 L° Pre® T8® TI5 T24 T30 T36 T4 T49 L°
F01001 0 0 0 0 0 0 1 0 0 0 0 0 0 0
FO1002 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01003 0 0 0 0 0 0 1 0 0 0 0 0 0 1
F01004 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01005 0 0 0 0 1 0 0 0 0 0 0 0 0 0
F01006 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01007 0 0 0 1 0 1 0 0 0 0 0 0 0 0
F01008 1 0 0 0 0 0 0 0 0 0 0 0 0 0
FO1009 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01010 0 0 0 0 0 0 0 0 0 0 0 0 0 0
FO1011 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01012 0 0 0 0o 0 0 0 0 0 0 0 0 0 0
Total score 1 0 0 1 1 1 2 0 0 0 0 0 0 1
™ (12) (12 (12) (12) (12) (12) © (O 12 (12) (12) (12 12 (1) (1) O O (12

2 pre-administration; day 8 of administration; ¢ lactation period

Urination [ frequency/30sec ]

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; Cage-side observation (posture, locomotor, vocalization, tremor, convulsion),
Observations made while handling (behavior while removing from cage, handling behavior, heart beats, body temperature, fur, skin color/mucous

membranes, lacrimation, exophthalmos, pupillary size, salivation), and Open-field observations (posture, exploration, piloerection, palpebral opening,
tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

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

CPN 30 mg/kg

Open-field observations
Male No. Urination Defecation

Pre” T8" TI5 T24 T30 T36 T42 T49 L° Pre® T8 TIS T24 T30 T36 T42 T49 L°
F02013 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02014 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F(02015 0 0 0 1 0 0 0 0 0 0 0 0 0 0
F02016 1 0 0 0 0 0 1 0 0 0 0 0 0 0
F(02017 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02018 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02019 0 0 0 0 0 1 0 0 0 0 0 0 0 0
F02020 1 0 0 0 1 0 0 0 0 0 0 0 0 0
F02021 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02022 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02023 0 0 0 0 0 0 Not pregnant v 0 0 0 0 0 0 Not pregnant
F02024 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 2 0 0 1 1 1 1 0 0 0 0 0 0 0
™ (12) (12) (12) (12) (12) 1) © (O Ay (12) (12) (12) (12) (12) (12) O © (1

b .. . . .
2 pre-administration; day 8 of administration; ® lactation period
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]
Except the above findings, there were no changes in all animals; Cage-side observation (posture, locomotor, vocalization, tremor, convulsion),
Observations made while handling (behavior while removing from cage, handling behavior, heart beats, body temperature, fur, skin color/mucous

membranes, lacrimation, exophthalmos, pupillary size, salivation), and Open-field observations (posture, exploration, piloerection, palpebral opening,
tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats

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

CPN 100 mg/kg

Open-field observations
Male No. Urination Defecation

Pre® T8" TIS T24 T30 T36 T42 T49 L° Pre® T8 TIS T24 T30 T36 T42 T49 L°
F03025 0 0 0 0 0 0 0 0o 0 0 0 0 0 0
F03026 0o 1 0 0 0 0 0 0 0 0 0 0 0 0
F03027 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03028 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03029 0 0 0 0 0 0 0 0 0 0 0 0 © 0
F03030 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03031 0 0 0 0 0 0 0 o 0 0 0 0 0 0
F03032 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03033 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03034 0 0 0 0 0 0 0 O Notcopulated 0 0 0 0 O 0 0 0 Notcopulated
F03035 0 0 0 0 0 0 0 0o 0 0 0 0 0 0
F03036 0 0 0 0 0 0 1 o 0 0 0 0 0 0
Totalscore o 1 0 o0 0 0 o0 o0 1 0O 0 0 0 0 0 0 0 0
) (12) (12) (1) (12) (12 (12