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i, FHiE, B ORIB O EEOBEN D Sz 2 & D 250 mgkg/day, REEEOMERC
1% 1000 mg/kg 565 CEAKBDOEMENZRD BV Z L b 250 mgkg/day & &2 Hivs. AFE3sA4:
BVEPR 7 MR, 1000 mgkg P 5 CRER OVZELREOMER & bW TR B IZ H 2RO
DAVIR o722 &6 1000 mgkg/day & &2 HiLs. TEW)~OMREERL, 1000 mgkg % 5T
INE R OV 4 B OATROEAEER DGO iz 2 &b 250 mgkg/day & &% Hib.
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16. #5
AT Y OAFA L BN A S NI A DR~ OB HEET B 12012, AT/
S AU EMET y MOENRE L, AR LB BB RS L L bic, HHR
W, JORTTE, 2, EMREEMORER SR E ORI AR B RIS T AL
THFE LI

17. Fik

17.1. HEBYMER UK

1711, HERME

TBIE AT N7 a~F s Bl 7 anFin Ay, REE b4 methylcyclohexane,
CAS No. 108-87-2, B RIEHLE= (L15): 3-2230, Fig. 1] 1, 1672 CH:CH Yy, 4378 98.19,
Wk - PRIR: BEBHORKTHY, MERLAT 2. KITHE (1.6 2100 g/K, 20.0°C), T/L=
—)b, T VSR FEATSIERINC GIR. TIK: —6°C, BEEE (20°C): 0.769 g/mLTH 5 V.

B (GC): 99.9%]. AFHIE, =R - B - [RIEOSRM FTHRE L.
R DIREETROR « IBEZ TR L.

PERE R ST R 17
AFNTua~Fity  $WEBRERE 2E: 23°C RIE: 55%

(Lot No.: KWH4629) (a) == DRE & P 18.0-28.0°C  FFAELF: 40.0 — 70.0%
FRIE: 22.0 - 25.0°C FRME: 40.8 — 67.0%

(@) 2010 4F6 J] 25 H ($BRWEAFH)—2010 411 A 30 H (ES5HRK T H)

WEERO BRI %I I U7 iE OIS L7 R E (Lot No.: KWH4629) DihE
BRI O, (IR O EMEDSHERR S T

B G T, WG THAE T2 HEBRE OY 7L (1.0003 g) % BRUON -SRI E 11 BE
LI

1712, B84k

FrEnaiil [LLTF, Com oil, LotNo. VSN8411, VOH3633, /&R 2010 4£ 11 A 4 H
(V8N8411), 2012 29 H 12 H (VOH3633), RiEie: 7074 7 A7, RESEM: =iR]
.

Com oil DIRFIZFTOIRIE « I ZLIT IR LT,
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U IERR
g B BT IR i BT
Com oil BB R T 23°C T 55%
(Lot No.: V8N8411, EOMREE  FFAHF: 18.0-28.0°C  FFAEF: 40.0 - 70.0%
VOH3633) (a) FEHIE: 22.0 - 25.0°C I 40.8 — 58.5%

(a) 201099 A 21 B GABRBALAH)- 201045 11 A 29 H (Fi&aAELH)

17.2. BE5&E

1721, BE®REOHRR

BRI OB G BEE TG 272012, AFAT 7 a~F P o ONER (FRICKDMTIEER
L7emnoT7z) 8P (B RFE: AT250 M3 PB3002-S/FACT, A b7 —-+ kL R &th) #%, Com
0il T200 mg/mL R & 72D K OWEMEL, L7, 50 KT 12.5 mg/mL R4 OB FGRRIRIT,
200 mg/mL & FEE % Com oil TERIEAIR L CHARLL 7~

172.2. BEBREOREMERUVANEE

AR L L CCom oil % W VZfHBRURIRODZEEMEIZ OV THL, 1 & T 200 mg/mLOJREE TRRRLL,
B (FRTILE: 4°C, B BMS-500E3, AAT U —H—kaEtt) ) - K55 7 A& F 0,
SRR GREIRIE: 23°C) - Y - K T 6 MR & TREED /W2 & AR SIUTUV S P (Attachment 1).
FRGRE, JE1 MILLEOBEE THRL, BT T AR BT EINMITHE, Wik -
¥ REOFEETTRE L, W% 7 BLAIZER L.

B BRI BRI O 2 LU IR LTz,

$ Gk RE AR =R s HEE

0, 12.5, 50 }x® WA T AR WBMBEREEDOMR  RE: 4°C

200 mg/mL JREHE (a) JE (BMS-500F3, HAZ FFa&4uk: 2.0 -8.0°C
U — Rt FEHIE: 2.0-6.1°C

(b) 201010 A 13 H (WIEFFRIH)—2010F 11 A 30 H (&5 ME#% T R)
RE U BB BRI, SRR HRE H LI 5 B 21 20 DIRICEA L=,
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1723. BREBREDOHEBENEDREAE

TP MR O ER OB 5B6 R (%5 1 A) (T Lic S Bk OB iR E %
HAy v~ N7F7 (GC-2010, DA HEREENN 2 HWCIE L ((BEE bHfEn 3+
VI, FORER, WRYEREIIRETRBED 942-994%TH Y, I EO RN
(100.0 £ 10.0%) T&H 7= (Attachment 2).

17.24. BRETZSREDERY HL
BARTERINT, BH, R TRICEELE.

17.3. HBRBMRUEEERE

17.31.  EMRERURK

RERZIL, FERBRIC ISRV ST 28T, TORMFERPHALTHS Crl:CD
(SD) MHEZ ~ & (SPF, HAEF ¥ —/NL R « U—#att ABfE L 2 —) & V-
EhiE, 2010 49 H 22 BICFRBREEE LT 7 MERORE 62 T & it 42 T, ZQRREE LC 7 iR
M 62 B AT L7z, AT | HoOREGIIE, FRBREREDY 197-224 g, FABRREME A
180—208 g, AELEFMERAS 159202 g TH 7.

17.32. ®BERUVENWE

AT-L7-8WiZi3, i 201049 A 22 H -27 H) L YIfLHIR (G-t 2010 49 H 28
H-20104F 10 A 14 H, FA5REAME 2010 459 A 28 H 20104 10 A 15 H, ABCEAMES: 2010
9728 H-2010110 7 14 B) &#3¢F, ZORIC—RREO#EA 1 B 1 [, (KEHE (BT
FFE: PG-2002-S, PB3002 1% PB3002-S/FACT, * hT7— -« ML FEKEt) 2ATF#£ 18, A
TS5 0 WEETH), BT ALXOBNERETH, S oI QERMER SRS A 5T £
TO 14 HE (1 B 1[B) 17o72. R - BEEARFR O—RARRE, (REHERE R QWL 2 H 03558
D HINIRNE AR T LTz (Attachments 3-1—3-3, 4-1,4-2, 5-1—5-3, 6-1—6-3, 7-1,7-2, 8-1—8-3,
and 9-1 —9-3).

17.33. #anlt

B HBIERTHIC 2 B a2 2 W TIRE R 55T TR IR R AL 0 SRR 14
BENODEONMEFE L B X0l Lz, 72720, Ex OBIOIRENTFEHITD L 20%L4
NTHDH DL RATHDT U, BT B OREGFIE, BRI 301-399 g, F3BRAE
D3 237 -289 g, ASHCHEIER S 211 274 g TH o7z,

BT BRRIO O 6, K& - BLEWIE S OB VIRIZ 2 ITLa/tme=42 U  JiEREm e L
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7.
BET=2 ) o TR D o To 0 TR, B0 TR ) O/ T AR ER I, #F
Sy B ERER T AT T8 A S 17

17.34. {E{F#ER]
OEATRIIE, AT HIZBENEA 0 2 PO CRA~RE - BLEWIES (T 3 ) %
AL THT -7
YO - BIMEAIE 0)%/7~ iR S, ATHEH B R OWE - BikEmE S 2sEA L
o)V, BESUTROEr— .ﬁﬁ%ﬁ%&ﬁ kehE, REMEH BB OR), oikH
CRBLREERLOA), FRrE - Bl K%ﬂ#@%v&@@b%é‘éﬁ AL, B LIS LT EE
AENED 17, S 8I5% (FOB), ERIGEMRE R OMEIRIENL Blind THRE L7272, =
O OB TR E B L ORE - BULEME B 252 A LT 7L & Y T 7=,
IREWOEATEDNS, % 4 BICBEIMA 7 2V THEICREE S (T 247 #58ALT
177,

IHEWHORr—l Y, BEBRE R, 58, $EE (MEWEE, Wik es) KOWAERY
DAL, BILIZEST LT ULEWE 4 HICERY 7.

1735. BEFHRUHGEERE

L, WROEIE 23°C, FRETFT 55%, FARGE 12 R (B 4PR1T 6 B — 441% 6 1), #akKak
12 [A/A% (HHERE 7 4 L2 — %3l L= R) ICHERs S - B (E M 5 5%) THRIH L
7.

EEEOR  IBEZ I TIOR L.

YR E = R TE

E 5 5= (a) FRIE: 23°C FRAE: 55%
SRASE: 20.0 - 26.0°C SHZSE: 40.0 — 70.0%
FEAIfE: 22.0—23.8°C FEIAIE: 41.4—63.3%

(@) 20109 H 22 H @A TH)-20104 12 H 1 H (&5 A)

Y, W - BHEHAIR i R 7 o U A BRI 7 —30 (W: 240 x D: 380 x H: 200 mm) % VT
1 7r—%7- 0 2 TEOMERERIEEAIT & L, BEDUTRITAT L AR — % WO CER ]
B L7z BN, BEOr—UNTITo T, ZRECEEIERIY, 4k 18 HicA— b7 L—T B U7 5K
Wh A= T 5 AF 7 8l — (W:310 x D: 360 x H: 175 mm) (CEBICRE L, BRI, HE
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ST ZONEEERLL, WE 4 BICAT U L ARERER — % W TERIETE LT,

FaAR, AT L AR — D OZMBE T T AF v 78— ORI 1AM 2 [FIELE
TV, AT 2 L ARGGEE) — U R UKGRERR ST 2 WA 1 ML T~ 7z
WERTEOFER (RO ERIR) KO 0.02%KIERET Y U L KER TOERDE » 7l E
WX AHEITER 1 [EFER L.

RUCHEHERL O B4 T R e =2 — 8 G R0 L ik 2 D TEmTE =2 Y v 7 &
(Mycoplasma spp., Clostridium piliforme, HVJ, MHV, Corynebacterium kutscheri &2 X SDAV) % 3 fiE L
7o AL S AR ST HR L e =4 ) o FRARIZIWT, B AR 5 KO 2k
NSy (WA SRl

17.36. A

FNTIE, B S BA LINOERSRE (CRF-1, 4 ) = ZOUVEEHT T3S 2 4GRTRMIA

, AHIICEBESET-. 72720, FRlSREtEmEOSIRET A R OSECEEER OFIKET A (/W5 4 A)
I T 4 RpE D DR S 7. R O EIEEE I Eurofins Scientific Analytics IO

ka%ﬁk/\ A ) = VB TS Tt LTz, B, Salliluay Carc L7o &

HEMEDOFRIIN TH > 7=

17.3.7. 8K

T, KEK ARSI AV E ISR S W 2. BREK R OG5 Y B iR R OSSN E, R
iz t?rﬁ%ﬁé\ﬁ:%é WIIRASHRIEAE L ¥ — TR 6 )] Z L1z Lz, 2|,
Yl TOE LI EEOFANTH ~ 72,

17.38. K#

KE (o7 b—2, AAF v —L R DA~ St OMESR&KVEYEIREL, Eurofins
Scientific Analytics THJ 6 f&5H Z & AT HT L7z, il s TR L 7o B oostpH i
THoT-.

174, BB B5HFERVESHME

1741. BEERRMEEAE

ATy ua~F 0L, L CRROBICAICEIR I NS AlREERE X Db -0, bR
ELTHRAOZBRIN LT,

BEY, TAAR—FTIAT y FPASBEMEAT Y T (AREET7FH I8 2 0 7=
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F 4 AR=PTNRY 7o L RGERE (TLERRREA) 2RO TR T2, 548
TERECIY, &R GMRIEE TClRp%, HRfEIms L.

B 5REN, B5-RIZRBITOHEER OEREZIMEL L, 5mlkg THIILZ.
HeHEFENT A 1EE L.

FEABREECIY, SRR BI5E (FOB) KUY H S ERN BRI E 2 Fohii L 7-355 % B - 5-REZL 4R 8
30 75 — 10 57 17 2, RTHAB7eHRE% (FOB) % 30 L 72354 O &SRR 9 K5 00 47 — /AT 11
F 16 4y, BISEEENTE A EWH L735E OB GREITTR 9 KE00 47 - T 0K 31 5 Ch ol
RECRECIL, FEMIZEIES (FOB) % 50 L7155 & R - SR R 8 I 30 40 — 4 1 1FF 14
57, REAMZRBIE (FOB) %5566 L -8 OBRERENI TRIIRE00 77 — T4 0RE41 53 CTh o7z (15.2.
AR IEEIC DR - 72 2 LB ).

B BHAA U ORENTHE, AR OMEE & b 10 BB TH Y, (REEH I TR 319-378 ¢, £
ABREEMEDS 246 — 276 g, ASBCRFMERLAS 221 -252¢ Th o 7=

1742, HRE5HRRUEELAR
PeEHIRENE, OECD Guideline for Testing of Chemicals for Combined Repeated Dose Toxicity Study with
the Reproduction/Developmental Toxicity Screening Test (OECD TG422, March 22, 1996) (Z4E—>7=.

EARBRFERECIY, 72B0AT 14 HM & 2014 14 HREOAEE 28 HREIE L7z, 28 HEO® G544, 45
RO OV T 14 BRIOERE R AT 72

FEABREEMETIE, 28 HM & L7-. 28 HOPE 54410, SRR NS BB ER O -V T
14 AAOHIEHIRI 25T 7=

ARRCEMER T, JBCAT 14 AR, AECHIRIT (1-5 BRE), R 22 XX 23 BR) ROV
B4H GHM) TOERE Lz (42-47 HF).

RERMGBEREG 1 BEHEL, K5O RARE 1 BE L= F£7-, BBALGH 2482 0
H& L7
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17.51.

FalERE

Study No. 100430
Gl

FEHERLIE, DT LI &) (ISR E R G/ L L C3HAREL, OISR AR .
REEOEMWIEY, FTEEER N 1000 mgkg BEAHE 12 1] & 0 10 41, 250 KON 62.5 mg/kg BEETE 12
5l -5 & LTz,

BSR R

Wt @E D)

) VaaY%
it (mgkg/  (mg/
dry)  mb) t b
18 SES 0 0 1 61+ 51452
(Corn oil) (MO1101 -MOI1112)  (FO1151 —F01160)
: 2 2 4 6"1+67 51
; ‘ P
" e 623 123 0 (M02201 —M02212)  (F02251 — F02255)
. . X - 6162 S
T fTeentr 220 30 e (M03301 -M03312) (F03351 - F03355)
0,22 T o3
4% FRVY Iunkyy 1000 200 ) 616 5145

(M04401 — M04412)  (F04451 — F04460)

gt B ARG T R R
B8 AR T RSB

17.5.2.

AR

FERERRIE, DATIOR LI XD IS E R 5L LC3MERTE L, TOMICHIREZ 3T,
SREOBMIENY, MER 2618 L7,

BoR BT S, B (B 5)

i£3 (mg/kg/ (mg/ D .

day) mL) 58t

. *KTHE 12
R (Com oil) 0 0 A (FO1161 —F01172)

y N v pie 12

. . X . 12
3B AFTuAREY 250 50 (F03361 - F03372)

ATE AV Ioakty 1000 200 ¥4 12

(FO4461 — F04472)

176. I5EFENEHR
AFNT 7 anFF o OBGRIT, ey (%5200, 200, 500 &TF 1000 mgkg, f#HE)
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WEC ATEMERER 5 B, BGHIR: 14 AR ORFRLINE LTz, PIEREIIIBN T, 1000 mgke
TEOMERE CHIR EEOFATA OIFBERED S, HE Tl MO, AR, wEA
BEROHA L AT B —/VEOREDRED SN DR TH T

2T, HEBETlE, OECD Guideline for Testing of Chemicals for Combined Repeated Dose Toxicity
Study with the Reproduction/Developmental Toxicity Screening Test (OECD TG422, March 22, 1996) T
ERREE LTV 5 1000 mgkg ZE e s U, LITAk 4 T 250 mgkg 2R, 62.5mgkg &
{ERICHE L.

XHRE LR (Comoil) D&% HERMIE R GH#E & AR R G DREZBUT T2,

17.7. BIERUBREIEE

17.71.  ERERFHMERE

17.7.1.1. —fgiREE

T DOHBEOMHRE R C—ARREDOBIEY, REHIMPICRERTR OGS (5% 2-137493) @
1 B2\, EEHEFICT B 1EROERBIZ B To7.

B WI PICR R B2 (FOB) % 93t L7358, FHEl7eBI52 (FOB) #& TkizBEH% ORIk
MEEEIEI UT-. 7=72L, FFM72#52 (FOB) %2179 BNCIRIEAHER X NT-H41, F e —kik
REE UCReE LTo (152, MBGHLE it o7 Z L2 H).

HEEREAIE A M L7551, BRESERER THRICR SO —CREABIZ LT,

17.712. A&

(AEE, 1B 2 BALE L7 [AER: 51, 4, 8 11, 15, 18, 22, 25, 28 &(}29 A ([
|1 H), Fig4, 8 11, 14 KT*15 A (B RFE PB3002, PG2002-S XiE PB3002-S/FACT, A
77— b FEEREH)).

17.71.3. {EEEE

FEAEENS, 1ERNC 211 HEA2RIE L7z [HEOFRERER: 5.2, 5, 9 K 12 H, [HiE 2, 5,
9 KNI12 H, MEOFRENTER: %52, 5, 9, 12, 16, 19, 23 X026 H, [MHE 2, 5, 9 V12
H (BFARE PB3002, PG2002-S XI% PB3002-S/FACT, A bJ— -« hL FEE&th)]. BAIED
Tables, Figs & O} Appendices DFRIZFREDRIER & L7~

17.71.4. {EXKE
FoKRENL, 1 21011 BEZHIE L [HoOZEHIER: 52, 5, 9 XOV12 H, [Al{E 2, 5,
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9 KON 12 H, MEOFRERIER: #£52, 5, 9, 12, 16, 19, 23 K126 H, [EIF2, 5, 9 KT 12
H (BBFXFE: PB3002, PG2002-S 313 PB3002-S/FACT, # hF— -« b L RSt EAED
Tables, Figs & " Appendices DFR{FFEEDRIEH & L.

17.7.1.5. 285 (FOB)

NN, BESITR, #e57, 14, 21 K127 RICTFRD D)=-3)DHER 25 L. #B5H

DERELNT, F1EOMF43 5y — 14 2120 0 F TORNZER L7-. H5HFhOEY, 8558

1 B (R TREA: G145 5767 43) 10EME L7-. BEEILIITEE L, Blind THEMEL7-.

1) &5, IREePASKREE, FEHTE GRIEOH 3 AW, KIEHERRESR), BT E178)), MRIE
S OSAE MEREg S A — DN TBIEE LT

2) T—UnbLOHLIAE, NG, FORER, SCEOIREE, FEOWREE, R, W, IE,
e FL A O R REI LT o R f > TR LTz

3) HHR, HHE, B L0 KOESAVEEIIA 77 4V RNT2 58I L. F
7o, RIRRHCAMTIRGE, ERMGEASHINGE, REEE, BETEINCENSEA—T 7 40— K
NTEE L.

17.7.1.6. BREGERE

B HHIME TREARREIZ OV, 85270 OFEHIZBIEZR (FOB) & T IS, BT,
R RO, TR R OYR RN 2 ED ETRE L. BEEIIITIEE L, BlindTHEfEL
77,

17.71.7. BABIE

B G ARG FRERIRGIC W, &5 27 B ORRRISERKIK 1412 CPU 77— (San Diego
Instruments Inc.) % VT, IR OMEIROR )% 5 FHAIE L=, RiE & RIEEZ R 72 iko
3 MIEHE OB % Z OB OB AL U, HIEFIISEEE L, Blind THEiE L7z

17.7.1.8. BFREBEAE
B GHIRE T ERARBIZ DV T, #1526 BT Activity Monitor (MED Associates Inc.) Zf#f L, #=
TEKLOSLD 230 FEAZOWTREAR | IR 5 2 RERETE T 10 43R CRIE L 7-.
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17.7.19. [RiE&E

B GHARRTAT (FE G 22 A, MEI&RG 24 A, BGRBRIEE G (&SR TROSIBR A
g, [RIEIIRRETET (EHE 12 B) (ZEREEIRE T RO S B 2o T, BRR 7 — V& v
THOR - K T CHRER AR L7, D%, 51K CTHAER - FA7K T C 24 FER 2B L 7=
B LT RIZOWT, LT OREZ T L7, BIEHRORITBEE L.

H H B E FH % i &
e g e CEmaN 4
RE (UV)? Eﬁggﬁ"fgﬂ?ﬁ PB3002-S/FACT (A kT —+ |
L FERAEH)
{7 SNEHIE —
JESTRUPREE TR |
FREEE (SG)Y JE TR Y~y MDD (R EH= o
)
pH”
EAE Y AN e
7 R RTIEE an
S 3 A A S AN —7 N
Z; ;{if‘/ 2 PRI (VAL ANVRTT - A
AL a) TITI)AT A 71%3&{3‘\6:)
by ) —4?
s R TRIR B T g W G ) > AR

a) FER
b) 24 BERER
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17.7.1.10. MR EIRE

RAAMERG-OFR (%529 A) KOBEIEMIFHE TE (EHE 15 F) 12X S 2 —F R oA
OIEFERNTL L. (40 mgkg) 12X DB T CIERENRS EDTA2K 2—F ¢ 7 Fa—7 (W)
= 7 FMIEZERMAE, VP-DKO052KO05, 7 /L ek th) (il 2 5RE L (FREMEEAL: 2FR1T 9 B 30
45— 11 W03 4y, ERIMMELL “FRT9 HE39 2y — 11 KF 14 4Y), UL F O M Fes s EiiL7-. 8
3, BT EOBENE, | BRI ERR L T ORm L-. e e U, IEMEEEE
R VRT T AT U N T 4 7Y ) — 7 U REE, iRE 32 wv%l “ U BET R U D LT
RLERFR, ELLAEE [#94°C, 3000 mpm () 1972xg), 15 43, =048 CF8DL, H 37 Tkt
LT M2 AV TRIE L=, ER OB MRI B 7=

I H B E Kk it 0 # 2

AriiERE (RBC) —A 7 u—DC WMk

~NESOE VR SLS ~E/ Bk

~v h7 U ME TRILER L R Bk

1 /MR L—A 7 u—DC Wik

FFRMEREFE (MCV) RBC X ONHCT &0 B ZITH A B R
HRIMER I B E: (MCH) RBC XTHGB LV & giogo;v 7 ARAEAL)

EFRIMERI AR (MCHC) | HCT R OVHGB LY EiH
FnEkEL (WBC)
HERSE Jua—t A F AR —Ik
RBIR R Bk R

7'a ho e R (PT)

. . 4= H B ifi iR T
TEMALER Y b e oR " Fist < N ft
75 2F LR (APTT) R Séff)m (A A7 2Bk

TATN =R

177 .11 MR LFRRE

MR PRI O Mg &[RRI RS REIRD O 8 L 72 Ik 3307 B[R9 4°C, 3000 tpm (7
1972xg), 15 73f#, w04 CF8DL, Hy THERIUGH] U TB-midls, mikE b romailE
HIfLE (0.6mL) 1 A&, MeALE HITEHIME (0.3 mL)3 AR OREHIME (0.3 mL)4 AR50
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THHLL 72 (PIN3i)F =—77: Safe-Lock Tubes, 1.5mL, T w32 F/L 7S, M dR/LE
TN TE F I B OMR B & T XA RN RE LTz,
MR CZEAORERIE MBI W, LU OMaRE VRrmsE 2 Em L, HEROFEEMEL

BEEEL /7.
H A g F Ik % =
AST MDH-UV £
(ISCC HFEA LX)
ALT LDH-UV
(JSCC = bATICE)
ALP p= ko7 ==Y U
(JSCC FFEHEALHIISIE)
v-GT Ly-7 VB I V3T VAR X 4
= hue7=1) FEERE
(ISCC (L ATIE)
Mol 2AF@— COD-HDAOS 1£
NI ZUETA R GPO-HDAOS i N
(7' Uk U HEE A HE T E
AU 400
WEA Biuret /£ (RN Z=w e =L H—
LTIy 7 L7 F =+ —FF-DAOS &

me ey
7 R
LY o
HL 7 I (Ca)
J R U7 (Na)
A1V UL (K)

W (D)

BOD ik

~%F Y ¥ —£-G-6-PDH ik
PNP-XDH %

0-CPC %

A A BRERR S

A A BRERR S

A A AR E R

38



Study No. 100430

dERR
HH | oE ok it JH ¥ 28
TIAT I BASEME (BEXVKENE) B
&R AED D E
AG RENEE (BEXVKENE))LO | BEIEKUKEIZLE
B AES 320
Ry~ ea—)LF—-
PN F AT 4 NS
17.7.1.12. A HRILE DBIFE
A AR L RE R Mg & OMRE A MG ORE SR OIEE 4 LU FIo R L.
T RAER L RESPT IR
AV MEMTL  Safe-Lock FBIGE 7 U —H— AR TE: -80°C
BEROMRSERME (@) Tubes, 1.5mL  ULT1786-9ID (Kendro P& -90 —-70°C
(=X R/ Laboratory Products) FEHIE: -84 — -73°C
7 #RAEAT)

(@) 20104F11A 128 (WIEHEIMLE)-20105128 178 (ITH T A)

B SEIRE TERIBREIZOWT, MY a— R a= (T3), 1 ok (T4) ROHRIRA
kv (TSH) ZUTOFETHE LZ. —EHEHEL L, 2 HIEMO I E F 0ot &
U7z, EROESMEITEEEEL 7=,

T3, T4 OTSHHEIEIZHE A U7 IES » M, (EARNCHRIREUL L, ZEA2NWD & 2R LT
{55 F 38 M OOl EARAE T RS A O i AR L L HIE FIIETY, FHIE S A WO o kL
VIEDMBENRIRNT b 2 ilimit%, BEEL.

H H ) E ik fif % 25
FUg— k¥ =" | Mouse/Rat Triiodothyronine (T3) vA Sl —h)—HF—
(T3) ELISA Kit (Calbiotech, Inc.) (POWERSCAN HT,

DS7 7 —< /A F AT 4 TV

Mouse/Rat Thyroxine (T4) A&t

= SV
FA XL (T4 ELISA Kit (Calbiotech, Inc.)

kT 7 b (KC4,V3 4,
FRIRR A L Rodent TSH ELISA Test Kit DS7 77—/, F AT 4 HL
(TSH) (Endocrine Technologies, Inc.) Bt
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17.71.13. 5B RUFREEZE=NAIE
EFe018.7.1.10. 5 T8 7.1 1L OETERIL U 7=8 & & 510 U TS 714, d L=,

ML, A E2Eted AM QA 1E), ERERECIVEEREZEZEL, KA OEERE2RE
L.

HEO>EIE R ORI TRESRB AR DT o DHZ L L, ERIROAEL LIz

Wi, TR, EERER (B TRR, B, HURER WRR, O iR PR B A, RBE
FEEL I RN UEEE, 5 (BEEA 21), IRRKOFEITEELZHIE Lz (B KR AB204,
A RT— - b RS, 7eB, TERELUHRIBER, 10 vol%HH#RE R~ T 1
RS, BIE L. i —ERE L.

BB HEAEAAEE TR L TR EE LR L.

17.7 114 fRIBARESF IR E

O, i, &E, FThE, P, DT SR TR, BE H, TR ZER B (S Uk
whte), B, K, B, MR, MR, FERD oNE, MEIEY oo8ER, B, B R,
R LR, ATVIRIELEE, WHE GEEREZET), IR, 75, B FEE BIE, AR [ERoh
Kz&ETe, 72721, 1000 mgkg FEOME 1 5] (No.M04405) K O BREEOIE 2 5] (No.FO1153, FO1155)
O _ERIMEERRL 152, SERFRIECIED /- 72 2 LB M), KK, /K, 78, 86, A5rhEz,
ek, ~—X—R, Mg (Bl E), KEE (B ET), REREH K OFIRE, 10 vol%eH
PEREE AL~ Y O CREE L. 72720, Mk OSE L 10 vol%FE EE A< U & EALE,
10 vol%HFHEREE AL~ V) ARERE L, BEEROHER LERITT AR T 2-3 FHEEER,
10 vol% PR E AL~ ) AZHEBEEL, RERIZ 7V Z— LT 7 e Rk~ T 1 BEFEER,
10 vol% PR @R L~ ) ACHRET L.

SHHRTE K OF 1000 mg/kg TEDOF S HIEHE TR SRR L 7-8ilc DT, FEERRT - fiiko HE e
FERRIEA Z ERL L, JRERRSR AR 2 I5M L7z, £72, 62.5 mg/ke FEOB S HARTIE THFOF#
TEFORD B FERR OWER EIRIZOWT, HE P@ERERC LY, REER AR E L
EhE L7,

7B, FRIZOWTIE, PAS-~v MU U CYEERRIEAR BIERI L 7203, PAS-~< ¥l gk
EARFIZE AR COREITLIZ2 N &I L7272, RS S HE QiR 7o
7.

KED 1000 mgkg # CHELAFAVICFME B RIS S TSRS DWW T, o 250 LT
62.5 mg/kg TEOEGHARIE THEOFIRRHINEONZ EHE MR THRFOFRRHIIZ OV T b iR
WA JEfi Uiz, &I, HEOFG IR rREOFIREIC, *HREER O 1000 mgkg BEOBME S
DOFN 3 5] (MO1101, MO1102, MO1103, M04401, MO04402, M04403) ida2u 7' 12 7' U hiik%
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P Saps e B ARRRRA 2 (B U Co2u 0 7' ) U PUNIC B RS2 8ES Uiz Y. BatEx i
L LG, HEOXHBREEOEE 5050 3 f (FO1151, FO1152, FO1153) ZF 7=, BRPEstHRE L
To2uZ =7 ) UKD RREET ~ & 3 & vz,

10 H U O%E « MR, 10 vol% S EiR L~ ) o CRE L.

17.7.2.  RECEHER

17.7.2.1. — KR8

FECOFHEOMFER O—RINREOBIEIT, e HBPICRERTR S % (5% 4-1245) ©
1 A2RIXRCHERIZ 1T RRT 72

Pe L MR PR /eBlES (FOB) % 930 L7355, #5M7e8l2s (FOB) #& THICH G O—RIR
MEAEEI LT, 72721, SRl (FOB) %17 9 RIS HERR SN TE1E, vk —ietk
RRE U CaEsk L7 (152 MBRHHEEICIE DR 12 2 L BIR).

17.722. (K&

INERLY, ZRACBRAART, ANCHIRAH R Ozl IR TR 1Bz 2m] [AER: #5451, 4, 8, 11,
15 (ZZBCBEAR A KONMSH, IR IR0, 7, 14X U0, HELHMPISIIEO, 44
SHIZHIE L7- (FE+KFE PB3002, PG2002-S M IFPB3002-S/FACT, * kT —-« kL FEEAEAD).

17.7.23. £ E

BAEENL, ZRBUBHAARTICIZ 1 ERENIC 2@ 1 H& GRERIEH: 52, 5, 9 XUV 12 H), t}ﬁ)&ﬁ;ﬁF’ﬁ
HNTIAER 2, 9, 16 BUR20 HiC 1 HE, WEHRTICIIHE 2 BiC 1 HREZAE L (ETX

FF: PB3002, PG2002-S X (% PB3002-S/FACT, A k7 —+ kL RiER=th). BEHED Tables, Figs
SO} Appendices DATRITFRREOPIER & L.

17.724. {EXKE

FoKREIE, ABIARNIZ 1M 20l 1 A& GEERER: %52, 5, 9 XUV12 A), AR
HNI3ER 2, 9, 16 XTR20 HiC 1 HE, WEHBEPICIIHE2 BIC 1 ARZHE L (EFX

F¥: PB3002, PG2002-S i3 PB3002-S/FACT, A kT —« kL REEREf). EAKED Tables, Figs
KO Appendices DFR-RIIFREDHIER & L7z,

17.7.2.5. B/ EIE (FOB)
BPNZONT, BETH, 57 RO4 B, MR1, 8 KOS B, FE 4 HIZ RO 1)-3)DHE
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HEHE L, BT BOBISEANL, TR 2819 fﬁ&ﬂ#ﬂ\if@%&bt 54

R OBIERZNT, H5%K 1 B BIEK TR B854 59-66 ) & L7z, BIEHIXTIEAE

£ L, Blind TEM L7~

1) %2, IRMGPHELIREE, ®RITE) GBIEDH -3 AV, AEEELhES), Wit 17Eh), Bt
REig R OB PR L — O RIS L=

2) I—UnbLOHLEE, MG, DB, EEOIREE, KHEOIRRE, R, R, S,
R LR O R B TR o - TEIEE LT,

3) HER, BHE, sH ENRY ROESL ANVEITA—T0 7 40— FNT2 g L=, £
7o, [FIRRIAATIRGE, IREGPASHINGE, HHEEE, BEITEROERRNE4—7 07— K
WTHEIEE LT,

17.7.2.6. 1AL
PEREEEY, ROGMEAPOZRMEEATAE T A 1 E, BREREL TT- 7.

17.72.7. SIRIKEDERE

tiﬁ% IHRSDH S, HRREORY (85, a0, HERORRRE) OfF LU
23008 T OMEGRA TR 21 B20IER 25 BET1 H 1A (AR 10 BELE) 17-7-. ZFRi 10

E%EBEK/\&?MS‘%%T LTCWEGE, #OHZWE0OR & L.

17.7.2.8. 1FiR 25 BE TIZHM: LA > = IHER OB

1R 25 B AT 10 BRRE E T2l Uze - 7B L, (REHIE (B 7-RFT: PB3002 X&iPGzooz S,
A RT—-« b RS %, XU L E Y —LF R Y DL (40 mgkg) DOREVENRES-IC
FRER T CREREIIRD > SR L CRBIE X W71 L, IHROF #OMEGEETT o 72,

EIRDRD SN2 T MBI I EE & Lz,

Feiet, T AR, SR AR, JREE, 7R, BEROELAHE, 10 voletitkEE AL~ U CRITL, RE
L.

HEROIREIIS AR L, BEREROHAER L.

17.7.29. HEIREOEHE
MHECIRTE (FLEEZSE, WWEV1TE), BRAITEVRY) ORFONAML, WME 05 4 HET1H 1
EEE L7,
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17.7.210. 2 'REMIHNIETL L -BEPDOEIE

SIREWINIEC Lo MEWIE, AEEZBIEL (BFKRRE PB3002, A MT— -+ L FEKESED),
Ry bV EZ—F R A (40 mg/kg) ONEIRENEEEAT L2 R T CHEREIRA & fufn L T
LRI RITEE L, OIRERE R SR OEEET -7,

g, 5 FAR, B PR, SRE, 7B, BEROSAME, 10 vol%tife@EihL <) o CETL, R
L.

7ok, REMWOERINIZHEELE L, ERIEROHMER LTz

177211105 5 HOBEYDERRUVBZEEEDAIE

BEE, HE S BIo_y bl B4 —F b U 7 A (40 mg/kg) DREREARFE L5 il T CHE
KERA S FI U CERRIE S %ICEB L, MHRSERER QSRR E#1T -7,

PRBEE OFEITEEZRIE LT (E1T KM AB204, A hF— -« b L NEEREAD). x#5B 13—+
FEELT-.

RN EEETRMEE TR L CTHMEE LRI L.

17.7 212765 5 BOEBYORERBFHIRE

Telis, SR SRR RN, FE, REXORLURNT, 10 vol%erPMHEE R~ U L CREIE L7,
XHRAE T 1000 mgkg FEOS 6 Bl (EWE S OF WD) (2oWT, iR, +5, BEAUTLERO HE
PAERAE AT R L, JRERAI AR 2 = L7z,

G10 L OIRFE - MEMEHE, 10 vol% T HEEE R~ U TR L.

17.73. BEMDOLIEFRERE

2 MR - S 7o BB & SRR & RV SN TEMRE B 05 RIS 1 %5 1 OfAED
HCHERR S B

SEECHIRTZI4 A AR & U, R fERE Ol RlE il s Lz, 72720, ARBCBAsaHRs H LA
EEIRR LT, RRMERIIEYIIE ERRANCATY, USROS T 2 iR Lot A
LEEMWE LT, FOREZEROR & LT

17.74. RE
17.74.1. HERERER

MHEERF R HEE R SR &, SERERSL, BT/ UUE R O A A Bl L7z
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FEREIRIY, WEEBEIEL (EFKFE PG2002-S X4 PB3002, A hT— -« b L FEEREAD), Hf&
%, 10 vol% WSk~ U > CHEEL, & L.

I T OBIERRE R R E S, SEREERDREMW I LR s b0 b L, FERIZED
7-.

17.742. —feikaE
FECOFEOHEE M O AIRRBOBIENL, 1 H 11ERT- 7.
BRI E L, JEC L7 REMW S BB K Ve S hi=b o & L, FECIRICE DT

17.74.3. EEREMY

FECIREMWIL, (REZEIEL (BFARE: PB3002 Xi& PG2002-S, A 77—« kL RS,
HR LT,

IREWOF O ADIREIISEELE L, [FRIEOHREKLT-.

17.74.4. (KE
(REIL, WE 0 X4 BIZHIE LT (B KR PG2002-S XX PB3002, A ~F—+« hL FERRE
L.

17.745. [§BE 4 BER
IREMNE, T 4 B2 20%1 Y 7T A K ARREE T T NEINRS S UL L TEEREIE X872 1%,
Bk L7z

17.75. &RBT—20OFEHR

R (%) = (BRFATEWMEY [RIEEMIER) * 100
SRR (%) = GERRMEREY RIS LD < 100
HIESR (%) = CATAE R HEMEBI B0 R IER 250 = 100
AR (L) = 20l (WE 0 W) - RRAERR
BIRR (Yo) = GERBUVITIRE AL * 100

IR (%) = (R BUATRED) < 100

IBORENR (%)= (B0 B OFAETEYEIREL) x 100
HIETR (%)= (HT 0 B OBL RS HEEZED * 100
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HE4R OEFFE (%)= (HH4 A OLEFRHHTE R O AT x 100
PEM = TR/
SR DM (%) = FMREEHTAE REUETENE) > 100

17.8. HEEtHIAE
BB OB HfTIE, TR L 51c4To7
BKVEL, BartletthfE Y L OFRE Y13 5%, 2 OMOBEIZIE 5% O 1%& L.

—HRIRTE, FRARECO®F, pH, EAYE, 7 KU, 7 Rk, BULReY, i, vael )
— 7 R O ONEERFT ROV CRRRHFROFBITI AT e o 7o, AR OB % DO—i%
RHE, fRE, 1EAE, EKEROSERBIES (FOB) I13EHMNLERS LT, REWOER 13—
DO R 1 HALE L, BB OREIT SO EE L EEREEFH L7-

a) KHE, BEIR, KR, FFIZRBIEE (FOB) (CBITAHER, HHE, 2b B0 RUEIA
Wk, &7, BREER, KE, RIEE, mRERE, mid{bEismE, mkre
VIBREE (T3, T4, TSH), s EE (FHRTEEL ST, WBIEER, RREMTEHE, HRER,
THREEARS, SR, MHEIRE, "HE 0 H oS, EIREROVES 4 HOATERE
WZOWTHE, B CHEE R OEERE AL EH L.

WIZ, Bartlettf 2 & 0 S O—HMEEZRE L=, TORR, SOWOLAIITIRRE L 4
R E B ERE L O TDunnetthd i Y 2 92HE UTe. RESEBOBEITIE, <ITEEE & S5
B GREL ORI TSteelit® A2 EhE L 7=,

b) FEWRE, /R, WoOELE, AR, WE 4 BOEMFE, MHEERUAREEOLBRICS
WTIE, BRECEE R R RAE R L7z
WIZ, FTEEE L BRI E S GRE & ORI T Steel MRE % FEHE L 77

o) [MIEMRIhOMEDRE, BffE, B/KkaE, JRE, JRICE, MEREVRTE, iR/t b2imt
FOGREERE (HHXERLET) 22V TH, FREICE U XFREEL 1000 mg/kght & ORFITH
BO—BEORELEML, S5O IZIISudent Dt REY, FESHMOBEITIT
Aspin-Welchdt #87 ¥ % F2hi L 7=

d) FEMIZEIEZ (FOB) (72721, HER, #HE, s H B0 ROESL S0 EEZERL) HORES
BRI OWTIE, S CTEIMEROEHZER L. KIZ, Steel #7E 4 Fh L7z,

e) KRE, ZHFEROHERIZOWTIE, <HREE - S E R 55 L O CTFisher® IEfEk
BN A F M L.

)  RERARRTIRRTEIZIB T, 1000 mgkeRE CEME PR EIVRIZ X, 250 KON 62.5 mgkg
BRI OWT G2 E L - BIROFT RIS OV T, HRRE - S0 E R 58E & ORI T
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Steel#R E % Fh L 72, 1000 mg/kgBEZ B3V THRIREE & OBIZAEEDRD LB,
Cochran * Armitage DIt AIRRE ¥ % I\ T RHBRISIEOMEZIT - 7.

DunnettffiiE & OSSteell EE, #i3t 3y 7 — 3 SASOPROBMCEREL ' A1 fi L 7-.

18. FHBRKER

18.1. REHRSHMH

18.1.1.  —fiKHE

18.1.1.1. &5 HftL# (Table 1; Appendices 1-1 — 1-4)
FETHIUIBRIEBN L, WTHOREIZ BB bR T,

1000 mg/kg Ff TREGHLIC—BIEDFHEDS 11 HliZA BT, 250 KO8 62.5 mg/kg B ONZXEREC
i, —IRIRBORTIA LR D 0Tz

18.1.1.2. % 5HARIHME (Table 2; Appendices 2-1 — 2-4)
FETHISOTHIENNE, WTILOBICHIRD LR o T,

1000 mg/kg B T G —@MEDWREDR 9 FIZA BTz, 250 KT 62.5 mg/kg BEF ONIKTHREE T
i, —RIRBOEETA BN T

18.1.1.3. [EfE#ARIhi# (Table 1; Appendices 1-1— 1-4)
FECHISTBESENNE, W IO HRD b7z,
WTHOREE b, —RRIEEBOBRFITA L) T

18.1.1.4. [E{EHARAhItE (Table 2; Appendices 2-1 and 2-4)
FECHSUIBEFERNE, W THORRZ LD DTz,
1000 mg/kg #EM USHIREETIY, —RINEEORFEIIA LR -T2

18.1.1.5. XECEEME (Tables 3, 4, and 5; Appendices 3-1 — 34, 4-1 —4-4, and 5-1 — 5-4)

FECAH, WEER, VEEGISUIREGIL, WTILOEHZ LR HiLeh o7z,

1000 mg/kg A T—iMEDPEIEDS AL BRAGHT M OVERIART % 7 41, ATURIARTF3 9 B, WiE AR
HZIE 3 Al A DALz, 250 R TR 62.5 mg/kg BRI ONCRTPREE T, AQRCBRAART, ZQECHIMS, 4F
IREIE R R OV EHIRIF & & —ABARBD BT IH BTz,
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18.12. HAE
18.1.2.1. 5 HRthi# (Table 6; Fig. 2; Appendices 6-1 — 6-4)

FIEREL b, MR L LA THINE B O EICH BT IR - T2,

18.1.2.2. 5 HMIthtE (Table 7; Fig. 3; Appendices 7-1 — 7-4)
BHREGIEE S, R L LANTHAE A OREICH EEII O T

18.1.2.3. [E{EHRhi# (Table 6; Fig. 2; Appendices 6-1 — 6-4)
BREREE S, SRS EANTHEAE B OREICHEEITALIVR) - Te.

18.1.2.4. [E{EHARIItE (Table 7; Fig. 3; Appendices 7-1 and 7-4)
1000 mg/kghE T, xHR#E L oA~ TEAIE A OREICHEFIIA LT,

18.1.2.5. XECE MEFR (Tables 8, 9, and 10; Fig. 4; Appendices 8-1-8-4, 9-1-9+4, and
10-1-104)

625 mghkg B TIE, XRBEL LTS 11 AAUNS BOREIZABEREMEN AL, BT

BRI LB TIE RN L s, PR L 133 2 670, 1000 KT 250 megkg #£ T

3, RHIEE & A CE B OREICA B AT DR o T,

18.1.3. g
18.1.3.1. &5 &+ (Table 11; Fig. 5; Appendices 11-1 — 11-4)

FIREGHEL S, IMEE L A THANE B OB BICAEEI IR DR T2,

18.1.3.2. E5HAMIHE (Table 12; Fig. 6; Appendices 12-1 — 12-4)
KPeEREE &, SPRURE & BN THAIE B OB EIC A B AL LIV Tz,

18.1.3.3. EI{EHARIGifE (Table 11; Fig. 5; Appendices 11-1 — 11-4)
FREREE &, B L A THRBIE H OB EICHEZEIIA Do Tz
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18.1.3.4. [EI{EHIRIHIE (Table 12; Fig. 6; Appendices 12-1 and 12-4)
1000 mg/kght Tld, xHREE S A~ TEHIE A OBREE AR AT LIV o T2,

18.1.3.5. XECEfIER (Tables 13, 14, and 15; Fig. 7; Appendices 13-1— 134, 14-1 —14-4, and
15-1 - 154)

250 mg/kg FETIE, *HHRBEL LT G 2 HOBEEICH EREMAA LNR, B52IUKTT

LTBAETIIZRNWZ &k, BRI E L 135 2 G20, 1000 mekg BEClE, ®HERE L L

THHR 9 BIZEATRI S AR 72 ENA DIV, £ OMOBIE BIZALIZRED b=, &

PRI L 3B 2 BV, 625 mgkg BETCIL, xTHRRE S HEA~STRANE B OEREEICH AT

BRI T

18.14. HXKE

18.1.4.1. 5 4ifithk# (Table 16; Fig. 8; Appendices 16-1 — 16-4)

62.5 mg/kg BECIE, XHERE L WATHRE 12 A OBKEICHBRREN A bR, G5 RIKF
LTEBAETIEZRNZ Ehh, BHARE L 3B 2 DAV, 1000 K& TR 250 mgkg #ETIE, %R
L HARTEHIE A OB KEICAEREITA LR T

18.14.2. R E5HfId (Table 17; Fig. 9; Appendices 17-1 — 17-4)
BHREIEE S, B L A TRRIE H OFKEICA B2 bR T,

18.1.4.3. EI{EEARIHHE (Table 16; Fig. 8; Appendices 16-1 — 16-4)
KPEREE G, KRB L EARTHATE L OBKREICHEZEIT A DN o T

18.1.4.4. [E{EHARIhitE (Table 17; Fig. 9; Appendices 17-1 and 17-4)
1000 mg/kgf¥ TIE, RFHRTE & L~ THRITE H OFKEICHBEZEIA STz,

18.1.4.5. KECEFMEER (Tables 18, 19, and 20; Fig. 10; Appendices 18-1 —18-4, 19-1 — 194, and
20-1-20-4)

1000 mg/kghf TIE, XFRREEL TR ER BIZBKEDOAERMEE, HR2B R UR0BIZAERS

ERA LT, B TSR OBKEICEIIA LN &G, &E512HDEAL

IFRMEEEER L 1B 2 DI, 2500625 mgkgRETIE, RTHRREL L~ CTRMHIE A OFKE

ICHBZETIH VR T
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18.1.5. FHHITERZ (FOB)

18.1.5.1. & (Table 21; Appendices 21-1 —214)

A FIR > TIT o 7B TlE, 1000 mg/kght CIRIE O < 3-H23 514 B iZ6fi, 21HIZ
Mpl, 27BIZ3fFlCAH BN, BE14ED T L— RIZOWTIIIIRE L LN THEEENA LN, A
— 7T 4 =)L FNOBIEITIL, 62.55% U000 mg/kgtt Tt iBAE & H~& 514 I HHE R3O H
BN BTz, —BEOEILTH A Z Lins, FHEFERRELIZ L bRV, F,
62.5 mg/kgff CRIFERE & LE A TRE21 U ICHHEREOT ER SER A LD, FEEIURGFL
AL TN Enh, B AR L ITEZ LR,

250 mg/kegfEClE, ST HDOWTNOHERICE BE I IA LN o7,

18.1.5.2. It (Table 22; Appendices 22-1 — 22-4)

% FIRf o TITo 72 BIEETIE, 1000 mg/kg ff CIRE ORHER 1T HIAM 5 14 H KT 21 HIZ
KNPl H DI, =T 7 4= RNOEIEE T, HRBRZE~T 250 mg/kg BETHRG- 21 H
{ZHEE MR OB BB B ST, BESBICAFE LB TIEAan Z 2, SR
ElFEZ N, .

62.5 mg/kght TlE, FHIERDOWTNOEBIZHEFIIA DR o7

18.1.5.3. KECEEMEE (Table 23; Appendices 23-1 — 23-4)

B & FITEE > TIT o 728153 TiY, 1000 me/kghf TR O % -~ 3 FlONHE4S B IZ3FIZ A H i
To. A= 7 4—L RNOBELTIE, HRERIZ I~ T62.5 mg/kghE CHEIES A IZ, 1000 mg/kghf
THRLS BICHERBER O EARIUEN 2 LD, BEOBETH D Z &b, FEFRRE
LiEE LR,

250 mg/kghE TlE, FHHIERDOWOTNOHEEBIZOREITA N0 T,

18.16. RRELE
18.1.6.1. IRE5HRME THEE (Table 24; Appendices 24-1 — 24-4)
WTROREE b, FEFICRFEIIALR Do,

18.1.6.2. IRE5HIRETH M (Table 25; Appendices 25-1 — 25-4)
WTHOREE b, FHBIZEFIIAONRN-TC.
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18.1.7. EAH
18.1.7.1. IRE5HRMR THEE (Table 26; Appendices 26-1 — 26-4)

BREGHEL Y, SRR & LN TRIL ORI DI A BZE I A BT,

18.1.7.2. IRE5HIMKRTHIM (Table 27; Appendices 27-1 — 27-4)
BHREGIEE S, WL AN TRIB A ORI OR R EEII A DIV Do T2,

18.1.8. BREFH=
18.1.8.1. RS HARE TH# (Table 28; Appendices 28-1 — 28-4)

FEREHE L, R L S THER R ICA ST 60T,

18.1.8.2. IREHIMRTHM (Table 29; Appendices 29-1 — 29-4)
FHREHE S, HHREL LA TEUERB ISR BRI N

18.1.9. [RIRE
18.1.9.1. IRE5HIRMR THEE (Table 30; Appendices 30-1 — 30-4)

1000 mgkgBE T, XIETE L o~ CRBOHBARGINH DA, IR T R R
DEE (134mL) 75 BB K 510, B A THEEORBEOBIE (8.7 mL) A(E(R
I UL ThY, BIEFRELIE LR,

SiRGEL G, GF, pH, ROH, 7 KU, 4RO CUAEY, i, vREY ) —ry
R OVEHS AR & R Tl o o,

18.1.9.2. IRE5HIRIETHM (Table 31; Appendices 31-1 — 31-4)
FIEREE S, REEL AN TREROIREEICAEETA DN o Tz

ERGEEL G, G, pH, BOE, 7 KUHE, 7oAk BUAEY, i, vre) )=
ROV SRR 2 RE R Tl T,

18.1.9.3. [E{SHARE THsEE (Table 32; Appendices 32-1 — 32-4)
FEEREE S, L X TREROIREEICAEETA DN o Tz

FIEGHEL S, (R, pH, EBE, 7 FUHE, 7K vy, i, vee) s —rr
RO It RS L RIZFERE Th o 7z
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18.1.9.4. [EELIRETHsME (Table 33; Appendices 33-1 and 33-2)
1000 mg/kg #ETlE, X¥FR#HEL LN TRER IRHEICABEAIIA LD T,

1000 mghkghtTlik, B3, pH, EAE, 7 KU 7 MR vUaey, Eim, very /) —
7 R OVEIBIIXTHRRE & I ZIERREE Ch o 7.

18.1.10. MAFHIRE
18.1.10.1. I 5 HiIRMR T 5k (Table 34; Appendices 34-1 — 34-4)

FEREHE L, MR LS THUER R ICA ST 60T

18.1.10.2. I 5 4R T Bt (Table 35; Appendices 35-1 — 35-4)
1000 mg/kghETlE, STHREE L A~ TRMATRMLER R K B ERHCR OB B /2@ EA P BTz,
250 % 0%62.5 mgkght CTlt, *HB#E L X TEAIEHE B IZAEAEII A LN T,

18.1.10.3. [E{SHARE T H5H#E (Table 36; Appendices 36-1 — 36-4)

10005 0250 mg/kght TIE, *HHEEE L e TMCHC OB B 22KIENS 2 S0 7228, R5-HARI T
EHELNTWRNEETHS L, ﬁ%ﬁﬁmaﬁ@*%?~ A O [MCHC: 36.3+0.5 (g/dL);
Attachment 10] WOZELTH L Z &nh, FBHEICL 2B L IIZ 6NV, S 6ILRRE
B U REE & Lh T HIMERE OB D 2 S 4, 1000}32062 5 mg/kghE Tl iﬁi‘%ﬁ: YoL¥ (hia
23, BESHMKE TR A ST RWELTH D Z &, R0 =T #ilF [WBC:
67.3 +21.4 (10%/uL); Attachment 10] PNOZALTH B = & 55, WERWEIZ X é%ﬁ%k ai%;i Y 4P
V.

78, BEGHECHEBERROARREMAA SN, R0 TT — 2 O (418
FEBREEE: 0.0+ 0.0 (%); Attachment 10] NDZALTHA Z &, TBRMEIC L 5] Zé TEZDL
RN

18.1.10.4. [EI{EHARNS T HEME (Table 37; Appendices 37-1 and 37-2)
1000 mg/kghE TlE, XIBEREE FEANTKBEIR BIZH BZITH bAVR o Tz

18.1.11. MFEILFHIRE
18.1.11.1. I 5 HARE T H5# (Table 38; Appendices 38-1 — 38-4)

SHHEEE & AT, HRERETIR I L AT 0 — L OFERHEE, & 5121000 mgkght TALT, y-GT,
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BB RO CaDF R 25, 10005 U250 mg/kght CCIOR /KM T Sz,

18.1.11 2. I 5 HRE TH5M (Table 39; Appendices 39-1 — 39-4)
1000 mg/kghE Tik, XHEREL LT T RO AR MEEN & BT,
250 % (62.5 mg/kgBETIE, XPBREE L R CTHAEE BB EZEITH R Tz.

18.1.11.3. [E{SHARE T B5 . (Table 40; Appendices 40-1 — 40-4)

1000 mgkghE T, XIFREL L CALTR U= L X7 B — L OF Bie Sl A DTz,

250 mg/kglETlE, XREEL LT T RUBOREMEED A HN0, BEEITKRE L2416 T
72N End, BRI L 1IE L DRV, 62.5 mgkghE T, APREE L L TEBIETE
EIZHBEEIA LR -T2

18.1.11.4. BISHARHE T B5itE (Table 41; Appendices 41-1 and 41-2)
1000 mg/kght TIE, <HHREE & LS CTERIETR B2 A BAITA DR o 7=,

18.1.12. MRILEVEE
18.1. 121 X 5 HARE T 5 (Table 42; Appendices 42-1 — 42-4)
KBRS, WL L HETT3, TR UTSHIREIZAERE IR LIV

18.1.12. 2. I 5 HARIE TH5ME (Table 43; Appendices 43-1 — 43-4)
BREEEE b, XHRREL HRTT3, TARUTSHIREIZAEZEITA LR,

18.1.13. ERmR
18.1. 13 1. X 5 4IRS T I (Table 44; Appendices 44-1 — 44-4)

1000 mg/kgf CHIIMEOIFH K OFER_ IR0/ LA H] (No.M04401), 62.5 mg/kght T H{AIED
FEILN O _ER /MR AN 11 (NoM02202), s HBRETHI{AIMEDFE IO/ N OB L 23 145
(No.MO1105) (275417~

18.1.13.2. IR 5 HARE T H5 it (Table 45; Appendices 45-1 — 45-4)
WTHOREE b, BEIIALR) T,
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18.1.13.3. EIEHIRIE T Bt (Table 46; Appendices 46-1 — 46-4)
WTROREL b, BREIIAOLNT.

18.1.13.4. EI{S HARE#L T H5M (Table 47; Appendices 47-1 and 47-2)
1000 mg/kght X OSHRHETIE, BEILA LN o7z,

18.1.13.5. X ECEEIEE (Table 48; Appendices 48-1 —48-4)
WTHhOREE b, BEIIALNRoT.

18.1.14. HREE=
18.1.14.1. 1% 5 AL Tl (Table 49; Appendices 49-1 — 49-4)

HI A OIKEIL, BFEGHEE R L LN TREEIIA LR -T2

1000 mg/kghE Tl HHRHE &t~ TATIER VB IR OO B e OB EE B DA B EA A H i
7. 250 mgkgRETIE, SHREE & L TIFBOMBT B BOF BBl S,

62.5 mghkgHf T, *RHE L LA THEBOMAR EROAERRMEN AL, REREROE
F— & O [BlgtERTE R 0.68 £0.06 (g%); Attachment 14] NOZELTH D 2 Enh, WERHE
RS -7 Pl re - oY AT

18.1.14.2. 1 5 HiRM& TE5ME (Table 50; Appendices 50-1 — 50-4)

TR B OINEINE, A& TREE DAIRREL LR TABAT A LR T2,

1000 mg/kghETlE, XTRREE L LR TEIBF O EE L M EROABE LB, RO ERE
DATE 72 E M OB Dot B2 oD i), e A OV OARRT B B DA BRI A ATz

ZDHh, TEOMHMEREIZIOWTE, B ON 77— O [T 211£55
(mg%); Attachment 15] NOE(LTH D Z Ls, $BWEIC L HEEL B o,

250/ U62.5 mgkghETIE, *HHHE S AN TERRE O R E R R EICA B AT biveh:

7.

18.1.14.3. [EI{EHARNE T K5k (Table 51; Appendices 51-1 — 51-4)
FIME A OREEY, BERGHEE IR L LN THEBEIA LR o T,

1000 mg/kghe TIE, SHEBE L LA TREROMGEROFEREMEN A LT, G T
RO LN THD Z L d, WERWEIZ KDL IIE 2 b,
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250/2 62,5 mg/kghFTIL, XTHREE & N CABRE O B & & OFEXT ERICH BEEA D IVRD

7.

18.1.14.4. EEHARHE T E5E (Table 52; Appendices 52-1 and 52-2)
Sl H OIKELY, 1000 mg/kght Tl BEE & LA THEETA BIR DT
1000 mg/kght TIL, *HER#E & o TR B B O B R BB P H AT,

18.1.14.5. XELFHIEE (Table 53; Appendices 53-1 —53-4)
Pl A OIREY, BRGHEE bR L LN THREETA LN o Tz,
BPReEREE b, R & SN TIPR R O OO R E R OB EICA BT bR Tz,

18.1.15. RIBERIFRIFTR

18.1.15.1. 1% 5 HARML T (Table 54; Appendices 54-1 — 54-4)

R MBI FRAAT B ORE 1731000 mg/kght TofFl B, 250 mgkght TABNZH LI, FD
BREITWTILS Z<SBETh 7. JRANE LR OFHFRIL, 1000 mgkghe THtlRE & L~ THE
EPROLN, 1, HERGHE bR Sz,

TR ORER, KREENL U000 mgkgREO3BIEF & bo2ur v 7 U HUAITRE D e tiidls
T o7, BRI CIEBEIRH & bIRBETH Y, BRI TII3HISHE & et ch -7,

F OO E UTELFICR LIPS H 7.

Ul RN S FRAE C1BIIC A DT,

T RESME A RHRREC1fic A iz,

i TR 0D A b Rz D AL 45250 me/keTEC LB, Ar{AWED ZERAZ S FREE C 1IN 2
STz,

FERL RIS OZEMDIIEEE, 10008 0%62.5 mghkeff TH BN A LD, WL H FIRRIFIE
BN b DONTIAE R B BB T o Tz

FEBL AR 250 R OVE RN O AL A3 1000 me/kghé, 62.5 mg/kgfE R OSHREE CH 1A B
7203, W HEARRERH ISR & 5 W R RIS VL S DDk bR s S 7B Th - 7.

A ARAEEE: HIARIZI2Y 1000 me/kglE LA A HALT-.

7B, ZNOOFRITARETHLERBSSNLEETHD 2 &, BEHOZN G DHSREIX
RIPRRE L EEANTEDBRNWZ LD, EROEL LS ND.

54



Study No. 100430
SERR

ZFOMIZIE, 1000 mg/kehE L OXHRRETIE, Wi, &, IR BO& ST SETIR /E 8,
|- 4805, ZeRs, EG (%A UiREETe), BB, R, B KR, TEEY »o5EL, BRREEY
oNE, BERE FEEE (REEMRA ), THEER B, RN (BEUMEZGT), KK, /MK, 18,
FhE, B, IREK, ~—X—RR, E (BHAEE0), KiEE (BBEEETs), KERED, IR
Al YA AN EY (R /NSyl

18.1.15.2. I 5L TH5 M (Table 55; Appendices 55-1 and 55-2)

ARER: AR MBRE RIS HRHE K UM1000 mg/kght TH BN A DALz

728, ZOBMITEHEC ORI TV AL TH D 2L, ENLOREINTR S I <ERE
ThDZ L, BEHOFNL OMBBREE I L LLANTENRN T En, [EFEAVZE L & kT
IN5.

ZOMIZIE, 1000 mgkghEL USHBRETIE, (LI, A6, <UE, IThE, M, ST ST, &
B, H, TR 5 B (M URE ST, S, R, RS, MK, e, TREY o
oXED, WAEIEY oNEn, AR, RERE ORE, =, B, TER B, FIRIR (LEUMEE T,
KM, /DI, 1, B8E, AR, ~—F -, e (BREE ST, KIRE (F8izade), KR
B, HNMIRF A SN -7

18.1.15.3. [AIfEHARHE THEM (Table 56; Appendices 56-1 — 56-4)

R mIANES DV R RO B B O IEMA LA 1000 mg/kg 1T 2 B, X[FREET 11,
FRMEDOFERIATIRRE T 1 flZA b, SO ITHRH THBIEIN TV AR TH S
T, ENLORERVTRL ISBETHLZ LD, BRNELE BTSN,

18.1.154. XX ERFEMER (Table 57; Appendices 57-1 and 57-2)
1000 mg/kgfE ) OSKHHREE TS, PRIR, 7, ERUFUMIETIIA DR Te.

18.2. HEFRLESM

18.2.1. HEMIDLEIERE

18.2.1.1. H1EEI%K (Table 58; Appendices 58-1 — 58-4)

FARGREL b, RMEREL LT BFAART OB G HIM (140 F) ORBRBUCAEZEIA LIV
iRy
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18212, XEFMERY REE ZRRMHRUSIE (Table 58; Appendices 58-1 — 58-4)
WTLORE L S 2B UBRAAHES HUNICRRE L. ZREFIE, WIHhoREE $100.0% TH -
fo. ZRIMERET, KBREHE bXHREE L ORI BT bIR) - T .

TZHaEE, 62.5 mg/keRE (No.F02272), 1000 mg/kghf (No.F04461) K OSHHREE (No.F01165) T%%
WIZBH L. ZRaFIT, BRGHEE LxE L ORICH BRI A LD > T,

18.2.1.3. 1EYREAR (Table 59; Appendices 59-1 — 59-4)
IHRIIENT, ABEREE bR L LN TR EETA D)o Tz,

18.2.1.4. IFUREARL, BRBRUEKRE (Table 59; Appendices 59-1 — 59-4)
FRGHEE G, S TR, BREMN OSSR RICT BT DIV -T2,

18.2.1.5. HER, HNHIRERVHEIRE (Tables 59 and 60; Appendices 59-1—59-4 and
60-1 — 60-4)

HpERIE, WP OREE $100.0% TH 77

OMERBRIZ IV T, WTROREE b ERITH LN

IERBEDBIZZTIE, 250 mg/kghE TEAEY DR RN 1] (No.F03366) A3AHi, WHE4H E TIcd

VAT L7223, 38 G TIKAE L 122 L TIIZaN 2 & s, BB L 13 2 b,

10002 T'62.5 mg/kgBEl ONCRTRRBECIE, Wi IREBICREIZA LN o T,

182.2. REM

18.2.2.1. #HERY, EERH HE 0 HOFERY, WE 0 HOMLL, HihdE RoOEHE
RUHAZE (Table 59; Appendices 59-1 — 59-4)

FIGHEE S, XIHEL FETRIEER S, SEREREL, WiBE0H OFAERE, WHEOH DM, 7>

R, RO L AR BRI LR T,

18.2.22. REMO—MIKE, HE 4 HOAHFRY, WE 4 AOKLL, HE 4 BOEFEERUS
FEE (Tables 59 and 61; Appendices 59-1 — 594 and 61-1 —61-4)

FEEREE S, L X UHE 4 B OEFERBOCONEE 4 B OMHICAEEIIA HIVR) -

72, 1000 mgkg FETIE, XHRBEL WA THEEEA LN 70 b 00, WHE 4 H OATTRIFK

il 27~ Lz, 250 2 UF 62.5 mgkg BETIE, SHHRHE L Hh~CTE 4 B OEFRIZEIT A BNR

ot
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FERONAKREIL, WITHORI LA Lo T,

IBEO—FRIRIEIZ I T, IHTEIRIBICEE N A 5 172250 mg/kght D15 (No.F03366) DR T
TNEDRT 2~ 188 1302 b, B X500 TP B4R T L. Z0
SR, MO EE CIIALNT, HEEIEFELEE(ETHRNWZ &b, FEFEEEL X
EZ BV, 1000&%T62.5 mg/kghEl NI RIBREE TIE, —RCIRBBIZE I bR o T,

18.2.2.3. 'REMIDIAE (Table 62; Fig. 11; Appendices 62-1 — 62-4)

1000 mg/kgRECl, XTRRES AR THEZEITRD LN >72b 00, HEKRTUYG H ORI
RE, HHEORUYHO—EAE, MERUMAO—EEFHAEIMEEENA A LTz,
2508 0%62.5 mg/kgRETrE, XBRRE L EE~THEK U H OMEER YA E, HE0R U4 H O—iF
FEHAE, WMEORUMAD—IBEFHARICAEZRIIA BN T .

18.2.2.4. RERKRUIEC REMOLIRFTR (Table 63; Appendices 63-1 — 63-4)
WTHOREE b, MEIIH LN DTz

18.2.2.5. IREMHIDIEE 4 BOEIRRFTR (Table 64; Appendices 64-1 — 64-4)
WTNOREE b, EEIIALNRD T,
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19. &

AFNL T a~Fh T v NEAWARO&RGIZ LA KERGFHNE - ARRAEREIFE SR A
1TV, HEREEM 6T 5 — kAR AT 2 & L bis, Mne, =2E1TE), =k, =
RRPEMD DFETE R OVttt s & OMEREEM) DATRITEN . KUE T B DWW TRFT L. G EE
1000 mg/kg/day % =& E L, LA, 250 mg/kg/dayZ HEHE, 62.5 mg/ke/dayZ &l ;prL
7=.

RE#BGIZ X DB OV TIE, FEEHISUIESERIRN T IUOREORE, WER OMEBLIC LR B
Ay Ry

—HRIRREDZ L E LTI, HE, MEROMERLE © 1000 mg/kg #ETHREEEN A LD, KH%IC—R
PEGGRD HNIZDHRTH Y, 7 EOMRUEIR & 2V EERIR O B OB kL
BOONIRNZ ENnD, PRIE ORI S B b &l S, BRI 21347 S 7o
7=.

(RIE M OMBRE R0, 1, MEA OMERL & & g LI B 2z b e o 7o, Bk,
HEBLD 1000 mg/kg A CHARMAM PIC D A BTz,
FEHIZREIES (FOB)ClY, E5C & RURICHEBRIYE OREIIZ 5 < LB 2 B D —@BIEDFTHEA Vi,
MR OMEBLOD 1000 mg/kg BETAHAVIZAS, ZDMUZHEFE T bV o To, BEINE, IBHEN
ARIETRICIE, S TR DB ER T 2 2 A Dt o 7.
PRSI TC, BRI rike e OVRIE IR rRp iRk & 3B B RN 22kt A 5
iRz,
MIRZAERRAEIZ RN T, BEGHARIR TR IZMED 1000 me/kg B THER AR MEREL =R B OBAEK =R 0D
B DD, MO MR A D 2\ R A DB 2 RIET 5 AT Ridadsd
Livieolz. TIbOZ kY, BIEHIFE TRIZIZA DN 2oz, 5, HETIE, &5
& T IR ONBIE BRI THE & SR BRI 524 id A b iven o 7.
MEAELZRREICESNT, BEYBRTRICEOKBREETRa LAT 1 — LD E(HE,
1000 mg/kghE CALT, y-GTRUSREROEEN A L1, EHEHIRE TRRIBWTE 1000 mg/kghE
TALTR ORI VAT B— /LD FEDFHED DAL, FEGRECHICSED bh-ia L 27—
OELE, TARRER 23T 1000 mgketE CRIBEICERD HILTWA. F7-, BEHIRIG T
(ZHED 1000 mgkgff T7 R UBEORMED GO Hivlz. SFEEETIE, HED 250 mg/kelE TITED
MR OEE, HED 1000 mg/kghf TR K TR O RO, 1D 1000 mg/kght T
REBB DA e B R oD i B A & BT E R O S B2 S, WHEHIFK TRHZ RS W T H D
1000 mg/kgh¥ Tl O B & O B3890 B 7z,
O XN, MEECFEIRAED 2B EEOE L) LR E OIR~ O EI R X i1
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B3, AP ZIIHRIZ B IR O T &G, SFEAREE T T H O Ty
AT IS, —F, B OWTIIHED 1000 me/ke e THAGT B & N OFHT RO S, #Hio
1000 mg/kgfiE CENROFIXT RO BB H D, BETIHE 250 mg/kelEd IR © it
WIRAE E R DR AR BTz, TRAFE B ORE R, 7 v MEZBWTHSREAENIZY
HWOLNBETHAEN Y, fix OEMBEOCEHE L - THHIR SIS 2 LA ST
B LENST, AFAL T~ i BUNTEONEREMIC X 0 BTN s U 7-
EEZLND. 2B, uru T UHERE ORI TE, 1000 mg/kgBEDYANE A IRRE
ERRIETH-=2 80 D, T v NTOARRETH Z ENMLNTWARu/ 1T ) BE
THEHARWE TSNS, F£72, MO 1000 mgkght Taded b IMPEHE DL NS Z DRI
LD EHEESNS, UL, B A Lo EEEOE(L, HOMPEREDOE
(LR OYREBRARTT R X HARE THRRZIZHAR L CWA 2 nn, alipEo 8L ik X 5.
F DA, HED 1000 my/kg TR Ok E R OFHRIEEO SEN A LIV, FHEHRE
FEFITAONT, EEBENE TRACITEESMIER LTz, BT, &5 TR
FREESICWREICER T 2B kixAa Hiied o7

MAALT (T3, T4 KUNTSH) (213, HGHIME TRACHERE & & R EIER S 22 bid
Y WAVISSY b

BRRIZIWT, SREIIMRE TRHHE, MR OMERI DN MRS TR MR & &38R E ik
INERAY S |a BNy (Riv el

FREBREER ARSI B\ T, Bkt < B> 1000 & U8 250 mg/kg B TR ZEED SALTZFT L
M, HEROME S LHEBRE IR T DB bE R DR o T

BEW O LR OV T, 2ECBIARTOR SN (14 BRY) ORIERE, RBR, B
ATt A4k, MRS, AR, RURIIRG, MEER, RS, B, AR, HfREE Y
HEIREEIZIE, #EWE CERT A2 I 2T

IREMIZ OV T, 1000 mgkg BETHE 0 N4 HOKEN OWHE 4 B OEFROIKE]R758
O BAVIZAS, MAHEER S, SEREIREL, T 0 HOETAEIRE, i, WS, AR, P,
HE 4 HOLAERE, —MIREE, SRR USTIRAT LI, #WBRWEITEIRT 52034 D ies:
>7=.

LLED X HIZ, AFNT 7 a~Fd o OEZERT, BT 625 mgkg f G Tha L A7 rm—)L
DFEAEDFED HALTZZ & 730 62.5 mg/kg/day Aind, HETIE 1000 mg/kg %5 TRMRIRMER EL 3 K O
Bkt Efl, ~7 R 7BEORE, JIHROME EEO SN, B OHESEED M, IThE,
R ORI OAHS R D EEZED B2 Z &5 250 mg/kg/day, MEERTIE 1000 mg/kg 5
THEKEORHENTED iz Z 20D 250 mghkg/day &5 2 s, AR EEMN AI /AR
1%, 1000mgkg x5 CHHEL LN THDOHBICHLEEDIRDONRNP ST Z 00
1000 mg/kg/day && % HiLs. WEW~DEEET, 1000 mgke %5 TEREXROVFE 4 BOA
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TPROBEMEREAFED S Z & D 250 mg/kg/day & B2 H5,
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FEHISE T 360k 4E, MSDS.

AF N Tt OBEHATCOREMHERRAER (RiEHs
BRI 092330), RSt AANA A Y —F o F— P EAFTERT; 2010.
AFNL a7y M ROARBROREII X5 KIERGEME
ATER AT TR O TR GRS 100430P), RS A NSA A h—F &
> 7 — PIEHTFET; 2011.
Snedecor GW. Cochran WG. Statistical Methods, 7th ed. Io: Iowa State University Press; 1980.

, R

k=11

Dunnett CW. A multiple comparison procedure for comparing several treatments with a control. J
Am Stat Assoc 1955; 50: 1096-1121.

Steel RGD. A multiple comparison rank sum test: Treatments versus control. Biometrics 1959; 15:
560-572.

Siegel S. Nonparametric Statistics for the Behavioral Sciences. NY: McGraw-Hill; 1956.
Cochran WG Some methods for strengthening the comon y2 tests. Biometrics 1954; 10: 417-451.
Armitage P. Tests for linear trend in proportions and frequencies. Biometrics 1955; 11: 375-386.
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HIEE: A5RE S 100430 OIBIRZE-EE o2u 7' 7 U o OB (- (il E,
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H AR E 20, MW ERAIART:, B, pp. 247266, 7 A~y 7, &R, 2000.

Greaves P. Histopathology of Preclinical Toxicity Studies, pp. 532-538, Elsevier, Amsterdam.
1990.

61



9

Study No. 100430

Table 1. General clinical signs in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group mg/kg|Number of males Days of administration
and general 1 2 3 4 S 6 7 8 9 10 11 12 13 14
clinical signs [Pre Post Pre Post 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 0 |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
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
methylcyclohexane | 62.5 |[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
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 |Number of males |12 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 |[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
Normal 12 12 12 12 12 12 12 12 12 12 12 9 12 11 12 9 12 11 12 12 12 10 12 7 12 8 12 6
Salivation O 0 0 00 0 0 0 0 003 010 3 01 000 2 05 0 4 0 6
Pre: Before administration, Post: after administration. (Continued)
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Table 1. (Continued) General clinical signs in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

€9

Group mg/kg|Number of males Days of administration Total”
and general 15# 16 17 18 19 20 21 22 23 24 25 26 27 28 29°*
clinical signs IPre Post Pre Post 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 0 [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

Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 -

methylcyclohexane | 62.5 |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 (2 12 12

Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 -
250 |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
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 -
1000 [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
Normal 12 512 6 12 7 12 6 12 9 12 8 12 9 12 9 12 8 12 8 12 8 12 10 12 2 12 10 12 -
Salivation 0O 7 66 0506 063 04 03 0 3 0 4 04 0 4 0 2 0100 2 0 11
Pre: Before administration, Post: after administration. (Continued)

#: Start of pairing.
*: Day 1 of recovery.
a): Number of males showing abnormal signs at least once between Days 1 and 29 of administration.
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Table 1. (Continued) General clinical signs in male rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group mg/kg|Number of males Days of recovery

and general 2 3 4 5 6 7 8 9 10 11 12 13 14 15
clinical signs

Control 0 |Numberofmales |6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6
methylcyclohexane | 62.5 [Numberofmales (6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6
250 |Numberofmales [6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6
1000 [Numberofmales [6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6
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Table 2. General clinical signs in female rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group mg/kg|Number of females

Days of administration

and general 1 2 3 4 S

6 7 8 9 10 11 12 13 14

clinical signs

Pre Post Pre Post 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 0 [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 1O
Normal 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

methylcyclohexane | 62.5 |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
Normal 555 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 55

250 |Numberoffemalesf] 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 55

Normal 555 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 55

Normal 10 10 10 10 10 10 10 10 10 9
Salivation 0O 0 0 0 0 0 0 0 0 1

1000 |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 10 10 10 10 10 9 10 10 10 10 10 o

o 0 06 0000 0 0 0 01 0 0 0 0 0 4

Pre: Before administration, Post: after administration.

(Continued)
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Table 2. (Continued) General clinical signs in female rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Study No. 100430

Group mg/kg|Number of females Days of administration Total”
and general 15 16 17 18 19 20 21 22 23 24 27 28 29°*
clinical signs IPre Post Pre Post 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 0 [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

Normal 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

methylcyclohexane | 62.5 |Number of females| 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

55 5 5 5

Normal 55 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5°5 5 5 5 5 -
250 |Number of femalesf|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
Normal 55 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5°5 5 5 5 5 -
1000 |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
Normal 10 10 10 10 10 8 10 9 10 7 10 6 10 9 10 9 10 8 10 10 10 10 10 10 010 9 10 -
Salivation o 0 0 00201 0 3 04 0101 02 0000000 00 1 0 9
Pre: Before administration, Post: after administration. (Continued)

*: Day 1 of recovery.
a): Number of females showing abnormal signs at least once between Days 1 and 29 of administration.
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Study No. 100430

Table 2. (Continued) General clinical signs in female rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group

mg/kg

Number of females
and general
clinical signs

Days of recovery

)}

7

8

9

10

11

Control

Number of females
Normal

methyleyclohexane

1000

Number of females

Normal

L Ll

L Ll

L Ll

L Ll

W L i

W L i

W L i

W L i

W L i

W L i

W L i

W L i

W L i

W L i
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Table 3. General clinical signs in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Study No. 100430

Group mg/kg [Number of females Days of administration
and general 1 2 3 4 5 6 7 8 9 10 11 12 13 14
clinical signs [Pre Post Pre Post 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 0 [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
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
methylcyclohexane | 62.5 |Number of females|12 12 12 12 12 12 12 [2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 |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
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 |Number of females|12 12 12 12 12 12 (2 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 10 12 12 12 12 12 12 12 12 12 11 12 9 12 11 12 11
Salivation o 0 0 0 0000 0 0 0620 0 0 0 0 00 O0OO0OT1 0 3 01 01
Pre: Before administration, Post: after administration. (Continued)
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Study No. 100430

Table 3. (Continued) General clinical signs in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group mg/kg [Number of females Days of administration Total”
and general 15#
clinical signs [Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Number of females|12 12 9 9 5 5 4 4 0 0 12
Normal 1212 9 9 5 5 4 4 - - -
methylcyclohexane | 62.5 [Number of females|12 12 7 7 2 2 1 1 0 0 12
Normal 212 7 7 2 2 1 1 - - -
250 [Number of females|12 12 7 7 4 4 4 4 1 1 12
Normal 1212 7 7 4 4 4 4 1 1 -
1000 |Number of females|12 12 I I 7 7 2 2 0 0 12
Normal 2 8 1L 9 7 6 2 1 - - -
Salivation 0 4 0 2 0 1 0 1 - - 7

Pre: Before administration, Post: after administration.

#: Start of pairing.

a): Number of females showing abnormal signs at least once between Days 1 and 19 of administration.



0L

Table 4. General clinical signs in parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Study No. 100430

Group mg/kg [Number of females Days of pregnancy
and general 0 1 2 3 4 5 6 7 8 9 10 11 12
clinical signs Pre Post 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 0 [Number of females |11 11 11 11 (r 1t 11 11 11 11 tr 1t 11 11 11 ¢ tr tr 11 11 1 e e 1 11 11
Normal SRR R S R R S S R O Y T R R R N Y N S T I T 8
methylcyclohexane | 62.5 [Number of females {11 11 11 11 11 11 1r 11 11 11 1t 11 11 11 1t 11 11 11 1t 11 11 11 11 11 11 11
Normal IR R S S S T R T Y T N N N Y S T I T S
250 [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
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 |Number of females 11 11 11 11 11 11 11 11 11 1t 11 11 11 11 1C 1r 11 11 11 11 11 11 11 11 11 11
Normal 1t w1110 11 9 11 7 11 10 11 11 11 9 11 7 11 10 11 11 11 10 11 10 11 10
Salivation o 1 0 1 0 2 0 4 0 1 0 0 0 2 0 4 0 I 0 0 0 1 0 I 0 1
Pre: Before administration, Post: after administration. (Continued)
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Table 4. (Continued) General clinical signs in parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Study No. 100430

Group mg/kg [Number of females Days of pregnancy Total”
and general 13 20 21 24 25
clinical signs 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 0 |Number of females |11 1L 11 11 L 11 1L 11 1t 1t 11 11 11 11 11 11 I1 11 4 4 0 O O O O 11

Normal SR R R R L R L R R Y N L I VY -

methylcyclohexane | 62.5 [Number of females {11 11 11 (1 11 1t 1t (1 1t 1t 1t 11 11 11 11 11 11 11 6 6 0 0 0O 0 O 11

Normal S I R L S L R Y L T R I -
250 |Numberoffemales [12 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4 0 O O O O 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4 - - - - - -
1000 |Number of females |11 (1 (1 1 11 1t (1 11 It 11 It 11 11 11 11 11 11 Il 5 5 06 O O O O 11
Normal 7 11 8 11 8 (1 11 11 11 It 10 11 11 11 1o 11 11 5 5 -
Salivation o 4 0 3 0 3.0 00 0 0 1 0 001 0 00 0 - - - - - 9

Pre: Before administration, Post: after administration.

a): Number of females showing abnormal signs at least once between Days 0 and 25 of pregnancy.



L

Study No. 100430

Table 5. General clinical signs in parental female rats (mating groups) during lactation in combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group mg/kg [Number of females Days of lactation Total”
and general 0 2 4 5
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Number of females | 11 11 11 11 11 11 11 11 11 11 11
Normal 11 11 11 11 11 11 11 I 11 11 11 -
methylcyclohexane 62.5 |Number of females | 11 11 11 11 11 11 11 11 11 11 11
Normal 11 11 11 111 11 11 I 11 11 11 -
250 [Number of females | 12 12 12 2 12 12 12 12 12 11 12
Normal 2 12 12 12 12 12 12 12 12 11 11 -
1000 |Number of females | 11 11 11 11 11 11 11 11 11 11 11
Normal 11 11 11 11 1 11 11 8 11 -
Salivation 0 0 0 0 0 0 0 0 0 3 0 3

Pre: Before administration, Post: after administration.
a): Number of females showing abnormal signs at least once between Days 0 and 5 of lactation.
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Table 6. Body weights of male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

€L

Group Control methylcyclohexane

mg/kg 0 62.5 250 1000

Number of males 12 12 12 12

Days of administration
1 350 + 14 349 + 14 350 + 13 349 + 17
4 363 + 13 362 + 16 362 + 14 361 + 18
8 378 + 14 371 + 18 376 + 15 372 + 23
11 393 + 16 385 + 20 389 + 16 385 + 23
15 405 + 14 398 + 21 400 + 20 394 + 25
18 414 + 15 408 + 20 409 + 20 398 + 24
22 430 £ 16 420 + 22 422 + 19 411 + 27
25 440 + 15 430 + 24 433 + 20 419 + 29
28 443 + 13 435 + 23 439 + 21 428 + 31

Number of males 6 6 6 6

Days of recovery
1 444 + 13 440 + 18 442 + 29 428 + 35
4 451 + 14 448 + 21 452 + 30 434 + 36
8 463 + 15 462 + 19 464 + 29 448 + 40
11 471 + 16 471 + 17 473 + 31 454 + 43
14 473 + 20 467 + 12 477 + 32 457 + 45

Each value shows mean (g) + S.D.
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Table 7. Body weights of female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

YL

Group Control methylcyclohexane

mg/kg 0 62.5 250 1000

Number of females 10 S S 10

Days of administration
1 263 + 8 259 + 4 258 + 7 261 + 7
4 272 + 8 266 £+ 5 266 + 4 269 + 10
8 278 + 11 273 £+ 6 273 + 1 272 + 9
11 283 + 9 279 + 10 281 + 7 276 + 7
15 286 + 7 282 + 9O 284 + 7 280 + 9
18 295 + 9 290 + 7 293 + 8 283 + 14
22 298 + 9 294 + 6 296 + 8 285 + 16
25 299 + 14 298 + 7 294 + 13 203 + 14
28 304 £+ 12 298 + 10 301 + 7 296 = 13

Number of females 5 0 0 5

Days of recovery
1 304 £ 9 - - 301 + 20
4 310 £+ 8 - 304 + 19
8 311 + 6 - - 311 + 21
11 312 £ 6 - - 311 + 23
14 311 £ 8 - - 312 + 26

Each value shows mean (g) + S.D.
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Study No. 100430

Table 8. Body weights of parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Days of administration
1 236 + 8 240 + 8 240 + 9 237 + 8
4 245 + 9 248 + 9 247 + 10 246 + 10
8 248 + 10 254 £+ 9 253 + 11 251 £ 9
11 252 + 11 264 £+ 9 %* 262 + 12 258 + 10
15 258 + 9 269 £ 11 * 266 + 11 263 + 10
18 272 + 12 4) 272 N 277 + 17 ) 262 @)

Each value shows mean (g) + S.D.
Significantly different from the control group (*: p<0.05 by Dunnett's test).

Figures in parentheses indicate number of females.
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Table 9. Body weights of parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 11 11 12 11
Days of pregnancy
0 265 + 12 275 £ 10 273 + 12 268 =+ 7
7 208 + 15 309 = 12 308 + 15 302 £ 9
14 333 + 21 342 + 12 344 + 18 335 £ 12
20 404 + 31 415 + 19 412 + 21 403 + 18

9L

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



LL

Table 10. Body weights of parental female rats (mating groups) during lactation in combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Study No. 100430

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 11 11 12 11
Days of lactation
0 312 £ 18 334 £+ 26 323 + 27 313 + 25
4 334 + 23 347 + 21 335 + 25 (11) 325 + 39

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

Figures in parentheses indicate number of females.
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Table 11. Food consumption in male rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Study No. 100430

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Days of administration
2 20 + 4 21 £ 3 20+ 3 21 £ 2
5 22 £ 2 21 £ 2 20 £ 3 20 + 2
9 22 £ 2 21 £ 2 21 £ 1 21 £ 2
12 20 £+ 2 21 £ 3 20 + 2 2 £ 3
Number of males 6 6 6 6
Days of recovery
2 23 £+ 3 25 + 2 24 £+ 3 26 + 3
5 24 + 3 27 + 4 25 £ 3 25 + 2
9 25 £+ 3 286 £ 3 25 £+ 3 24 + 2
12 24 + 5 23 = 3 24 £+ 3 25 £+ 3

Each value shows mean (g/day) + S.D.
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Table 12. Food consumption in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

6L

Group Control methylcyclohexane

mg/kg 0 62.5 250 1000

Number of females 10 5 5 10

Days of administration
2 16 £+ 3 17 £+ 1 16 £+ 3 13 + 4
5 15 + 3 15 + 2 16 £+ 3 15 £+ 3
9 18 + 2 20 £ 4 21 £ 2 17 £ 2
12 17 £+ 3 18 £+ 2 19 £ 1 18 £+ 2
16 17 £ 2 17 £ 2 17 £+ 3 19 £+ 2
19 14 + 2 12 £ 3 14 + 2 14 + 3
23 16 + 3 16 £+ 3 18 + 4 16 £+ 3
26 13 + 1 14 + 1 15 £ 2 14 + 4

Number of females 5 0 0 5

Days of recovery
2 17 £+ 3 - - 19 £+ 5
5 18 = 2 - - 21 £+ 4
9 19 = 2 - - 20 = 4
12 19 + 3 - - 20 £ 1

Each value shows mean (g/day) + S.D.
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Table 13. Food consumption in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Days of administration
2 15 + 2 17 £ 3 17 £+ 2 # 17 + 6
5 14 =+ 2 15 £+ 2 13 £ 3 15 + 1
9 14 =+ 2 14 £ 2 15 £+ 2 14 £ 1
12 16 + 2 18 £ 3 16 £ 3 18 + 3

Each value shows mean (g/day) + S.D.
Significantly different from the control group (#: p<0.05 by Steel's test).
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Study No. 100430

Table 14. Food consumption in parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 11 11 12 11
Days of pregnancy
2 17 £ 1 19 + 2 19 £+ 3 19 =+ 3
9 17 £ 2 18 =+ 2 18 £+ 3 20 £ 2°*
16 19 + 4 21 £ 2 21 £ 3 21 = 3
20 20 £+ 3 21 £ 4 20 £ 3 20 + 4

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

Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 15. Food consumption in parental female rats (mating groups) during lactation in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 11 11 12 11
Days of lactation

2 23 + 7 24 + 7 22 £ 6 23 + 7

Each value shows mean (g/day) + S.D.
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Table 16. Water consumption in male rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Study No. 100430

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Days of administration
2 33 + 10 33 £ 4 33 £ 14 31 £+ 5
5 34 + 5 33+ 5 32 + 6 37 £ 5
9 37 + 9 35 + 6 32 + 5 38 £ 5
12 37 + S 30 £ 6% 36 + 6 39 £+ 5
Number of males 6 6 6 6
Days of recovery
2 35 + 10 37 + 5 38 £ 11 43 + 13
5 30 £+ 9 33+ 3 32 + 5 34 + 8
9 31 £ 6 36 £+ 6 34 £+ 6 34 £ 11
12 31 £ 5 34 £+ 6 34 £+ 7 35 £ 6

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

Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 17. Water consumption in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

78

Group Control methylcyclohexane

mg/kg 0 62.5 250 1000

Number of females 10 5 5 10

Days of administration
2 25 + 4 26 £ 5 26 £ 6 19 £+ 8
5 24 + 4 26 £+ 5 25 + 4 24 + 4
9 30 £ 5 28 + 6 30 £ 6 26 + 4
12 28 + 4 27 £+ 2 27 + 4 30 £ 5
16 29 + 3 27 £+ 3 27 £+ 5 31 £ 7
19 25 = 7 23 + 5 22 + 4 26 + 7
23 25 + 5 24 + 5 24 + 6 27 + 8
26 24 + 6 25 + 4 26 £ 6 26 + 8

Number of females 5 0 0 5

Days of recovery
2 28 £ 5 - - 34 + 10
5 27 £ 4 - - 32 £+ 5
9 28 £ 4 - - 31 £+ 3
12 32 £ 7 - - 33 £ 5

Each value shows mean (g/day) + S.D.
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Study No. 100430

Table 18. Water consumption in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Days of administration
2 25 + 4 28 £ 6 25 + 4 24 £ 5
5 23 £ 7 25 + 4 23 + 4 26 + 4
9 23 + S 24 + 4 24 + 4 2 + 4
12 29 £+ 7 25 £ 5 25 + 4 24 £ 20 #

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

Significantly different from the control group (#: p<0.05 by Steel's test).
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Table 19. Water consumption in parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane

mg/kg 0 62.5 250 1000

Number of females 11 11 12 11

Days of pregnancy
2 25 + 4 28 + 5 27 £ 6 33 £ 7 ¥
9 26 + 9 30 £ 5 26 + S 32 £ 5
16 34 + 6 39 + 7 37 + 6 41 £+ 8
20 33 £+ 5 39 £+ 6 38 £ 6 41 £ 9 *

Each value shows mean (g/day) + S.D.
Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
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Table 20. Water consumption in parental female rats (mating groups) during lactation in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 11 11 12 11
Days of lactation

2 40 + 11 41 = 9 36 £ 12 43 + 9

Each value shows mean (g/day) + S.D.
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Table 21. Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Observation of animals in cages
Posture Pre 2.0 (2) 20 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Excessive grooming Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Repetitive circling Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Excessive grooming 1: Not observed, 2: observed.

Repetitive circling 1: Not observed, 2: observed.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

68

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Observation of animals in cages
Biting behavior Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Clonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Tonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Biting behavior 1: Not observed, 2: observed.
Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.

Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Observation of animals on observer's palm
Ease of removal from cage Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Day 21 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Day 27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Ease of handling Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Muscle tone Pre 2.0 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Fur conditions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing,
3: struggling and trying to bite observer's hand.
Muscle tone 1: Decreased, 2: normal, 3: increased.

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration
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Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Observation of animals on observer's palm
Mucous membranes Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Salivation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.5 (1-2)#
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.3 (1-2)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.3 (1-2)
Piloerection Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)

Significantly different from the control group (#: p<0.05 by Steel's test).
Findings were graded as follows

Mucous membranes 1: Normal, 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.

Piloerection 1: None, 2: mild, 3: marked.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Observation of animals on observer's palm
Pupil size Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 21 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Respiration Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Pupil size 1: Mydriasis, 2: normal, 3: miosis.

Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration
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Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Open-field test
Frequency of urination Pre 06 £+ 08 03 £+ 07 06 £+ 12 06 = 05
Mean + S.D. Day 7 04 £ 05 05 £+ 07 05 £+ 07 0.1 £ 03
Day 14 03 £+ 05 06 £+ 08 04 + 07 05 £ 05
Day 21 02 £+ 04 04 £ 05 03 + 07 04 £ 05
Day 27 05 + 07 08 £ 1.2 04 + 1.0 08 £ 09
Frequency of defecation ~ Pre 08 + 1.5 14 + 12 20 £+ 20 1.6 + 22
Mean + S.D. Day 7 08 + 14 21 + 2.1 25 £ 25 1.1 £ 13
Day 14 01 + 03 14 + 14 ## 07 £+ 12 1.1 £ 12#
Day 21 0.0 £ 00 14 £ 1.6 ** 08 + 1.5 03 £ 07
Day 27 03 £ 05 14 £ 14 07 £+ 12 08 £ 12
Frequency of rearing Pre 1.8 + 19 20 + 1.8 12 + 22 1.6 + 19
Mean + S.D. Day 7 41 + 24 27 £+ 24 38 £+ 32 45 + 238
Day 14 34 £ 49 30 £ 3.1 25 £ 25 25 £ 3.0
Day 21 48 £ 3.0 40 £ 3.1 40 £ 4.0 58 £+ 33
Day 27 33 £+ 37 43 £ 37 29 + 3.1 30 £ 28
Frequency of grooming Pre 0.0 £ 00 0.0 £+ 0.0 00 £+ 0.0 00 = 0.0
Mean + S.D. Day 7 00 £ 00 00 + 0.0 00 + 0.0 00 £ 00
Day 14 00 £ 00 00 £ 00 00 £ 00 00 £ 00
Day 21 00 £ 00 00 £ 00 00 £ 00 00 £ 00
Day 27 00 £ 00 00 £ 00 00 £ 00 00 £ 0.0
Pre: Day of grouping. (Continued)

Signiticantly different from the control group (#: p<0.05, ##: p<0.01 by Steel's test).
Signiticantly different from the control group (**: p<0.01 by Dunnett's test).
Frequency of urination (during a 2-minute period).

Frequency of defecation (during a 2-minute period).

Frequency of rearing (during a 2-minute period).

Frequency of grooming (during a 2-minute period).
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration
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Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Open-field test
Gait Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1 1.0 (1 1.0 (1
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Consciousness Pre 2.0 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Behavioral abnormalities  Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.

Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing, 5: self-biting.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Open-field test
Righting reflex Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

g6

Pre: Day of grouping.
Findings were graded as follows
Righting rcflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 22. Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Observation of animals in cages
Posture Pre 2.0 (2) 20 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Excessive grooming Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Repetitive circling Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Excessive grooming 1: Not observed, 2: observed.

Repetitive circling 1: Not observed, 2: observed.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration
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Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Observation of animals in cages
Biting behavior Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Clonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Tonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Biting behavior 1: Not observed, 2: observed.
Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.

Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Observation of animals on observer's palm
Ease of removal from cage Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Day 21 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Day 27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Ease of handling Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Muscle tone Pre 2.0 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Fur conditions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing,
3: struggling and trying to bite observer's hand.
Muscle tone 1: Decreased, 2: normal, 3: increased.

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration
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Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Observation of animals on observer's palm
Mucous membranes Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Salivation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.1 (1-2)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.1 (1-2)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Piloerection Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Mucous membranes 1: Normal, 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.

Piloerection 1: None, 2: mild, 3: marked.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Observation of animals on observer's palm
Pupil size Pre 2.0 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 21 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Respiration Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Pupil size 1: Mydriasis, 2: normal, 3: miosis.

Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration
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Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Open-field test
Frequency of urination Pre 04 £ 05 04 + 09 08 + 1.1 04 = 05
Mean + S.D. Day 7 03 £+ 05 00 £ 0.0 04 + 09 00 £ 00
Day 14 03 + 07 00 £ 0.0 02 + 04 00 £ 00
Day 21 00 £ 00 00 £ 0.0 02 + 04 0.1 £ 03
Day 27 01 + 03 00 £ 0.0 02 + 04 00 £ 00
Frequency of defecation  Pre 08 + 1.1 00 £+ 0.0 04 + 09 1.0 = 1.7
Mean + S.D. Day 7 04 + 13 00 £ 0.0 02 + 04 00 £ 00
Day 14 01 + 03 00 £ 0.0 00 £ 00 00 £ 00
Day 21 0.0 £ 00 00 £+ 0.0 04 + 0.5 %* 00 £ 00
Day 27 00 £ 00 00 £ 00 04 £ 09 00 £ 00
Frequency of rearing Pre 25 + 18 22 + 19 44 + 1.7 36 £ 24
Mean + S.D. Day 7 66 + 34 56 £+ 40 92 + 52 56 + 28
Day 14 70 £ 46 62 £ 41 70 £ 29 63 £ 23
Day 21 56 £+ 57 68 £ 33 74 £ 63 75 £+ 4.0
Day 27 65 £ 59 104 £ 23 120 £ 33 87 £+ 28
Frequency of grooming Pre 0.0 £ 00 0.0 £+ 0.0 00 £+ 0.0 00 = 0.0
Mean + S.D. Day 7 00 £ 00 00 + 0.0 00 + 0.0 00 £ 00
Day 14 00 £ 00 00 £ 00 00 £ 00 00 £ 00
Day 21 00 £ 00 00 £ 00 00 £ 00 00 £ 00
Day 27 00 £ 00 00 £ 00 00 £ 00 00 £ 0.0
Pre: Day of grouping. (Continued)

Signiticantly different from the control group (**: p<0.01 by Dunnett's test).
Frequency of urination {(during a 2-minute period).

Frequency of defecation (during a 2-minute period).

Frequency of rearing (during a 2-minute period).

Frequency of grooming (during a 2-minute period).
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration
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Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Open-field test
Gait Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1 1.0 (1 1.0 (1
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Consciousness Pre 2.0 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Behavioral abnormalities  Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.

Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing, 5: self-biting.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Open-field test
Righting reflex Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

€01

Pre: Day of grouping.
Findings were graded as follows
Righting rcflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 23. Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals in cages
Posture Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Pregnancy 1 20 (2) [ 20 (2) [11] 20 (2) 20 (2) [11]
Pregnancy 8 20 (2) [11] 20 (2) [11] 20 (2) 20 (2) [11]
Pregnancy 15 20 (2) [11] 20 (2) [11] 20 (2) 20 (2) [11]
Lactation 4 20 (2) [11] 20 (2) [11] 20 (2) [11] 20 (2) [11]
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 [11]
Pregnancy 8 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 (1) [11]
Pregnancy 15 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 [11]
Lactation 4 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) [11]
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals in cages
Excessive grooming Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [ 1.0 [11] 1.0 (1) 1.0 [11]
Pregnancy 8 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Pregnancy 15 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Lactation 4 1.0 (1) [11] 1.0 [11] 1.0 (1) [11] 1.0 [11]
Repetitive circling Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Pregnancy 8 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 (1) [11]
Pregnancy 15 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Lactation 4 1.0 (1) [11] 1.0 [11] 1.0 (1) [11] 1.0 (1) [11]
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Excessive grooming 1: Not observed, 2: observed.
Repetitive circling 1: Not observed, 2: observed.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals in cages
Biting behavior Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [ 1.0 [11] 1.0 (1) 1.0 [11]
Pregnancy 8 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Pregnancy 15 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Lactation 4 1.0 (1) [11] 1.0 [11] 1.0 (1) [11] 1.0 [11]
Clonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Pregnancy 8 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 (1) [11]
Pregnancy 15 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Lactation 4 1.0 (1) [11] 1.0 [11] 1.0 (1) [11] 1.0 (1) [11]
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Findings were graded as follows
Biting behavior 1: Not observed, 2: observed.
Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

L01

Group Control methylcyclohexane

mg/kg 0 62.5 250 1000

Number of females 12 12 12 12

Observation of animals in cages

Tonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0

Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [ 1.0 [11] 1.0 (1) 1.0 [11]
Pregnancy 8 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 (1) [11]
Pregnancy 15 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Lactation 4 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) [11]

Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Findings were graded as follows
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals on observer's palm
Ease of removal from cage Pre 20 (2) 2.0 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 2.0 (2) 20 (2) 2.0 (2)
Pregnancy 1 20 (2) [11] 2.0 (2) [11] 20 (2) 20 (2) [11]
Pregnancy 8 20 (2) [11] 2.0 (2) [11] 20 (2) 20 (2) [11]
Pregnancy 15 20 (2) [11] 2.0 (2) [11] 20 (2) 20 (2) [11]
Lactation 4 20 (2) [11] 2.0 (2) [11] 20 (2) [11] 20 (2) [11]
Ease of handling Pre 20 (2) 2.0 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 20 (2) 2.0 (2) 2.0 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Pregnancy 1 20 (2) [11] 20 (2) [11] 20 (2) 2.0 (2) [11]
Pregnancy 8 20 (2) [11] 20 (2) [11] 20 (2) 2.0 (2) [11]
Pregnancy 15 20 (2) [11] 20 (2) [11] 20 (2) 2.0 (2) [11]
Lactation 4 20 (2) [11] 20 (2) [11] 20 (2) [11] 2.0 (2) [11]
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Findings were graded as follows
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing,
3: struggling and trying to bite observer's hand.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals on observer's palm
Muscle tone Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 2.0 (2) 20 (2) 2.0 (2)
Pregnancy 1 20 (2) [11] 2.0 (2) [11] 20 (2) 20 (2) [11]
Pregnancy 8 20 (2) [11] 2.0 (2) [11] 20 (2) 20 (2) [11]
Pregnancy 15 20 (2) [11] 2.0 (2) [11] 20 (2) 20 (2) [11]
Lactation 4 20 (2) [11] 2.0 (2) [11] 20 (2) [11] 20 (2) [11]
Fur conditions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 [11]
Pregnancy 8 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 (1) [11]
Pregnancy 15 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 [11]
Lactation 4 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) [11]
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Findings were graded as follows
Muscle tone 1: Decreased, 2: normal, 3: increased.
Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals on observer's palm
Mucous membranes Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [ 1.0 [11] 1.0 (1) 1.0 [11]
Pregnancy 8 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Pregnancy 15 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Lactation 4 1.0 (1) [11] 1.0 [11] 1.0 (1) [11] 1.0 [11]
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Pregnancy 8 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 (1) [11]
Pregnancy 15 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Lactation 4 1.0 (1) [11] 1.0 [11] 1.0 (1) [11] 1.0 (1) [11]
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Mucous membranes 1: Normal, 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation 1: None, 2: mild, 3: marked.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals on observer's palm
Salivation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 ( 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 ( 1.0 (1) 1.0 (1) 1.0 (1)
Pregnancy 1 1.0 ( [11] 1.0 [11] 1.0 (1) 1.0 (1) [11]
Pregnancy 8 1.0 ( [11] 1.0 [11] 1.0 (1) 1.0 (1) [11]
Pregnancy 15 1.0 ( [11] 1.0 [11] 1.0 (1) 1.0 (1) [11]
Lactation 4 1.0 (1) [11] 1.0 [11] 1.0 (1) [11] 13 (1-2) [11]
Piloerection Pre 1.0 ( 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 ( 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 ( 1.0 (1) 1.0 (1) 1.0 (1)
Pregnancy 1 1.0 ( [11] 1.0 [11] 1.0 (1) 1.0 (1) [11]
Pregnancy 8 1.0 ( [11] 1.0 [11] 1.0 (1) 1.0 (1) [11]
Pregnancy 15 1.0 ( [11] 1.0 [11] 1.0 (1) 1.0 (1) [11]
Lactation 4 1.0 ( [11] 1.0 [11] 1.0 (1) [11] 1.0 (1) [11]
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Salivation 1: None, 2: mild, 3: marked.
Piloerection 1: None, 2: mild, 3: marked.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals on observer's palm
Pupil size Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 2.0 (2) 20 (2) 2.0 (2)
Pregnancy 1 20 (2) [11] 2.0 (2) [11] 20 (2) 20 (2) [11]
Pregnancy 8 20 (2) [11] 2.0 (2) [11] 20 (2) 20 (2) [11]
Pregnancy 15 20 (2) [11] 2.0 (2) [11] 20 (2) 20 (2) [11]
Lactation 4 20 (2) [11] 2.0 (2) [11] 20 (2) [11] 20 (2) [11]
Respiration Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 [11]
Pregnancy 8 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 (1) [11]
Pregnancy 15 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 [11]
Lactation 4 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) [11]
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Pupil size 1: Mydriasis, 2: normal, 3: miosis.
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Open-field test
Frequency of urination Pre 00 + 00 02 + 06 03 + 05 03 £ 0.6
Mean + S.D. Day 7 00 £ 0.0 0.0 £ 0.0 0.1 £ 03 0.1 £ 03
Day 14 0.1 £ 03 01 =+ 03 0.1 £ 03 0.1 £ 0.3
Pregnancy 1| 03 + 06 [I1] 00 + 00 [11] 03 £ 05 02 + 04 [l1]
Pregnancy 8 05+ 07 [I1] 0.0 + 0.0* [11] 02 + 04 01 + 03 [l1]
Pregnancy 15 04 + 05 [11] 0.1 + 03  [11] 0.1 £ 03 00 + 00* [11]
Lactation 4 01 + 03 [I1] 0.1 + 03  [11] 03 + 06 [I1] 00 + 00 [l1]
Frequency of defecation ~ Pre 03 + 1.2 03 £ 09 02 + 06 00 = 0.0
Mean + S.D. Day 7 01 + 03 04 + 14 04 + 14 00 + 00
Day 14 06 £ 14 00 = 0.0 0.0 £ 00 0.0 £ 00
Pregnancy 1 06 + 16 [l1] 09 + 17 [11] 05 £ 1.0 00 + 00 [11]
Pregnancy 8 0.0 + 00 [l1] 03 + 09 [l1] 01 £ 03 00 + 00 [11]
Pregnancy 15 05 + 12 [l1] 03 + 09 [11] 05 + 1.2 00 + 00 [11]
Lactation 4 05 + 15 [l1] 00 + 00 [11] 03 + 09 [I1] 00 + 00 [11]
Pre: Day of grouping. (Continued)

Significantly different from the control group (*: p<0.05 by Dunnett's test).
Figures in brackets indicate number of females.

Frequency of urination (during a 2-minute period).

Frequency of defecation (during a 2-minute period).
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Open-field test
Frequency of rearing Pre 51+ 25 52 + 3.0 43 + 29 48 + 34
Mean + S.D. Day 7 57 £ 29 59 + 28 64 + 38 81 + 37
Day 14 58 £ 40 6.1 + 42 96 + 5.1 98 + 6.0
Pregnancy 1 52 + 46 [11] 23 + 32 [11] 51 + 43 47 + 33 [11]
Pregnancy 8 49 + 34 [11] 34 £ 30 [11] 58 £ 4.1 65 + 47 [11]
Pregnancy 15 36 £ 3.2 [11] 28 £ 3.5 [11] 3.7 £+ 38 45 + 39 [11]
Lactation 4 47 + 49 [11] 68 + 49 [11] 59 £ 52 [11] 4.1 + 4.1 [11]
Frequency of grooming Pre 00 + 00 00 + 00 00 = 00 00 = 0.0
Mean + S.D. Day 7 00 + 00 00 + 00 00 + 0.0 00 + 0.0
Day 14 00 £ 00 00 £ 00 00 £ 00 00 £ 00
Pregnancy 1 00 £ 00 [11] 00 £ 00 [11] 01 = 03 00 £ 00 [11]
Pregnancy 8 00 £ 00 [11] 00 £ 00 [11] 00 £ 00 00 £ 00 [11]
Pregnancy 15 00 £ 00 [11] 00 £ 00 [11] 00 £ 00 00 £ 00 [11]
Lactation 4 00 £ 00 [11] 00 £ 00 [11] 01 £ 03 [11] 00 £ 00 [11]
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Frequency of rearing (during a 2-minute period).
Frequency of grooming (during a 2-minute period).



8!

Study No. 100430

Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Open-field test
Gait Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [ 1.0 [11] 1.0 (1) 1.0 [11]
Pregnancy 8 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Pregnancy 15 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Lactation 4 1.0 (1) [11] 1.0 [11] 1.0 (1) [11] 1.0 [11]
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Pregnancy 8 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 (1) [11]
Pregnancy 15 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Lactation 4 1.0 (1) [11] 1.0 [11] 1.0 (1) [11] 1.0 (1) [11]
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.



911

Study No. 100430

Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Open-field test
Consciousness Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 2.0 (2) 20 (2) 20 (2)
Pregnancy 1 20 (2) [ 20 (2) [11] 20 (2) 20 (2) [11]
Pregnancy 8 20 (2) [11] 20 (2) [11] 20 (2) 20 (2) [11]
Pregnancy 15 20 (2) [11] 20 (2) [11] 20 (2) 20 (2) [11]
Lactation 4 20 (2) [11] 20 (2) [11] 20 (2) [11] 20 (2) [11]
Behavioral abnormalities  Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 [11]
Pregnancy 8 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 (1) [11]
Pregnancy 15 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) 1.0 [11]
Lactation 4 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) [11]
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing, 5: self-biting.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane

mg/kg 0 62.5 250 1000

Number of females 12 12 12 12

Open-field test

Righting reflex Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1 1.0

Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [ 1.0 [11] 1.0 (1) 1.0 [11]
Pregnancy 8 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Pregnancy 15 1.0 (1) [11] 1.0 [11] 1.0 (1) 1.0 [11]
Lactation 4 1.0 (1) [11] 1.0 (1) [11] 1.0 (1) [11] 1.0 [11]

Pre: Day of grouping.
Figures in brackets indicate number of females.
Findings were graded as follows
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 24. Sensory reactivity of male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Pupillary reflex

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Approaching behavior

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Response to touch

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Auditory reflex

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Pain reflex

Mean (range) 30 (3) 30 (3) 30 (3) 30 (3)
Findings were graded as follows:

Pupillary retlex 1: Pupils completely dilated, 2: normal pupillary contraction observed, 3: pupils completely contracted.

Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.

1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.

Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.

Response to touch

Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,

4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Table 25. Sensory reactivity of female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Pupillary reflex

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Approaching behavior

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Response to touch

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Auditory reflex

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Pain reflex

Mean (range) 30 (3) 30 (3) 30 (3) 30 (3)
Findings were graded as follows:

Pupillary retlex 1: Pupils completely dilated, 2: normal pupillary contraction observed, 3: pupils completely contracted.

Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.

1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.

Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.

Response to touch

Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,

4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Table 26. Grip strength of male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Forelimb

1380 + 370 1461 + 282 1477 + 214 1351 + 474
Hindlimb

246 + 84 256 + 121 271 + &9 260 + 160

Each value shows mean (g) + S.D.
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Table 27. Grip strength of female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Forelimb

959 + 169 851 + 70 939 + 126 1019 + 120
Hindlimb

348 + 151 310 + 40 305 £ 34 361 + 159

Each value shows mean (g) + S.D.
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Table 28. Spontaneous motor activity of male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Ambulatory counts
Minutes after administration
70 468 + 206 391 + 238 340 + 109 501 + 287
80 205 + 174 326 + 237 195 + 164 213 + 126
90 75 + 109 55 + 67 59 + 69 220 + 207
100 132 + 169 117 + 114 41 + 57 66 + 64
110 61 =+ 74 116 + 152 74 + 88 12 + 29
120 86 =+ 94 129 + 196 64 + 104 55 + 125
Total 1027 + 524 1134 + 788 772 + 407 1067 + 558
Vertical counts
Minutes after administration
70 49 + 24 37 + 24 44 + 11 39 + 24
80 23 + 23 26 + 24 22 + 11 22 + 17
90 7 + 10 6 + 8 7 + 10 19 + 20
100 12 + 19 11 + 13 3 + 5 4 + 4
110 8 + 12 10 + 15 10 + 13 1 + 1
120 7 + 11 10 + 15 4 + 6 4 + 10
Total 105 + 75 100 = 81 89 + 34 89 + 53

Each value shows mean + S.D.
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Table 29. Spontaneous motor activity of female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Ambulatory counts
Minutes after administration
70 402 + 421 530 + 142 772 + 748 486 + 241
80 294 + 267 225 + 169 441 + 373 378 + 106
90 209 + 302 118 + 137 270 + 399 82 + 92
100 169 + 219 133 + 139 320 + 248 105 + 144
110 56 + 90 69 + 142 56 + 89 43 + 88
120 180 + 121 71 + 108 183 + 173 150 + 201
Total 1309 + 1220 1146 + 513 2042 + 1386 1243 + 648
Vertical counts
Minutes after administration
70 32 + 31 50 + 18 45 + 24 46 + 22
80 26 + 22 22 + 19 33 + 23 33 + 12
90 15 + 21 14 + 16 22 + 28 7 + 8
100 12 + 13 14 + 15 17 + 13 9 + 12
110 3 + 4 5 + 10 3 + 4 4 + 8
120 16 + 14 7 + 10 15 + 16 11 + 16
Total 104 + 86 112 + 63 134 + 78 110 + 58

Each value shows mean + S.D.
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Table 30. Urinary findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Study No. 100430

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Volume (mL): Mean = S.D. 87 =+ 2.1 155 £ 146 16.1 + 103 163 =+ 49 #
Specific gravity: Mean + S.D. 1.051 + 0.007 1.050 + 0.022 1.046 =+ 0.023 1.058 + 0.015
Color
Light yellow 6 6 6 6
pH
7.5 0 0 1 1
8.0 0 0 0 2
8.5 6 6 5 3
Protein
Negative 0 0 0 3
Trace 1 1 1 1
30 mg/dL 4 5 3 2
100 mg/dL 1 0 2 0
Glucose
Negative 6 6 6 6
Ketone body
Negative 0 0 0 5
Trace 2 2 1 1
Slight 4 4 5 0
Bilirubin
Negative 6 6 6 6
Occult blood
Negative 4 4 6 6
Trace 2 2 0 0
Urobilinogen
0.1 EU./dL 6 6 6 6
Significantly ditferent from the control group (#: p<0.05 by Steel's test). (Continued)
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Table 30. (Continued) Urinary findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Urinary sediments

Epithelial cells

0-20 cells/100 fields 6 6 6 6
Erythrocytes

0-20 cells/100 fields 6 6 6 6
Leukocytes

0-20 cells/100 fields 6 6 6 6
Casts

Not observed 6 6 6 6
Crystals

Not observed 6 6 3 6

Observed 0 0 3 0
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Table 31. Urinary findings in female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Volume (mL): Mean = S.D. 6.8 =+ 1.6 85 =+ 3.0 77 + 35 90 =+ 4.4
Specific gravity: Mean + S.D. 1.051 = 0011 1.055 + 0.014 1.054 + 0.021 1.064 + 0.022
Color
Light yellow 5 5 5 5
pH
6.0 0 1 0 0
7.5 1 0 0 0
8.0 2 1 0 0
8.5 2 1 3 4
>9.0 0 2 2 1
Protein
Negative 4 2 1 1
Trace 0 2 0 2
30 mg/dL 1 1 4 2
Glucose
Negative 5 5 5 5
Ketone body
Negative 4 4 4 2
Trace 1 0 1 3
Slight 0 1 0 0
Bilirubin
Negative 5 5 5 5
Occult blood
Negative 5 4 5 4
Trace 0 1 0 1
Urobilinogen
0.1 EU./dL 4 5 5 3
1.0 EU./dL 1 0 0 2

(Continued)
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Table 31. (Continued) Urinary findings in female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Urinary sediments

Epithelial cells

0-20 cells/100 fields 5 5 5 5
Erythrocytes

0-20 cells/100 fields 5 5 5 5
Leukocytes

0-20 cells/100 fields 5 5 5 5
Casts

Not observed 5 5 5 5
Crystals

Not observed 3 4 4 5

Observed 2 1 1 0

LTl
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Table 32. Urinary findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Study No. 100430

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Volume (mL): Mean = S.D. 134 + 3.9 170 + 7.0 13.1 + 6.0 154 + 5.6
Specific gravity: Mean + S.D. 1.043 + 0.012 1.042 + 0.014 1.053 + 0.018 1.047 + 0.013
Color
Light yellow 6 6 6 6
pH
7.0 0 i 0 0
7.5 1 0 0 1
8.0 0 1 0 0
8.5 5 4 6 5
Protein
Trace 2 1 3 2
30 mg/dL 2 5 3 4
100 mg/dL 2 0 0 0
Glucose
Negative 6 6 6 6
Ketone body
Trace 2 3 1 5
Slight 4 2 5 1
Moderate 0 i 0 0
Bilirubin
Negative 6 6 6 6
Occult blood
Negative 4 2 4 1
Trace 2 4 2 5
Urobilinogen
0.1 E.U./dL 6 6 6 6

(Continued)
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Table 32. (Continued) Urinary findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Urinary sediments

Epithelial cells

0-20 cells/100 fields 6 6 6 6
Erythrocytes

0-20 cells/100 fields 6 6 6 6
Leukocytes

0-20 cells/100 fields 6 6 6 6
Casts

Not observed 6 6 6 6
Crystals

Not observed 4 3 5 4

Observed 2 3 1 2
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Table 33. Urinary findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 1000
Number of females 5 5
Volume (mL): Mean + S.D. 151 + 4.5 127 + 4.2
Specific gravity: Mean + S.D. 1.036 = 0.009 1.038 =+ 0.012
Color
Light yellow 5 5
pH
7.0 1 0
7.5 0 1
8.0 3 0
8.5 1 4
Protein
Negative 2 4
Trace 2 1
30 mg/dL 1 0
Glucose
Negative 5 5
Ketone body
Negative 4 5
Trace 1 0
Bilirubin
Negative 5 5
Occult blood
Negative 5 5
Urobilinogen
0.1 EU/dL 4 5
1.0 E.U./dL 1 0

(Continued)
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Table 33. (Continued) Urinary findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 1000
Number of females 5 5
Urinary sediments

Epithelial cells

0-20 cells/100 fields 5 5
Erythrocytes

0-20 cells/100 fields 5 5
Leukocytes

0-20 cells/100 fields 5 5
Casts

Not observed 5 5
Crystals

Not observed 4 2
Observed 1 3
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Table 34. Hematological findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane

mg/kg 0 2.5 250 000
Number of males 6 6 6 6

RBC (10%uL) 797 £ 23 8l6 + 38 816 + 26 798 + 24
Hemoglobin (g/dL) 146 =+ 0.6 151 £ 0.5 15,1 £+ 03 150 = 0.5
Hematocrit (%) 40.7 + 1.6 420 + 1.0 419 + 038 416 + 14
MCV (fL) 51.1 £ 13 516 £ 29 514 £ 1.5 522 £ 1.0
MCH (rg) 183 + 0.4 186 £ 0.8 186 £ 03 188 = 0.5
MCHC (g/dL) 357 £+ 03 360 £ 0.6 361 + 0.6 36.1 £ 0.6
Platelet (10*%uL) 1158 £ 7.7 1070 + 172 1229 + 8.0 132.1 £ 225
Reticulocyte (%) 301 £ 032 2.85 + 0.54 342 £ 023 322 + 039
PT (sec.) 215 £ 43 224 + 58 21,1 + 3.1 239 + 58
APTT (sec.) 247 £ 29 248 £ 2.7 244 + 27 266 = 33
Fibrinogen (mg/dL) 1938 = 9.7 2172 + 21.1 2052 + 21.0 2014 + 20.1
WBC (10%/uL) 683 = 938 632 + 13.6 652 + 114 65.1 + 243
Differential leukocyte (%)

Lymphocyte 787 £ 9.4 741 £ 6.7 732 £ 7.1 73.1 £ 56
Neutrophil 182 + 85 220 £ 58 225 + 6.4 234 + 53
Eosinophil 1.2 £ 08 1.5 £+ 05 1.6 £+ 06 1.2 £+ 038
Basophil 00 £ 00 00 = 00 00 =+ 00 00 = 00
Monocyte 20 £+ 09 24 + 0.7 28 + 1.0 22 + 05

Each value shows mean + S.D.
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Table 35. Hematological findings in female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane

mg/kg 0 2.5 250 1000
Number of females 5 5 5 5

RBC (10%uL) 746 + 54 771 £ 37 734 + 21 730 £ 52
Hemoglobin (g/dL) 143 =+ 08 145 £ 0.6 141 £ 0.5 141 = 0.8
Hematocrit (%) 398 + 2.0 403 + 16 394 + 09 395 £ 2.1
MCV (fL) 535 £ 2.1 524 £ 3.1 536 £+ 0.6 541 £ 15
MCH (rg) 19.1 £ 038 188 £ 1.2 192 £+ 02 193 £ 04
MCHC (g/dL) 358 £ 02 359 £+ 03 359 + 05 357 £ 03
Platelet (10*%uL) 1189 + 10.0 103.7 + 143 1033 + 10.8 111.8 £ 6.2
Reticulocyte (%) 2776 £ 0.19 281 = 0.28 271 = 047 348 £ 048 *
PT (sec.) 146 £ 05 146 = 0.6 147 £ 0.5 150 £+ 0.7
APTT (sec.) 176 £+ 0.6 176 £+ 04 175 £+ 14 176 + 15
Fibrinogen (mg/dL) 1723 + 140 1683 + 42 166.8 + 13.5 171.8 = 18.7
WBC (10%/uL) 49.7 £ 109 326 £+ 73 428 + 143 31.8 £ 114
Differential leukocyte (%)

Lymphocyte 76.5 £ 83 741 £ 6.0 78.6 £ 83 73.0 £ 58
Neutrophil 203 + 8.0 215 £ 63 170 £ 73 228 £+ 355
Eosinophil 1.5 £ 05 23 £+ 1.6 1.9 + 08 1.5 £+ 08
Basophil 00 £ 00 00 = 00 00 =+ 00 00 =+ 00
Monocyte 1.7 £+ 03 2.1 + 0.7 25 £+ 09 27 + 04*%*

Each value shows mean + S.D.

Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 36. Hematological findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane

mg/kg 0 2. 250 000
Number of males 6 6 6 6

RBC (10*/uL) 846 + 59 822 + 38 795 £ 26 819 + 6
Hemoglobin (g/dL) 149 = 0.6 151 £ 0.5 145 £ 03 146 = 04
Hematocrit (%) 409 £ 1.5 417 £+ 1.6 405 + 1.1 408 + 1.1
MCV (fL) 485 = 19 508 £ 19 509 £+ 1.8 498 + 1.5
MCH (rg) 177 £ 0.6 183 £ 0.6 182 + 0.7 178 = 0.5
MCHC (g/dL) 364 £ 0.2 36.1 =+ 04 359 + 03 358 £ 0.3 **
Platelet (10*%uL) 1126 = 164 1086 + 86 1092 £ 95 1209 + 18.5
Reticulocyte (%) 303 = 0.87 3.19 £ 0.64 325 £ 028 2.89 £ 0.29
PT (sec.) 21.1 £ 25 222 + 40 238 =+ 21 234 + 3.7
APTT (sec.) 2.1 £ 1.7 234 + 24 231 + 1.8 23.0 = 1.0
Fibrinogen (mg/dL) 1858 + 113 190.8 + 14.8 1945 £ 57 2008 £ 9.0
WBC (10*/uL) 790 + 222 521 + 143 567 + 18.3 502 + 6.4 %
Differential leukocyte (%)

Lymphocyte 770 £ 9.7 734 + 39 721 £ 55 720 £ 65
Neutrophil 182 =+ 8.8 21.7 + 38 234 + 54 23.0 + 5.7
Eosinophil 1.5 £+ 04 1.6 =+ 07 1.6 £+ 02 1.8 £+ 09
Basophil 0.1 = 0.1 00 £ 0.0 00 =+ 00 00 =+ 00*
Monocyte 32 + 08 34 + 09 29 + 03 33 £+ 0.7

Each value shows mean + S.D.

Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
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Table 37. Hematological findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 1000
Number of females 5 5

RBC (10*/uL) 783 £ 19 788 = 39
Hemoglobin (g/dL) 148 £ 0.5 147 =+ 05
Hematocrit (%) 404 + 1.1 407 £+ 1.3
MCV (fL) 516 + 1.2 517 + 13
MCH (pg) 189 £+ 04 187 £ 05
MCHC (g/dL) 365 £ 02 362 £+ 05
Platelet (10*uL) 1064 + 5.1 1198 + 177
Reticulocyte (%) 250 £ 0.67 223 + 049
PT (sec.) 152 £+ 1.0 147 £ 1.1
APTT (sec.) 165 £ 0.8 173 £ 05
Fibrinogen (mg/dL) 1629 £ 6.9 1777 £ 17.0
WBC (10%/uL) 336 + 99 314 + 127
Differential leukocyte (%)

Lymphocyte 68.0 £+ 3.8 70.1 £ 10.0
Neutrophil 263 + 3.6 244 + 9.1
Eosinophil 19 £+ 08 24 £ 13
Basophil 00 £+ 0.0 00 £ 00
Monocyte 38 + 1.2 31 + 1.0

Each value shows mean + S.D.
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Table 38. Clinical biochemistry findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane

mg/kg 0 62.5 250 1000
Number of males 6 6 6 6

AST (IU/L) 854 + 114 80.0 =+ 8.4 947 £ 3738 90.8 + 25.1
ALT au/L) 255 + 1.1 284 =+ 39 356 = 162 443 + 176 #
ALP (1U/L) 4264 + 1133 3695 + 923 3597 + 438 3642 + 137.7
y-GT (IU/L) 061 + 0.08 051 = 0.11 065 £ 0.17 1.18 + 033 #
Total protein (g/dL) 559 £ 022 548 + 0.18 555 + 0.15 6.25 £ 0.28 **
Albumin (g7dL) 280 + 036 2.88 + 0.20 293 + 0.08 3.00 £ 0.15
A/G 1.01 + 0.17 .11 + 0.13 1.12 £ 0.03 092 =+ 0.04
Total bilirubin (mg/dL) 0.10 £ 0.01 0.11 = 0.01 0.10 £ 0.0l 0.11 £ 0.01
Urea nitrogen (mg/dL) 155 + 2.0 135 + 1.1 150 + 22 13.8 + 1.8
Creatinine (mg/dL) 0.28 £ 0.03 024 £ 0.03 025 £ 0.02 025 £ 0.02
Glucose (mg/dL) 1079 + 7.5 112.1 =+ 92 1032 + 6.7 97.9 £ 10.1
Total cholesterol (mg/dL) 451 =+ 5.9 60.8 + 8.4 60.5 + 9.3 812 + 12,6 **
Triglyceride (mg/dL) 390 =+ 11.0 3.1 8.3 30.8 = 8.8 289 = 114
Na (mEq/L) 1465 + 0.5 146.7 = 0.8 1456 + 0.8 1469 =+ 1.2
K (mEg/L) 425 £+ 0.25 414 + 0.17 451 +  0.27 447 + 034
Cl (mEg/L) 108.6 =+ 1.0 1082 =+ 1.0 107.2 + 1.1 105.7 £ 0.5 **
Ca (mg/dL) 96 £ 02 9.5 + 0.2 95 £+ 02 100 £ 0.2 **
Inorganic phosphorus (mg/dL) 72 + 0.7 7.1 + 0.6 74 + 0.7 75 + 0.8

Each value shows mean + S.D.
Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).

Significantly different from the control group (#: p<0.05 by Steel's test).
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Table 39. Clinical biochemistry findings in female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

LEL

Group Control methylcyclohexane

mg/kg 0 62.5 250 1000
Number of females 5 5 5 5

AST (IU/L) 719 £ 12.0 76.5 + 6.5 762 +£ 12.0 73.0 £ 11.0
ALT au/L) 21.8 £ 2.0 27.0 £ 7.5 250 + 1.8 250 £ 6.6
ALP (1U/L) 198.3 + 235 1640 + 312 191.8 + 455 178.1 + 420
y-GT (IU/L) 070 £ 0.18 075 £ 0.12 074 £ 0.17 072 £ 0.18
Total protein (g/dL) 6.04 £ 040 594 £ 037 6.04 = 0.07 635 = 048
Albumin (g7dL) 351 £ 0.34 342 £ 033 347 £ 0.14 359 £ 039
A/G 1.40 £ 0.14 1.36 £ 0.11 136 £ 0.13 130 £ 0.11
Total bilirubin (mg/dL) 0.10 £ 0.01 0.11 = 0.01 0.10 £ 0.0l 0.11 = 0.02
Urea nitrogen (mg/dL) 149 + 2.5 140 + 3.0 16.0 + 33 129 + 0.9
Creatinine (mg/dL) 035 £ 0.02 033 =+ 0.04 035 £ 0.06 030 £ 0.05
Glucose (mg/dL) 1192 + 106 110.1 =+ 2.7 1102 £ 9.0 1059 + 72
Total cholesterol (mg/dL) 635 + 11.8 570 + 11.2 63.6 + 1338 767 + 18.2
Triglyceride (mg/dL) 254 £ 143 239 £ 121 187 + 4.8 274 £ 169
Na (mEq/L) 143.0 + 1.1 1425 =+ 0.9 1425 + 1.2 1429 =+ 1.2
K (mEg/L) 406 + 0.28 392 £ 0.12 403 + 0.18 398 + 0.26
Cl (mEg/L) 1084 £ 09 107.1 + 1.8 108.3 =+ 1.2 1080 £ 24
Ca (mg/dL) 97 £ 03 98 + 0.3 96 £ 0.1 99 £+ 05
Inorganic phosphorus (mg/dL) 5.8 + 1.1 59 + 0.7 58 + 1.3 6.6 + 0.6

Each value shows mean + S.D.

Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 40. Clinical biochemistry findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

8¢l

Group Control methylcyclohexane

mg/kg 0 62.5 250 1000
Number of males 6 6 6 6

AST (IU/L) 853 = 164 855 + 13.0 748 + 8.8 90.8 = 25.0
ALT (IU/L) 295 = 6.2 276 £ 29 307 £ 6.4 396 = 88*
ALP (Tu/L)y 3012 = 46.7 267.0 + 17.1 3083 + 393 3264 + 40.0
v-GT (IU/L) 044 = 0.11 041 + 0.06 043 + 0.06 047 = 0.12
Total protein (g/dL) 564 = 0.13 565 + 033 562 + 0.19 587 = 047
Albumin (g/dL) 274 = 0.10 276 + 0.14 271 £ 0.10 285 + 0.17
A/G 094 = 0.06 096 = 0.12 093 £+ 0.09 094 = 0.07
Total bilirubin (mg/dL) 0.11 = 0.01 0.11 = 0.01 0.10 £ 001 0.11 £ 0.0l
Urea nitrogen (mg/dL) 148 + 13 13.5 + 1.3 146 + 1.6 151 £ 1.1
Creatinine (mg/dL) 025 £ 0.02 024 + 0.02 027 £ 0.04 024 = 0.03
Glucose (mg/dL) 6.1 = 7.6 1099 + 82 1033 + 8.8 109.5 £+ 94
Total cholesterol (mg/dL) 453 + 63 516 £+ 154 528 + 104 731 £ 13.5 **
Triglyceride (mg/dL) 256 = 114 316 £+ 7.1 374 £ 221 337 = 126
Na (mEq/L) 1446 = 1.1 1452 + 0.9 1457 £+ 1.2 1452 + 038
K (mEq/L) 402 = 0.15 416 + 0.22 419 + 0.24 426 + 032
Cl (mEq/L) 1075 + 1.1 1080 = 1.4 1087 + 1.3 106.8 + 1.1
Ca (mg/dL) 95 £ 04 94 £+ 02 96 £ 02 97 £+ 02
Inorganic phosphorus {(mg/dL) 69 + 05 7.1 £ 0S5 71 £ 0.6 72 £ 0.7

Each value shows mean + S.D.
Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
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Table 41. Clinical biochemistry findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 1000
Number of females 5 5

AST Iu/L) 645 £ 4.1 92.7 £ 69.1
ALT au/Ly 252 £ 38 390 £ 372
ALP (1U/L) 1343 + 304 1372 + 34.0
v-GT IuU/L) 053 = 0.16 048 = 0.07
Total protein (g/dL) 6.65 = 0.14 6.53 = 0.25
Albumin (g/dL) 3.66 = 0.16 353 + 0.30
A/G 1.22 £ 0.08 1.18 £ 0.13
Total bilirubin (mg/dL) 0.13 = 0.01 0.13 = 0.00
Urea nitrogen (mg/dL) 165 £+ 34 163 + 42
Creatinine (mg/dL) 035 £ 0.04 0.35 £ 0.05
Glucose (mg/dL) 1183 = 9.2 1205 £+ 83
Total cholesterol (mg/dL) 78.8 £+ 123 71.1 £ 16.7
Triglyceride (mg/dL) 250 = 34 240 = 14
Na (mEg/L) 141.7 = 1.6 1426 £ 1.0
K (mEg/L) 3.57 £ 0.17 359 + 0.12
Cl (mEqg/L) 1057 £ 08 106.8 =+ 1.3
Ca (mg/dL) 101 = 02 102 = 03
Inorganic phosphorus (mg/dL) 50 £ 06 49 + 05

Each value shows mean + S.D.
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Table 42. Hormone concentrations in the serum of male rats on termination of administration period in combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane

mg/kg 0 62.5 250 1000
Number of males 6 6 6 6

T3 (ng/mL) 1.287 + 0.186 1.331 + 0.064 1.335 + 0.174 1.369 + 0.140
T4 (ng/mL) 436 + 6.7 42,7 =+ 9.9 441 =+ 4.1 415 + 6.5
TSH (ng/mL) 0811 + 0.349 0.870 + 0.358 0949 + 0.434 0.901 + 0.619

Each value shows mean = S.D.



Table 43. Hormone concentrations in the serum of female rats on termination of administration period in combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Study No. 100430

Group Control methylcyclohexane

mg/kg 0 2.5 250 1000
Number of females 5 5 5 5

T3 (ng/mL) 1.241 + 0.203 1.235 £ 0.136 1.239 + 0.099 1.229 + 0.241
T4 (ng/mL) 329 + 6.0 355 = 1.1 344 + 3.2 311 + 6.6
TSH (ng/mL) 0.607 + 0357 0.513 £+ 0414 0.711 + 0.520 0.530 + 0.432

Each value shows mean = S.D.

84!



i

Study No. 100430

Table 44. Gross nccropsy findings in malc rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Findings
Normal 5 5 6 5
Testis
Small in size, bilateral 1 0 0 1
Small in size, lateral 0 1 0 0
Softness, bilateral 1 0 0 0
Epididymis
Small in size, bilateral 0 0 0 1
Small in size, lateral 0 1 0 0
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Table 45. Gross nccropsy findings in female rats on termination of administration period in combined repeated dosce toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Findings

Normal 5 5 5 5
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Table 46. Gross nccropsy findings in malc rats on termination of recovery period in combined repeated dosc toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Findings

Normal 6 6 6 6
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Tablc 47. Gross nccropsy findings in femalc rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 1000
Number of females 5 5
Findings

Normal 5 5
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Table 48. Gross necropsy findings in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group

Control

methylcyclohexane

mg/kg

0

62.5

250

1000

Number of females on Day 5 of lactation
Normal

1
11

11
11

Number of females that all pups died
Normal

0

1
1
0

Number of non-pregnant females
Normal

1
1
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Table 49. Organ weights of male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Body weight (&) 425 + 12 415 + 29 416 = 9 398 + 29
Brain () 209 + 0.08 2.05 + 0.08 208 = 0.09 203 £ 0.04
(g%) 049 + 0.02 049 + 0.04 050 = 0.02 051 £ 0.03
Pituitary (mg) 139 + 1.7 152 £ 1.2 137 £ 2.6 140 + 22
(mg%) 33 £+ 04 37 £+ 03 33 £ 0.7 35 + 04
Salivary glands (mg) 635 + 126 633 + 97 649 =+ 50 662 + 58
(mg%) 150 + 30 152 + 14 157 = 14 167 + 14
Thyroids (mg) 200 £+ 3.6 171 £+ 34 219 = 4.1 21.0 £ 3.1
(mg%) 47 + 08 41 + 07 53 £ 11 53 £+ 09
Thymus (mg) 35 =+ 59 358 + 80 334 + 111 373 + 12
(mg%) 84 + 13 86 + 16 81 + 28 94 + 7
Heart ) 1.31 + 0.06 1.30 =+ 0.14 1.29 = 0.07 130 £ 0.14
(g%) 031 + 0.01 031 + 0.03 031 = 0.02 033 + 0.03
Liver ) 11.00 + 0.32 1095 + 0.98 11.65 + 0.57 15.18 + (.94 **
(g%) 259 + 0.08 264 + 0.18 281 £ 0.13 3.82 &+ Q.13 **
Spleen (mg) 808 + 252 693 + 9 674 + 60 676 + 76
(mg%) 190 + 56 167 + 19 163 + 17 170 + 16
Kidneys (2) 275 + 0.16 299 + 031 292 + 0.14 3.14 £ 020 *
(g%) 0.65 + 0.03 0.72 + 0.07 070 = 0.03 0.79 £+ 0.04 **
Adrenals (mg) 61.7 + 88 66.1 + 6.0 559 + 6.8 689 + 11.9
(mg%) 146 + 22 160 £ 2.0 134 = 15 173 =+ 2.8
Testes (®) 285 + 0.81 3.06 £ 047 316 = 0.35 279 = 098
(g%) 0.67 + 0.19 0.75 + 0.16 0.76 + 0.08 070 + 0.25
Epididymides (mg) 1120 + 309 1095 + 174 1171 = 111 1037 + 273
(mg%) 263 + 70 267 + 56 282 + 28 259 + 63
Ventral prostate (mg) 642 + 116 760 + 124 683 + 110 584 + 136
(mg%) 152 + 28 184 + 33 165 + 28 147 + 37
Seminal vesicles (2) 1.83 + 0.22 211 £ 029 1.80 + 0.14 190 + 0.19
(g%) 043 £+ 0.05 051 + 0.08 044 = 0.04 048 + 0.07

Each value shows mean + S.D.

Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
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Table 50. Organ weights of female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 2.5 250 1000
Number of females 5 5 5 5
Body weight (@ 280 + 16 285 £ 9 286 + 7 274 £ 7
Brain () 1.94 + 0.07 1.90 + 0.06 1.98 = 0.06 1.92 £ 0.03
(g%) 0.67 + 0.04 0.67 + 0.02 0.69 = 0.03 070 £ 0.03
Pituitary (mg) 203 + 19 185 =+ 34 203 + 4.0 194 + 20
(mg%) 7.1 £ 0.9 65 + 1.0 7.1 £ 13 7.1 £ 0.7
Salivary glands (mg) 444 + 4o 438 + 21 473 + 37 449 + 44
(mg%) 154 + 12 153 + 6 165 + 13 164 + 17
Thyroids (mg) 193 + 1.0 172 £ 48 222 + 47 204 + 29
(mg%) 67 £+ 06 60 £ 15 77 £ 15 74 + 1.0
Thymus (mg) 391 + 105 337 + 115 373 + 77 307 + 38
(mg%) 136 + 37 118 + 37 130 + 27 112 + 14
Heart (g) 093 = 0.02 093 + 0.04 095 = 0.05 0.90 + 0.06
(2%) 033 + 0.02 033 + 0.02 033 + 001 033 + 001
Liver (g) 7.58 £ 0.60 7.84 + 047 7.77 + 048 829 + 0.88
(2%) 263 £ 0.19 275 + 0.14 271 + 0.12 3.02 £ 028 *
Spleen (mg) 558 + 69 543 + 45 616 + 138 564 + 80
(mg%) 194 + 28 190 + 13 216 + 50 205 + 25
Kidneys (2) 1.83 = 0.11 1.87 + 0.09 195 + 0.08 204 + 025
(g%) 0.64 + 0.04 0.66 + 0.03 0.68 =+ 0.03 0.74 =+ 0.09 *
Adrenals (mg) 653 + 56 753 + 87 747 £ 65 84.1 + B.5 **
(mg%) 227 £ 26 265 £ 35 26.1 =+ 2.7 30,6 + 2.4 **
Ovaries (mg) 93.0 + 89 87.8 + 11.0 855 + 168 932 + 174
(mg%) 323 + 35 307 + 32 300 + 64 340 + 64
Uterus (mg) 499 £ 69 542 + 87 568 + 148 665 + 108
(mg%) 173 + 23 190 + 33 199 + 54 243 + 38 *

Each value shows mean + S.D.
Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnett's test).
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Table 51. Organ weights of male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Body weight (&) 446 + 20 442 + 13 448 + 30 433 + 41
Brain () 207 + 0.06 2.04 + 0.02 210 = 0.04 206 + 0.06
(g%) 046 + 0.02 046 + 0.01 047 = 0.03 048 + 0.04
Pituitary (mg) 158 + 13 152 + 1.9 152 £ 23 160 + 1.6
(mg%) 35 £+ 03 34 £+ 04 34 £ 04 37 £+ 05
Salivary glands (mg) 690 + 69 702 £ 71 714 + 64 692 + 78
(mg%) 155 + 11 159 + 14 160 = 11 160 + 11
Thyroids (mg) 230 =+ 34 231 + 64 253 = 22 259 + 5.6
(mg%) 52 + 038 52 £+ 14 57 £+ 06 60 £ 09
Thymus (mg) 351 =+ 90 321 + 70 334 + 44 309 + 49
(mg%) 79 + 19 73+ 17 74 + 7 72+ 13
Heart ) 1.32 + 0.11 1.36 £ 0.06 140 = 0.10 133 + 0.18
(g%) 030 + 0.02 031 + 0.01 031 = 0.03 031 + 001
Liver ) 11.16 + 1.42 1097 + 0.38 11.55 + 097 1225 + 1.52
(g%) 250 £ 0.26 249 + 0.07 257 = 0.10 2.83 + 0.17
Spleen (mg) 750 + 109 713 + 73 746 + 104 733 + 83
(mg%) 168 + 21 162 + 18 166 + 17 170 + 13
Kidneys (2) 3.04 = 0.18 3.02 + 025 296 + 038 3.15 + 022
(g%) 0.68 + 0.01 069 + 0.05 0.66 + 0.08 073 £ 0.05
Adrenals (mg) 645 + 8.6 595 + 146 588 + 11.0 564 + 5.2
(mg%) 145 + 1.7 134 + 3.0 131 = 2.1 13.1 £ 0.8
Testes (2) 3.05 + 0.15 3.06 £ 0.18 323 + 0.25 340 = 046
(g%) 0.68 + 0.04 0.69 + 0.04 072 + 0.08 079 + 0.09 *
Epididymides (mg) 1251 + 121 1148 + 70 1238 + 128 1223 + 113
(mg%) 280 + 21 260 + 20 277 + 28 283 + 27
Ventral prostate (mg) 735 + 61 724 + 135 727 + 148 755 + 106
(mg%) 165 + 14 164 + 27 162 + 28 177 + 35
Seminal vesicles (2) 224 + 037 223 + 036 220 £ 0.17 238 £ 0.25
(g%) 051 = 0.10 050 = 0.07 049 = 0.04 0.56 + 0.08

Each value shows mean + S.D.

Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 52. Organ weights of female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 1000
Number of females 5 5
Body weight (2 295 + 5 293 =+ 18
Brain (2) 202 £+ 0.03 1.99 + 0.09
(g%) 0.68 + 0.02 0.68 = 0.02
Pituitary (mg) 225 £ 37 224 + 44
(mg%) 76 + 1.2 76 £ 14
Salivary glands (mg) 468 + 22 448 + 48
(mg%) 159 + 8 154 + 23
Thyroids (mg) 220 + 43 237 £ 3.6
(mg%) 75 + 14 81 + 14
Thymus (mg) 326 + 82 286 + 55
(mg%) 110 + 28 98 + 21
Heart (8) 097 + 0.03 094 + 0.05
(g%) 033 + 001 032 = 0.02
Liver (8) 741 £ 0.18 786 £ 037%
(g%) 251 £ 0.07 269 £ 023
Spleen (mg) 617 + 54 595 + 26
(mg%) 209 + 17 204 + 20
Kidneys (8) 194 + 0.12 192 + 0.8
(g%) 0.66 + 0.04 0.66 = 0.06
Adrenals (mg) 782 + 6.5 80.5 = 100
(mg%) 265 + 23 27.7 £ 45
Ovaries (mg) 831 + 13.0 99.0 + 10.7
(mg%) 282 + 45 340 = 5.0
Uterus (ng) 581 + 165 595 + 109
(mg%) 196 £ 56 203 + 36

Each value shows mean + S.D.

Significantly different from the control group ($: p<0.05 by Student's t-test).
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Table 53. Organ weights of parental female rats (mating groups) on Day 5 of lactation in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane

mg/kg 0 62.5 250 1000

Number of females 11 11 11 11

Body weight (2 309 + 19 320 + 21 314 + 18 297 £ 35

Ovaries (mg) 107.7 £+ 9.8 116.1 £ 11.5 1048 + 38.2 1111 £ 138
(mg%) 349 = 3.0 364 + 42 332 + 117 376 £ 42

Uterus (mg) 625 + 92 647 + 88 634 + 95 657 + 146
(mg%) 202 + 30 203 + 29 202 + 33 221 + 39

Each value shows mean + S.D.
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Table 54. Histopathological findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Grade N7 A” =+ 2+ 3+ [N AY &+ 2+ 3+ [NY AY &+ 2+ 3+ [NY AY &+ 2+ 3+
Findings
Heart [61° [0] [0] [6]
Cellular infiltration 5 1 1 0 0 O 6 0 0 0 0 O
Lung (6] (0] [0] [6]
Trachca [6] [0] [0] [6]
Liver [6] [0] [0] [6]
Pancreas [6] [0] [0] [6]
Sublingual gland [6] [0] [0] [6]
Submandibular gland [6] [0] [0] [6]
Esophagus [6] [0] [0] [6]
Stomach [6] [0] [0] [6]
Duodenum [6] [0] [0] [6]
Jejunum [6] [0] [0] [6]
lleum [6] [0] [0] [6]
Peyer's patch [6] [0] [0] [6]
Cecum [6] [0] [0] [6]
Colon [6] [0] [0] [6]
Rectum [6] [0] [0] [6]
Thymus [6] [0] [0] [6]
Spieen [6] [0] [0] [6]
Hematopoiesis, extramedullary 51 1 0 0 0 6 0 0 0 0 O
Mandibular lymph node [6] [0] [0] [6]
Mesenteric lymph node [6] [0] [0] [6]
Kidney [6] [6] [6] [6]
Hyaline droplet, renal tubule, bilateral 6 0 0 0 0 O0O|l6 O 0O O O O0]2 4 4 0 0 0]J]O0 6 6 0 0 0 * #
Basophilic change, renale tubule, bilateral 6 0 0 0 0 0|6 O 0 0 0 05 1 1 0 0 06 O O O 0 O
Cyst, lateral s 1 1 o0 0 06 0 O O 0 0|6 0 0 0 0 O0l6 0 0 0 0 O
Urinary bladdcr [6] [0] [0] [6]
a): No abnormality dctected. b): Abnormality dctected. ¢): Number in brackets is number of males cxamined. (Continued)

Gradc of histopathological findings: +: slight, +: mild, 2+: modcratc, 3+: marked.
Significantly diffcrent from the control group (¥*: p<0.01 by Stecl's test).
Significantly diffcrent by dosc responsc test (##: p<0.01 by Cochran-Armitage cxact test).
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Table 54. (Continued) Histopathological findings in male rats on termination of administration period in combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Study No. 100430

Group Control methylcyclohexane
makg 0 625 250 1000
Grade N? AY &+ 2+ 3+[NT AY £+ 2+ 3+[NT AY + + 2+ 3+|NY AY x o+ 2+ 3+
Findings
Testis [6]° [ [0] [6]
Atrophy, seminiferous tubule, bilateral/lateral | 5 1 06 0 0 1|10 1 ¢ 0 0 1 5 1 ¢ 0 0 1
Epididymis [6] (1] (0] (6]
Atrophy, bilateral/lateral 5 1 1 0 0 o 1 0 1 0 5 1 1 0 0
Cell debris, lumen, bilateral/lateral S 1 o o0 110 1 0 1 0 s 1 0 0 0 1
Ventral prostate [6] [0] [0] [6]
Cellular infiltration 6 0 0 O 0 O 5 1 1 ¢ 0 O
Seminal vesicle [6] [0] [0] [6]
Coagulating gland [6] [0] [0] (6]
Pituitary [6] [0] [0] (6]
Adrenal [6] [0] [0] [6]
Thyroid [6] [0] [0] [6]
Parathyroid [6] [0] [0] [5]
Cerebrum [6] [0] [0] [6]
Cercbellum [6] [0] [0] (6]
Pons [6] [0] [0] (6]
Spinal cord [6] [0] [0] [6]
Sciatic nerve [6] [0] [0] [6]
Eycball [6] [0] [0] [6]
Hardcrian gland [6] [0] [0] [6]
Sternal bone [6] [0] [0] [6]
Femoral bone [6] [0] [0] [6]
Sternal bone marrow [6] [0] [0] [6]
Femoral bone marrow [6] [0] [0] [6]
Muscle (rectus femoris) [6] [0] [0] [6]
Mammary gland [6] [0] [0] [6]

a): No abnormality dctected.

b): Abnormality dectected.

¢): Number in brackets is numbcer of males cxamined.
Gradc of histopathological findings: +: slight, +: mild, 2+: modcratc, 3+: marked.
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Table 55. Histopathological findings in female rats on termination of administration period in combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

123!

Group Control methylcyclohexane
mg/kg 0 1000
Grade N AY o+ o+ 2+ 3+ [N OAY &+ o+ 2+ 3+
Findings

Heart [51° [5]

Lung [5] [s]

Trachea [5] [5]

Liver [5] [5]

Pancreas [5] [5]

Sublingual gland [5] [5]

Submandibular gland [5] [5]

Esophagus [5] [5]

Stomach [5] [5]

Duodenum [5] [5]

Jejunum [5] [5]

Tleum [5] [5]

Peyer's patch [5] [5]

Cecum [5] [5]

Colon [5] [5]

Rectum [5] [5]

Thymus [5] [5]

Spleen [5] [5]

Mandibular lymph node [5] [5]

Mesenteric lymph node [5] [5]

Kidney [5] [5]

Urinary bladder [5] [5]
a): No abnormality detected. (Continued)

b): Abnormality detected.
¢): Number in brackets is number of females examined.
Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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Table 55. (Continued) Histopathological findings in female rats on termination of administration period in combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

¢Sl

Group Control methylcyclohexane
mg/kg 0 1000
Grade N A” = o+ 2+ 3+ [ NTOAY &+ 2+ 3+
Findings

Ovary [5]° [5]

Uterus [5] [5]

Vagina [5] [5]

Pituitary [5] [5]

Adrenal [5] [5]

Thyroid [5] [5]

Parathyroid [3] [5]

Cerebrum [5] [5]

Cerebellum [5] [5]

Pons [5] [5]

Spinal cord [5] [5]

Sciatic nerve [5] [5]

Eyeball [5] [5]

Retinal dysplasia, lateral 4 1 1 0 0 0 4 1 1 0 0 0

Harderian gland [5] [5]

Sternal bone [5] [5]

Femoral bone [5] [5]

Sternal bone marrow [5] [5]

Femoral bone marrow [5] [5]

Muscle (rectus femoris) [5] [5]

Mammary gland [5] [5]

a): No abnormality detected.

b): Abnormality detected.

¢): Number in brackets is number of females examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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Table 56. Histopathological findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Grade N7 A” + o+ 2+ 3+[NY AY + o+ 2+ 3+[NT A &+ 2+ 3+|NY AY &+ 2+ 3+
Findings
Kidney [61° [6] [6] [6]
Basophilic change, renale tubule, bilateral/lateral| 5 1 1 0 0 0]6 0 0 0 O 0]J]6 0 0 O 0 O0O]4 2 2 0 0 O
Cyst, lateral 51 1.0 0 0]l6 0 0 0 0 O0O]J6 0 0 0 0O Of6 0 O 0 0 O

a): No abnormality detected.
b): Abnormality detected.

¢): Number in brackets is number of males examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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Table 57. Histopathological findings in parental female rats (mating groups) on Day 5 of lactation in combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 1000

Grade N AY o+ o+ 2+ 3+ [N OAY &+ o+ 2+ 3+
Findings

Ovary [61° [6]

Uterus [6] [6]

Vagina [6] [6]

Mammary gland [6] [6]

a): No abnormality detected.

b): Abnormality detected.

¢): Number in brackets is number of females examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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Table 58. Reproductive performance of parental male and female rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Number of estrous cases before pairing (14 days)
(Mean + S.D.) 34 + 0.5 3.5 + 05 32 + 04 36 + 05
Number of pairs 12 12 12 12
Number of pairs with successful copulation 12 12 12 12
Copulation index (%) ¥ 100.0 100.0 100.0 100.0
Number of conceiving days
Mean + S.D. 25 £ 12 18 =+ 09 23 £ 15 27 £ 09
Conceiving days 1-5 12 12 12 12
Conceiving days >6 0 0 0 0
Number of pregnant females 1L 11 12 11
Fertility index (%) * 91.7 91.7 100.0 91.7

a): (Number of pairs with successful copulation/number of pairs)>100.

b): (Number of pregnant females/number of pairs with successful copulation)* 100.
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Table 59. Observation of pups in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Study No. 100430

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of dams 11 11 12 11
Length of gestation (days) 224 + 05 225 + 05 223 + 05 225 £ 05
Pregnancy days = 21 0 0 0 0
Pregnancy days = 22 7 5 8 6
Pregnancy days > 23 4 6 4 5
Corpora lutea 155 + 1.8 153 =+ 1.1 143 + 2.1 153 £ 23
Implantation scars 13.8 =+ 1.9 134 + 1.4 13.1 + 1.4 135 + 25
Implantation index (%) * 893 = 11.1 875 £ 6.2 923 + 55 879 + 104
Gestation index (%) 100.0 100.0 100.0 100.0
Pups born 125 + 24 1.8 + 26 12.1 + 1.4 128 £ 26
Stillbirths 04 £ 07 00 £ 00 00 £ 00 04 £ 05
Live pups born 122 + 2.6 11.8 + 2.6 12.1 £ 1.4 125 + 2.6
Sex ratio at birth © 1.01 + 035 1.47 £+ 090 083 + 041 094 + 0.34
(Total male/total female) 65/69 72/58 63/82 66/71
Delivery index (%) ¢ 90.6 + 9.6 88.1 + 14.9 924 + 55 948 + 4.6
Birth index (%) ¢ 87.8 = 123 88.1 = 149 924 £ 55 922 + 49
Live birth index (%) n 96.7 =+ 6.9 100.0 + 0.0 100.0 + 0.0 973 + 3.8
Live pups on Day 4 of lactation 11.9 + 2.7 11.7 + 2.5 10.8 + 3.7 11.1 + 4.2
Sex ratio on Day 4 of lactation © 1.04 + 0.51 146 + 0.92 0.80 + 041 (11) 083 + 042
(Total male/total female) 63/68 71/58 55/75 57/65
Viability index (%) ¥ 977 £+ 4.0 993 £ 23 909 + 28.7 89.7 £ 279
External abnormalities (%) ™ 00 + 0.0 00 + 0.0 00 + 00 00 + 0.0

Each value shows mean + S.D. per dam.

Figures in parentheses indicate number of dams.

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

¢): Number of male pups/number of female pups.

e): (Number of live pups born/number of implantation scars)x100.
g): (Number of live pups on Day 4 of lactation/number of live pups born)x100.

b): (Number of dams having live pups/number of pregnant dams)x100.

d): (Number of pups born/number of implantation scars)x100.
f): (Number of live pups born/number of pups born)>100.
h): (Number of pups with external abnormalities/number of live pups)x100.
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Table 60. Delivery conditions and nursing conditions of dams in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Study No. 100430

Group mg/kg |Number of dams and Delivery Nursing conditions
delivery conditions/nursing conditions conditions Days of lactation
0 1 2 3 4
Control 0 Number of dams 11 11 11 11 11 11
Normal 11 11 11 11 11 11
mcthylcyclohcxanc 62.5 |Number of dams 11 11 11 11 11 11
Normal 11 11 11 11 11 11
250  |Number of dams 12 12 12 12 12 11
Normal 12 12 12 12 11 11
Faulty nest-building - 0 0 0 1 0
1000  [Number of dams 11 11 11 11 11 11
Normal 11 11 11 11 11 11
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Table 61. General clinical signs in pups in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group mg/kg (Number of punps Days of lactation
and general clinical signs 0 1 2 3 4
Control 0  |Numbecr of pups 138 134 134 131 131
Normal 134 134 131 131 131
Death 4 0 3 0 0
mcthylcyclohcexanc 62.5 |Numbecr of pups 130 130 130 129 129
Normal 130 130 129 129 129
Death 0 0 1 0 0
250 |Number of pups 145 145 145 145 143
Normal 145 145 145 130 130
Hypothermia 0 0 0 13 0
Death 0 0 0 2 13
1000 |Number of pups 141 137 137 135 126
Normal 137 137 135 126 122
Death 4 0 2 9 4
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Table 62. Body weights of pups in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane
mg/kg 0 62.5 250 1000
Number of dams 11 11 12 11
Male weight
Days of lactation
0 72 £ 05 7.3 £ 0.7 73 £ 05 70 £ 09
4 116 £+ 14 125 = 2.0 115 = 1.1 an 110 £ 23 (10)
Female weight
Days of lactation
0 69 + 05 72 = 0.7 69 £ 05 6.6 + 08
4 11.0 £ 1.2 122 £+ 1.8 107 = 0.8 an 99 + 26
Mean pup weight
Days of lactation
0 7.1 £+ 04 73 £ 0.7 7.0 £ 0.4 68 £+ 08
4 11.3 £+ 1.3 123 = 1.8 110 £ 038 (11) 102 + 2.7
Litter weight
Days of lactation
0 855 + 16.4 849 + 159 848 + 98 834 + 156
4 1325 + 220 141.8 + 22.0 129.7 £+ 16.7 (11) 113.6 + 39.6

Each value shows mean (g) + S.D. per dam.
Figures in parentheses indicate number of dams.
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Study No. 100430

Table 63. Gross nccropsy findings in stillbirths and dead pups in combincd repeated dosc toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Group Control methylcyclohexane

mg/kg 0 62.5 250 1000
Number of stillbirths 4 0 0 3
Normal 4 - - 3
Number of dead pups 0 1 10 13
Normal - 1 10 13
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Table 64. Gross necropsy findings in pups in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of methylcyclohexane by oral administration

Study No. 100430

Group Control methylcyclohexane

mg/kg 0 62.5 250 1000

Number of dams 11 11 11 10
Number of male pups 63 71 55 57
Normal 63 71 55 57

Number of dams 11 11 11 11
Number of female pups 68 58 75 65
Normal 68 58 75 65
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Fig. 1. Chemical structure of methylcyclohexane.

Study No. 100430
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Fig. 2. Body weights of male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration.
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Fig. 3. Body weights of female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration.
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Study No. 100430

-O- Control group

-0 methylcyclohexane group at 62.5 mg/kg
-~ methylcyclohexane group at 250 mg/kg
-+ methylcyclohexane group at 1000 mg/kg
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Fig. 4. Body weights of parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration.



691

Study No. 100430
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Fig. 5. Food consumption in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration.
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Fig. 6. Food consumption in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration.



IL1

Study No. 100430
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Fig. 7. Food consumption in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration.
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Fig. 8. Water consumption in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration.
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Fig. 9. Water consumption in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration.
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Fig. 10. Water consumption in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of methylcyclohexane by oral administration.
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Fig. 11. Body weights of pups in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of methylcyclohexane by oral administration.
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