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4. EH

NNV TAFRAN2-PAFATTa~FF 0 0 (KRB . 0.1v/v%Tween80 FM
C0SWN% I A RF L AFAEAL T —RF N Y T AWK | 100, 300 & Ut 1000 mg/kg/day
% . Sprague-Dawley 52 SPF J » b @, HEIZIZZATECHT 14 BB R O EHEZE L TH
BRRTEET (42 BRI . MEICICHEIET 14 B RAIR OKREIRNE RS 2@ L T
BH4BET (4145 B s@HEDRE L, KERSEEROCAEERAESELZ R
L7z, FiZ, 0 KU 1000 mg/kg BEBEZOWTiE, 42 BE#E L% 14 B OEIE
HEZ&T. BERLOFTFEEERET L,

41 REERSSEH

—RIREE, MR —BRREBOBE., HERE. BAHNE. BREFEORE. FE,
BEE, RRE, LREERE, BEEERCHRCIZ. #ROEREOEEIIRD
biizhotz,

MEFERE THE, HEHFKTRERIZ 1000 mgkg BREHDOETC~T I/t VERK
U= b7 Uy MEIEREXRRD b,

AR CIE. MBI, B/ N EL DT IE K03 1000 mg/kg ¥ 58D
HEZA SNz,

MRFRER ORBEREFRETCAOREZELZE, WThbAREICEVERELEZZ
EML, WTRbLFEHEOELEE X B,

42 HXERESH

HEY, REETRELEZAE, REE, BRERUOZHREICIIERDEREOR
ZIEIROONrol, BiT, HER, HIRHM. HEK, FREHR. KB, E
B, MAERE, HERRUHLICERYERSOEZEIF D ONT, BAHEGO
EIREBIZLRERNRDLN o T,

HAERTIE, AREER, HAERROER 4BORFE, A% 4 BHRFRECICESR
4 BEFERIIEBRYERSICEB3ELERBO AR T,

INLOR/BEND, KRREGTIIBWT, AERME OME#ESYICIT 5 KER
ST 2 ERERIIHETIE 300 mg/ke/day, METIX 1000 mg/kg/day AL, 7=
EEMEEIT, MEHEINIZ 1000 mg/kg/day DA L, MHES B L REMMICRIT 2 AETERLEE
PEICHT 2 BEEERCESEEIIWVTD 1000 mg/kg/day LA_E & HEr L7,

12



EARBEEXEELREEETHBILEYRELANREOETLIZL Y, V7t
A2V AFAY I~ o0TFy PERAWERORER L AREIR SRR EESR
EBEHERBREEEL-OT, ORE2BET S,
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6. HBHHRUAE

6.1 BEMERUEREK

6.1.1 Y E

N TFR-12-DRAF AT a~Fh 4L UToE®RE e

HIZEALE
BN NIV TNFE-12-DAFAT T a~Fi
KEEA R Perfluoro-1,2-dimethylcyclohexane
CAS &% 306-98-9
e SRR
F F
F >< CF,
F— —F
F —F
17 CF,
F F
433X CeF16(CF3),
SFE 400.06
EIRIZBIT MR HEAERIKRE
PR 102°C
i BE 97%
EN L N
AFE 1100 g (1100 g ; 1 A%)
RfFEFE =R (ERME : 15~23°C) | #EX
RFFRET B EA SC T R E R T E R OE 2 A0 4 B
WERRME
BV EOEE RS D]MR L +R2ITfT., v R 7, (RERE, RiE
FREOFULFREELER L, BEEOBEMER,
RO HEIL, B EEEZREN. 29BN ETS,
ZEEM BREMBKRTRIBXEER Y Vb —F o ¥ —HE
BRFREIC T, BRERDE OFRNRIN AR L%
HERB Lo fE R, ERERAIICHEFE LIZSBAT v
CIRERBETH D EEMICHER o, (RE
B2)
BEOLE WY S g ZRAERE & L CHBRBMERERYDE

REZICRTF Lz, BHRREUCSITRTROZREIR

14
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TRTEROS LT,
6.1.2 A7
&% 0.1v/v%Tween80 Il 0.5w/v% BNV ARF T A F L&

2—XF bU 7 AEE (BB . 0.1%Tween80 #HI
0.5%CMC-Na &%)

2B, RRBRICHEIL - CTEM L EHRIRFPBEREEANY 7T— v a VROZEER
B® (RBRES : A-2019) 2BV T, 0.1%Tween80 M 0.5%CMC-Na FE H TOHER
MEDOREMIZRFRBERNVELNTVWBZ N, HEIZOUVLTIL, 0.1%Tween80
™0 0.5%CMC-Na BR8N L 1=,

1) BEERYE 1

£ B ANAr—RF YA (BLF CMC-Na L87. )

A =T — A RIS

i B AR

oy hES 7627

R FHBE =g

RESHT RSB HIEET 85 2 AF 70 4 PEE R E A=
2) EAERYE 2

£ Fr PEL Eai Wi

A= — Bt RERETE

Hirg A AZEKRF

oy hEE 9H96. 9J78. 9193

RTFFHIE EiR

TS BB SRR 5 2 TH9MR 4 e R E ARl E
3) BRHERRME 3

£ Tween®80 (R AHx L mF L YA EFZVE ) F LT

—F)

A—H— MP Biomedicals, Inc.

2y hEE 7398H

RFFH Ik =ik

RTFHET R EHT SRR 5 2 BF et 4 SR Rl =

6.2 HEBROFRBRURESE

6.2.1

ik (HEME) ORH

CMC-Na % 0.5w/v%IiZ72 2 & 5 ICEFAKICEREE. ARED 0.1vvBIiIZFE N T3

Tween®80 # M ZBFAE L. 0.1%Tween80-0.5 %CMC-Na I8k & U7z, T8 L 7=k,
HT ABEBIIAN, BT (BBEN. FHME : 1~10°C, EHME : 3~10°C) IZHREL,

15
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PRE 2 A UNICHBRIRORRUCER L7z, £, HREARY B OWBRWEEZRY
FO RN R ERE LT, VEEOEGLZRBEAN I ABICHEL, RECERT
B E THBRIR & RRIZRE LT,

6.2.2 R B DR

B — D EOBEEEERL, T IIBREDE CLEROKRBRYE & TR
Lice RAE—F—THBLZBOEEFEZVDETOHRML, BRYE 2 EERICRE Y
Teo B E ARV VF—IBLIZE, BIZBEAZMIZ THRERIZART v 7L,
MEDCEREREZRAM L, RBIIEKRT7THESEZ—EL TITVW., BET T ARICANRT
WET (RREPN, A : 1~10°C, EAME : 2~6°C) IKRFEL, XEMHOBR ST
FHHENTHREICHER L, BIKEIR U BICEN U= S —F TV BITRE ST
Hnsy Uiz,

6.2.3 BEREDOREM

AHEBRHE D 5 KT 200 mg/mL 7R (44 : 0.1 % Tween80 #AM 0.5 %CMC-Na &)
I, BERICANGET (WBEN. 1~10°C) T 8 ARREFER. |IBT 24 BFEIXEE
THDHZEPBRREER VS —F o F—THERENTWD REBRES : A-2019,
WRATESE3)

6.2.4 HREORERUVE—EHEE
BRERBRIEBEORE 6 D 2, FBEOHEBRIEIZOWVT, HRASHEARY Y I—
Fr o ZF—HBGEHEHT GCHRILIVBERVY —HERELE M LT, £ORKER.
BFREBICBITARTEICHTI2HBRUE RS IT 99.0~108.7% . EEh{EEkix
0.5~7.1%TH D, WTFNLITEEHAN (BE . REICRH 5FE ; 100.0£10.0%, ¥
—4 1 CV10.0%LLF) Thotz (BRFMAER 4. 5) . SWEOEIEE LU TIZRT,

[ ExH RIEEDE )
wEE : Matrix Scientific
AR : RNV TNF a1 2-DAF YT a~F)
oy &S : S10J
RETFFHIE : EiE (EHME : 17~23°C) ., #X¢
PRIESG T : B TR ERTFER CELFHBEEDER
T
[FRAE]
TE M (FURAR, FOEMZE T EHRASH)

16
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[ P Bk ER)
GC A7 A (Agilent Technologies Inc.)

GC HP6890N

TR G2613A

F—r 75 A G2614A

FT—H MY T GC ChemStation G2070AJ
RI¥

it A EILE T RFE AE240 (Mettler-Toledo AG)
Z D

R Y =T TMS-6 (7 X7 &)

PR R OB OS]

RNV TNFa12-PRAF N7 a~Fh 00499 g 2FBEL, 7 M EZMAT
2ES50mL ¢ UTEERKRLARHAYMLZ GRRLEE : 100mg/mL) , 2O 1mL %
EREICERL, 72 b THRLTEE 100 mL & U EEERE FARERLE B
SUBRE . 0.100 mg/mL) ,

[ & 2RI K O S5
ZRERBZRAF—F—THEBRLAEN S n=1 TERLE, BERLERERBZLT
DFNEIZHE, T b CHR L CRIEERARE 2 ARFRARL -,

, 1 RER QIRAER
WESH “HER EEAE  REE EEE RS
(mL) (mL) (mL) (mL)
20 1 20 1 10 200
60 1 30 1 20 600
200 1 100 1 20 2000
[l R S 48]
GC &4
BT A : BPX5 (0.25 mm LD.X30 m, fEE 0.25 pm, SGE)
¥y UTHA : He
EE— K : aVREY R T7a—F— R
He ik : 0.5 mL/min
EAE—F : 27wk
27V v b : 10:1
FEAREBE : 280°C
mH : Flame ionization detector (FID)
BRHEE : 280°C
H2 i & : 40 mL/min

17
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Air & : 450 mL/min

A= T oS HRAX N2
A= T v E—F

: AVABZU NA—I T v THREE—F
A—I T v ME 30 mL/min
F—7 B : 40°C (10 5 1RE:)

HEAE : 1L
HEANER

EANERF

EA R

BEANE

1

BYERK (VA7 LAEAHR)

RERE (EEMH)

BEE R

(20 mg/mL- + @)

HIEZRRE

(20 mg/mL-# &)

B ZE R

(20 mg/mL-F8)

I EFZ R

(60 mg/mL-_LJ&)

RIE LR

(60 mg/mL-4 J&)

U E A

(60 mg/mL-TF &)

V=R K-} ENR RN RF/ ) PN RUS Y § S

e R HEE

(200 mg/mL-_EJ&)

JUE RFFE

(200 mg/mL- &)

s |
ol =

it | bt |t | |t |t |t | e |0 | W0

JE EHRE

(200 mg/mL-T &)

[V 2T ATEA ]

B EBALGRFICEEER K 2 3 BEREA L, 703 a-12-VAF )Ly 7 a~ti
YORBEREOCY— 7 GEOFBHRE LR L, FEEEREFSERAERCY—78
BOMMERBRZEN SBLUTE Lz, TO/KER, V7 BREOBMEERZEL 1.4% 2
T, REFREOMEMNMEERZEL 0.1%UTTHY, T X CHEEELZF-ITHERTH

DTl Db, AAEDFERMEIIRIEI N,

[AIERB RSN T NANFT-12-PRAF NI 7 a~%H  BEOEH]

BEREERE GC~3EFEALTRAIAFa-12-UAFALL 7 a~Ftror—7
EEDOFEHME (Qs) R, BICRIEERHZREZ GC~ 1BEEAL TNV T
A2-VRAFAYV T u~FY oo -7 EE Q) 2R, LToXNic Xk v RiERE
DRV TANFAN2-DRAFNT T a~Fh BELRRD, ZOEHERCEEREZY
BHLZ, ¥, TOFHERCEERZSY AN CEREICHTHEE (%) ROE

B (%) ZEH L,

BEBHH AT VA B12-P A FAY ) BAF S L BIE (mghml) = =% x AxF
Qt CREERRBORLTIAFR12-DAF AT a~F O — 7 Gl

Qs D EEEEIRONATAT A 2-FAFAL T a~F Y DOV E— 7 Gl

A D BERIEPOSVTIAF 12D RF AL S a~F Y BEE (mg/mL)

F : ARE

18
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6.3 HEREYM

Sprague-Dawley & SPF 5 » b [(Crl:CD(SD), AARF v —L R - U N—RZ, B
AREFEEL¥—) O QRO 73 L2 ZFNFh § BETAFED L, ARAZBIL
1AEERLT, 3 HMORESIMZ =t 20 HEOBHLEE 21T o2, TOM. —H&
KEO#BE (1E/B) | KEANE B 1, 3. 8, 1SKU20 HO SE) | sEHZR—K
WEROBE (- Bk78, #:BtoA, &1E) ROHERAHEERE @415 17
Bo 14 BRE) 2L, ThoDfELE, WEREEOM 26 (FESES 546
B 554) ZBRE . —RIKRE, M2 —BRERUHEABIZENREREENR R, &
EENS R RMEASICR UM S8 LA ZNFER L, 108 CREICHERLE, 7
B, HESIZOWTI, BREZRENH. BEH. BEERHROBERIEHICHE
L. TNOHDOBMMN 45 B LIRS RWRS2HEABRE L Lz, BRE5R
RED R ERFHIIME T 364~442 g CEHIEE : 397 g) | M 226~268 g (CEHIEE : 244 g)
Thol, BIIRE - BHLHBF OREHNE RENROEE~BESITREOKE)
R VEAE, BN E (BE5RBOMB) OREICL D EBHOTHEENTED
ETHEE D L ERICEMT ., ARSI TR a2 ERAWVW T ey s
BELBER CEEATHEOHEAEG LY (T uy 7EBE CLERBELHER L. AR
ROBHNOEKESZEELICEYE Tl) CTiTok, BATLLBASHZEHD S
H 14 EERRE O 2 ILIIRSRBBICERBR»ORA L, E9RHEZEN L
LTEYERBREEICBE L, BY O 13 MIXELEESHE L THERBT L, &2
B, BEAT L-BABEHSIMT. BEREICL 0 RETREMAFERNRVEMI N
HoNRPoTlzh, REETRICRBRAOBRAL. F0F A ENE LTEHER
BEEIIBE Lz,

) RBREEECR, BREEIIE 60 IL R UME 70 PLTh - 7228, EBICITHE 62 L& UME 73
LA Sz,

6.4 WREEH

Bhid. JREE 23+3°C (SEHIE : 21~28°C) | HXREE 50+£20% (SEHIE : 33~47%) .
B E 1 BRI 720 10~15 (8], FEBA 1 B 12 B¥R (07:00~19:00) OEMHFAFTE (M
BEES 905 5E) T/ v b NEBRE Y — (W254xD350xH170 mm : U —
Rz P=7 J r 7fxatt) @i, RERITHES 1 RO 2 L2 RE LT,
RE, HR17TEPOEA4BETIE, KE (FUVS bYLv—2 BERFY—L R -
N—HREH) FANETIRAF v 7B a7 —Y (W340xD400xH185 mm : HA
7 VTR I 1R CTRA L, 8B NMF BB (BHBEE. £V
FNVEERTEHRASIH, oy FES 090714, 091014, 091112) % AT L ABYAGEH
FRCE D BBRICERS Y, SBKIIKEA GBS EKEK . BEWEACEEFH)
FEHBICERSEL, ZEL, PTRFy Il al =AU TOW S EIERHEAK
BEfER Lz, SRR oRAMESFICEL TE, H LELr v MMZ2W T, Eurofins

19
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Scientific Analytice TEME L 72 2T R Z AF L. REIZ-DW Tk, Eurofins Scientific
Analytice TEHIH (F6[E) ICEME Lo REAF Lz, FBKIZOWTIE, K
EIRICHEIL U 72 KE OS2 HEMRIRE L 4 —HXSHICEH (F4E) 1K
L, BREZAFLE, Zhbory—2IicLveEaE, SKEKECREFORAYER
RBRBCEELEZDWREORVWI LEERL., TREBOELEZRF L,

6.5 EifaDER

B OB KNI AT/ NS R EAE (B - 426~487, I : 488~560) % -DiF T
ST, BEFTHRIZ, MRV ERSEEZ L (HREE, K, PROEHEDIE) 2 4#10
BEEOTTZ, B, 1000 DALIZEE, 100 DOALiIE (0 F2mE, 1EZH) | 10 &1
ONLIXERESE Lz, AEr—YVIIREE B) JLREBQTLEF—VI50LE
iy, RBRES. R5RKE, BREE. . BHES. FEES. JIRTER (XM
HEROEIEREOMRE) . TR A (ZEHOME) RO0HE (EHOH) ZHREL
7

6.6 BEEER. BSHEARCEEREHE CICEELHB L TS 0OFIRER

B EZEBIX, OECD Guideline for Testing of Chemicals 422 {Z# U, RO &5 %&R
L7z, B#EHMIX. EROERORBEROMRE CAECRT 14 BHE. ZELHIH 14 BEK
URECHARIE T 14 BRI O 42 B, EE O CRERT 14 H M. RECHIE XK OSHIRH
MEBL TRIL4BETD 445 B L L, EEHMIIEEROBEIC SOV TRE
BTH 4B E L, Z0ORKREL, BELZTo7, BEEFIIRERERR TR
AT TWa 1 B 1R (7TEHAE) &L,

6.7 ®EFk

BEFEX, TomEORARECEL TR 2BHROKREL Lz, B#5AE
SsmL/kgFEEE L, VXV IABY T ERAWCEEREZ 1 H 1E, 08:38~11:32
ORICHEREREORE L (7P L, BREBRIZSBP CThHo mFPII SR THD
13:37~14:39 {2 5- L 72) , HBREEICITEE (0.1%Tween80 ¥RAN 0.5%CMC-Na iFiK)
OHEFRRIZESG L, B OREEE (FRENM : 0.1 mL, DMERUTE M
ZUZBREA) REFOBEZEBICEH L,

6.8 BE5ERUHER

FEEIL 100, 300 K10 1000 mg/kg/day D 3 &L U, BEEZEEST 53 BEZI
RABERE Ui, 1 B4 0 OB RIIRE 21T 5 EHO SR CHERES 125, RS
LaWER#HE L THBEREOCEAER CHE SIEE Lz, B, HOXBRERTER
REHOBNEST 8 BLUROEYIT, BKEEGK T BLRIIEERICBIT L., HiE
k% Text table 1.1Z-R L7z,

20
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Text table 1.3 4=

g | BAR | BRGRE | REBR |, | EE LT
(mgkg/day) | (mg/ml) | (miike) | ™ [@mE | BET | B0K | BHES
Gimw| o | o | : [B[ % [meas [wwes
ERER | 100 20 T A I e et -
R
sman| w0 | w | s+ |A] 2 |smea|sy [meam

F) HEORERIEIERIVBITLL

6.9 BREEOHRTEIRN
BICEHLI-T_RATIAFRA2-DAF AT a~ZTH 0Ty b2AVWE 14 B
RERNFEEEERR BSERERR) 1VOBER (RFHER6) 22BIIRE L,
FRHH, 1000 mgkg HEFHIZBWTH, REBMMITAONT, F£2, MREREC
BV T 300 KT 1000 mg/kg T 5 ORETEERIMERMEAREDOBREREMA A LI
TEEBRE, WTHORIIBOWTH—RE, AE, iR, RFRE, LRLE
RER AR RICEBRHERSDEBIIRD LN oz, LER-T, FRAKT
IEHERRETA FIA VICBITAREBEERTH S 1000 mghkg T EAEL L.LUT
ALK 3 TERU T 300 R U 100 mg/kg & F N E R MEAEICRE LT,

6.10 BIRRUVKREDF X
RREOEFEIITREORY & L,

®E5BMEH #5118
#5185 7H ®RE 138
EIERR%RE (BE5HMKETORA) EE1H
HE1B»5H 7H :EfE 18
RS A (R0 R
DT H A O0H
H4 B &% O0H
6.10.1 —RKEBOHE

EFEICONT, REHFTIIER 3E (RE5H. REEZERUCEER 2 KR .
EEHETIIER 1B (Fad) . ERENESER, KERE, B2, TERUBER
Wia EO—RBIZB T 2REOFELBE LT, 2B, REMBEALROEBD
FiZF> TOEHNLRBEIT, FHl2—BRRBOBEE KN TITok,

21
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6.10.2 HHET BB, RiERE. EHARUVBRXEFH=DORE
MR RREBOBEIIEEEICI OV TITok, REREET BIEHE ) 2 1H,
Fe, EHOBIRSHETERE 1E, HTRREMRESHMPIIER 1, ERH
B EROEAHETIEESNZE RRESWIER 1, 7. 14 R 20 B, 458
VIR 4 8) ILEREN T2, EERIIEEHRATROCEERESEE 1 EfTo
7o

BEERE, BHRERVEREHROHEIL, XBHERUEAEHORE TIIHAE
T 8~12FD SIL, ZOMOEHKOCEEFHETEHEMESTIEWVIE (BL, M
DYNEET) O SEIZOWTITo 7, BEHMPIL, EHOMTRILIB (BE 4144
B) T, ZOMIBEHEKETE (568, #5370) I, BEMMPIL. HEEE
RUOBRAEROMECEEMMK TE (HE 28, MEs HICREIR) Z1To7
LROBE, RERVHEIER. 825 0 FAICERBL, BEFICHLTREER
EOBRERIR (7742 ) LERETITo, BB, #Fl2—RIREOBER
UHEEREOBE - REFBRIZOVWT, ZHTFT—FUMIR T LEFREZAV
THRogk L7z,
E: EHEORBENZEMELUTICRLE,
R | EHOXBIED SH

xf BROEE | 1101, 1102, 1105, 1107, 1109
EAERE | 2103, 2104, 2105, 2110, 2111

FRAEF | 3103, 3104, 3106, 3108, 3111
EEER | 4101, 4102, 4103, 4105, 4108

1) MR —RREOBE

. F—URNEE
=P, R BETH

o FIIEH-oTOEE

UL OWMOVHLE S, HE - FEORE, IR - BooWwy. RIRZEH,
ARG PAGIREE, WIELRERE, BEMREE (IR, K. sE, BLE. REF
%) . N RYUTIHT ARG, N KU U TEOFES

o =TT 44— FREE
RERRKRE, KB BETE. EREITE. 57, B%. V. iLH L2130 EE,
Peidy (BeEEdk, $ER)

2) HEeERME
PR, BERIS, BfRE, BER, BILEF, ZEhEmKS., &HERHE
3) #EHAIE

MAREREIZB|&H &, CPU 4 —Y MODEL-RX-5 (74 2—x V=7 Y 7HK
£t PRV TCHIEEROEEOEBAZEIE LR,

4) HEEBEOHE

CBAREICS &E . EREWHERES L —NS-AS01 (HRE=a—uy
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A A)ERVWTEREHEZRIE Ul MERRIT 1 R & L, 10 2FE B &L T 0~60
S OREEZEF LTz,

6.10.3 KERE

EBHOBEI®RE 1. 4, 8, 11, 15, 18, 22, 25, 29, 32, 36, 39, 42 HER UK AE
W, EEROMBERTHOBEORIERIZMA, EE 1, 4, 8, 11, 14 BEROGERBIZ,
EFHOHEIIIRE 1, 4, 8, 11, 15 B (REBBMWIIRESHFF O SE 18 H) | IR0,
4, 7,11, 14, 17 kU208, AL OKRV4 BFECWCHBRAICEELRE LZ, 2B,
PO IRBLERRIZ RO T PHER SN EEORIL 0 A OEERE (13:29~16:51)
R .08:16~10:41 ORICEEREZIT o /2. BB B ICIIEXSREEREHICH X T,
B 54 16 FEERE I =B OEKES 07:40~08:49 OFIZHEIE L=,

6.10.4 A = R %E

BEERIZSOWT, EHOBXRE 1, 4, 8, 11, 15, 32, 36, 39 XUt 42 BiZ, [=
EEHOBEIIEHOHEORERICMZIEE 1. 4. 8, 11 KU 14 BT, EHOMIIRS
1. 4, 8, 11 BEWNISH, #E 1, 4, 7. 11, 14, 17RO 20 BF B 2RV 4 A
WEREEZHEL, RiHOKRERELOEND BNy | BEHEEZEH L, &
EERUEEEOREIL 08:17~11:30 DRI T T2,

6.10.5 BIREE

EEOHEOEBEEKIZOWT, BREBRGZEMLOLZENRD LN A ETER (FaiH)
R EEERL, ERLE, REMESHMPIIEREGZRIEH. REH. BERH
ROSERESHICHEL BEMERBEEHERCRBFY I DROBELH £ TO R
A 2N REHARPIIEENOBFORELR -,

6.10.6 REAE

RECEEESHER TR, EHORCEREHOMHES 1:1 TRERIB XY, 38, E
BERD D DVIFERFICREF2HEERILELOERBER LA Lz, REFKBEELZ 0
FLEBELTKRBECIRELEZBEEZHAN, A—HECL2FEHRIIRR 408 H
L7,

6.10.7 PR UIRELEZE

) BEmoBlE
RERRHEMIIEFIERD R EY, PHRREBOREOFELBE L, ST
DORER (B3 0 HORER OBIE) 1T, IR 21 RV 22 B OFET- 4%, 1 B 2 BITW,

RGN Z 1 BB CEH L, 8N 17T TCRKTLTWEEA., TOHEFRY

0 H& Lz, T L-BEMIIIBREOFEONMBOFELBIER., R4 H
ECHARZHESY, BED, BEREOBALLZEEL LTHEREZBE L,
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2) HEROHE

HAEH (£% 0B) ICHAERS, EEREEE X, HERINEREEZEOFELE
£ L, M E2HELTHREZRE L%, BEHCHE S YL, HAEROEROE
BrABR4BETER1E{ITok, 28, RERRURTCRIIEE L,

A% 4BICERERRIE LR, 2l —T VBB T CHEE L. BEXEAREIENIC X
D RMEIE S HHRET V., AR, BE - ERZ2E0RE - HROREOFELR
Rz, B, HEROEBEIZBEEINICEE L, SEEA CHERNICEHEEZREH L,

) . BEESOREPH, FROAYRCLTH, DEORHRARPH, BRLPLEANOXKEZ X, BR, £
FEONRT A, BRFEODRAERPKE S, NHBHORE, BHROoRE, BR. &, KA.
MmO X, Bk, o, REBERUVEAOARATZ LV ACEE L CEEZEL, EFLERRZE
BEEFL L,

6.10.8 REBE (BKEMEESD)

BERTE (BE6H, #539~40 B) ROEIEKTHE (EE 28, BlE 11~128)
WWHEDOEFSH HRERVEHEHOBNES 8~12F0 S, ZOMOIIBNE
ENBVIED 5 ) I2oNWT, TRENERBEEE Y P LEFr—JICEL, k-
BHBEATC4REREZ, ROTEHHER - BHBAKT CTEOE O 20 BEERZHER L
7co BRETHH % Texttable 2128 LTz, BE L7ZBHID 4 BERERIZOWT pH L TILE
ETCORELREZ . FORICEOLNTE20FREBVTEZERVCRECHRIE Z1T
ST, REIX4FBOREE 20 MOREZAFF LTI EERZEH L, BAKEID,
BRBEEY PLEF—VIRALZRETHIENSO 1 BOBRESR, HBAEEH
VWTHIE LTz,

Text table 2. RIREDNIER. AEERVFERABSEL L

BEEH ‘ BIEFE

pH A-VIATIYIA-TEARRE [7— 7 LA & »
TABE T=VavAFAyIA-TEARBE [7— 27 LA HXE&4] @
vk F-VIVATAYIA-TEA RBRIE [7— 2 LA BRX&H] @
Fa— R F-VavATAYIA-TEA RBRIE [7— 2 LA BRG] @
b= A-VaviT{9IA-TEARBRIK [7—7 LA HXau] @
) T-VaVaF(9I A-TEARBRIK [T —7 LA BR&H] @
vary ) —Fy F-YavaT{yIA-TEA RBRIE [7— 27 LA BR&H] @
&3 AR E

g ERIE

RE 4EBEE) HEMAYyYEZAWEZERAE (B mL)
BEE KEBETED (B mOsm/kg)

RE QoBHE) ARAVY A —HWi-AEAZE (BN : mL)
AR Q4BHER) EEBHE

A FH B e85

a) : AUTION MINI™ AM-4290 (7 —2 LA kR .ett)

b): HEIEBEEATEE — 7V FRFZ > F OM-6030 (77— 7 L A HASH)
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6.10.9 miERRE
EFERRRESBVARVEEHEKRT BORTE LD —%K (16~20 BFf) &R X,
0O LEHERS ST (BYESBSEVIE, BEL, ZRMIOBRIED SEED) o
WT, =7 VB TIZBRE L, BEXEARY S EDTA-2K M M#E (SB-41: YA Ay
7 ZAHASH) [T | mL B L7, B Oz mKIZ-2V T, R D Texttable 3.-1)
WCRBMLEEAROHECLVRE L, £, 3.8% 7 = VBT U U LBERINRER
F (MK IFITH L 1 BOEIE) TR UMK (0.9 mL) =008 (3,000 rpm,
1,600xg, 1043f) L. B 5N/~ IMmIEIZ- DT Text table 3.-2) IZEREHMOEE RO FHE
CEVRE LT, 2P, Bl L7Z2Fl-OV T, May-Griinwald-Giemsa ReBIEIZ LD
- MRBHEREER LT,

1 EEMORENSEMEUTICRLE,
B BHDOIGIED 5 F

xt BB | 1101, 1102, 1105, 1107, 1109
EFAER | 2103, 2104, 2105, 2110, 2111
HARERE | 3103, 3104, 3106, 3108, 3111
AR | 4101, 4102, 4103, 4105, 4108

Text table 3.MEFREBEDIER., AEERUVERBHRL L

1) EDTA-2K MR DWW T DR

BAIEAR BIEFE Bif7
#R I BR B (RBC) 2EEL—F—To—F A FA T —5E 10%uL
~EZm L E(Hb) VT URARNES O EUEER g/dL
~= b7 Uy MEHL) FRERE R VR MR AE HEH 9 %
TR IMIREFFEMCV) 2AEL—F—Tu—H% A b RIS fL
1% i BRI 5 36 B (MCH) FRMBRBRONES T BHLEH g
EHRMEMARBEEMCHC) ~EFabrBROANT MUy MENDEH© g/dL
#BIR M1 2R 2. (Reticulocyte) RNA BBz LB L—Y—Ta—H A4 hX FY =39 %
i/ ME$(Platelet) 2HEL—F—To—H AL hARY k9 10%/uL
B 1f B3 (WBC) 2AEL—Y—Ta—H L hRARY—E9 10%/uL
B M ER 43285 RVFHH—PREBIZEDTa—% A A b)Y —ik %
RBELVPF—T I P FA Y —EO
P 0 B4 0 B D 3 o ) NN FF L E—PRAK LB TR —Y A b A FY ik 10%/uL

REEL—Y—Ta YA P AP

2) Jx BT Y U ANMMEN LA LmIEIC oW TORE

BREER WIEH = H{L
7o kv ER(PT) suy hED §
EHELES be R

75 2F L ESEI(APTT) 7ay MEY s
7 47 Y ) —4 &Fibrinogen) Ful RFTAFLIED mg/dL
5 AR E AR

¢): MEMEFERELE 7 Fo 7 120 (Siemens Healthcare Diagnostics Inc., Illinois, USA)
d) : MykEEE B SFIEIERE  ACL Elite Pro (Instrumentation Laboratory, MA, USA)

) ¢ FFPERNeut)., FEEEK(Eosino.), FHEFIK(Baso.), VU > /EK(Lymph.). BEZK(Mono.)
B OKRBFEREIROLUC) :
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6.10.10  MFEEFHRE

MRFREARE & FARICER L2 MER 4 mL 2 EERESAVRRE (/T
=7 bI-A— ey 7 TAEKRRERM) TR, BLOSBE (3,000 rpm. 1,670xg,
10 55/) L. S5 7-miBEIZ- 2T Text table 4.-1) IZRREHOEBEERVFEICL VR
B, £lc. ~2%0 UMRRE (L7 1 mL %4720 § 20 Bz~ Y V) THEBRL
7o i 2 mL %3RO BE (3,000 rpm, 1,600xg, 10 3f) L CEALN M >N T
Text table 4.-2) IZRREBEOEE R OFIEICLVRE LK,

Text table 4. MALFREDEE ., MERZRVERBRGE

1) DEELERBIZ YW TORE
REER R ik B
AlP Bessey-Lowry i © IU/L
Bz L RF 12— (T.cho) CEH-COD-POD i% © mg/dL
MY U ET A F(TG) LPL-GK-GPO-POD #: 9 mg/dL
y HEE(PL) PLD-ChOD-POD i 9 mg/dL
# Y L ¥ (T.bilirubin) CUALESZRT P mg/dL
7 /v =t— X (Glucose) Ja—2x7e Fayp—2E? mg/dL
RFEZEFRBUN) Urease-LEDH % © mg/dL
7 L7 F = > (Creatinine) Creatininase-creatinase-sarcosine oxidase-POD ¥; 9 mg/dL
F R U 7 A(Na) A F VRN B © mmol/L
# Y U AK) A F U BRIREBE mmol/L
HHEC A F BIRBEHE 9 mmol/L
H 7 A(Ca) OCPC # 9 mg/dL
E\HBY (P) =) TF B mg/dL
W= A BE(TP) Biuret ¥ g/dL
7 V7 2 (Albumin) BCG 9 g/dL
A/G H BI-ABEROTATI VALER
2) ~NY I D B L e AR oW T DR
REHER HEFE BAfiL
AST(GOT) UV-rate E e) JU/L
ALT(GPT) UV-rate & © : IU/L
LDH UV-rate i © 1U/L
y-GTP Ly-Z V% IN3-IARFV4-= hur7=Y P9 UL
15 F I A e
e) : BER/ILZER B OHTIEE TBA-120FRE (HZ AT 4 WLV AT AXFEREH)
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6.10.11 REFRE

1) HREROBEEERNE

BB EE R ROCEEHBRT BIZT_RCOLEEY, B34 BCE2WMERPET
LBk @MES : 4111) 1250 T, MEFRERCMLELLERBEO-DICELL
7B (SEEMERES STT) REMKI, ZoMoByiiz—T7 VEREET CHEREIRD
BHZ X 0 B BE S B 2RI, - ENEAR - TBE - BE - B2 20 EF OHFE -
MO PIRIC X 2 EMARMBHEHA LTV, BREES& Lz, 2B, #1 5 B OBk
B (RE) ORBHEROERREEZHE 2z, RWT, 2F0RBERER
bl MRFRERVCMIBRCEREOERML 21T > 72 S BMHES 5 ILIZ>WT, BT
WRTHREOEERFHELL, ThOHBEEE BHER) LIRFOFENLGAE
100 g 47V OBEMEEZREBE L, 2B, BFRECER LEEE*HIEZ ST 2mAED
BEIOWVWTRERNAIZHEL, TORFETHEMLE, 2L, BERLHATCE
HWERMET LEZEBEMIZONTIE, BREEEAEII TR T,

M, FIRERE (BERUMEZET) | BB MR, MR, DR, AR Bk

2) WEBABFERE

EBICHONVT UTIRTHRE - BRE U VEEEE 10 vol%eF A~ U VIR TEE.
BEL (BERICHIZIZY VBREE 10 vol% k<Y VIREEA LKL, L, &
BEOBEBEKRIIT 7 VR CTEE LR Y VEBEEE 10 voli/l~ Y ViRICEHR LIk
FLE) o ROWT, NS T74 @B L%, I L (FTREELZRBE - AfkiE
E-BREOHRELELE) . A bhFY VAT (H-E) e %21To7, SR,
FPEHONBREE OEHER CLKZER MR FREIC A U2 ERES S TN
2EM ORIRBEEIALIZ OV TIT o7, 7L, EHEOHREIZ OV CIREmfl 2 %
H U, B3R, BRIR, EE/AME, BB, BBRERUOKERE (BREZzET) 1THAL
FEE., JRE, BELARUEBIFAYCICFEIRAREER L, TORBE. &
OEHEBR CHEBRDERSCIAEBELONLZFRICE L, PROKAERIE I
BIEHEDESFIZOVWTER L, B, FRICOWTIIH-E LEERTHERME
BREDEENED LN /2), PAS « ~= " F 2 VR EEROERE O T
TR A 7 v (R F—U VI OBERIXITHRhoT2,

KB, NG, TEE, T B8 | LEWR. FRE, ER/ME, BIF, HR.
JElg, BT Y i, BRI Y o 8, D B (REXEED) (B, 2
BB, =85, BB, B85, 5. EIE. FFIR. B, BERL. R, RE LK IR,
FE. B, FE BE (BHzal) | KBRE (Bl2El) . RIRMAER
WAL, EEEDIE (HE2EE L)
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6.11 #ATERMT
6.11.1 NS A—4DEH

DUToRICL Y RBE, ZHE, BFEE, HERRUCHEROMEEZHEI LIC, &
WRHIM., BHRE, HERE, HAER ARBRERRCEZ 4 EFEREZEHHITLIC
BHLZ, 2B, HEROEKEICOWTIIREMY I & NI FEHEERD T,

REE %)= (REEW/FESHE) <100

ZHEE%)= (R LI-MEOB/RZR L o%) x100
BRR%)= (M2 ERIEREOB/ZR LIZBEDOE) *x100
FREHE(E)=FE0ENOHRLEZBETOREK
HER%)= (M4 R HEMER/ERMES) x100
BERE(%)= (BEREL/ZEEE) %100

FEEEIR (%)= GEERBUBHERE) %100

HAER%)= (HAERBMBHERE) <100

ARBER %)= OREFRBE/HAER) <100

b= HERY  (HEE+ MEEO

Btk 4 BEFR%)= (£% 4 BAFRE/HAERE) x100

6.11.2 RE

F— ZINREE AHER L DEILHOVW TR N EEEORERIT 7,

HE, FEENE (HEROEERHYE : &5 1~42 B ROEE 1~14 B, 3 &5
1~15 B, R 0~20 BROMEH 0~4 H, HAER : £% 0~4 B) | EEE, BKE, X
EHeRHEER. LAY, TRECREL-BE. @RYE. 55 B5HRERK £
FR¥, A= 74— A FRBEE Gk, b ERVEE) | BERE GEHE
BE) | BARUVHBRESGE, RREOCEERMER., MEFRE,. LFLFERERD
BREERNR., BILCEHERERREZZRD., KITRTERROFEIZHE> TR
ﬁ:_* L= 2), 3). 4)o
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BB OFHETERE

Bartlett {R &

AR E

F BIE*

HRIRE

p20.01, E458 p<0.01, FE&E5EK p>0.05, &% p<0.05, FEE 73k
L8 LBt

Dunnett Dunnett & Student Aspin-Welch
WE B®RE D tIRE D RE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
IR E MR E HBRIRE R E
s Pec. 2/ 2
BT * F St /Sz

EHRE, HERE, HER ARBEEFEEROCESR 4 BAFERIZOVWTIE, BEZLI
EHEE OEERZZ KD, Dunnett FURE (FEANE 0.05 X 0.01, AN #1T-

7Y,

RRE, BEE, TR, HER, HAROML, BRI, RIS, BRRGS.
BRI, BILRFEROEFERRIHT. EEHEOKREMKR. ML TR EEDY
. SRS, EFRHEMESME, BEFRE, BEFRERVCEERF DR
ST EME L D EH L, Yeates DEFBEEIZ L B ¥ BE (AEAKHEE 0.05 R 0.01,
W) Z24To7z, 727U, BIBERDN S UTOEARH LN BHEEIIX Fisher DERE

(BB, ,>s7)

RRFEIRIC L VRE (FRAEE0.05 RT0.01, W) 21779,
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7. HARER

7.1 —f&ikEE (Table 1-1~1-7, Appendix 1-1~1-22)
 ERRVEREROWVWTIOBHICLRSHBMEACEESMEZE L TREIXA LR
Dodz, 2B, 1000 mgkg BEHD 16 (BHESE : 4111) BT, BAL2KRU3
BICHBITBOBETAALNZY, BABEARICER LEWE ROFHRIEIHES £
EEZLN, WBRHERS L OBEEEITRVWEHBT L,

7.2 FHLG—BRREBOHE. HERE, BEHARRUBXEHEORE
(Fig. 1~5. Table 2-1~2-84, Appendix 2-1~2-258)
1) HA—2rHr—YPEE (Table 2-1~2-23, Appendix 2-1~2-72)
FHROEEFHOEEORELHH T R OCEEFHOMEREOREHHHIL. WThoH)
WL RFEIIA LN T,

2) FIZE - TCDEIE (Table 2-24~2-46, Appendix 2-73~2-144)
FEHROEEROMHEORSHE S R OEEHOHECEEHM FIc VT, BE
Wr—Un bR B LIS WEM, N R BRI WIS WEIXIERFETS

BB XRELSCEBHTALONLD, HRYERSHIEBoBATEIR2 0T,

3) A—Fr 74— RRNEE (Table 2-47~2-69, Appendix 2-145~2-216)

HED 1000 mg/kg B E5BET, EE 2BEDOMH LN Y EEICKHEEE L L_FERRER
B oD, BEHETICEAKROELIZIALONAT, BHEI1BIVBEETHLZ
Enh, BEMELEHE U, 1ZEACHNTHITOFMBTE RV, HHIWED
EXRIHPREOCEZHR LB AMNRBRELELEHTH LY, KRHEREH
IR BB Tl o fz, TOMORETE B CIHEEH & EIE R O MR DO &5 5/
R OEIE S OMEREOEEHMETIX. WThoBMICbREIXA ORI o T iz,
PEOBEFICIIBE L FERYEREH L OMICAEEREBIRO N2/,

4) HSHERRZE (Table 2-70~2-74, Appendix 2-217~2-230)

E B OWERE R OEHEEE O MO B 5 5 & T BpiE QN [B11E 3 O MERE O [RI1E BRI T B
. WO L REIRZR O olr, T2, BEHEEMEIC L REE L R
WERERH L OBICHEERERRL, EFEMRFICLEERAONRI 2T,

5) #EBAHWIE (Table 2-75~2-79. Appendix 2-231~2-244)
EBE O MERE R ONEI B O M 82 5 B R #E T BEIE N [ 8 o0 MERE o [B115 B RIHE T e
IZiE, R R ERYERER L OBICEEREZEIRD LR,

6) BREHHEOHEE (Fig. 1~5, Table 2-80~2-84, Appendix 2-245~2-258)
EBE O MERE R OEIE RO MO % 5 8 B T R QN B B o MR o BI1E BRI T I
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Cid. xHBRE L FERYEREFH L OMICFERZIRD LN T,

7.3 {kE (Fig. 6~8. Table 3-1~3-7. Appendix 3-1~3-22)

1) ®&E5HM
FHOMRERCEEHOMEO VT Y, SRELEEBRYERSHLOMICERR

EEIRD o T,

2) [EIEEIR
EIEFEOHEREL b XHEE L ERDERER L OMICEEREFRD ORI 2T,

7.4 {BfHE (Fig. 9~11. Table 4-1~4-7, Appendix 4-1~4-22)
1) #®EHIME

EROMBEROCEHEHOEOWTNL, MRELEEBRYEREHELOMICERR
ZiIIFED ool

2) [EEHIH

1000 mg/kg ¥ 5-FEDORETHIE 8 B OEBEEICK R L IL~FELREKEXRDO LN
B—HHRETHY, BETIREEB~OFBIILONRNI L LBRBIEL
EHET LT,

1000 mg/kg ¥ 5-#f DO &R E R A OB RICIL, XREF L OMICARRZIIRD
bhignot,

7.5 RBRE (BKEHEZEEL) (Table 5-1~5-8. Appendix 5-1~5-18)
1) BEHMETERE
EMEBEIZOWTIE, WThOBMIZbEFIIA LRI T,
EBEBRZOWTIE, WTFNOREBEEBIZEWTHLBRE L SERYERER LD
FIZERBREZRBDON R T,

2) EMEHIFRTRRE

EMEEBIZOWTIE, WThoBMIZbREIXA LN 5T,
EBEEICOWTIR, WTFhOREEBICEBW T O R L R ERER L O[]
WWHEBRERIRDLNEI- T,

7.6 M#EFHRE (Table 6-1~6-8. Appendix 6-1~6-8)

1) BESHEKTHERE

1000 mg/kg B EFHDOBET~ES B EVERO~NY b7 Uy MEICHBE L HNFE
RIERRD bz, .

100 % U 300 mg/kg & 5-FF OMEREIT TNT 1000 mg/kg | EHOMETIE, WThok®E
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HHIZBWTHDMBELORICEELRZIIRD O T,

2) [EEHIRKETRRE

1000 mg/kg F SBE DM TR BEE & LR MERIIZ A B REME, EHRLREFERV
EERMERDARBEICEEREGEELT I e b v EVEBIICERELRER, TR
KEEBREERXRD NN, OFRHBREHBKRTRHREICA DL WERAREL
ThHY, FEHRRTHREONBHLABRECHE TS S Z 2D, £EFNERE
FANOEL &MLz,

1000 mg/kg R EBHDOMEDO R BH I . MRFHE L OMICEBREAR D O RP o7,

7.7 MKIEFHE (Table 7-1~7-8, Appendix 7-1~7-8)

1) HREHBKTHRRE
EHOHEOREEBIZI, MBS HERYEREH L OFICFERRENIRDON
Rnoin,

2) EEHMETRRE

1000 mg/kg R EBEDHET ALT RO TG [ZX BBEE & LE_RFERBEEIBRD bR,
WL BRSHME TRREICEA DN 2WERLE(LTH Y . BEHBIETRIRE
OXBHEFBRECETH D Z &b, £HFNEBHEARNOE(L & HE Lz,
1000 mg/kg I 5-HOMEDOAE B [T MBH L OBICEERLEIFE D bR o7,

7.8 F|EESE (Table 8-1~8-9. Appendix 8-1~8-30)

1) ®EHMKETRRE

300 mg/kg T SO CLIBOBIT ERICKH R L LB REE, 100 mgkg RE
BOBETHREOMMERIHRME L LAFEREESLRBDOONR, WTHLLARI
BELZRWE{LTh T,

2) EEHFEETRRE

1000 mg/kg & 5-#H O TEIR., HCTRROMINERICHEBH L L NFEREENR
Do, BELENEROADOELTHY, BREHBMKTRHREICRERADN
RN e EBEFHEBINOE L HEr L,

7.9  ElI®FTR (Table 9-1, 9-2. Appendix 9-1~9-106)

1) F5HRKTRRE
HHRMEREOEELEZ DNAEME, WThOEBRYEREHICLALARD
ST, 7238, 1000 mg/kg BEREDME 1 HIIZH & 7= RIEO KRBT FREICL Y
FEEORMNEMIC LD Z EBREN, TSRk OBHICRTA b HEEICE
EALDOTHY, BRI AR HBEENELBRBECL DN TS Z 20,
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 HRHERESOEBIITE LR,

Z O, EFICEESSREOM 2/12 FliC, ERICHEIZN 100 KU 300 mg/kg
GHOENS 1/12 Flic, BRILESHBHOMED 112 Flic, FiBICEERE~L =7
ISR BEBEEORED /7612, BOBREBICHKRAEDR 100 mg/kg REHOHED 1/12
B, *TEREE. 100, 300 KX 1000 mg/kg B EBEDHEDE 2/12, 3/12, 3/12 RV 2/12 4l
HR bR, HEAEROREZOERPOEBROELLLEEZ O,

2) BEIEHMKTRRE
EIRFICEED 1000 mg/kg B E5-BEDOHE 1/5 Flic, B OBREWICHERAES M BEOM
DUSFUCH BN, HREERORBZMNERNSBROELLEZEZ DN,

7.10 REMBPIRE (Table 10-1~10-4, Appendix 9-1~9-106)
1) BEHEKRTRRE _
WEHMEBREOEELE 2 bR HELD 1000 mg/kg BEOHEDIFIRIC A b,

JiT g : B/ NE R DM AR AR R S 1000 mg/kg IREBED
ALz,
Sex: Male Female
Tissue Group: Main Main
Observation mg/kg/day: 0 100 300 1000 0 100 300 1000
Liver
Number examined 7 12 12 7 5 0 0 5
Hypertrophy, hepatocytic, central @ 0 0 0 2 0 0 0 0
Minimal 0 0 0 2 0 0 0 0

a) : ENEFOHOFMENSPOHBELE L. B, BEANEPOLHFIREL, RESK
TiE2< . Hx OMBEREGLEIOLD, B—7L— FTEB#KE LTHEL .

LEDHIZ, W 2DDOFRE « BICE X OBRB AR LRI, ZORROBMIZ
HFROICADNDIEMEBENRUEENRZIR, EORBEBFHERR CREL
WO S, BIERNE(L & Lz,

2) EEHIRIR T R |
BERTRCAONFBOZE (LI, EERTENEL, THEEELTHo &,
Table & O} Appendix IZ7R§Z OMOFT RiZ, HBMRI R YRR » LB

BOELEEZ N,

711 HE# (Table 11, Appendix 10-1~10-4)

HEPREOHMIIAH LT, BRERGEARER CFEAHEEY BB ISR
FHBYEREHLOMCFERZRFED LRI o,
7.12 REIRR#E (Table 12, Appendix 11-1~11-4)

REBETICELZBE, REBE, BRERUOZIRRIZIIXBH - SERDERSH
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ORI EREBIRD O N7,

7.13 9 %A4E (Table 13, Appendix 12-1~12-4)

FIRENM DB EE T, MR 21 L 22 HICRFABREFICoE L., HER, #iE
M., BEEH, 5KE, BERE, HAERBEROCHAERIZIXNEE L SERDER
ERHLOBMIIAERRERRD DD o,

1000 mg/kg & 55 CHRABICH B L E_REERHESRD LR, ERBICE
FRALNROZ ENLEENELEHBT L,

7.14 HERDEHE (Table 14. Appendix 13-1~13-4)
MR O ARBEICII RS L SO ERSE L OMICEEREITIRL, £
BEEEZHETHHERGADN RIS T,

7.15 HERDERE (Table 15, Appendix 14-1~14-4)

1000 mg/kg | 58D 1 5 (BVHES 4111) OHARSE 14 F12, BABRRICHED
KRNI K VT L2 Z L ERITIE, RASBPOECIRIISREET 24 100, 300
KON 1000 mg/kg B EFET 2, 3RO2HITH o7, £ 4 BEFRITIIREE L B
BYEBRSHRLEOBIIARRZRIRDONE P o7, 2B, BIRd 1 FIEER< 1000
mg/kg B EHOEK 4 BEFRIT100% TH -7,

7.16 HAERDEE (Table 16, Appendix 15-1~15-4)
HAERKROER 4 B OMEEET CICAER 0~4 BOROFEEMEICIIRBELEL
WRYEHREH L OMCERREIRDO IR P o7,

7.17 A;EH?':!E.O)E?& 4 BEI#&ARR (Table 17. Appendix 16-1~16-4)
WTNOBREBOHARICORBRA LN oT,
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8. EE

NATZNFR-12-VAFAT T a~Fh o0 0 (RBRE : 0.1v/v%Tween80 N
0.5WN%HNVRF T AF VL —RF MU o AEHK) | 100, 300 XU 1000 mg/kg/day
% . Sprague-Dawley & SPF 7 & b @, FEICIIZERT 14 B R OB M %8 L TR
WRETBET (42 BRED) | MEIZIIZTECAT 14 B R R ORECHI N QN R 2@ L T
BH4BET (41~45 BF) BEROKE L, KERSEERCEBERESELRE
L7z, BT, 0 %1000 mg/kg HEBEICHOWTIT 42 HRE®E L7-%. 14 BRIOEE
HRERT, SEEOFHFEE RS L, '

8.1 REHREEE

—RIRER, MR —ACREBOBE, MERE., BARE. BREHEOWE., KE,
BiEE, REE, MKEERE, BEEEROIHBR T, ERDERSEOREIRD
Lo,

MEFERE CIL, BEHBK TRERIZ 1000 mg/kg REHDET~TI otV ER
U= b7 Uy MEQEENPTED S zs, BAES{LThHY . R, FHRML
REME, MARERVCLEREBEEICHBHR L OERRL, FiBER OMBESEICE L%
FRTHEMIERDONRNI 0D, WBRPHERSOEELEZ LN LDODOEM
FHERII RV HBT L, '

FREFRE T, ERERIC, B /NEROMERFBRERD 1000 mg/kg B EH D
HlzHh bz, REOREBRFIIFRATH S, BRLZFHEBROFMEX, MRy
A ZADEPRBRERTIE, EFFHRE KETRL., EMicFRES 2 B3
BB RNV e, F—EEBDT v NCALRSEENEHNOELLD D
WTEBHBEYORERSICEE LAEHENRIGTH A HEENEVLO LH#EIN
oo WTFRIZLTH, FERICHLEELZRIFSRVEMAZTCHY , LRI FERE
CHFEEZRBTERENRNI L 2EET L. COBMINERIBEVLOLH
sgxhi,

MEERER VFREARERE ARSI, VIR 14 BAROKREICX Y E
BLi2ZEnb, WIRbAHEEOELEEL bR,

8.2 EMRLESH

HEH, REFTRELZAK RER, BRERUVSZRBIIERVEREORL
BREIROoNhol-, BiZ, HER, HRHE. Bk, FRER, SRR, LE
BR HERE, BAERRUHELIIERDERSOERITROONT, BAIBFO
RAREBZLRERZBO LNV &5 5, 1000 mg/kg BEHIZBWCH SO
RERE, BREREKOZIEE, BEYOILIRER, Sk OHEITE) 2 & OETEE~
DOEEII /W EHIT LT,

HAER TR, AREE, HARKUAR 4 BOKRBEWONCEYR 4 BOEFERRTHE
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BT RSB E R L 2E(IRBD ool

INLDORERENL, ARBREET TN TNAFT-12-VAF AT a~Fh 2R
EROBETAZ LIZLY, 1000 mg/kg 58 O RO FFIRIC /N 3E UM R IE A 23
BRINh, LEeBoT, AEBRMEOMESYICRIT 2 RERSEEICHT 5 ER
BB IHE T 300 mg/kg/day, METIE 1000 mg/kg/day BA b, F 7= EEHEEITHERESLIZ
1000 mg/kg/day LA b, HERESR S & REMICER T 2 AR EEEICHT 2 EBEEER
CEZERITVTI S 1000 mg/kg/day L E & HIBF L7z,
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9.

1)

2)

3)

4)

ik

NRNVTNFRN2-PAFATa~ZYh o O7y hERAWZ 14 BFE
KEROREEERAR (BREERERR) EHXSEFAY IV I—FEF— R
BRE S : C-R074. 2009 £E)

Snedecor GW, Cochran W@. Statistical methods, 8th ed. Ames: Iowa State University
Press; 1989.

Dunnett CW. A multiple comparison procedure for comparing several treatments with a
control. J Am Stat Assoc 1955; 50: 1096-121.

TR (1981) : FEZNFVM —3HHE & /5 47-11, pp.23-27, 387-389, IR R FEHR=R,
R
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Fig.1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Perfluoro-1, 2-dimethylcyclohexane
Motor activity of male rats (Week 6 of administration)
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100 O&—©O 0 mg/kg/day -
A~ — A 100 mg/kg/day
@— —m 300 mg/kg/day
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O I | | i . | i
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.?2 A combined repeated—dose/reproductive—developmental toxicity study in rats treated orally

with Perfluoro-1, 2-dimethylcyclohexane
Motor activity of female rats (Main group, Day 4 of lactation)
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Interval (minute)
Fig.3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Perfluoro-1, 2-dimethylcyclohexane
Motor activity of female rats (Recovery group, Week 6 of administration)
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Fig.4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Perfluoro-1, 2-dimethylcyclohexane
Motor activity of male rats (Week 2 of recovery)
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Fig.b A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Perfluoro-1, 2-dimethylcyclohexane
Motor activity of female rats (Week 2 of recovery)
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O—0 0 mg/kg/day
A~ — A 100 mg/kg/day
— —m 300 mg/kg/day
&——«o 1000 mg/kg/day

Administration period | I~ Recovery period —
| | | [ 1 i | { I L // | | ] |
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A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1, 2-dimethylcyclohexane

Body weight changes of male rats
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Fig.7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Perfluoro-1, 2-dimethylcyclohexane

Body weight changes of female rats (Main group)
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Fig.8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Perfluoro-1, 2-dimethylcyclohexane

Body weight changes of female rats (Recovery group)
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A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Perfluoro-1, 2-dimethylcyclohexane

Food consumption of male rats
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Fig.10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1, 2-dimethylcyclohexane

Food consumption of female rats (Main group)
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A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Perfluoro-1, 2-dimethylcyclohexane

Food consumption of female rats (Recovery group)
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Table 1-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Clinical signs in male rats (Administration period)

Day of administration

Dose Signs

mg/kg/day 1-7 8-14 15-21 22-28 29-35 36-42

0 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0

100 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0

300 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0

1000 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 1] 0 0
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Table 1-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Clinical signs in female rats during the pre-mating period (Main group)

Day of administration

Dose signs
mg/kg/day 1 2 3 4 5 6 ki 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 [¢] 0 0 0 0 0 0 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 [¢] 0 0 0 0 0
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 Q 0 0 0 0
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 (0] 0 0 (o} 0 0 0 [¢] 0 0 V] 0




Table 1-3 A combined repeated-dose/reproductive-developmental toxicity study

with Perfluoro-1,2-dimethylcyclohexane

Clinical signs in dams during the gestation period (Main group)

in rats treated orally

R-967

Administration
Dose Signs
mg/kg/day 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22a)
0 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 O

No. of dams with abnormal findings 6 ¢ o 0 o0 0 0 0 0o O 0 O O O o0 O 0 0 O O O O

100 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 312 12 12 12 12 12 12 8 O
No. of dams with abnormal findings ¢ ¢ 0 6 0 0O O O O O O O O O 0 O ¢ 0 O 0 0 O

300 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 0
No. of dams with abnormal findings o o o o o o0 0o 0 o0 O O O O O O O ¢ ©0 O O O O

1000 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 0
No. of dams with abnormal findings ¢ 0 0 0o o o 0 ¢ 0 o 66 0 O O O© O O O O o0 0 O

a): Day of gestation
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Table 1-4 . A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-~dimethylcyclohexane
Clinical signs in dams during the lactation period (Main group)
Administration
Dose Signs
mg/kg/day 0 1 2 3 4a)
0 No. of dams 12 12 12 12 12
No. of dams with abnormal findings 0 0 0 0 0
100 No. of dams 12 12 12 12 12
No. of dams with abnormal findings 0 0 0 0 0
300 No. of dams 12 12 i2 12 12
No. of dams with abnormal findings 0 0 0 0 0
1000 No. of dams 12 12 12 12 129
No. of dams with abnormal findings 0 0 1 1 0
Decrease in nursing behavior 0 0 1 1 0
a): Day of lactation

b):

One dam was necropsied on day 4 of lactation because all pups died.
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Table 1-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Clinical signs in female rats (Recovery group, administration period)
Day of administration
Dose Signs
mg/kg/day 1-7 8-14 15-21 22-28 29-35 36-42
0 No. of animals 5 5 5 5 5 S
No. of animals with abnormal findings 0 0 0 0 0 0
1000 No. of animals 5 S S 5 5 S
No. of animals with abnormal findings 0 [4] 0 o] 0 0
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Table 1-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Clinical signs in male rats (Recovery period)
Day of recovery
Dose signs
mg/kg/day 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 4] 0 4] 0 0 0 )] 0 4] 0 0 4]
1000 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 4] ] 0 [y (4} 0 0 0 (o) 0
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Table 1-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Clinical signs in female rats (Recovery period)
Day of recovery
Dose Signs
mg/kg/day 1 2 3 4 5 6 7 8 ¢] 10 11 12 13 14
0 No. of animals 5 5 5 5 5 5 51 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 ] 0 0 4] 0 0 4] 0 0 0
1000 No. of animals 5 5 5 5 5 5 S 5 5 5 5 S 5 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 Q 0 0 0 0 0
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Table 2-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Detailed clinical signs in male rats: home cage observations (Week 1 of administration)
Dose (mg/kg/day) ¢ 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Detailed clinical signs in male rats: home cage observations (Week 2 of administration)
Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Detailed clinical signs in male rats: home cage observations (Week 3 of administration)
Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Detailed clinical signs in male rats: home cage observations (Week 4 of administration)
Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Detailed clinical signs in male rats: home cage observations (Week 5 of administration)
Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
betailed clinical signs in male rats: home cage observations (Week 6 of administration)
Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None

12 12 12 12
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Table 2-7 A combined repeated~dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Detailed clinical signs in female rats: home cage observations (Main group, Week 1 of administration)
Dose (mg/kg/day) ¢ 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Detailed clinical signs in female rats: home cage observations (Main group, Week 2 of administration)
Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-9 A combined reﬁeated—dose/reproductive—developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethyleyclohexane
Detailed clinical signs in female rats: home cage observations (Main group. Day 1 of gestation)
Dose (mg/kg/day) 0 100 300 1000
Parameter Ne. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Detailed clinical signs in female rats: home cage observations (Main group, Day 7 of gestation)
Dose (mg/kg/day} 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 i2
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Detailed clinical signs in female rats: home cage observations (Main group, Day 14 of gestation)
Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12




R-967

Table 2-12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: home cage observations (Main group, Day 20 of gestation)

Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-13 A combined repeated-dose/reproductive-developmental toxieity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Detailed clinical signs in female rats: home cage observations (Main group, Day 4 of lactation)
Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 11
Posture
Normal 12 12 12 11
Convulsion
None 12 12 12 11
Abnormal behavior
None 12 12 12 11
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Table 2-14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: home cage observations {(Recovery group, Week 1 of administration)

Dose (mg/kg/day) 0 1000
Parameter No. of animals 5] 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-~1,2-dimethylcyclohexane

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 2 of administration)

Dose (mg/kg/day) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 S
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Table 2-186 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 3 of administration)

Dose (mg/kg/day) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-17 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 4 of administration)

Dose (mg/kg/day) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-18 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 5 of administration)

Dose (mg/kg/day) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-19 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2~-dimethylcyclohexane

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 6 of administration)

Dose (mg/kg/day) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-20 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in male rats: home cage observations (Week 1 of recovery)

Dose {mg/kg/day) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-21 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethyleyclohexane

Detailed clinical signs in male rats: home cage observations (Week 2 of recovery)

Dose (mg/kg/day) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-22 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: home cage observations (Week 1 of recovery)

Dose (mg/kg/day) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-23 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: home cage observations (Week 2 of recovery)

Dose (mg/kg/day) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-24 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in male rats: in-the-hand observations (Week 1 of administration)

Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 11 11 il

Soft 1 1 1 1

Reactivity to handling
Easy 12 12 12 12
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Table 2-25 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in male rats: in-the-hand observations {(Week 2 of administration)

Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 11 12

Some resistance/avoidance Q 0 1 4}
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos '

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 9 10 10

Soft : 1 3 2 2

Reactivity to handling
Easy
Slightly awkward 0 1 1 4}
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Table 2-26 ’ A combined repeated-dose/reproductive-~developmental téxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in male rats: in-the-hand observations (Week 3 of administration)

Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage i
Easy 12 12 12 12

Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None . i1 8 10 12

Soft 1 4 2 0

Reactivity to handling
asy
Slightly awkward 0 0 1 0
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Table 2-27 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in male rats: in-the-hand observations {Week 4 of administration)

Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 i2 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 10 11 10 10

Soft 2 1 2 2

Reactivity to handling
Easy
Slightly awkward 1 1 1 1
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Table 2-28 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-~dimethylcyclohexane

Detailed clinical signs in male rats: in-the-hand observations (Week 5 of administration)

Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 11

Some resistance/avoidance 0 0 0 1
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos :

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 9 12

Soft 0 0 3 0

Reactivity to handling
Easy
Slightly awkward 0 0 1 0
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Table 2-29 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in male rats: in-the-hand observations {(Week 6 of administration)

Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 11 12 . 11 12

Some resistance/avoidance 1 0 1 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 11 10 11

Soft 0 1 2 1

Reactivity to handling
asy
Slightly awkward 0 0 2 0
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Table 2-30 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: in-the-hand observations (Main group, Week 1 of administration)

Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 i2
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose .

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 11

Soft 0 0 ¢} 1

Reactivity to handling
Easy 12 12 12 12
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Table 2-31 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: in-the-hand observations (Main group, Week 2 of administration)

Dose (mg/kg/day) 0 100 300 1000

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent i2 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None . 12 12 12 12
Abnormal respiration

Absent : 12 12 12 12
Vocalization

None 12 11 12 12

Soft 0 1 0 0

Reactivity to handling
Easy 12 12 12 12
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Table 2-32 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 1 of gestation)

Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent - 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 10 12 12

Soft 1 2 0 0

Reactivity to handling
Easy 12 12 12 12




R-967

Table 2-33 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 7 of gestation)

Dose (mg/kg/day) 0 100 300 1000

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 i2 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection ’

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None ) 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 11

Soft 0 0 0 1

Reactivity to handling
Easy
Slightly awkward 1 0 0 1
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Table 2-34 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro~1,2-dimethylcyclohexane

Detailed c¢linical signs in female rats: in-the-hand observations {Main group, Day 14 of gestation)

Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions~Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes '

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 i2 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 11 11

Soft 0 0 1 1

Reactivity to handiing
Easy 12 12 12 12
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Table 2-35 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 20 of gestation)

Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal i2 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos '

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 11

Soft 0 0 0 1

Reactivity to handling
Easy
Slightly awkward 0 0 1 0
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Table 2-36 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 4 of lactation)

Dose (mg/kg/day) 0 100 300 1000
Parameter No. of animals 12 12 12 11

Ease of removal from cage

Easy 12 12 12 11
Fur condition

Normal 12 12 12 11
Skin

Normal 12 12 12 11
Secretions-Eye, Nose

Absent 12 12 12 11
Exophthalmos

Absent 12 12 12 11
Palpebral closure

Normal 12 12 12 11
Mucosal membranes

Normal 12 i2 12 11
Lacrimation

Normal 12 12 12 11
Piloerection »

Absent 12 12 12 11
Pupil size

Normal 12 12 12 11
Salivation

None 12 12 12 11
Abnormal respiration

Absent 12 12 12 11
Vocalization

None i2 11 12 11

Soft 0 1 0 0

Reactivity to handling
Easy 12 12 12 11
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Table 2-37 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 1 of administration)

Dose (mg/kg/day) 0 1000
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 4 5

Soft 1 0

Reactivity to handling
Easy 5 5
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Table 2-38 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 2 of administration)

Dose (mg/kg/day) 0 1000

Parameter No. of animals ) 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 S
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None S 5

Reactivity to handling
Easy 5 5
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Table 2-39 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 3 of administration)

Dose (mg/kg/day) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent S 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 S
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5




R-967

Table 2-40 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 4 of administration)

Dose (mg/kg/day) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos :

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent S 5
Vocalization

None 4 5

Soft 1 0

Reactivity to handling
Easy 5 5
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Table 2-41 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 5 of administration)

Dose (mg/kg/day) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent ' 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal S 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-42 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 6 of administration)

Dose (mg/kg/day) 0 1000
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-43 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in male rats: in-the-hand observations (Week 1 of recovery)

Dose (mg/kg/day) 0 1000

Parameter No. of animals S 5

Ease of removal from cage

Easy S 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-44 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in male rats: in-the-hand observations (Week 2 of recovery)

Dose (mg/kg/day) 0 1000
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 2 5

Soft 3 0

Reactivity to handling
asy
Slightly awkward 2 0
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Table 2-45 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-~1,2-dimethylcyclohexane

Detailed clinical signs in female rats: in-the-hand observations (Week 1 of recovery)

Dose (mg/kg/day) 0 1000
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent ' 5 5
Pupil size

Normal 5 5
Salivation

None S5 5
Abnormal respiration .

Absent S 5
Vocalization

None 5 5

Reactivity to handling
Easy S ) 5
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Table 2-46 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed c¢linical signs in female rats: in-the-hand observations (Week 2 of recovery)

Dose (mg/kg/day) 0 1000
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions~Eye, Nose

Absent 5 5
Exophthalmos
- Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size :

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 53 5




Table 2-47 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in male rats:

open field observation (Week 1 of administration)

R-967

Dose (mg/kg/day) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 5+ 2 5+ 2 4+ 5+ 2
Defecation count (Mean+S.D.) 0+ 1 0+ 0O 0+ 0+ 0
Urination

None 12 12 12 11

Small amount 0 0 ¢} 1

No significant difference in any treated groups from control group.



Table 2-48 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in male rats:

open field observation (Week 2 of administration)
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Dose (mg/kg/day) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion .

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 5+ 2 5+ 2 4+ 2 4+ 1
Defecation count (Mean+S.D.) 0+ 0+ O 0+ 0 0+ 0O
Urination

None 11 12 11 12

Small amount 1 0 0 0

Moderate amount 0 0 1 0

No significant difference in any f{reated groups from control group.



Table 2-49 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in male rats: open field observation (Week 3 of administration)
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Dose (mg/kg/day) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 1 0 0 0

Normal 11 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 i2 12
Rearing (Mean+S.D.) 4+ 3 4+ 2 4+ 2 4+ 2
Defecation count (Mean+S.D.) 0+ 0+ 0 0+ 0 0+ 0
Urination

None 10 12 12 12

Small amount 2 0 0 -0

No significant difference in any treated groups from control group.



Table 2-50 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in male rats: open field observation (Week 4 of administration)

R-967

Dose (mg/kg/day) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

Nomne 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 1 0 0 0

Normal 11 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 6+ 5+ 2 5+ 2 5+ 3
Defecation count (Mean+S.D.) 0+ O 0+ 0 0+ 0 0+ ©
Urination

None 10 12 8 11

Small amount 2 0 4 1

No significant difference in any treated groups from control group.



Table 2-51 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in male rats: open field observation (Week 5 of administration)

R-967

Dose {(mg/kg/day) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 6+ 3 5+ 2 5+ 2 6+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 10 12 9 11

Small amount 2 0 3 1

No significant difference in any treated groups from contrcl group.
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Table 2-52 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2~dimethylcyclohexane
Detailed clinical signs in male rats: open field observation (Week 6 of administration)
Dose (mg/kg/day) 0 100 300 1000

Parameter No. of animals 12 i2 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 2 6+ 2 4+ 5+ 2
Defecation count (Mean*S.D.) 0+ 0+ 0+ 0+ 0
Urination

None 7 11 9 11

Small amount 5 1 3 1

No significant difference in any treated groups from control group.
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Table 2-53 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Detailed clinical signs in female rats: open field observation (Main group, Week 1 of administration)
Dose (mg/kg/day) 0 100 300 10600

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior .

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 i2
Rearing (Mean+S.D.) 8+ T+ 2 T+ 2 7+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ O
Urination

None 12 12 12 12

No significant difference in

any treated groups from control group.



Table 2-54 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats:

open field observation (Main group, Week 2 of administration)

R-967

Dose (mg/kg/day) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Sterectypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 8+ 3 8+ 2 8+ 2 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 11

Small amount 0 0 0 1

No significant difference in

any treated groups from control group.
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Table 2-55 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Detailed clinical signs in female rats: open field observation (Main group, Day 1 of gestation)
Dose (mg/kg/day) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) T+ 8+ 2 8+ 2 8+ 3
Defecation count (Mean+S.D.) O+ 0+ 0 0+ 0 0+ O
Urination

None 11 11 12 12

Small amount 1 1 0 0

No significant difference in any treated groups from control group.
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Table 2-56 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Detailed clinical signs in female rats: open field observation (Main group, Day 7 of gestation)
Dose (mg/kg/day) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) T+ 2 8+ 8+ 2 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0+ 0 0+ 0O
Urination

None 12 12 12 i2

No significant difference in

any treated groups from control group.



Table 2-57 A combined repeated—dose/reproductive—developméntal toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats:

open field observation (Main group, Day 14 of gestation)

R-967

Dose (mg/kg/day) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.)} 7+ 2 8+ 2 8+ 2 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 12 11 12

Small amount 0 [0} 1 0

No significant difference in

any treated groups from control group.



Table 2-58 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: open field observation {(Main group. Day 20 of gestation)
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Dose {(mg/kg/day) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 iz
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 6+ 2 6+ 2 6+ 1 6+ 1
Defecation count (Mean+S.D.) 0+ 0O 0+ 0 0+ 0O 0+ 0
Urination

None 12 12 12 12

No significant difference in

any treated groups from control group.
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Table 2-59 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Detailed clinical signs in female rats: open field observation (Main group, Day 4 of lactation)
Dose (mg/kg/day) 0 100 300 1000

Parameter No. of animals 12 12 12 i1
Arousal

Normal 12 12 12 11
Convulsion

None 12 12 12 11
Abnormal behavior

None 12 12 12 11
Stereotypy

None 12 12 12 11
Gait

Normal 12 12 12 11
Posture

Normal 12 12 12 11
Grooming

None i2 12 12 11
Rearing (Mean+S.D.) T+ 8+ 3 8+ 3 T+ 2
Defecation count (Mean+S.D.) 0+ 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 10

Small amount 0 0 0 1

No significant difference in any treated groups from control group.



Table 2-60 A combined repeated-dose/reproductive-developmeéntal toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: open field observation (Recovery group, Week 1 of administration)

R-967

Dose (mg/kg/day) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5] 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 6+ 2 T+ 2
Defecation count (Mean+S.D.) 0+ 0O 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.
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Table 2-61 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: open field observation (Recovery group, Week 2 of administration)

Dose (mg/kg/day) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 4] 5
Gait

Normal 5 5
Posture

Normal 5 5}
Grooming

None S 5
Rearing (Mean+S.D.) 8+ 3 10+ 3
Defecation count (Mean+S.D.) 0+ O 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.
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Table 2-82 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: open field observation (Recovery group, Week 3 of administration)

Dose (mg/kg/day) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal S 5
Grooming

None 5 5
Rearing (Mean+S.D.) 9+ 3 13+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.
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Table 2-63 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethyleyclohexane

Detailed clinical signs in female rats: open field observation (Recovery group, Week 4 of administration)

Dose (mg/kg/day) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 10+ 5 13+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 3 5

Small amount ’ 2 0

No significant difference between treated group and control group.
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Table 2-64 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: open field observation (Recovery group, Week 5 of administration)

Dose (mg/kg/day) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 3
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal S 5
Grooming

None 5 5
Rearing (Mean+S.D.) 8+ 2 11+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.
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Table 2-85 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-~dimethylcycliohexane

Detailed clinical signs in female rats: open field observation (Recovery group, Week 6 of administration)

Dose (mg/kg/day) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None | 5 5
Abnormal behavior

None 5 5
Stereotypy

None : S5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 8+ 4 9+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.
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Table 2-66 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Detailed clinical signs in male rats: open field observation (Week 1 of recovery)
Dose (mg/kg/day) 1000

Parameter No. of animals 5
Arousal

Normal S
Convulsion

None 5
Abnormal behavior

None 5
Stereotypy

None 5
Gait

No/minimal location 0

Normal 5
Posture

Normal 5
Grooming

None 5
Rearing (Mean+S.D.) 7+ 3
Defecation count (Mean+S.D.) 0+ 0
Urination

None 3

Small amount 2

No significant difference between treated group and control group.
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Table 2-87 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in male rats: open field observation (Week 2 of recovery)

Dose (mg/kg/day) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 b
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 4+ 1 6+ 2xT
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 3 2

Small amount 2 3

# : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 2-68 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: open field observation (Week 1 of recovery)

Dose (mg/kg/day) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 10+ 3 9+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 4 5

Small amount 1 0

No significant difference between treated group and control group.



Table 2-69 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Detailed clinical signs in female rats: open field observation (Week 2 of recovery)
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Dose (mg/kg/day) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 10+ 3 10+ 2
Defecation count (Mean+S.D.) 0+ 0 0+
Urination

None 4 5

Small amount 1 0

No significant difference between treated group and control group.



Table 2-70 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Manipulative test of male rats (Week 6 of administration)
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Dose (mg/kg/day) 0 100 300 1000

Parameter No. of animals 5 B 5 5
Auditory response

Normal 5 : 5 5 5
Approach response

Normal 5 5 5 5
Touch response

Normal 5 5 5 5
Tail pinch response

Normal 5 5 S 5
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ O 0+ 0 0+ 0 0+ O
Landing foot splay (mm: Mean+S.D.) 83+13 88+30 892425 65+21

No significant difference in any treated groups from control group.



Table 2-71 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Manipulative test of female rats (Main group, Day 4 of lactation)

R-967

Dose (mg/kg/day) 0 100 300 1000

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 5 5 5
Approach response

Normal 5 5 5 S
Touch response

Normal S 5 5 5
Tail pinch response

Normal 5 5 5 5
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting refiex
(Total score: Mean+S.D.) 0+ O 0+ 0 0+ 0 0+ 0
Landing foot splay {(mm: Mean+S.D.) 67+20 49+18 57+17 45+13

No significant difference in any treated groups from control group.
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Table 2-72 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Manipulative test of female rats (Recovery group, Week 6 of administration)

Dose (mg/kg/day) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 S
Touch response

Normal ‘ 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean:S.D.} 0+ 0 0+ O
Landing foot splay (mm: Mean+S.D.) ) 65+18 53+19

No significant difference between treated group and control group.
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Table 2-73 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2~dimethylcyclohexane

Manipulative test of male rats (Week 2 of recovery)

Dose (mg/kg/day) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 51 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0O 0+ 0
Landing foot splay (mm: Mean+S.D.) 96+21 73+10

No significant difference between treated group and control group.



R-967

Table 2-74 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2~dimethylcyclohexane

Manipulative test of female rats (Week 2 of recovery)

Dose (mg/kg/day) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 714186 58+13

No significaﬁt difference between treated group and control group.
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Table 2-75 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Grip strength of male rats (Week 6 of administration)

Dose Fore limb Hind 1limb
mg/kg/day g g
0 No. 5 5
Mean 1550 930

S.D. 56 89

100 No. 5 5
Mean 1508 1023

S.D. 128 76

300 No. 5 5
Mean 1374 988

S.D. 218 187

1000 No. S S
Mean 1540 1006

S.D. 195 110

No significant difference in any treated groups from control group.
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Table 2-76 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Grip strength of female rats (Main group, Day 4 of lactation)

Dose Fore 1limb Hind 1limb
mg/kg/day g g
0 No. 5 5
Mean 1256 835

S.D. 161 69

100 No. 5 5
Mean 1150 841

S.D. 123 102

300 No. 5 S
Mean 1362 757

S.D. 166 147

1000 No. 5 5
Mean 1212 856

S.D. 137 43

No significant difference in any treated groups from control group.
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Table 2-77 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Grip strength of female rats (Recovery group, Week 6 of administration)

Dose Fore 1limb Hind limb
mg/kg/day g g
0 No. 5 5
Mean 1200 693

S.D. 105 84

1000 No. 5 5
Mean 1162 688

S.D. 218 165

No significant difference between treated group and control group.
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Table 2-78 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Grip strength of male rats (Week 2 of recovery)

Dose Fore limb Hind 1imb
mg/kg/day g g
0 No. 5 5
Mean 1648 1033

S.D. 303 96

1000 No. 5 5
Mean 1713 983

S.D. 308 136

No significant difference between treated group and control group.
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Table 2-79 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Grip strength of female rats (Week 2 of recovery)
Dose Fore 1limb Hind limb
mg/kg/day g g
0 No. 5 5
Mean 1075 799
S.D. 232 113
1000 No. 5 5
Mean 1032 751
S.D. 230 155

No significant difference between treated group and control group.
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Table 2-80 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Motor activity of male rats (Week 6 6f administration)
Interval (minutes)
Dose
mg/kg/day 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 497 396 358 275 207 2086 1939
S.D. 21 29 36 77 128 170 304
100 No. 5 5 5 5 5 5 5
Mean 456 367 329 230 292 217 1892
S.D. 35 70 88 108 155 125 477
300 No. 5 5 5 5 5 5 5
Mean 435 306 278 249 251 129 1649
S.D. 56 82 122 151 110 136 422
1000 No. 5) 5 5 5 5 5 5
Mean 460 408 377 316 320 308 2188
S.D. 33 49 121 108 55 111 399

No significant difference in any treated groups from control group.
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Table 2-81 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Motor activity of female rats (Main group, Day 4 of lactation)
Interval (minutes)
Dose
mg/kg/day 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 53 5
Mean 427 227 173 180 156 223 1385
S.D. 41 71 143 126 129 141 428
100 No. 5 5 5 5 5 5 5
Mean 340 228 187 171 159 152 1237
S.D. 116 91 98 130 103 112 557
300 No. 5 5 5 5 5 5 5
Mean 352 244 200 143 193 131 1261
S.D. 47 50 78 149 169 i16 497
1000 No. 5 5 5 5 5 5 5
Mean 401 219 157 153 141 111 1182
S.D. 11 78 113 140 128 104 532

No significant difference in any treated groups from control group.
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Table 2-82 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Motor activity of female rats (Recovery group, Week 6 of administration)
Interval (minutes)
Dose
mg/kg/day 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 427 420 319 278 262 244 1951
S.D. 29 74 51 59 71 140 243
1000 No. 5 5 5 5 5 5 5
Mean 457 384 350 244 252 195 1881
S.D. 51 67 33 71 73 144 294

No significant difference between

treated group and control group.
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Table 2-83 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Motor activity of male rats (Week 2 of recovery)

Interval {(minutes)

Dose
mg/kg/day 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 384 344 327 307 226 230 1817
S.D. 36 48 62 98 107 108 393
1000 No. 5 5 5 5 5 5 S
Mean 410 384 323 270 211 202 1800
S.D. 69 79 99 147 148 210 653

No significant difference between treated group and control group.
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Table 2-84 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Motor activity of female rats {(Week 2 of recovery)

Interval (minutes)

bose
mg/kg/day 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 348 322 277 237 226 180 1590
S.D. 60 47 98 102 96 77 318
1000 No. 5 5 S 5 5 5 5
Mean 375 323 271 237 238 232 1877
S.D. 77 130 106 77 121 170 560

No significant difference between treated group and control group.
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Table 3-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
~with Perfluoro-1,2-dimethylcyclohexane
Body weight of male rats (Administration period)
Day of administration
Dose Gain
mg/kg/day 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 Mean 398. 408.6 425.5 436.7 450.8 453.8 467.9 477.5 491.1 499.3 510.3 513.3 522. 124.3
S.D. 22. 22.4 25.7 24.5 27.5 25.9 31.2 30.2 32.4 34.8 35.0 32.3 32. 16.6
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 Mean 399. 407.0 423.3 432.2 445.4 - 446.9 462 .4 473.3 487.0 494 .4 506.0 510.6 518. 119.0
S.D. 23. 22.7 27.1 28.2 29.0 30.3 28.8 29.4 31.3 29.9 32.7 30.2 30. 12.8
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 Mean 396. 405.3 422.5 434.9 451.0 452.3 470.0 480.3 496.0 502.86 517.7 522.6 527. 131.7
S.D. 21. 23.0 25.9 25.4 27.1 26.5 29.4 28.0 29.8 29.0 30.0 31.9 27. 13.4
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 Mean 395. 405.6 420.5 429.5 444 .3 443.7 460.8 473.0 489.2 495.3 508.8 515.4 518. 122.3
S.D. 25. 27.1 29.2 30.4 32.9 39.2 37.1 38.8 41.2 41.9 42.3 40.7 40. 21.4
Unit: g
No.: No. of animals
No significant difference in any treated groups from control group.
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Table 3-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Body weight of female rats during the pre-mating period@ {Main group)
Day of administration
Dose Gain
mg/kg/day 1 4 8 11 15 1-15
No. 12 12 12 12 12 12
0 Mean 243.5 246.9 251.6 257.4 263.2 19.7
S.D. 9.2 9.5 11.1 10.9 11.9 8.3
No. 12 12 12 12 12 12
100 Mean 243.3 247.2 253.3 257.0 262.5 19.3
S.D. 12.5 14.3 14.5 10.0 10.3 5.8
No. 12 12 12 12 12 12
300 Mean 243.8 249.1 254.2 258.3 264.6 20.8
S.D. 11.5 12.3 13.86 15.2 16.4 10.4
No. 12 12 12 12 12 12
1000 Mean 244.1 248.0 253.8 259.5 264.2 20.1
S.D. 9.6 11.9 14.7 13.6 14.1 8.1
Unit: g

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 3-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethyleyclohexane

Body weight of dams during the gestation period {Main group)

Administration

Dose Gain
mg/kg/day 0 . 4 7 11 14 17 20a) 0-20

No. 12 12 12 12 12 12 12 12
0 Mean 267.9 293.1 301.3 321.0 334.7 363.6 409.8 141.9
S.D. 8.0 9.7 11.2 13.9 13.5 15.8 21.4 20.0

No. 12 12 12 12 12 12 12 12
100 Mean 271.3 292.6 303.9 324.8 340.3 370.9 419.7 148.3
S.D. 18.0 17.1 17.6 17.8 19.9 20.1 24.1 13.7

No. 12 12 12 12 12 12 12 12
300 Mean 266.5 291.1 301.2 319.2 334.2 362.9 407.9 141.4
S.D. 15.6 17.2 17.5 19.4 20.5 21.9 23.4 13.9

No. 12 12 12 12 12 12 12 12
1000 Mean 270.5 295.6 307.1 326.8 343.3 376.9 422.4 151.9
S.D. 14.3 14.1 16.3 16.5 17.1 20.5 22.4 15.0

Unit: g

No.: No. of dams

a): Day of gestation

No significant difference in any treated groups from control group.
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Table 3-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Body weight of dams during the lactation pericd (Main group)
Administration
Dose Gain
mg/kg/day 0 4a) 0-4
No. 12 12 12
0 Mean 319.38 331.5 12.3
S.D. 28.0 18.9 17.9
No. 12 12 12
100 Mean 326.5 340.1 13.6
S.D. 21.4 19.8 19.5
No. 12 12 12
300 Mean 318.6 335.6 17.0
S.D. 32.3 20.4 22.2
No. 12 11b) 11
1000 Mean 326.6 344.1 15.1
S.D. 18.6 17.5 11.0
Unit: g
No.: No. of dams

a): Day of lactation
b): One dam was necropsied on day 4 of lactation because all pups died.
No significant difference in any treated groups from control group.
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Table 3-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro~1,2-dimethylcyclohexane

Body weight of female rats during the administration period (Recovery group)

Day of administration

Dose Gain
mg/kg/day 1 4 8 11 15 18 22 25 29 32 38 39 42 1-42
No. 5 5 5 5 5 5 5 5 5 5 5 5 5 5
0 Mean 244.2 246.4 253.4 264.0 268.2 274.2 279.8 281.0 289.6 288.8 287.8 289.2 295.2 51.0
S.D. 12.3 11.6 10.5 6.9 9.4 10.3 12.5 15.6 19.0 19.4 14.3 7.3 7.0 9.1
No. 5 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 Mean 244 .2 248.6 254.0 255.6 263.6 266.8 271.6 270.2 276.2 276.4 281.8 282.8 285.8 41.6
S.D. 14.3 13.6 15.4 16.5 15.4 17.6 16.9 17.5 16.8 19.1 17.6 19.6 17.1 5.9

Unit: g
No.: No. of animals
No significant difference between treated group and control group.



R-967

Table 3-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Body weight of male rats (Recovery period)

Day of recovery

Dose Gain
mg/kg/day 1 4 8 11 14 1-14
No. 5 5 5 5 5 5
0 Mean 525.6 534.6 546.6 547.6 554.0 28.4
S.D. 38.8 41.7 45.7 41.5 46.4 8.1
No. 5 5 5 5 5 5
1000 Mean 514.4 519.0 522.8 530.0 532.8 18.4
S.D. 41.2 41.5 46.1 47.5 48.7 8.5
Unit: g

No.: No. of animals
No significant difference between treated group and control group.
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Table 3-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Body weight of female rats during the recovery period (Recovery group)

Day of recovery

Dose Gain
mg/kg/day 1 4 8 11 14 1-14
No. 5 5 5 5 5 5
0 Mean 294 .4 297.8 306.2 303.6 303.2 8.8
S.D. 8.4 5.2 8.4 13.9 13.1 7.0
No. 5 5 S 5 5 5
1000 Mean 287.6 289.8 296.0 294.0 299.0 11.4
S.D. 19.6 18.7 20.1 21.5 20.7 6.1
Unit: g

No.: No. of animals
No significant difference between treated group and control group.
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Table 4-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Food consumption of male rats (Administration period)
Day of administration
Dose
ng/kg/day 8 11 15 32 36 39 42
No. 12 12 12 12 12 12 12 12 12
[¢] Mean 27. 30. 29.2 29.0 28.4 30.0 29.8 29.0 29.2
S.D. 2. 2. 3.3 2.4 2.7 3.0 3.3 2.1 1.5
No. 12 12 12 12 i2 12 12 12 12
100 Mean 27. 29. 28.2 28.5 27.3 29.1 28.6 28.4 28.8
S.D. 2. 2. 2.6 2.5 2.3 2.3 2.6 3.2 2.1
No. 12 12 12 12 12 12 12 12 12
300 Mean 28. 29. 29.3 30.0 28.8 29.8 29.0 29.3 298.5
$.D. 2. 3. 3.5 2.6 2.6 2.6 3.1 3.5 2.4
No. 12 12 12 12 12 12 12 12 12
1000 Mean 26. 28. 28.4 28.3 27.1 29.8 28.8 29.4 28.6
S.D. 2. 2. 2.8 2.6 2.5 3.1 3.5 2.2 2.8
Unit: g/rat/day
No.: No. of animals
No significant difference in any treated groups from control group.



R-967

Table 4-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
~with Perfluoro-1,2-dimethylcyclohexane
Food consumption of female rats during the pre-mating period (Main group)
Day of administration
Dose
mg/kg/day 8 11 15
No. 12 12 12 12 12
0 Mean 18. 19. 19.2 20.8 20.2
S.D. 2. 3. 3.6 3.0 2.6
No. 12 12 12 12 12
100 Mean 18. 21. 20.8 19.5 19.7
S.D. 3. 3. 2.8 1.6 1.7
No. 12 12 12 12 12
300 Mean 18. 20. 21.1 20.4 20.9
S.D. 3. 2. 3.8 3.0 2.8
No. 12 12 12 12 12
1000 Mean 18. 20. 20.0 20.4 20.4
S.D. 2. 3. 3.5 3.8 3.4

Unit: g/rat/day

No.: No. of animals
No significant difference in any treated groups

from control group.
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Table 4-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1l,2-dimethylcyclohexane
Food consumption of dams during the gestation period (Main group)
Administration
Dose
mg/kg/day 1 7 11 14 17 20a)
No. 12 12 12 12 12 12 12
0 Mean 20.8 24, 24.9 25.8 26.0 27.1 23.7
S.D. 2.1 2. 3.2 3.1 2.4 2.4 4.7
No. 12 12 12 12 12 12 12
100 Mean 20.3 24. 25.1 27.3 26.0 28.6 25.3
S.D. 2.7 3. 2.5 2.1 2.3 2.4 2.8
No. 12 12 12 12 12 12 12
300 Mean 20.3 23. 24.6 25.7 25.4 27.2 25.3
S.D. 3.4 4. 4.2 3.8 3.4 3.8 2.7
No. 12 12 12 12 12 12 12
1000 Mean 21.5 24. 24.9 25.8 26.5 28.0 25.86
S.D. 1.9 1. 2.8 2.1 2.4 2.6 1.8

Unit: g/rat/day
No.: No. of dams

a): Day of gestation
No significant difference in any treated groups

from control group.
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Table 4-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Food consumption of dams during the lactation period (Main group)

Administration

Dose
mg/kg/day 2 4a)
No. 12 12
0 Mean 22.5 41.1
S.D. 5.6 3.9
No. 12 12
100 Mean 24.3 40.8
S.D. 5.9 6.1
No. 12 12
300 Mean 26.2 41.4
S.D. 5.9 4.7
No. 12 llb)
1000 Mean 27.6 44.2
S.D. 8.2 5.2

Unit: g/rat/day
No.: No. of dams
.a): Day of lactation
b): One dam was necropsied on day 4 of lactation because all pups died.
No significant difference in any treated groups from control group.
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Tabhle 4-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2~dimethyleyclohexane

Food consumption of female rats during the administration period {(Recovery group)

Day of administration

Dose
mg/kg/day 1 4 8 11 15 32 36 39 42
No. 5 5 5 5 5 5 5 5 5
0 Mean 19.0 18.86 19.4 23.2 22.2 20.2 18.2 18.0 21.0
S.D. 2.6 3.6 2.1 1.1 3.1 2.8 2.5 4.8 2.1
No. 5 5 5 5 5 S 5 5 5
1000 Mean 18.8 21.4 22.0 19.6 20.2 18.4 20.0 17.6 18.6
S.D. 2.7 3.3 3.3 3.4 3.8 3.7 2.7 2.9 1.9

Unit: g/rat/day
No.: No. of animals
No significant difference between treated group and control group.
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Table 4-6 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Food consumption of male rats (Recovery period)

Day of recovery

Dose
mg/kg/day 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 27.8 29.4 31.8 31.0 32.4
S.D. 1.3 2.3 3.9 1.6 2.9
No. 5 5 5 5 5
1000 Mean 27.4 28.4 26.4+ 28.6 28.2
S.D. 3.0 2.1 2.3T 2.2 3.3

Unit: g/rat/day

No.: No. of animals

%: p<0.05 (Significant difference from control group)
T: Student's t-test
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Table 4-7 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Food consumption of female rats during the recovery period (Recovery group)
Day of recovery
Dose
mg/kg/day 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 19.2 20.2 22.2 21.6 21.2
S.D. 5.0 2.8 3.3 4.0 3.1
No. 5 5 S 5 5
1000 Mean 18.4 19.6 20.2 19.2 22.8
S.D. 2.7 1.1 2.5 4.6 3.0

Unit: g/rat/day
No.: No. of animals

No significant difference between treated group and control group.
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Table 5-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Urinalysis of male rats (Week 6 of administration)
1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg/day 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 - 4= 4 4t bt bt B . 2 X T R B T TR S T S
0 5 0 0 0 1 1 1 1 1 1 1 3 0 ¢ 0 2 2 1 0 O 0 5 0 0 0 0 0
100 5 0 0 0 0 0 1 4 0 0 0 5 ¢ ¢ 0 0 2 3 0 0 [ 5 0 0 0 O 0
300 5 0 0 0 0 1 0 3 1 0 3 2 ¢ ¢ 0 2 2 1 0 ¢ 0 5 0 0 0 O 0
1000 5 0 o} 0 1 0 ¢} 3 1 0 1 4 0 O 0 0 1 4 0 0 0 5 0 0 0 0 0
1) - <10 mg/dL +- : 10 - 25 mg/dL + 1 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ : >600 mg/dL
2) - <5 mg/dL +- ¢ 5 -~ 7.5 mg/dL + : 7.6 -~ 30 mg/dL ++ 1 31 - 70 mg/dL +++ 71 - 125 mg/dL ++++ 1 >125 mg/dL
3) - <30 mg/dL +- : 30 - 60 mg/dL + @ 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++++ 1 >750 mg/dL
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Table 5-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Urinalysis of male rats (Week 6 of administration)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg/day - = & At 4t -+ 4+ HE+ A+ =+ 4 At E Attt LY Y DY
0 5 5 0 0 0 O 5 0 0.0 0 5 0 0 ¢ 0 ¢ 5 ¢
100 S 4 1 0 0 O 5 0 0 O 0 4 1 0 O 0 0 5 ©
300 S5 5 0 0 0 O 5 0 0 ¢ 0 5 0 0 O 0 0 5 0
1000 5 5 0 0 0 0 5 0 0 O 0 5 6 0 O 0 ¢ 5 0
4) - <0.03 mg/dL +— 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - <0.5 mg/dL + 0.5 - 1.5 mg/dL  ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + 1 2.0 - 3.5 mg/dL ++ : 3.8 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Urinalysis of male rats {(Week 6 of administration)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Dose No.
mg/kg/day - - 4+ 4+ +44 — 4=+ 4+ - 4=+ ++ ++4 - 4= 4+ 4+ 4+ - +- 0+ +- o+ 4 4+ - e 4 At 44+
0 5 5 0 0 0 O 5 0 0 0 0 0 5 0 0 ¢ 5 0 0 0 0 5 0 © 1 4 0 0 5 0 0 0 O
100 5 5 0 0 0 0 5§ 0 0 0 O 0 5 0 0 ¢ 5 ¢ 0 0 0 5 0 0O 2 2 0 0 5.0 0 0 O
300 5 5 0 0 0 O 5 0 0 0 O 0O 5 0 0 O 5 0 0 0 0 5 0 O 3 2 0 0 5 0 0 0 O
1000 5 5 0 0 0 O 5 0 0 0 0 0 5 0 0 O s 0 0 0 O 5 0 O 1 4 0 O 5 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- : Slight
PS Phosphate Salts + : Mild
CO : Moderate

: Calcium Oxalate ++

+++ : Severe
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Table 5-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1.2-dimethylcyclohexane
Water intake and urinalysis (Week 6 of administration)
Male
Water Urine Osmolality
Dose No. intake volume
mg/keg/day mL/24h mlL/24h mOsm/kg
] 5 Mean 43 16.5 2011
S.D. 6 5.5 300
100 5 Mean 34 11.8 2344
S.D. 5 1.7 157
300 5 Mean 41 17.1 1839
S.D. 5 4.0 237
1000 5 Mean 39 15.1 2019
S.D. 9 5.6 629

No significant difference in any treated groups from control group.
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Table 5-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Perfluoro-1,2-dimethylcyclchexane

Urinalysis of male rats (Week 2 of recovery)

1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg/day 5.0 5.56.06.57.07.5 8.0 8.5 9.0 F N AT N P L e A o - d= 4 e kEd bt
0 5 0 0 0 0 0 1 3 1 0 0 0 5 0 ¢ 0 1 1 3 0 O 5 0 0 0 ¢ 0
1000 5 [¢] 4] 0 0 o 1 2 2 0 0 2 3 0 0 Q 0 3 2 0 ¢ 5 0 0 0 O 0
1) - ! <10 mg/dL +- : 10 - 25 mg/dL + 26 - 85 mg/dL ++ : 86 - 250 mg/dL LR 251 - 600 mg/dL ++++ : >600 mg/dL
2) - : <b mg/dL +- ¢ 5 - 7.5 mg/dL + 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ 71 - 125 mg/dL ++++ : >125 mg/dL

3) - : <30 mg/dL +- : 30 - 60 mg/dL + : 681 - 125 mg/dL ++ : 126 - 250 mg/dL +++

251 - 750 mg/dL ++++ : >750 mg/dL
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Table 5-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Urinalysis of male rats (Week 2 of recovery)

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg/day - =+ 4+ 4+ — 4+ 44 A4 e LY Y DY
0 5 5 0 0 0 ¢ 5 0 0 0 0 4 1 0 0 0 0 5 0
1000 5 5 0 0 0 O 5 0 0 0 0 5 0 0 0 0 0O 5 0
4) - 1 <0.03 mg/dL + 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL

5) - : <0.5 mg/dL + 0.5 - 1.5 mg/dL. ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL. ++ : 3.6 - 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Urinalysis of male rats (Week 2 of recovery)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS [o]4]

Dose 0.
mg/kg/day - 4=+ 4+ 4+ - = 4 44 k4 - +— 4+ 44 A4 B - - 4 - 4= 4 4 e+ R I T T

0 5 5 0 0 0 0 5 0 0 0 0 0 5 0 0 O 5 0 0 0 O 5 0 0 0 0 5 0 ¢ 5 0 0 0 ¢
1000 5 5 0 0 0 O 5 0 0 0 O 0 5 0 0 0O 5 0 0 0 O 5 0 0 0 0 5 0 ¢ 5 0 0 0 ¢
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +~- ¢ Slight
PS : Phosphate Salts + . Mild
Co : Calcium Oxalate ++ ¢ Moderate

+++ : Severe
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Table 5-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Water intake and urinalysis (Week 2 of recovery)

Male

Water Urine Osmolality

Dose No. intake volume
mg/kg/day mL/24h  mL/24h mOsm/kg
0 5} Mean 50 17.2 1764
S.Dh. 7 4.6 299
1000 5 Mean 43 15.4 2120
S.D. 3 4.0 361

No significant difference between treated group and control group.
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Table 6-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Hematology (Day 42 of administration)
Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg/day X104/ 1L g/dL % fL pg g/dL % X10*/#L s s mg/dL
0 5 Mean 915 16.1 48.2 52.7 17.6 33.5 2.2 120.5 13.3 18.9 283
S.D. 36 0.2 1.5 2.8 0.8 0.9 0.3 5.9 0.8 2.7 11
100 5 Mean 941 16.1 48.5 51.6 17.2 33.2 1.6 117.8 14.0 19.2 292
S.D. 39 0.2 0.9 1.4 0.7 0.4 0.3 15.6 1.3 2.5 29
300 5 Mean 939 16.1 48.6 51.9 17.2 33.2 1.8 117.7 13.4 20.4 272
S.D. 50 0.3 0.9 2.3 0.7 0.3 0.6 9.5 0.8 1.6 33
1600 5 Mean 888 15.4«# 46.0#+ 51.9 17.3 33.4 1.9 119.4 13.2 19.7 273
S.D. 39 0.4D 1.4D 1.2 0.5 0.3 .5 9.4 1.5 4.1 36
# : p<0.05 ; #*» : p<0.01 (Significant difference from control group)

D : Dunnett's test
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Table 6-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Hematology (Day 42 of administration)

Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%/4L)
Dose No.
mg/kg/day X10?/pL  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LuC
(Y] 5 Mean 96.0 79.5 17.0 1.0 0.4 1.6 0.4 76.3 16.4 0.9 0.4 1.5 0.4
S.D. 23.8 5.0 4.6 0.5 0.1 0.3 0.1 19.2 6.5 0.3 0.2 0.5 0.2
100 5 Mean 85.7 76.9 18.6 1.6 0.3 $ 2.3 0.3 65.8 15.9 1.3 0.3 2.0 0.3
S.D. 5.5 4.9 4.9 0.7 0.1 0.4 0.1 6.3 4.4 0.5 0.0 0.4 0.1
300 5 Mean 90.4 81.5 14.3 1.4 0.4 1.7 0.6 73.7 13.0 1.2 0.3 1.5 0.6
S.D. 13.8 3.0 2.0 0.3 0.1 0.6 0.4 11.¢ 2.7 0.2 0.1 0.8 0.4
1000 5 Mean 108.0 74.0 22.0 1.3 0.4 1.8 0.5 80.4 23.2 1.3 0.4 2.0 0.6
9 6.9 6.0 0.7 0.1 0.7 0.2 21.9 6.6 0.7 0.1 1.0 0.3

S.D. 24.

LUC : Large unstained cells
No significant difference in any treated groups from control group.
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Table 6-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Hematology {(Day 5 of lactation)
Female
RBC Hb Ht MCV MCH MCHC Reticu-~ Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg/day X104/ uL g/dL % fL Pg g/dL %  X10%/mL s s mg/dL
0 5 Mean 753 13.7 42 .4 56.2 18.2 32.4 7.1 158.7 12.8 20.6 277
S.D. 40 0.8 2.8 1.1 0.2 0.3 1.5 12.6 0.6 2.9 64
100 5 Mean 747 13.8 42.7 57.2 18.5 32.4 6.7 157.3 12.3 16.9 306
S.D. 26 0.4 0.9 1.9 0.6 0.2 1.4 13.2 1.1 5.3 63
300 5 Mean 783 14.2 43.2 55.3 18.1 32.9 5.3 143.9 12.5 18.5 240
S.D. 55 0.6 2.1 2.1 0.7 0.3 1.0 16.1 1.2 4.7 22
1000 5 Mean 749 13.6 41.7 55.7 18.1 32.5 6.4 151.5 12.4 17.2 335
S.D. 28 0.5 1.5 0.9 0.3 0.3 1.1 8.9 0.9 1.4 93

No significant difference in any treated groups from control group.
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Table 6-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Hematology (Day 5 of lactation)

Female
WBC Differential leukocyte counts (%) pifferential leukocyte counts (X102/4L)
Dose No.
mg/kg/day X10*/ul, Lymph. Neut. Eosino. Baso. Mono. LuC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 106.7 67.1 29.0 0.7 0.3 2.3 0.6 70.9 31.6 0.8 0.3 2.5 ¢.6
S.D. 20.1 7.1 6.8 0.2 0.0 0.6 0.4 11.6 11.3 0.2 0.1 0.9 0.4
100 5 Mean 108.1 68.6 27.4 0.6 0.3 2.5 0.6 73.8 30.0 0.7 0.3 2.7 .6
S.D. 13.1 7.6 8.4 0.3 0.1 0.7 0.3 9.5 10.9 0.3 0.1 0.9 0.2
300 5 Mean 109.2 68.7 27.2 0.8 0.4 2.2 0.7 75.9 28.86 0.9 0.4 2.5 0.9
S.D. 31.6 5.1 5.4 0.3 0.2 0.6 0.4 25.9 4.9 0.5 0.3 1.2 0.6
10600 5 Mean 102.7 61.6 34.8 0.9 0.2 1.9 0.7 62.7 36.2 1.0 0.2 1.9 0.7
S.D. 8.9 9.7 9.2 0.5 0.1 0.4 0.3 7.0 12.0 0.5 0.0 0.5 0.2

LUC : Large unstained cells
No significant difference in any treated groups from control group.
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Table 6-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Hematology (Day 14 of recovery)

Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg/day X10*/ 1L g/dL % fL Pg g/dL % X10°%/ #L s S mg/dL
0 5 Mean 975 16.4 48.1 49.3 16.9 34.1 1.7 118.9 12.6 19.1 263
S.D. 34 0.3 1.3 1.4 0.6 0.5 0.1 11.2 0.7 2.5 30
1000 5 Mean 926« 16.4 47.4 51.2# 17.6+# 34.5 1.4 115.6 14 .3#% 22.2 267
S.D. 33T 0.3 1.2 1.0T 0.4T 0.5 0.3 12.3 .97 2.3 23

# : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
T : Student's t-test



R-967

Table 6-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Hematology (Day 14 of recovery)

Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%/xL)
Dose No.
mg/kg/day . X10%/4L Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 101.9 79.9 15.6 1.5 0.4 2.2 0.4 81.7 15.7 1.4 0.4 2.2 0.4
S.D. 24.8 4.5 4.4 0.4 0.1 0.7 0.2 20.7 5.9 0.2 0.2 0.9 0.2
1000 5 Mean 101.2 77.9 17.7 1.1 0.4 2.3 0.6 79.5 17.3 1.0# 0.4 2.4 0.5
S.D. 20.9 4.8 4.0 0.6 0.1 0.8 0.3 20.7 2.3 0.3T 0.1 0.9 0.2

LUC : Large unstained cells
+ : p<0.05 (Significant difference from control group)
T : Student’'s t-test
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Table 6-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Hematology (Day 14 of recovery)
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
ng/kg/day X104/ 1L g/dL % fL pg g/dL %  X10%/mL s s mg/dL
0 5 Mean 844 15.4 44 .2 52.4 18.3 34.8 1.5 116.9 11.2 17.8 191
S.D. 34 0.8 2.1 2.0 0.9 0.4 0.1 16.0 0.8 2.5 27
1000 5 Mean 863 15.8 44 .8 51.9 18.3 35.3 1.5 117.0 11.9 19.1 185
S.D. 30 0.3 1.1 0.8 0.5 0.4 0.2 12.8 0.5 2.0 22

No significant difference between treated group and control group.
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Table 6-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylicyclohexane

Hematology (Day 14 of recovery)

Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%2/xL)

Dose No.
mg/kg/day X10?/#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 73.9 80.1 15.9 1.3 0.3 2.0 0.4 59.7 11.2 0.9 0.2 1.5 0.3
S.D. 18.4 4.2 4.0 a.5 0.1 0.8 0.1 17.3 1.4 0.3 0.1 1.0 0.2
1000 5 Mean 63.5 77.6 18.3 1.5 0.2 1.9 0.4 49.2 11.8 0.9 0.2 1.2 0.2
S.D. 10.0 7.2 6.4 0.4 0.1 0.6 0.1 8.1 4.7 0.3 0.1 0.4 0.1

LUC : Large unstained cells
No significant difference between treated group and control group.
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Table 7-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Blood chemistry (Day 42 of administration)
Male
AST ALT LDH 7 —GTP AlP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg/day 1U/L 1U/L IU/L 1U/L 1U/L mg/dL mg/dL mg/aL mg/dL mg/dL
0 5 Mean 62 27 53 1 335 47 29 77 0.1 138
S.D. 5 3 12 0 38 4 9 T 0.0 15
100 5 Mean 63 29 46 1 355 48 30 78 0.1 143
S.D. 4 2 11 1 121 10 10 10 0.0 10
300 S Mean 67 30 59 1 375 49 35 80 0.1 133
S.D. 19 9 27 0 54 12 14 14 0.0 7
1000 5 Mean 65 30 53 1 324 48 33 78 0.1 144
S.D. 15 10 13 0 69 11 18 15 0.0 24

No significant difference in any treated groups from control group.
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Table 7-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Blood chemistry (Day 42 of administration)

Male
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine
mg/kg/day mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dl
0 5 Mean 16 0.27 144 4.6 107 g.4 6.5 6.1 3.1 1.01
S.D. 2 0.06 2 0.1 3 0.3 0.5 0.2 0.0 0.06
100 5 Mean 15 0.27 145 4.6 107 9.4 6.4 6.2 3.1 0.97
S.D. 1 0.03 1 0.4 2 0.3 0.4 0.2 0.1 0.08
300 5 Mean 15 0.25 146 4.7 108 9.5 6.2 6.3 3.1 0.98
S.D. 1 0.04 1 0.3 2 0.2 0.6 0.2 0.1 0.07
1000 5 Mean 16 "0.27 144 4.5 107 9.4 6.6 6.0 3.0 0.99
S.D. 2 0.03 1 0.2 2 0.4 0.7 0.1 0.1 0.07

No significant difference in any treated groups from control group.
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Table 7-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Blood chemistry (Day 5 of lactation)

Female

. AST ALT LDH T —GTP AlP T.cho TG PL T.bili- Glucose

Dose No. (GOT) (GPT) rubin
meg/keg/day 1U/L 1U/L 1U/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 72 42 41 1 206 51 70 109 0.1 129
S.D. 7 10 5 1 61 8 28 22 0.0 15
100 5 Mean 78 43 54 1 209 50 52 102 0.1 132
S.D. 19 10 18 0 79 12 34 i8 0.0 15
300 5 Mean 69 37 46 1 170 46 41 93 0.1 127
S.D. 9 12 8 0 21 6 22 12 0.0 13
1000 5 Mean 82 45 49 1 172 49 45 102 0.1 118
S.D. 11 9 11 0 27 14 18 22 0.0 7

No significant difference in any treated groups from control group.
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Table 7-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Blood chemistry (Day 5 of lactation)

Female
BUN Crea- Na K (021 Ca P TP Albumin A/G
Dose No. tinine
mg/kg/day , mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 S Mean 16 0.31 142 4.8 108 9.8 6.9 6.3 3. 1.07
S.D. 1 0.02 1 0.4 2 0.3 0.6 0.3 0.2 0.01
100 5 Mean 15 0.32 142 4.7 107 9.7 7.3 6.2 3.1 1.02
S.D. 2 0.03 2 0.4 2 0.2 0.6 0.2 0.1 0.05
300 5 Mean 16 0.30 142 4.8 109 2.7 7.0 6.2 3.2 1.05
S.D. 1 0.03 1 0.3 2 0.2 1.1 0.3 0.2 0.04
1000 5 Mean 15 0.30 143 4.8 110 9.9 7.0 6.4 3.3 1.03
S$.D. 2 0.02 1 0.5 1 0.3 0.9 0.3 g.1 0.04

No significant difference in any treated groups from control group.
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Table 7-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Blood chemistry (Day 14 of recovery)
Male
AST ALT LDH v —GTP AlP T.cho TG PL T.bili- Giucose
Dose No. (GOT) (GPT) rubin
meg/kg/day IU/L IU/L 1U/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 67 34 43 1 334 48 44 82 0.1 149
S.D. 5 3 5 0 83 12 15 12 0.0 35
1000 5 Mean 64 29# 39 1 311 45 26» 73 0.1 148
5.D. 6 3T 6 0 26 6 6T 6 0.0 34

* : p<0.05 (Significant difference from control group)
T : Student’'s t-test
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Table 7-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Blood chemistry (Day 14 of recovery)
Male
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine
mg/kg/day mg/dL mg/dL mmol/L mmol/L muol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 16 0.28 143 4.6 106 9.3 5.8 6.3 3.0 0.93
S.D. 2 0.03 2 0.1 2 0.1 0.2 0.1 0.1 0.06
1000 5 Mean 15 0.26 144 4.7 106 9.2 6.0 6.2 3.0 0.93
S.D. 2 0.04 1 0.2 1 0.2 0.3 0.2 0.1 0.05

No significant difference between treated group and control group.
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Table 7-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Blood chemistry (Day 14 of recovery)
Female
AST ALT LDH v —GTP AlP T.cho TG PL. T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg/day 1U/L 1U/L 1U/L 1U/L 1U/L meg/dL ng/dL mg/dL mg/dL mg/dL
0 5 Mean 96 45 58 1 163 71 20 135 0.1 122
S.D. 58 30 42 0 31 20 4 31 0.0 13
1600 5 Mean 67 34 45 1 149 57 17 112 0.1 127
S.D. i8 12 9 0 16 10 3 18 0.0 11

No significant difference

between treated group and control group.
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Table 7-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Blood chemistry (Day 14 of recovery)
Female
BUN Crea- Na K CL Ca P TP Albumin A/G
Dose No. tinine
mg/kg/day mg/dL mg/dL nmol/L mmuol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 17 0.32 142 4.2 109 9.6 5.8 7.0 3.8 1.18
S.D. 1 0.02 1 0.3 2 0.2 0.4 0.4 0.2 0.07
1000 5 Mean 16 0.30 141 4.5 108 9.5 5.8 6.7 3.6 1.12
S.D. 1 0.03 i 0.4 1 0.3 0.6 0.2 0.2 0.07

No significant difference between treated group and control group.
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Table 8-1 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Organ weight of male rats (Main group)

Body Brain Thyroid Thymus Heart Liver

Dose weight (R+L)
ng/kg/day g g(g/100g BW) mg(mg/100g BW) mg{mg/100g BW) g(g/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
0 Mean 482 2.16 22.3 349 1.41 12.36
S.D. 38 0.10 3.6 126 0.07 1.00
No. 5 5 5 5 . 5 5
Absolute 100 Mean 484 2.05 25.1 243 1.45 12.07
S.D. 35 0.04 5.5 29 0.06 1.61
No. 5 5 5 5 5 5
300 Mean 505 2.07 23.7 318 1.80+ 12.93
S$.D. 24 0.05 3.4 91 0.08D 1.68
No. 5 5 5 5 5 5
1000 Mean 500 2.10 25.1 292 1.50 13.22
S.D. 47 0.09 4.3 46 0.18 1.72
No. 5 5 5 5 5
o] Mean 0.45 4.6 72 0.29 2.56
S.D. 0.02 0.4 25 0.01 0.15
No. 5 5 5 5 5
Relative 100 Mean 0.42 5.2 50 0.30 2.49
S.D. 0.03 1.1 4 0.02 0.22
No. 5 5 5 5 5
300 Mean 0.41 4.7 63 0.32 2.56
S.D. 0.03 .8 17 0.02 0.28
No. 5 5 5 5 5
1000 Mean 0.42 5.0 59 0.30 2.64
S.D. 0.03 0.7 8 Q.02 0.10

#: p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 8-2 A combined repeated-dose/reproductive-deveiopmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Organ weight of male rats (Main group)

Spleen Kidney Adrenal

Dose (R+L) (R+L)
mg/kg/day g{(g/100g BW) g(g/100g BW) mg(mg/100g BW)
No. 5 5 S

0 Mean 0.90 3.10 63
S.D. 0.10 0.25 10

No. 5 5 5

Absolute 100 Mean 0.79 3.16 68
S.D. 0.08 0.32 8

No. S 5 5

300 Mean 0.82 3.27 73
S.D. 0.11 0.32 16

No. 5 S 5

1000 Mean 0.88 3.15 €3
S.D. 0.12 0.34 6

No. 5 5 5

0 Mean 0.19 0.64 13
S.D. 0.02 0.04 2

No. 5 5 5

Relative 100 Mean 0.16 0.65 14
S.D. 0.01 0.06 1

No. 5 5 5

300 Mean 0.16 0.65 15
S.D. 0.02 0.04 3

No. 5 5 5

1000 Mean 0.18 0.63 13
S.D. 0.02 0.07 1

No significant difference in any treated groups from control group.
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Table 8-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Organ weight of male rats (Main group)

Body Testis Epididymis

Dose weight (R+L) (R+L)
mg/kg/day g g(g/100g BW) mg(mg/100g BW)
No. T 7 7

0 Mean 488 3.51 1332
S.D. 31 0.31 55

No. 12 12 12

Absolute 100 Mean 489 3.20« 1255
S.D. 30 0.21D 85

No. 12 12 12

300 Mean 497 3.42 1265
S.D. 28 0.24 100

No. 7 7 7

1000 Mean 492 3.21 1284
S.D. 41 0.23 90

No. 7 7

0 Mean 0.72 273
S.D. 0.06 15

No. 12 12

Relative 100 Mean 0.65 257
S.D. 0.04 21

No. 12 12

300 Mean 0.69 255
S.D. 0.07 23

No. 7 7

1000 Mean 0.65 262
S.D. 0.06 18

#: p<0.05 (Significant difference from control group)
D: Dunnett's test



Table 8-4

A combined repeated-dose/reproductive-developmental toxicity study in rats treated oraliy
with Perfluoro-1,2-dimethylcyclohexane

Organ weight of female rats (Main group)

Body Brain Thyroid Thymus Heart Liver

Dose weight (R+L)
mg/kg/day g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
No. S 5 S 5 5 5
0 Mean 298 1.95 16.3 233 0.93 9.77
S.D. 14 0.03 3.2 75 ) 0.02 0.49
No. S 5 154 5 5 5
Absolute 100 Mean 293 1.90 17.5 205 0.93 9.32
S.D. 11 0.04 3.9 37 0.03 0.97
No. 5 5 5] 5 5 5
300 Mean 305 1.93 16.5 225 1.02 9.24
S.D. 17 0.09 1.7 37 0.12 0.68
No. 5 5 5 5 5 5
1000 Mean 302 1.91 16.5 178 1.03 9.73
S.D. 8 0.12 1.8 35 0.09 0.89
No. 5 - 5 5 S 5
0 Mean 0.686 5.5 77 0.31 3.27
S.D. 0.04 0.9 22 0.02 0.15
No. 5 5] 5 5 5
Relative 100 Mean 0.65 6.0 70 .32 3.17
S.D. 0.03 1.3 14 0.01 0.23
No. 5 S 5 5 5
300 Mean 0.64 5.5 74 0.34 3.03
S.D. 0.04 0.8 12 0.03 0.16
No. 5 5 5 5 S
1000 Mean 0.63 5.5 59 0.34 3.22
§.D. 0.04 0.7 12 0.02 0.22

No significant difference in any treated groups from control group.
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Table 8-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethyleyclohexane

Organ weight of female rats (Main group)

Spleen Kidney Adrenal

Dose {R+L) (R+L)
mg/kg/day g(g/100g BW) g{g/100g BW) mg(mg/100g BW)
No. 5 5 5

0 Mean 0.65 1.93 77
S.D. 0.10 0.11 13

No. }5) 5 5

Absolute 100 Mean 0.71 1.87 82
S.D. 0.13 0.18 8

No. 5 5 S

300 Mean 0.68 1.97 82
S.D. 0.04 0.06 9

No. 5 5 5

1000 Mean 0.66 2.01 82
S.D. 0.05 0.13 4

No. 5 5 5

0 Mean 0.22 0.65 26
S.D. 0.04 0.06 5

No. 5 5 5

Relative 100 Mean 0.24 0.64 28
S.D. 0.04 0.04 3

No. 5 5 5

300 Mean 0.22 0.65 27
S.D. 0.01 0.03 4

No. 5 5 5]

1000 Mean 0.22 0.67 27
S.D. 0.01 0.03 2

No significant difference in any treated groups from control group.



Table 8-6 A combined repeated—dose/reproductive¥developmenta1 toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Organ weight of male rats (Recovery group)

R-967

Body Brain Thyroid Thymus Heart Liver
Dose weight (R+L)
mg/kg/day g g{g/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g{g/100g BW)
No. 5} 5 5 5 5 5
Absolute 0 Mean 521 2.10 20.0 280 1.45 13.10
S.D. 39 0.07 4.0 41 0.14 1.42
No. S 5 5 5 S 5
1000 Mean 500 2.21 20.7 238 1.40 12.51
S.D. 44 0.15 3.0 59 0.13 1.83
No. 5 5 5 5 5
Relative 0 Mean 0.41 3.9 54 0.28 2.51
S.D. 0.04 0.6 8 0.03 0.10
No. 3 5 5 5 5
1000 Mean 0.45 4.2 48 0.28 2.50
S.D. 0.05 0.8 13 0.01 0.18

No significant difference between

treated group and control group.
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Table 8-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-~1l,2-dimethylcyclohexane

Organ weight of male rats (Recovery group)

Spleen Kidney Adrenal Testis Epididymis

Dose (R+L) (R+L) (R+L) (R+L)
ng/kg/day g(g/100g BW) g(g/100g BW) mg(mg/100g BW) g(g/100g B¥) mg{mg/100g BW)

No. 5 5 5 5 5

Absolute 0 Mean 0.75 3.09 64 3.11 1262
S.D. 0.13 0.14 11 0.16 33

No. S 5 5 S 5

1000 Mean 0.76 3.37 64 3.01 1197

S.D. 0.06 0.30 5 0.61 204

No. 5 5 5 5 5

Relative 0 Mean 0.14 0.59 12 0.60 243
S.D. 0.02 0.03 : 2 0.03 15

No. 5 5 5 5 5

1000 Mean 0.15 0.6T#x 13 0.61 242

S.D. 0.01 0.04T 2 0.14 52

##: p<0.01 (Significant difference from control group)
T: Student's t-test
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Table 8-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Organ weight of female rats (Recovery group)

Body Brain Thyroid Thymus Heart Liver
Dose weight (R+L)
mg/kg/day g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
No. 5 5 5 53 5 5
Absolute 0 Mean 288 1.96 16.8 232 0.93 7.56
S.D. 11 0.06 2.2 10 0.07 0.74
No. ' 5 5 5 5 5 5
1000 Mean 277 1.96 16.7 278 0.91 6.85
S.D. 16 0.05 1.1 42 0.08 0.38
No. 5 5 5 5 5
Relative 0 Mean 0.68 5.8 81 0.32 2.63
S.D. 0.02 0.7 5 0.02 0.20
No. 5 S 5 5 5
1000 Mean 0.71 6.1 100= 0.33 2.48
S.D. 0.04 0.7 15AT 0.01 0.10

#: p<0.05 (Significant difference from control group)
AT: Aspin-Welch t-test
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Table 8-9 A combined reDeated-dose/reproductive-developﬁental toxicity study in rats treated orally
with Perfluoro-~1,2-dimethylcyclohexane
Organ weight of female rats (Recovery group)
Spleen Kidney Adrenal
Dose (R+L) (R+L)
mg/kg/day g(g/100g BW) g(g/100g BW) mg(mg/100g BW)
No. 53 5 5
Absolute 0 Mean 0.53 1.96 81
S.D. 0.05 0.10 17
No. 5 5 5
1000 Mean 0.50 1.80 68
S.D. 0.07 0.12 i
No. 5 5 5
Relative 0 Mean 0.19 0.68 28
S.D. 0.02 0.03 S
No. 5 5 5
1000 Mean 0.18 0.65 24
S.D. 0.02 0.03 3

No significant difference

between treated group and control group.
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Table 9-1 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Gross pathological findings (End of administration period)

Organs Sex: M M M F F F F
Dose(mg/kg/day): 0 100 300 1000 0 100 300 1000

Findings Number: 7 12 12 7 12 12 12 12
Intestine, ileum

Diverticulum 0 0 0 0 2 0 0 0
Kidney

Cyst 0 1 1 0 0 0 0 0

Dilatation,pelvic 0 0 0 0 1 0 Q 0
Liver

Hepatodiaphragmatic nodule 1 0 0 0 0 0 0 0
Spleen

Large 0 0 0 0 0 4] 0 1
Stomach

Focus,dark red,glandular stomach 0 1 0 0 2 3 3 2

M : Male, F : Female
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Table 9-2 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Gross pathological findings (End of recovery period)

Organs Sex: M M F F
Dose{mg/kg/day): 0 1000 0 1000
Findings Number: 5 5 5 5
Intestine,ileum
Diverticulum 0 1 0
Stomach
Focus,dark red,glandular stomach 0 0 1

M : Male, F : Female
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Table 10-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Histopathological findings (End of administration period)

Organs Sex:
. Dose(mg/kg/day) :
Findings Number:
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Number examined
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Cell infiltration,interstitial

minimal

Bone+Bone marrow, femoral

Number examined

Not remarkable
Bone+Bone marrow,sternal

Number examined

Not remarkable
Cerebellum

Number examined

Not remarkable
Cerebrum
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Not remarkable
Epididymis
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Not remarkable

Cell infiltration,interstitial

minimal
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Number examined
Not remarkable
Cell infiltration,focal
minimal
Intestine, duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
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Intestine,ileun
Number examined
Not remarkable
Diverticulum,Meckel's
mild
Intestine,cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable
Kidney
Number examined
Not remarkable
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M : Male, F : Female
- : Not applicable
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Table 10-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Histopathological findings (End of administration period)

Organs Sex: M M M M F F
Dose(mg/kg/day): 0 100 300 1000 0 100 300 1000
Findings Number: 7 12 12 7 2 12 1
Kidney (continued)
Cyst 0 1 1 0 0 0 0 0
mild 0 1 1 0 0 0 0 0
Dilatation,pelvic 0 0 0 0 1 0 0 0
mild 0 0 0 0 1 0 0 Q
Regeneration, tubular 3 [ 0 2 0 ¢ 0 2
minima 3 0 0 2 0 0 0 2
Liver
Number examined 7 12 12 T 5 0 0 5
Not remarkable 2 2 3 1 3 0 0 1
Hepatodiaphragmatic nodule 1 0 0 0 0 4] 0 0
mild 1 0 0 0 0 0 0 0
Vacuolation,hepatocyte,periportal 1 1 2 1 0 4} 0 0
minimal 1 1 2 1 0 0 0 0
Microgranuloma S 10 9 4 2 4] 0 4
minimal 5 10 9 4 2 0 0 4
Hypertrophy,hepatocytic,central 0 0 0 2 0 ] 0 0
minimal 0 0 0 2 0 0 0 0
Lung(bronchus)
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 3 4 0 0 4
Cell infiltration,perivascular 0 0 0 0 ] QO 0 1
minimal 0 0 0 0 0 0 0 1
Appearance,alveolar macrophage 0 0 0 2 1 0 0 0
minimal 0 0 0 2 1 0 0 0
Lymph node,mesenteric
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 0 0 5
Lymph node, submandibular
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 0 0 5
Ovary
Number examined - - - - 5 0 0 5
Not remarkable - 5 0 0 53
Parathyroid
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 0 0 S
Pituitary
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 0 0 5
Prostate
Number examined 5 0 0 5 - - - -
Not remarkable 1 0 0 2 - - - -
Cell infiltration,inflammatory 4 0 0 3 ~ - - -
minimal 2 0 0 3 - - - -
mild 2 0 0 [ - - - -
Sciatic nerve
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 0 0 5
Seminal vesicle
Number examined 5] 0 0 S - - -
Not remarkable 5 0 0 5 - - - -

M : Male, F : Female
- : Not applicable
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Table 10-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
! with Perfluoro-1,2-dimethylicyclohexane

Histopathological findings (End of administration period)

F
12 12

=

Organs

~No=X
[
[}
o
W
L]
(=}
[
(=]
(=
(=]
om
Jomd
]
(o)
o
<
o
-
o
(=
o

Sex:
Dose(mg/kﬁ/day) :

umber: 12 12

juy
[

Findings

Spinal cord,thoracic
Number examined
Not remarkable

Spleen
Number examined
Not remarkable
Hematopoiesis,extramedullary

minimal
mild
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Stomach
Number examined
Not remarkable
Erosion,glandular stomach

minimal

Testis
Number examined
Not remarkable

Thymus
Number examined
Not remarkable

Thyroid
Number examined
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Number examined
Not remarkable

Uterus
Number examined
Not remarkable
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M : Male, F : Female
- : Not applicable
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Table 10-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane -

Histopathological findings (End of recovery period)

Organs Sex: M M F F
Dose(mg/kg/day): 0 1000 0 1000
Findings Number: 5 5 5 S
Intestine,ileum
Number examined 0 1 0 [¢]
Diverticulum,Meckel's 0 1 0 0
mild 0 1 0 0
Liver
Number examined 5 5 0 0
Not remarkable 1 1 0 0
Vacuolation,hepatocyte,periportal 1 1 0 0
minimal 1 1 0 0
Microgranuloma 4 4 0 4]
minimal 4 4 0 Q
Stomach
Number examined 0 0 1 0
Erosion,glandular stomach 0 0 1 Q
minimal 0 0 1 Q

M : Male, F : Female



A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
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Table 11
with Perfluoro-1,2-dimethylcyclohexane
Estrous cycle in female rats during the pre-mating period (Main group)
Count of estrus Mean duration
Dose No. of of cycles
mg/kg/day animals 4} 1 2 3 4 Mean+S.D. Mean+S.D.
0 12 0 0 0 8 4 3.3+0.5 4.0+0.0
100 12 ] 0 0 5 7 3.6+0.5 4.0+0.1
300 12 0 0 0 8 4 3.3+0.5 4.1+0.3
1000 12 0 0 0 6 6 3.5+0.5 4.2+40.4

No significant difference in any treated groups from control group.
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Table 12
with Perfluoro-1,2-dimethylcyclohexane
Mating and fertility of animals
Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. of copulation index index No. of copulation index index
mg/kg/day males Mean+S.D. (%) a) (%) b) females Mean*S.D. (%) a) (%) c)

0 12 2.1+1.2 12/12(100.0) 12/12(100.0) 12 2.1+1.2 12/12(1006.0) 12/12{1060.0)
100 12 2.7+1.2 12/12(100.0) 12/12(100.0) 12 2.7+1.2 12/12(100.0) 12/12(100.0)
300 12 2.1+0.9 12/12(100.0) 12/12(100.0) 12 2.1+0.9 12/12(100.0) 12/12(100.0)

1000 12 2.7+1.2 12/12(100.0) 12/12(100.0) 12 2.7+1.2 12/12(100.0) 12/12(100.0)
a): (No. of copulated animals / No. of mated animals) X 100

b): {No. of males which impregnated females / No. of copulated males) X 100

c): (No. of pregnant females / No. of copulated females) X 100

No significant difference in any treated groups from control group.
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Table 13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Delivery data on dams

No. of No. of
No. of females Delivery Gestation No. of implan- Implan- No. of No. of Live birth
Dose pregnant with live index corpora tation tation stillborn liveborn
mg/kg/day females pups % a) period lutea sites index % b) pups (%)c} Dpups index % d)
Total 12 12 100.0 183 177 4 160
0 Mean 21.8 15.3 14.8 96.6 ( 2.4) 13.3 97.6
S.D. 0.5 1.8 2.0 3.8 ( 4.8) 2.2 4.6
Total 12 12 100.0 194 182 0 176
100 Mean 21.7 16.2 15.2 93.8 ( 0.0) 14.7 100.0
S.D. 0.5 1.6 1.8 3.5 ( 0.0) 1.7 0.0
Total 12 12 100.0 186 180 2 161
300 Mean 21.8 15.5 15.0 96.9 { 1.2) 13.4 98.8
S.D. 0.5 1.6 1.5 4.0 ( 2.8) 2.2 2.8
Total 12 12 100.0 206 196 0 179
1000 Mean 21.8 17.2+ 16.3 95.5 ( 0.0) 14.9 100.0
S.D. 0.4 2.2D 1.8 5.7 ( 0.0) 1.5 0.0

a): (No. of females which delivered live pups / No. of pregnant females} X 100
b): (No. of implantation sites / No. of corpora lutea) X 100

¢): (No. of stillborn pups / No. of stillborn and liveborn pups) X 100

d): (No. of liveborn pups / No. of stillborn and liveborn pups) X 100

*#: p<0.05 (Significant difference from control group)

D: Dunnett's test
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Table 14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
External examination of liveborn pups
No. of No. of a) Body weight(g) External b)
Dose No. of Sex ratio abnor-
mg/kg/day dams males females Male Female malities(%)c)
Total 78 82 0.49 0
0 12 Mean 8.5 6.8 6.6 6.3 ( 0.0}
S.D. 1.4 2.6 0.8 0.7 {( 0.0)
Total 94 82 0.53 0
100 12 Mean 7.8 6.8 6.4 6.1 { 0.0)
S.D. 2.0 1.9 0.5 0.5 ( 0.0)
Total 86 75 0.83 0
300 12 Mean 7.2 6.3 6.6 6.2 ( 0.0)
S.D. 2.6 2.7 0.5 0.6 ( 0.0)
Total 85 94 0.47 0
1000 12 Mean 7.1 7.8 6.6 6.2 ( 0.0)
S.D. 1.7 1.9 0.4 0.5 { 0.0)

a):
b):
c):

No

No. of males / (No. of males + No. of females)
No. of liveborn pups with external abnormalities
(No. of liveborn pups with external abnormalities / No. of liveborn pups) X 100
significant difference in any treated groups from control group.
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Table 15 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane
Viability index of pups
Viability
No. No. of live pups index on
Dose of day 4 after
mg/kg/day dams Day 0 Day 4 birth % a)
Total 12 160 158
0 Mean 13.38 13.2 98.9
S.D. 2.2 2.1 2.6
Total 12 176 174
100 Mean 14.7 14.5 99.0
S.D. 1.7 1.4 2.3
Total 12 161 158
300 Mean 13.4 13.2 98.3
S.D. 2.2 2.1 3.0
Total 12 179 163
1000 Mean 14.9 13.6 91.7
S.D. 1.5 4.5 28.9
a): (No. of live pups on day 4 / No. of liveborn pups on day 0) X 100

No significant difference in any treated groups from control group.
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Table 16 ) A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Body weight of pups

Male Female
Dose -
mg/kg/day 0 4a) Gain 0 4a) Gain
No. 12 12 12 12 12 12
0 Mean 6.6 10.2 3.8 6.3 9.7 3.4
S.D. 0.8 1.8 1.1 0.7 1.8 1.1
No. 12 12 12 12 12 12
100 Mean 6.4 2.5 3.0 6.1 9.1 3.0
S$.D. 0.5 1.0 0.6 0.5 1.1 0.7
No. 12 12 12 12 12 12
300 Mean 6.6 10.0 3.4 6.2 2.8 3.4
S.D. 0.5 1.3 0.9 0.6 1.1 0.7
No. 12 llb) llb) 12 llb) 11b)
1000 Mean 6.6 9.6 2.9 6.2 9.0 2.8
S.D. 0.4 0.9 0.6 0.5 0.7 0.5
Unit: g

No.: No. of dams

a): Day after birth

b): All pups in one dam died.

No significant difference in any treated groups from control group.
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Table 17 A combined repeated-dose/reproductive-developmental toxicity‘study in rats treated orally
with Perfluoro-1,2-dimethylcyclohexane

Gross pathological findings in pups on day 4 after birth

Dose (mg/kg/day) 0 100 300 1000
Male
No. of pups examined 77 93 85 77
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 81 81 73 86

No. of pups with abnormal findings 0 0 0 0
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