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ST T ZTHEEO 0 L 0. 5%CMC-Na) . 40, 200 # LT 1000 mg/kg % 1 Bfik
HEA 12 [T Cr1:CD(SD) T » M, MEZxE U CIEaREdAT, REHIM I K ORI #% %2 5ieit 42 H
W, MEORF U CIEARhdrl, A2R03s L QBRI ., 2 b NSO L 5 H £ COMBR NG L,
MEBN) ~DRAEHR 512 & D38, HEMEENY) O A5 TS KOS  OR AT RT3 58I DU Tt
L7z, F7z. 0 GRIR) 35 L 10 1000 mg/kg (22T, HEEM 4 5 VEA R L, HEEIIZ4 5 T
EHNIERT. 42 B OB 5/ T % 14 AR OREEIZ X 2 EEHEIZ OV TH B TR LT,

1. REHGEME

— IR FE B TR, 1000 mg/kg BEICISVTHED 1 Bl THAR 18 HIZ—RIREEDBAL L B,
BAFED T2 ORI &7z, = OMIZBE HpE GERE) M 1 Az,

PR 72— IR ABBL S L OVRIRA TIE, MERE L B A KITA Do, BERERAS Tk, 1000
mg/kg FEDOMEDIET 4 BRI O INAAE A 2 H ATz,

RHE R L ORI CIE, 1000 mg/kg FEDOHE TR G 28 H AR DORE, REMEMNER L OMKEHE
MR HONTHR T35 BX UM 42 B O#MAFEITAERN A bz, METIL, 200 mg/kg FETHAR 5 A
BLOHE 4 B OBARICRIENS A ST, 1000 mg/kg FETIE, B5 14 HLIE, EIR, wHES
FIOKRE, RERHMNER L ORERMNFR O ONC& G 7 A SRR, E 51 OB Bl K fE s
FrbiuTz, HERE S EIE IR o AR E Ik S OMEINER 2 Sl A A B ALEIE A & s LT,

MEARIRRE Cre, RSB TR, 200 3 X 0V1000 mg/kegf O THRIMER L, ~E/ o
VIREBLOANSY R Uy MEDOKT, 1000 mg/kehf CIIMAMRIMERE DR T4 v/, T,
200 35 L TN 1000 mg/kgtf T b2 B BRI OENE, 1000 mg/kehf TIHME(LERS bz 0 RF 5
AT R DIE R B3 A b AT, MRV FHIRRE Tl 5 G- IR TREC  BE 200 35 J TR 1000 mg/kg
RETA/GHIB X OT 7 X V3B ROGEE, 1000 mg/keff TREHIB LT a7 17 ) o5H
FOMKAE, ALT, ALP, eV Ly, RBERB LBy -7 a7 ) U SEEEOREERA LI,
HETIE, 200 36 X TN 1000 mg/kgff T o 27 117 Y A3 BILLROEME & 7 0 —)LOEE, 1000 mg/kg
BETALP, RFEEHR, v 707 U U HEHEROSMELAI VAT 0 — LV OEMERA LN, BEIE
BRI TRECIE, MERE L bR 2R LT,

BB TIE, 1000 mg/kg BEIZIBWT, KREHMM TRICHERE & BITIOIC KA A b, #EE
BT, ROHIME TR 200 36 KT 1000 mg/ke #ETHERE & & FHB M F6 L OE E =IT i
ERAR G, EEMRE THRIC Y 1000 mg/kg B CTRIEROEN A BV,

TRIAR R E R A TE, GBI TR RFIR O /NEE RO MERFAIIAE RS, HETIE 200 B8 XY
1000 mg/kg B C. METIE 1000 mg/kg BETH LI, X HIZ, 1000 mg/kg BETIX, HET/HNEFL
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PEDOI RGO Z M/ HEAE, MECIRAVEEESE, /NAZERE, SRS, HMREAER S LT, FIE
BRI TRFIZIE, 1000 mg/kg BEDMERE TR O /NS DMEATRIBIAL RN Z N3, 7 L—RD
EFAADLNBEIEEMEZ R Uiz, BT, G Ik 1000 mg/kg BEDOMERECFE—5
VHERIOW DA Hav, DI TRIC Dk L CRO b, F7o. FEHIME TRIZ 1000
mg/kg FEDMERED IR CTRE DFERMED H HALT,

PLEDFERNS, ARBEHETIZBT 2 TV Aud s 270 L BOEEAE (NEL) 134
L H1Z 10 mg/kg/day & FE X HT,

2. /EHHFE/L M

SHR. vME. WEIREORSEE T, AL AR HERK. HEROAEFREK. A% 4R
DEAFRENT, 1000 mg/kg FEIZ W TIRIED 2 H 3072,

BAERO—BIRIER X OIRIZIE. BIERBO Sneh- T, FERORETIL, 1000 ng/kg
BEICBWTAERK 0, 1 BXU BICHEHRE & HIRES A DL,

VUEDRERNS  KRBREMETICRB T UL 7 A ud s 7250 BOREREIC L 5HEY
DGR 2 EEEE (NOEL) B X OF/EIRORA T 2 28 (NOEL) 13X 200 mg/kg/day
EEZ LI,
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=1

E 5

SN TNFRF T ETHBEE, 0 GRHEL 0. 5%CMC-Na), 40, 200 33 1 T8 1000 mg/kg/day @ H
BT, 1 REMEMES 1280 Cr1:CD(SD) T w M, MEIZH U T ZRuLAT. A M d K Ol &
Eeat 42 B, HECx U T ARECET, ACBELE L OYTIRIAM, 72 b NS otk 5 B £ TOHBIR
A#5 L., HEMEM~ORER 512 K 208, HMEYOAHT LU AEROREII KT R
WZOWTHRE L, 7. 0 R B0 1000 mg/kg (IT2OWT, MBI 5 LA 8L L, 1
1345 5 L& BNZERT, 42 B0 SKTH% 14 AMOKRIEIZ X BEEMEIZ O TH TR
L7,

ek L OHIE
1. HEME
2 F5 oL TVF G g BT R
a— N4 : PFOcDA
b4 (TUPAC) : Perfluorooctadecanoic acid
CAS No. : 16517-11-6
BHROTEBES 0 2-2658
2 e a2 : € gHF550,
AR : CT%4 (CF,) 1xCOOI
&= :
F, Fy F, F, F, F, F, F,

AN C/C\ C/C\ C/C\ C/C\ C/C\ C/C\ C/C\ C/C\ COOH
F, F, F, F, F, F, F, F,
nFE : 914. 14
WEAL AR E AL BEHE
s 5 162-164°C
W 5 235°C/100 mm

HE (GO  98.9% (Appendix 1-1)
RO/ HBLOEDORE : R (F—4#721)
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1 kg (BEEAER & )

DEGEME  WIR. WETEZETH D,

BT DR B MBEDRAL,

FERRATE I BRBEE B  —BRILIRER. LRI, T oK,
BEER & 5 O BRI E DK ik, A L7 B OHIE 2T 2
SHTEREEE AT L, WRHE ORRYIM P O EME 2R L
(Appendix 1-2),

DD, IR (SEMIERH - 20~26C)

: At (LEMR VR DR ERFE
DR REBXOKRICSHRWE S, @ REREFH L,
L HERME TV E LT, KL g 2 RERL, B OERHRFEICR

7L,

: BB & 3 0 9N T ORBRIBIER &, BEAULY T 57201, BEFERE

T L LT %,

S 0. 5% IR F AT I — A R U & AKEENE (0. 5%CMC-Na)

CHBARRF IV A —2F NI UL (2y &S 8806, I ARIKKAS

) 2L BARRITRKEOK (7> 1375 908108, 912080, Y7
VERIBERA ) 10, FTEDRE L 2D X O ITEM LT,

CESERE AR, mE (FEHIFE - 2.0~6.7C) THRF LT,
A% 15 B AW,

. BREEOREE L TIEZEDT

BLL RS

Eokisz)is
PRIFIRAT

{RAF 5T
WU E DT

R E A EREICREE L. FTEDRE L 705 1 5 IR (0. 5%CMC-Na) %

Nz TRl LT,

D16 HFFHZ 1 RIA L O#EE TR L7z,
LKA, WHEARTT CHURERE : 2.0~6.7C) L, 11 HLIA

WA L7,

R A (LAY E YRR OBRIRRTESR
B 1LY ) — o ROFNTHER Y, SRR T A FRB L0
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27 EERL, WWVIAATED | IR, &R LOREIZAL W E ST L
77

BARBROME BROBSIE, BRI T 57720 EEREFEY & LRI Lz,

L D EMER LU M - BEBHAARTIC, 1B XUV 100 mg/mL OERE OFRIE IOV TSy
Hradife L, $RWE ORSIRPIZBIT 28— b NTH BT 15
A GARBAZO0H & LTER L) BLOERATT 8 Rk oz EN
EHERR L7= (Appendix 2-1 3 KTV 2-2),

IR ORI HRMEORREICET AR GRTICR T 2RE L FOlk X ORI
PR 2 BIGHT L, BARPRERED 85~115%Th D I L 4Tk
# L7z (Appendix 2-3 BL N 2-4),

WRER B TRER DI LT 1k

1) fE S
BRI v~ 7T 7 BN (LC-MS/MS)

2695 (LC &8) Waters Corporation

Quattro Micro (MS/MS ) Waters Corporation
T H LB Mass Lynx V.4.0 Waters Corporation
BRI xp205 METTLER TOLEDO
ik R A Milli-Q Labo HAI URT HRASE

2) EEUE'E (REBBIRICAN., BREATICERTE)
LT G e F T 2T F B (PROCDA) (BB )

Lot. No. 3654 Exfluor Research Corporation

3) A
13C-~V 7 VA a7 & o (13C-PFOA) (MEEREWE)
Lot No. SCHG-007 (50 p1 g/ml. A & J — JLI&HK)

Cambridge Isotope Laboratories, Inec

ABZ )= s v N 777 0—-H 0 BERIETERAS
WeER 7 = L AIRER B kAR At

4) FARCTORETHE, FH-RELZ 0L LTER
a) BEIEEIR
NSNTNF AT BT H 0010 g & EHECED &Y, 100 nL A A7 T A3 AN, A
B = EMZT 100 p g/l WIRARB L7z, SHIZZO|K 1 ol & EMECERRL, 100 nL
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ARTTAAIANI, AZ ) —=NVEMAT Lpg/nl iR EFRE L. UEERRK), EERRE
AH 7 — )L CHFIR L, 50, 100, 150, 200 35 £ 00250 ng/mL IFIR AR L7, HIEEIZ, £h
100 ng/mL & 722 K DT 13C-PFOA ZNAFEHEL LTI L 72 b O & RMERK L L7z (&
) o
b) FEHATR
PR ETNEGR OB BUR RN, IR E MRS L O EMRER I SV TR B iR ik
OFBUTE 2 K& L, H—HRBRIC OV TR ERNED L, ., FTEMHINLE 2
MOFF6 sl Ui, 228, B —MRB OB ORE 22T HERB OO SHTRER & Lz,
O PEBRMERK B L, R EOWREENSREROEF (100 ng/ml f131) &5 K9
A Z )=V THER U, FNFNIT 100 ng/ol & 725 & 9512 13C-PFOA ZHM L 72 b D
ERBHAIR & Lz,
@ FEHAROTARIE, 1 A2 Z 10, LCA~DEAFS LIE LT,
c) BB
O BT &= 5077 g MK L LICEAE L. 10 mmol /L B¥ER T &= 0 MK & LT,
PRI CREL, EHMRIEZ L 5 A& LT,
© AZ ) —NABIUOMAKIZEOEEHO BEDRSG (/7P M) X LCERTIT 1.
d) A— ~ 7T YRR
AB )= NBIUOREKIFERRA LIV OEER L, #E%IEERCRT L. HHY
[RiZ1 v A& LT,
e) VitgHIEAMK
AH ) —IVEMH LT,

5) LC &:At
VIR : Waters Atlantis dC18, 3um, 2.1X150 mm
R Ehte vy s (FiRs )
R (43) flizk AH ) =)L 10 mmol/L EEfET L= 77 AKIRHE

0~2 10 85 5
2~1 10~0 85~95 5
4~6 0 95 5
6~19 10 85 5

A YT T R s AH ) —IV/AREK(1:1) DIRBIRIR

Ped FHIEAE T RAH =)

H T AIRE : 50°C

BT LR : 0.2 mL/min

EAR :hul
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A — Mo T T HE : 20°C
A FAbE—F : ESI—
¥yt 7 —FET 2 2.0 kv
PV IEE 7T A D R
a— A A : 50 L/hr
Vo AR E : 110°C
aYTarHAMS/MSER) - ~U 7L
53 M RFIH] D19 %y
6) AT LA MR
BITE B AERERTE (100 ng/ml) ZHEELC6RITEA LR, ~L 7t ads 2550

& 13C-PFOA OIS L OMRFFR R W TEBMR B AR D72,

7 FIE

Mass Lynx V.4.0 2 W T, FEEMEB LIUCREZEERED (714 D) B— 7 mfEER
W, FNENOE—7 OEfERL RES) SEENOBREREMER L7, BERD) L&A
O ERIE A RD, X OICEEMRE. ERBLOBRGFELZUTOXIVEH L,

MS/MSIZ L A= —A A

BA A TAF
LT NF ek BT h R 913. 1 868, 9
13C-—Lv 7)Ao 2o tg 421 376

AEXSGWHE CE IR EYRE) O v'— 7 i
NEEEWE O v — 7 T

mfEL (RES) =

HIERRLL (ng/mL) X A fREREL

PRV EIRFE (mg/ml) =

1, 000, 000
LRI (%) = X 100
EERI (%) T
W BRI I B I ME
A L

TR DF AR

oy REROUBRWERETSE
° LB 0D BB BT S

8) EOER
a) REMERIROBERINEM L VEH L, NELA L THYETE 3SHICAD - GHE).

,20,



b) FREIR DOHERYE

SRO6169

RIS R AU TAEMEF SHAC LD, 72720, SHIEA Lo L 72

HEEITIEEUTE IMEZUBTIA L, BETER L,
c) B, EARBIOERERINERAL TMUSLITE LALIZLD -,

0) HIEIE:

a) RIEHGRAR  EARNSB~1%DGEE#EE LTz,
b) ZEMFER TR 8 ~115%DIGEE#E S L,
c) ¥)—HHEE  BERER SNUTOREE#EE L,
d) VAT LEAMERER  BERED 2% U TOREEEE L,

. RERAE
(1) #Ep%
i - R
AR
AREEH

mEmE=2) 7

e P m

FEIEEE

Z G
&I 18 i
HH AT (A B AL TE
S AR T
-5 BR 46Tl i
B
BB

(2) ¥R L UEINHE
W71k

: 7 v b, Crl:CD(SD)

: SPF

 ARF v — LR - USRS EAGE L & —

CEEEEE LV T A EAF LI,

D7y MIZOFEORBRTUEH LT WIEMFETH D | BIHAHED
FELTNDZ & EUIERNCBT 2 ERAMT — BRI TE 5 2
D, ZOREAEERE LT,

: HE 52 DL, i 62 PL

: M 54 T, I 64 [T

: WERE & 4 8 B

: HEIE 240~330 g, WX 160~230 ¢

: BfEVE 244~283 g, HEIX 187~232 g

D MERE S b 10 kS

: WEREA 6 BE (TANBREE MEREA 4 BE. [DMERE MEMES 2 BF)

D FRBREE MERER 12 0T, [RIERE MERES 5 T

c—IREER L H 1 ElR L. KEEEYE AR, BREBLOEILS B
HUNIRE RS LUBMEHIRE T B (REBFRART4 H) ICHIE L, B
BLOBMEEM T, —fokEOBZ Tl 1 fllRERZAZ B, Z0
BYNIEE A Lo T2, ZOMOBMIZIZREIZA BN
77

7217
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P JE HA R A C MEEVIZ O T, BEUTRIO 9 B RNTHEY R X 7RI L 0 AR
BEEIT-7-, BMARBRICEFIZIALIRo T,

piilis| c 13 AR

(3) #ol7

B LOWHEIIRE T B (R GRATT 4 B) 12, —AREOBE TRERN R LIV
1 Bl BR< N TOEBPYOREICE SN T, BILEEL AT L BFEOFRE AL —IZ
RLEDITHERTEAT T, THHOEOKRERMIZ, KT 350~407 g, HET 233~278 ¢
ThHH ., FHRE (HE, 373.6 g; HE, 255.8 g) DF20% LN TH o7, BIRSNWZBWD
BeHBHLERT H O— R OBE CliL. BEIXA DN o7z, 8k bV B sk,
LERAME, =— T VRER T CRUMIZ &0 REE S H T,

D) BE L O — T 05

EdIL7)] D BTN T o v R TRIBICET R T EEERBI AT o 7,
HOTHRIIBENCSMESE AR L, #EERNEZ 57
FERIZOWTL, RO TR T,

B r— D BEO T RIAER T Le T SRR S BB L O ARFO B %
FERRL, &7 — Y ORIMmICER LT,
BEOY T BIIME R 3 Lie 7 SRR E B, REBREER OB
BoOBYFRSEFRL L, K7 — PORIEICETR Lz,

(5) EETE
1) EHERE

fHER T : 310 5
B - BE : 22%+3C, 50£20% (JZHIFME 19~25°C. 24~57%., BED FFRD
WIHIEARA T —DIERIC K D)
a4 : 10~15 [A] /F[E]
F B P : NTHARA 12 B[ (8 : 00~20 : 00)
2) FBE#HMBLOREEFIE
Ar— U DTS : 75y FREBRARK 7 — Y (300WX 410D X 200H, mm)

1L, ZRRASTHEBMIC SV CISER 17 B2 BHE 4 B £ TR Y
— Y OSMIRE /MU IR X TEBREWIMRE (RUA b7 L—
7. BRF v/ A U AS—BREA) BHA L TR LT ZT T
EAY S
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17— b7 0 OB
R L OEIEHIEIHIZ 2 IB9 D, BES I L IL, ZQRCHIA i
MERES 1P, iiR I 1 B2 A L7,
TR L OGBS DS
FEOPITRRC L RISERE L, £ 0%k 2 BIZ | HOFETLBR LT, =
ZU., RSB OW TR 0 BB LN 14 RICEE L7,

= ML #e D 2 [FIEIRREE A DS D L s LT,
BEIfAAREEE QKL E - 1 1 %M L7,

R KA D A : IRIRTEREIZ DAz,

/N2 (.00 A HR IR 20 HIZSERE LT,

ERNDFESRS L ONERIER
L H L EEMELZ, ERERCERL T HREREFEB LY
FoRiH#HE L | WA TR LT,

3) HTE
FEAE - 4Bk : [E7EEEE, CRF-1
oy & : 090902, 091005, 091104
Ly DAY X VEERE TR S
FeBE 715 DRGSR A H O T H MICEIR S,

7272 L, HRRETH DX 0 51X 2 i s S H i,
U E R L OMAERE

RERIZTEREE RATTBAD B 215G E D30T 8 2 W Ik
Fh, BHLEET Y bOEEHIOWTER L, HRWE DS
(3 Eurofins Analytics #25, BATOHT & U/EMR A (X A BHELE 36
WENENAT T2, T — & HRHEER by MECAT
L7=, HEE & R B AE (LAYR SR ERT O IR B
FUEFZHEIL U7z, AT ORER, WTHDEBIZ b HE SNTFFE
EZAB 2 2 EIXFRO B -7 (Appendix 3-1-1~3-1-3 B LN

3-2-1~3-2-3),
4) BEbK
XA s LR T KB K
faK Ak : BEEAKEBR 2 O T BRI E Sz, 7272 L, JRERERILHRK
e e,
7N o P RBRICEREL I TRAD S DG RWE O3, 2009 410 A

1TH.20104E 1 B4 HBXV201084 1 HIZ, YEAE=LIFR
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RS O A (306 53) OB A ERE L CHEM LZ, o
A A AEMRASILIZ BN TITW, oW TF —2 2 AT L, HHE
LRI A LAY MR IERT O ERIEFIEE I
L7z SHTORE, WTHWOHEBIZ BT EAVFFAAT 2 # 2 DA
IR bt o7 (Appendix 1-1~1-3),

(6) #EBAME DS

1) &REBEOHRE

B & 00 (R A) | 10, 200 33 LY 1000 mg/kg/day & L7z,

BOEBLM D RICER L TR (SR0O6169P)({#&5E: 0, 30, 100,
300 #5 L TF 1000 mg/kg/day, MERES 4 PT/RE, 2 BRIMER &S
DA, 1000 mg/kelE Il IV THEDOKE M B L UM 6T
B REOKE - IVMEEER S A SN, b0 Tk
HED 1000 mg/kgf T, AST, ALT, 7 AHURAT 7 Z—BEB IR
FERICHEERAE., M) 7V FNCEBERIEEAA LA, &
To, Mo VAT )L IAE-I R 23 A b vz, #ETIE, 1000 mg/kg
BTRaALVAT e — VIZEERIKE., REERCHAELRGERADL
iz, IFIREEOEMA, BETIEL 300 mg/kelhk EORLRET, #T
14 1000 mg/kghf CTH BT, FIRETIX 1000 mg/ kgl DR TATF AR D AL
KIS 3FNZ BB LTz, 100 B LT 30 mg/kehE Tlragirm ik 528
WY 5 LB 2BIIRBO Lo Tz, LizhioT, ARBRT
R GHIMOEEEEE LT, 1000 mg/ke/dayZmMEE L, L
TAE 5 TR LT 200 35 X 1N 40 mg/ke/day ZaR i Lz, £ DIEDNS
AR T % [AlfR O 71 THRG-T 2 et BB & 3R T 7,

Ll
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FABRAE DML

Beh & R B EWE )
vt (mg/kg) (mg/mL) 1 i3
< FRBREE >
*F PR EE 0 0 12 (101~112) 12 (151~162)
) B R 40 4 12 (201~212) 12 (251~262)
AR 200 20 12 (301~312) 12 (351~362)
= B 1000 100 12 (401~412) 12 (451~462)
<[BlfgEE >
% HRAE 0 0 5 (103, 105, 5 (163~167)

107, 108, 110)

e 2R 1000 100 5 (105, 106, 5 (163~167)

107, 408, 411)
HRBEOEYIIT, WRMER G L RO TFIETEERORZRE LT,

MERE O, FREREE) & QIR TRITRE 28 HOREIZESN T, ROV
R % & 9 BH O TR D HIDIALET 28 2 FHEN S 5 B3 Ok L7z,

2) &5
BEHFEBLIOBESRE  F 4 AR TILEY U TFBLIOT A AR—FT L) Tk
HAWTIEHEIIZENICRO&K S L,

5Bk 1AM, EHEE L,
e NS 19 :00~11:56
2L, ERBESRANCOMPOREIMICIE. g THE 12110
FTCORICERE LT,
# 55 D HE S ZREL 14 HATL D 42 B
it 5 ASBRRT 14 A3 K OSSR ARST £ TORIMM, & BT RS
BRI S L O 5 H (B0 HAS% o A & LTl
B) ETOWM, 4R 25 B E THEATED bR VARSI
DUWNTIERRE 25 A $ T IR
EEREC W TIR 42 HE
[l 77 31 B G WIS TR 14 BIY
el 0 s :10mL/kg & L7e, &EROTERETRSE B I &I RIE B O

EHICHESWTEH LA,
ek, BeERE., REREB X OBREFE OREER
HKEBETA RIA v 2BEIZ LT,
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(1) #lzz, WEL X UHRAED

1. REHEEGHN

BERMGAA®RE 1 BEEEL, S50, TRBEOMIIZRB ST AZIEE 0 B, Ak
THZWEOH, MEMOMEIHRS 42 A0EAANE1IHEEEL,

1) —feRisEe:
Bil%k
MR
B

BRIk

2) BERET— Rk LA
il
B4

BRIk

3) MHERTE
Bil%k

-
: &5‘1 Elﬁ)ib%”’{‘ﬁaib@o
 REMEREER SIS L O GH%O 1 B 20, BE#RRIETRTE

FOF%O 1A 2, FRA SR LR,

Ex OEMOETE, M. ITEIEICOWTEBE L, BEVRDL

NDEEIEX, € DIERZR b NIER ORI 2 TWE& L7z, 5D
F LOEMWIE T — T VBB T TR0 U CLEIE ST BRI Lz,

-

D BEBAAHI R O ONIEE- T, 14, 21, 28, 3B/ BITCI2 H, 72k,

TR O CIIRESIMN RS Wiz, Bt S 452 1%
b 49 B, &S 461 1385 49 B R UN66 HICHEE L-28, &
BIEIERD N7,
ERBEOBIZOWTIX, EE 78X 14 H,

CHONCDEDTAAT Y o 7 HAEEHNTA 27 LT BERTER

Rk L7z,

BEERBLIOEDHIE

O%, IRIEPAS, 170, RIK - 8 WRTE) (Bis - fekD ., 2
BITE (A1) 27— UanbRE L,

OmOHLE S, G S, HER, 1B, KEOIKRE, BE, R
BRZEH, BEALASL. PIELRGNRE. VIR, WREE, KR OWT, -
MHIRY g RRCBIEE LT,

@, BT, WHDKRE, PRI, BRE. BIAITE (B - BIRE) |
BLEATE) ($BJ75RIE - FFE) | WRICONWT, AT T 4 — K
NTRIZ LT,

D BREOREOVMEICITE T 5 X ) IRk Lz E(RIER 2 &) B

FOEEREEOMOAEE 5 67 5 R ERBREEOHO S A DRV
DN BIEIZ R L7 &8 5§,
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56 (5410 B) BXOEE2E (B{E8 H),
FREEOHEIM T 4 A,

CHEMPUDED AT ) MR A NT R a7k U BEkE R

BBV ERE I L A B AR LT,
BEHHBLOEDOHE
ORI 5T EBKG  RES L TUTEBIE LT,
R (BarpIR) . MR MR . TR (FIoxd 208) .
®O(BREAERG) | BAZAERG GRS OER) | ZEPIE
] S
QS CPUF—Y (TA a—xrP=7 Y IS 20T
BB K OBREROENAZE 3 ERIEL., 1 g BTl L7,
OHFETE : AREHEWE L AT L (A= =X v 7 ALV
CompACT AMS, ZEHTHEMUENAEAL) AW T, LilOB L UOIZ5]
fEE . 10 R T 1R RIMIE L7,

=l

D51, 3, 6. 7, 10, 14, 21, 28, 35 L VN42 HOELRHI, [FIE
TEIO4 B LNCHRH,
TRBREEOMETI S 1, 3, 5, 7. 10, 14 HO&KEH], #ER 0, 1. 3,
5. 7. 10, 14, 17 B XV 20 HOREGHI, WHEH 0, 1 BELT4 HOEK
ERiZz O NCHIE, EEEBICLD2ERLHUC SOV T, T4
SHT-HOKERE LT,

c BFRLMARE (6X-2000, HRABtEm— - T K -F4) ZHN
THEL. 1 g B TRidk L7,

RTIEINE IS X ORTEME

PLFoRickvEH L,

CHER X OB O >
TQQE]FEEJ;
RRBNE () = Beb 42 RIKT (g) — 25 1 AR (o)
R () = PEIRIE)

51 BIRE(9)

[BI1E HAH] ;

REINE ()=  [E1E 14 AAH () —&5 42 RIKE (9)

REIINE ()
5 42 UKE (g)

RERIEINER (%) = X100
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5) 1RAFEHIE
(k=
HEHR

HETT ik

6) RiR&E
Bild%
B
IR 51k
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<FBREE O
TR S HIR
REHMNE ()= #4511 BARE(E #4511 BERE ()
) oy REHTNE (g)
KRN (%) %51 O (2 X 100
YRR
REBENE () = 20 URE (o) — ik 0 U KH ()
oy REHRINE (g)
EREME )= kom0
i E 2R
INEHINE (g)=  WE 4 HAE (g —HHE 0 HIKE ()
e oy VSHLEINE (g)
(KRB (%) % 0 0 IRE (2) X 100
el

D MERE & IR H B KOS 2 brE  RENE SR U RICHEmL

7mo 7277 L. TREBEOMEIZ OWTIE, 1185 20 BI3AE. WE 0 H
T EBEOR AT LT,

 FBLALMKRRE (GX-2000, #EXE( T — - T F - FA1) #HW

THEL, 1 g BALCTREdk L7, REBMGATHICE Y &2 HE%R 7
—VHICBE L, FORITEERICERES I OBEEERAIE LT,
T2 L., mEIOHIEITREDO R L LT,

roficky, EEEE (g/rat/day) ZHH LT,

Wb & (g/rat) —F8 & (g/rat)
HI%E H o H% (day)

BiA & (g/rat/day) =

D REHERERR AL & (Al — D& RE 6 BIC DWW T, MBI RIERE O & HE 5 Bl
cEG 6 (5 36~37H) BLOMEE 28 (B 12~13 H),
PHFERTTT y PARMS - KN-616, B-1 B, BRASHEHR

D ZHWTERR L, R5EEZMNLH S IFEOER cO~B %,
F724 21 B0 ZB IR TOR L OO % FEiE U 7=, fRE L 7= JRITHB A K
THEEEL,
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BEAHEOB L OBRESE
(DpH AEBRHE
@#=E 'l (Protein) FERAE
@  (Glucose) FERAE
@% k{8 (Ketone body) PR AE
®vurrlY /—%4> (Urobilinogen) AEBRHE
®r YAy Bilirubin) ABRIRIL
@M S (Occult blood) FERARTE
@i (Color) RIARELZS
O & (Urine Volume) = EHE
(0L (Specific gravity) JEYEHE

O~Q VT A AT 4 T A, V=RV ANVAT T EALT T ) AT 47 A
O RWHEBEIFF=Y 2-S, 7&F

7) MR
Bil%k

5t

PR 77 1%

D BRES B (FRBBEOM IR EICH W8 S S BER
DAEVINEIZE LT, FBREEOMEI IR & A —#l, EEREIIA
i, )

B (FRBREOMIIRG 12 BOBAE, MiXotk 6 B, [E
BILOE 14 HOBRH) (ML,

(16~21 KRR T TT v hEx—7 VEE L. S RER X 0 £

MLz, BEHEED I H, O~WZ DWW TITEDTA 2K (N Pz
FEZERME, 7 ERAS) TOBE UMk 1 nl 2 v,
OB LO@IZ2WTIES. 8% 7 =T MY & A TR L 72 MiE#I 1
~2mL % 3500 [Elfi5/53 T 10 Sy O Loyt L T D 7= AR % H)
Wiz, Bz KOMEImER TREE L, R, Oo
BRBHRIEA (May Grunwald-Giemsa o) ZAE8IL, HR7EL7Z, B
MERDIIAFRE LA SR -T2, MERBEHREA OSHRIIIT
Doz,

BREHBBLUOHRESIE

ORI Ek £ (RBC)
@~~~ +Z7 U v MEHCT)
@~F 7 o B L EE (HGB)
O-HITR MEBRFAE (MCV)
OFHFRMERA~TE 2 o & & (MCH)
@FHARMERA~TF 2 & &L & (MCHC)
DR IMEREL (Reticulocyte)
@M/ MrE (Platelet)
© A k% (WBC)
0 H MmER Sy 8

(Differential count of WBC)
@7 = b oo o HERE (PT)

@IEVEILE Y s 1 R AF R (APTT)

B SR PUARR 1k

B SR PUAR 1k

SLS ~F 7' 1 ¥ ik
RBC, HCT fE L ¥ B H
RBC, HGB{E X ¥ & H
HCT, HGBfE X Y & H
7a—HA NA RN -k
BB 1k
Ta—H%A4 AN —k
Ta—H%A4 AN —ik

bR T T AF
=5 U UEEE
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9)
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D~ HENMERSPTILTE XT-2000 iV, AR w7 R

O®@ 1miEkEeL A i

(BB KCATLE, NI =F 4 - FF v

M A
Bl : MARFIURTE & [Rl— D& & 5 1
IRF ] ;PRI RR M L7,
B 5 vk 1 16~21 RO R FTT7 v Nz —F VRE L, B RERE 0 £
mML7, MEHEBEDS B, OBLV®IZHOWTIE, I Lol H720
AU UF R ) UL (%Y F R ) AFENIBROFE |, 1000 HAL
/mL. BROFBHENDAL) K9 20 BEATCLLERS, 3500 [M#E/4C 10 43
wOSBECR LN M E VTR Lz, fOERIZSWTIX
SBERIA D RERE (B2 U — AL ERFSMHASHD) ICiE %
FHLL ., 3500 [El¥5/45 C 10 2B oz L4y Bz g &2 A ¢
WA L7z, 15 bz i ds K OMLIE 13 A4 T % -20°C LU T TR
L, mimEERN%RELT 2,
BREEABLORESE
(DAST JSCC %
@ALT JSCC ¥

@7 NH YRR T 7 X —F (ALP) Jscc ¥

@ vy -GTP L-y-ZNVHIN-3HNLARFL4-=raF=Y R
FE Ik

O 7 =z— A (Glucose) N T

@=L A5 12—/ (T-Cho) (1= JFR

DLV ZUEY R(I6) W7 ) 2 o — Ak

®B Y L (T-Bil) T

ORFEFRUY) % L7 —¥-GLDH 1k

W27 L7 F = (Crea) Jaffe i%

@+ kU w2 (Na) A A BRI EMR (ISE) 14

@AY 7 LK) A F 2 BR BN (ISE) i

@27 z—s(Cl) A A BRI B (ISE)

@H 7 A (Ca) OCPC ¥

D) > (IP) Fiske-Subba Row %

OfLEEE(TP) B Ly hME

@7 B[4y (Protein fraction) o —2A7 7 — MMEEKKENE

A/G Er (A/G ratio) EASE L EH

@77 2 (Albumin) WMEALEASELIVER

DO~@® HEIHLER 7080 %, HIANALTFTZ ) 1d—R
@ HEVEBZIKENER AES320, = &A1V /32

fidlkid
pil%
P 5

;2

D ERBEEO MG 42 BOB R EOSWENIINM%E 6 B (WE 4
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ATk

B - R

10) &' EEHE
k=3

HRF

HE T

aseE
AR EEORH

11) R R AR A
Bl

SRO6169

BOF % B) 12, ik 256 B £ THRMED IR LRGBS
BR26 HiZ, BREHE GEE) FIEmiE | Bio, DEHEITH S H 0
EIM AOFRICHME LTz, BRHHNILRIES 7B ICH R Lz,

ARANRAEBE L, =7 VT CRM% , AU 8D ZHIE S,
LHOWRE - HBEWIRMICES L, REK rt. ULTORE
FAE A 10% FHEREE R~ ) VICEE - RIF LT, ¥, IRERB &
ON—F—RI7Ey NV ARTEE - RFFL. BRI IURE L
BIXT T R CHEE, T0% T4/ —WRTF Lz, oW CikfE
ERETENRIZIBEE LTz, EADOHDHEICOWTIRAIE LT
EAi L bEE - RIF LT

DI CORRM, /NEs JOVINAE) . RBE. TR, MR, PR (LR
IMEZETe) . FIE . MR, (OB Rl B, OITIE. BB 8.
R, I (OSNA TAREET) . BB B, BB,
BBE. WEIE. AREEL, RERR LK. Az, KEgE (REEIWETe) . IR, F
B (AEHB LU, RERB XU AN—F— R, i FREH . K
b CEBEE e, ). BBRIEY Lo Ei. BE T U Lo SHTL AE iR
BXOWIRREE AL QRS OBERET T,

ER-N N

s MR TR & [Fl— O&EE 5 .
ik L UMRER LK >W»WTidesl,

sy

: BFALMRFE (ER-180A, KAt — - 7 F - FA) ZHW
TU FOBBEIZOWTHEBEZHIE LI, ER O HDEHBEITOVTIE,
EAMFECHIE L,

SR DR, ATHR. EAR. AR RITE. M. KSR KB LR, BRER

T ORNOMRMEREL R L,

e o/ Haxr (o)
FHRT T H (%) = W R () X 100

D BRI EE - RAF LT 2B O RRE - BRI OV TERER 2
faL., xtiBEEL L OGS HEROMIREZ 215 6 (IKFRIRE &
[fl—f#) 726 NCHRBRIET TEESES BT (@HESF 156) 20
WOBER L7, E72, FRBRBEORBILOB T RRICOWTHEE LT,
S50z, ERE, IR, R X ORIRIC OV T, m AR CRE
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II. AGERA M
1) MERMRE

2)

Bk
Lok

Jiik

7T

AT
Bk
REI, J7ik

RN 7 A

SRO6169

M AR R O T DR GO ERE LT, E-, &
BCRENRZ NI ORAEZ FHE L7 - PR R - R L
RO/ (B E T 106) . 10 mg/kg #f ; AFH - KEER LR/ (F)
WFKT 207)  WHRIE @hE T 21D | RTEEO R e (@inE
7 258) : 200 mg/kg B ; K RO @I (@)% 309), HE -
K Btk o/ (83K 75 310) © 1000 mg/ke B 5 FEHL ERO 1/
B (@& S 106) . BRERIRO RO (@MES 151, 156). 7B
EIOEBEY Y —RWEITE @HT454) . HE @HFES
164, 165),

NG T EHBEG L, v bV Vo oAU R EEAR R E
BT LT, 228, FTAOHEDTO, AR TIE~ VY o HFY
BR L0 red 0 fefa, JRIECIE-UL ) o HFQEEA L BINER
L7z, E0IT, BES 109 DIRERIZOWTV Y o HFREERE
EAMERL U7,

: Wk o> 515

cREBARGH A D ERBRENIAZ B AR E L [BERRIXEIE 14 HORH

OB AETCOER,
X LRI LD BIRBTREARZ BRI L, e 7R N CrE B
MeaBEE LT,

MR O B GEITRIT, FEIE, EER MR LUK 2

4 A5 6 HOMBTHERET LOEER S HE L., EIEHFREEZ R
H U7, ZEERIERN 7 AL LMk L CA LD HIE G IR &
LEE L HE L,

: TR O W 0> 1
(b 14 Q2R A, ARRERIGE OF R 2R 1 B & L, AZRCk

WEHDOYZ DG, [RTREREEN OMELE 1 X2 RN HER SN D ET 14
HEZRE E U CHERRE Sz, 72720, 14 BHEOZE S E I
TRJRAHERS SR - ToMET BRI SRR VRS S vzl CREDLE & |
ZRPHER SN D ETE bk E S E,

D AR ARG
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ARSI ORER 1L - BN EIIZI EICE T L2, H D WIIEH A A THEAF O 1
I LVHTE L, WIhDBEOONEHEEREIR0OA & L,
REND ORI RR AR N LT,
e LTI/ oD EL 100

ZZR# (Copulation index, %)= I = T I Ok
ZRaTE D AR ORERR A Jr i O MRS KON T ENOE KB ORI &
DiT- T,
WD LRI 2R L U,
s . o/ _ = NG BN
ZHEE (Fertility index. %) AR X 100
3) Frifds KON T IRHEE SR
il L SRR U MED 2]
RS D AR INHER ST MM 1320 B AR S8 T,

SBRIRIB AR 21 B 5 26 HET, fHA< & 3E (9100,
13:00 B L0117 :00) BELLT-,

IIRAE T DHERE 29 00 \ZREEM IR Z RO FIZED T O FICHZIAA TV D OD3MEIE
ENTGAICOETEL, TOREZMBTOR (E%0B) &L, 1
VP FOAFIREHELZ O R EFHEE Lz, HERSETHT
LTWAIGE GUE) EREFHEL Lk,
WA OIS HERERH U,

HiPEZE (Gestation index, %)= Eﬁ;ﬁﬁégéﬁ X100

HPE IR D852 DB 0 BICIERICHE U8 Ic L R e s e IR s & 25 L, #
NoOEFtEHEREE L,
KA O I HEREREH U,

e (1 . . o/ HFERFAE T IR K
HA SR (Live birth index, %)= 1 1 5 X 100
HEEIRDOMEROEH A% 0 BIZE~ O REMW O TR & MR OO R I THE L
77o HEW B EDTHAHL 0 BORHER, EEHZEOHRWERLO
AOEFRBZLNCAR A BOEGFRENSRE LT FEREM LT,

. HEHFEEL
Y A . ) _
A% 0 BoLHEROME (Sex ratio) T | R
. HEAEAF IR
! [I=peaY —
1% 0 B DAELZIROMEL (Sex ratio) e EaN T = E
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M
HEA AR B+ A A2 R

4% 4 H OAEIEIROVEE (Sex ratio) =

ERIBOSH AEIRO LU B 0 L E COMMO N HE L,

SEREOBI AR ARED TE N OB R RIRIIC K L7z,
Yok B B Syt & B L7

\LE R

IN R 7 T 0 —
553K (Delivery index, %) o X100
ERFORM D BRI HMEDO IR DB IR E A G L 7=,
WANGEFICERFER T L,
N . 0/ ) 5 IREL
AR (Implantation index. %) Py X100

7 4 HOWMBEROBEH  kRANSBEEFEICELH L,
WE 1 BICAERR 2ROl

THE R (Nursing index, %)= T X 100
4) HAERO—BREBIZE R L OEFE
BiI% : 25
SR ;1M\ H
A CEBOBNLAER 4R FIRA) FTE L
BIETTIE CATFELAECEHR L, —RIRERS L OARICOWTBIE L,

7R¥. FELUBNERE A ELHNTEHIFR L, Whole body % 10% 4%
R~ SR CREE R LT,

AR 4 HOFAERAEGFERORD !
WAL Y L EHAL TR L,

Y e e . A% 1 BOEFEIRE
FHERAER (Viability index. %)= A A X 100

5) FARORERT
1% - e g CAEFRSFICOWT, A% 0, 15X RIZE LT,
RIE T ik s BT EILRFE (6X-2000, #ESfh—m— 72 K« F 1) AW
THERERIC 1 IEE LD THEL, 0.1 g FTREEKLIZ,
MERERRIC IS 72 0 O TERE T &R T,
6) RO

I - 1% DR 4 BT Rl OW TR LT,
MGk CRSE (BIENZET) 2L, _BMURERAEIZ LV LRI
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SH, EFORE - HBEERWIRFICEZE Lz, BEHIzonTit,
Whole body % 10% HFMHEE R/~ U EIZHETE « (R1F L7,

5. MAtEHAE

B, AREG R, (RE, REENELS LOWMNE, BiE, RE, MWEREORE, Mkl
FHRAE, 4B O E BB XU E S, BIEHME. RER. ARES LOWERE, HE
R, HPEEROALREE JOSECIRE, /iR, AR, M, SRR, A% 4 ADLE
R L OFARAETFROREIZ DV COERME L O HERZL T U, Bartlett DREES
1TV, S A AT LT, S oRA L — iB B O IE TR L, RE0BO%HEI
Kruskal-Wallis DOUEE CRENT Lz, — BB BT OME., OEENAONEEEIX
Dunnett DRREIEZ AV THRHBEE L DA 1T o 72, Kruskal-Wallis VEDRTORER. AEE
R B ALV YA 1 Mann-Whi tney @ U-TREWEZ O KRTHREE & O %17 - 7o, HiEW o A%,
PER, Bi/ER/AETERE L OMEERIRTIZ DWW Tt 1 A AN S LB L7,

2 —RREBLR S LOMREREOBIZIE . RIREDEMEAHE . RILER S N
M THBRED S L 2 BEL L0 L — FBRBO LA OV T, HEEgEoEm%z
Kruskal-Wallis ORREETHENT L. AEZENASIZEETE Mann—Whitney @ U-FREEZ H W
T L OB Z T o7z,

EFMERAYOHMOHBLR, ZZRR, ZIRE, HWEE, WHHE 4 HOWER, 75 UNIIE A
THIRED > B 1 BEEO T L— RBRRD LTI 0TI, 28B4 ZR/BREEZ 1TV,
ZORRBAEZDPED LN EEIIL 2B I A ZRRE THRIBHE & O EIT -2, 272 L
2 B A ZRMRIEICRIBE A OB AT Fisher O BIEMEREEE AV,

SHIRRE & O SR E IZ W T, AEAMET 5% & Lz, MEHRRFEICET s RRTiELY

Appendix 5 12789,
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(1) FBRRFLE

—RINBE D RAE & Table 1 334082, INDIVIDUAL DATA 1-1-1
»
SRR IR A

1-3-2 {ZRT
V1000 mg/kg BE TITEF TSN Tz,
(2) TIRBREEME

TR b e dyo 7z, 40 mg/kg BEECIIARMRS 1 i<z, 200 B8 &
STRRRE. 40 3 L1200 mg/kg BECIT &

I BRI T, 1000 mg/ke BETIE
Bz 18 RiCEEN LM, REKT, BREHOET, FANBLIN, BHOORRILS
i, EOMICRE HE FERE) Y 1 FlA Bz,
(3) EIERELE
iR

. 1N
[ HIR P, STHREER LUV 1000 meg/kg BREOQBMICITRF ITRD Had -7z,
(4) [EIfEFEME

SRFECIE, | FHIMPB I OREDBPIZERE TGO b -7, 1000 mg/kg # T, &
¥ L OEE R PICBED 2 Bl b7,

T —AKERE
(1) ERER#ELE

SR — IR BEEIZR D)RFE & Table 3-1~3-3 B L TN 4-1-1~4-2-3, INDIVIDUAL DATA 2-1-1
~2-18-6, A2 a7 Y T DEUH Appendix 6 |2 7T
”

::r.

=]

=

BREWBFOBETIE, WTNOEBRICH 40, 200 3L 1000 mg/kg B & xtEBEDORICH
REIH LN T,

(2) FRBATEME

L

Bl bizhol,
(3) [InlfE#EHE
nihoiz,

(4) B

] iz
BHEEMTOBEE TR, WTROHEBIZE 40, 200 3 XN 1000 mg/kg #E & xtREEORMIZA
1000 mg/kg BEDEIE AR R OBRTIZ, WTHNOERBIZCHOXBIEL L L THBER TR D

[x]
RAETH NI o T,

B
1000 mg/kg #EDFGHF I L OWIEHIR P OBETTIL, W OEEIZ bR L i L T

,36,



SRO6169

3. et

HRREMR A DL % Table 5 33 K (V6, INDIVIDUAL DATA 3-1-1~3-10-2, A a7 J /' OXEHE
% Appendix 7 |27,

(1) FRERFELE

Feh 6 MOMETIX, WTNOEBIZ b FEBRWES KGR L ARBEORICARREIALNL
pinolz,

(2) ERErutig

T4 H ORA T, 1000 mg/ke B TROLL DR I HREE & Hlk L T B RIEAA A ST,
FREB R ORIE T, 200 mg/kg BECHIERLHE 10-20 T ABRERMES L SN, AR
FABHER BN RNZ BRI REE LB b,

(3) miE#EHE

[ 2 WOKRE T, WO B IZEH 1000 mg/kg B & RBEORICA B R EZ A SRR
277,

(4) [IfEREME

Beh 6 B L OWEE 2 BOKRE T, WTINOEBIZEH 1000 ng/ke B & xHREBLORICA R R
AR CZN Sy (WA RTON

4. KREHR

(R % Figure 1~3, Table 7~11, INDIVIDUAL DATA 4-1-1~4-5-4 (T~

(1) FAERBELE

40 36 X 1Y 200 mg/kg BE CILATEHER . (RTHINES JORTIMIBOWT RIS S X HEE &
WL THERZTA LN -T2, 1000 mg/kg BETIE., &5 28 HUKIHRE £ CRENAE
AR <, #5142 A ORTINERS L OFRREBENRICEERIKEN 2 LT,

(2) FRBRAEME

40 3 L T8 200 mg/kg BE T, ZRCAT, BRI K OWHE M 408 L CHRTEHER, RTIEME
B L OMSEIENR ot e & B L CH R RZEITA B R D > T, 1000 mg/kg #ETIE, ZZBLAT
O¥eE 14 H LR, TR, WHEHIE 28 U CTERROAERIKMER A L, 5 1-14 H | 4T84 0-20
HEB L OWE 0-4 HORESINER L ORERMETHTALFEEREETH 1,

(3) [EIfEREHE

1000 mg/kg #ETIE, [FIE MR O E I RAE & L U TR RIEME TH - 7203, (KEHE
BB X OREB IR ICHEENA A ST,

(4) [RITEAHE

1000 mg/kg BECIE, #4514 BUMHIR B £ CHRENEGRICKEL . #5 1-42 A OREIFEMNE
BROWEBEMRICH ZREMEN 7 Divle, REEE, BB T OMRE TR & i L TR

,37,
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ERMEMETH 7208, WESNEISREMREN, FEENRICABLREN A LN,

5. =

EfHE% Figure 4~6, Table 12~16, INDIVIDUAL DATA 5-1-1~5-5-4 (2”7,

(1) FBRAEME

40 B LN 200 mg/kg BETIEL, SHBHEE KR L THERETA LR o 72, 1000 mg/kg B
T, 5B BLU12 RICAEREENA LT,

(2) FHERAEME

10 mg/kg FE TIE, LFLRT AHIRI K OVHE MR T 418 U CA R RZ T BV 5 72, 200 mg/kg
FETIT IR 5 BB L UME 4 RICA BRI 7z, 1000 mg/kg BETIL, &5 7 B LI,
TRB L OB ZE U URETHBE L, TR 1 BX020 AUUMIAERIEETH -7,
(3) WIE#EHE

1000 mg/kg #ETrE, HEMRIAFIC K IREE & BLB L TAERZIIA LGN D o T2,

(4) [EITE FEE

1000 mg/kg BETIX, 5 14, 21, 28 B L U35 AITKHRRE L S L CAERBMEN A LT
2, FEHIRARIIEEREILA N7,

6. RIRE

RIBE DG % Table 17~20, INDIVIDUAL DATA 6-1-1~6-4-2 [T~

(1) FHERBELE

#eh5 6 BOMAETIL, WTNOERICHEBRYWERER L GMBEOM TAEREZIA LN
oo,

(2) [EIfE R

1000 mg/kg BED[EE 2 HMOBE TiE, WTNOHEBIC LRI L i L THERZIZA LN
2ot

(3) [RITEFERE

1000 mg/kg BEDF & 6 W L OHEIE 2 BORE TiX, WIFNOEBIZH X MEE & b U ChH
BREZHA OGN NST,

1. MAFHRE

MRFEBRTE DAAEZ Table 21~24, INDIVIDUAL DATA 7-1-1~7-4-4 {Z/R"T,

(1) FRERAE L

Pe G WARIAE TR, 40 mg/kg BETIRWTALORRTEIE H 12 & FEEE & bR U TR E R EIX A
BIRoTc, 200 mg/kg BETIL, RIMEKE, ~E/ v B REHB) BLU~~ b7 U v M

,38,
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(HCT) 12 A B 7 ARME A A DAL Tz, 1000 mg/kg #ETIE, RMEREL, ~F 7 o €U BE HCB), ~~
k2 Uy M HCT) 3 & O R MEREC AT B A B A A b vz,

(2) EABRAYIME

B SRR TSI, 40 mg/kg BETIIA~E 7 1 B U HGB) B L U~~~ k7 U » Ml (HCT)
WCABREERALNLN, AEMABEORWELTH 577, 200 ng/kg HETIET' 2 hr b
>R (PT) DAT B FEMENN A BTz, 1000 mg/ke BETIZ, 7w b w2 U Refl] (PT) OATE 2%
Ml LIEMEALES Sy b AR T T A F U (APTT) O BARIIER (A b iz, £72, HMLERE O
IR B REMR A b,

(3) [EIE AL

M HI IR TR 1000 mg/kg BETIX, RilEkdk, ~&/ v REMHB), ~~ F7 VU v b
il (HCT) I A B R RE S L OWER MBI AR AZRMER L b, £, W ES o R
7T AT R (APTT) O B R IER B A DT,

(1) [ #E

ME R TREO 1000 mg/ke BETIE, MMEkd, FHRMERA~E 7 0 B RE MCHO) . 1]
MERSYE DV o SEREIC A B @l FRRMRERE M) ICERERIEE, Yo ha Bk
1 (PT) O B A2 AR S 1GPEALE oy b o R 7T AT VR (APTT) O BRIER N7 b LT,

8. MRILFHMIZRE

AL FERRE DR % Table 25~28, INDIVIDUAL DATA 8-1-1~8-4-4 (TR,

(1) FAERBELE

FE IR TIRRZIE, 40 mg/keBF TIIWT N OBREE R IC b EE L B L THERZEIT A
SR o Tr, 200 mg/kgfE TIZA/GEB LT VT 2 U HILLR (%) (ST BERE e LTS y
~GTPIZHEREMER A SN, v GCTPOEMEIC >V CIXAEMBEED 22 WELTH -T2, 1000
mg/kglE T, MEMD. o 7 a7V VR E (%) ICABERIME, A/GE, 77 I U oHt
F(%) .,y -7aT Vo EE (%) ALT, A YRR T 7 4 —E (ALP) e U LB (T-Bil) |
RFBER O ITERESHP BT,

(2) TAABRELME

BEGHIRAE T RIZIE. 40 mg/kelE TRV TN OMAEHBIC b B & ik L THEREIT A
Liemolo, 200 mg/keBETIE, o -7 BT Y LAELE (%) ICHEEREER L0 v —iz
BEREMNRZ ST, 1000 ng/keBfTlE, o -7 17 Y U BEHE %), I L AT a—1L
CHEEREE, v-7ueT Y OBtk %) ALP, REBEERON), 7 v —/WZEEREENH
Lz,

,39,
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(3) [EIfE REIE

[ A TR 1000 mg/kgBETiE, BB, o727V UHRELE (%), B-ra7l
YOERER (%), PV 7Y RO ICAEREME, 77 I8, A/GH, TAT I U0HE
= (%) o ALPICA B 2RSS A B LT,

(1) [EI1E REHE

[ME R TR 1000 mg/kefETlid, REBEICABEREM, A/CBIUT AT I U oF
F(W)IWCABREHE, o, 727V BRGSO B- 727 ) Btk R (%) ICAER
iR EN/APZNSY (Wl

9. FIEFFR

HIRRFT R A Table 29~31, INDIVIDUAL DATA 9-1-1~9-1-2 {Z:R"9,

(1) FHERBELE

FeH MR rROFKTiX, 1000 mg/kg BHIZIBW TR KA 7 GBI A bz, D
iz, *THREE. 40 3 L 00200 mg/kg BECRE I L O LR/ NUAE L BlicBE Sz, N
Z T, 40 mg/kg BECE RILAED 1 B, 200 mg/kg B TR LAOE QBN 1 flIZBIE I,
(2) FRBRAEME

EIERE TR DT TIrE, 1000 mg/kg BEIZI\WN T, BB ERDS 6 Fillz & Hiviz, # Oft
(2. 40 mg/kg BETHBERBO RGN 1 F1, 1000 mg/kg £ T B RMROBABEABEN 1 5]
L7z, 1000 mg/kg FEDRFMED 1 FITIL, HIRORBB AR A LTz, RIEO 1 F]TiX,
T HEEOREEE Y —IREITFE N A b, BEFEOT IR 18 HICKBIE X 1 fIT
I, BRBERIED L BRI B AR A b,

(3) [BIfETRERE

[ IR TR DFIRR Tk, R CIIREET LILA D IL7ad - 72, 1000 mg/kg B TIIATHE
DIEKRD b FIEBNZ ST, FOMIZ, R EEONTEHN 1 FlICBEINT,

(4) Rl REE

[ HIRRE T RO TR T, ERETIIEETT RITA G- 72, 1000 mg/kg HE TILITIEH
DIERDS 2 BlizH BTz, FOfic, FFIRO S8 Gk KORHREAE 1B, BB 2 6
WCRE I,

10. &REEE

T O ERER L O BEREOREE % Table 32~35, INDIVIDUAL DATA 10-1-1~10-4-4
W,

(1) LaABRELME

P 5 H T RIS 40 mg/kg BECI, HBREE & bl L CH R AR ZEIT A L ey 72, 200 mg/kg

7407
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FETIL, AFIEROM B L OB ERICAERRENS A b7, 1000 mg/kg BF TIX, FIMEF D&
BIZABREMA AL, OGS B L OB ERICABREMRA B, Eofu,
B, OlEdS K O MR O R B A B RIRME, B, MM X OREOM S R EIC AR R Es
BTz,

(2) EABRALME

BRI TR, 40 mg/kg FETIE. MR oO#E0t B B ISR & Ll L CH B &M A5
Ny, AEMERERL LNV LR LRENREB L E X Gl 200 mg/kg #ETIL, AF
IR DR E BN S A AT B RIS AT R R SRS B LT, 1000 mg/kg BETIE, HIMRFEOK
HICARRKESA LN, RO L LOCHEAREEICARERFRERA LN, EOMIZ, O
WD BN AT B A AT, IO R B B AT B R S A BTz,

(3) [EIE AL

O BRI TREIC, 1000 mg/kg #E T, FIMRRFOBREREICHBEREMR A B, IFOMESTS
FOMAEEICARLREENRA LN, £OMIZ, GIROMEXTRREICAEREE, B L
T DA BT B e i A iz,

(1) B #E

[P HIFAE T REIC, 1000 mg/kg #ECIE, HRRFOEEICHERILER 2 B, IFiEoMET R
FOMXERICEBRABHENA LN, ZOMIZ, DIEOESREIZAEREME, Bt
HEICAREREMN AL,

1. REREFHRE

R B RO O kA % Table 36~39, INDIVIDUAL DATA 11-1-1~11-8-2 (TR,

(1) FRBRiELE

EH O Z T2 L 7 AP, /NEERGLPERTRIRRAE R 23, 200 mg/kg BEDH) TRRE O,
1000 mg/kg BEDORBITHFED 7 L— R TRE SN2, 2D OFABET I EE & bl LT
HREIZHEMN LT, E5I2, 1000 mg/kg B TrI/NER LD IR OZE M/ BEAE Y 7 7 6 F1iz,
NEUT U UAEDN 4 BICABIL, NEEROMEO TR O Z M /RS O S T B IS
U7z, 7o, FRIEPEZESEN 200 35 L TF 1000 mg/kg BECENEI 1 BB L2 fllcAH BV,
Z O/ INREED R EE T 5~9 i, /NEEFLLPEAEEDS 200 mg/kg BET 2 BFlIZA B
7o MEETIE, ~EVFTV ERSESEDS L — RTERBRBOLHNH DN, FEIET
. F 'S BRI O 2N PREER LTV 1000 mg/kg BETENZEN 1 FIB L4 FlicH b i
2o MRRTIX, BUE OFEMEDS 1000 mg/kg BED 1 FlICH BTz,

Z O, SRR LT 1000 mg/kg BEIZBWTROBIROILE LA, MAN~2 07 57—
VIR, BROKME LROBAE, REMEBEOZEHS O RABR ST,

SRR IR O PIARBY R E T A DWW T, B RILRE, Bl OFREP A I,

7/‘[17
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(2) HBRBEME

2F O 2 U FE T ANERCDHE TR RS 1000 mg/kg BECEEE R L UHSE
D7 V— RT 11 Flic, REMHEELN 6 Gl S, 2D OF/EME T e S i U
THEIZHEM U 72, MATNAFRARE L REELSOET 11 FICBE SN, FRAERET
AEIZTHEM U7z, 512, 1000 mg/kg FF TIEATMIM O BMMIUEEIEAS 1 #1, SRIREESED 1 H], &
SEMEFIRIZE AN L, ~ETF Y LED IFICA SN, EOMIZ, INFERDIMEE L2 %
HREE, 10 B LT 1000 mg/kg HETENLEN 3, 1 BL V2 HllTAH LI, BRETIZ, ~EVT Y
CIRENERBEEORH A LN, 1000 mg/kg BHETH RS L— ROB@EBI AL, F
7z, 1000 mg/kg AE CHESMEM D ED 1 BUZH DALz, PR TIX, T8 — 5 L ERLOBD B
1000 mg/kg BET 10 BT A &AL SEASEIIAEICHEM U, MR Cid  RE OZEHEDS 1000 mg/ke
Ho3fIcH LT,

Z DI, BRI LT 1000 mg/kg BEICRB W THIOBEINROIZE LA . BIRO RN L&D
B, IREGMEBOZEMSE ORT LA BUL S 0T,

FlR OWIRARFET RSOV TR, IRE O S oL, FESEEORRITE SN ER S,
(3) [EIE#ELE

1000 mg/kg #£ TiE. FFlgo/NEROHETFMBIER, /AEE, FEgO TT— 57 2 R o ¥
PHBIZEBWRIME TALN, S DHIZ, AHRORGIEZLLN 2 B, ~EDT U LB 2
B Tx BT, F DIz, TR L T8 1000 mg/kg BEICRB W TN~ 7 0 7 7 — JEHE
gD RANE 1R O/, IRERHEME O FEHE S O P LB S 47z,

(4) [mIfE e

1000 mg/kg BETix, MO/ NEROEFHRAER S KONEDT U A IEEDAEICH VA
BECH LN, &6, IFIEO/NAZEIED 4 §] & @S8R TH B, NFEREME B 1 61,
VgD & — 7 A RARL OB 3 FlZH BTz, FOMIT, *REER LT 1000 mg/kg FHZIS
WTHlaN~ 7 1 7 7 — U BIBOBE O RIEMEMIORE, BRERIEIB O ZEHE S DT L
Bl S,

I. AfERESM
(1) A FHREAR AT
AFERERRE O KAE % Table 40 3 XKUY 41, INDIVIDUAL DATA 12-1-1~12-2-2 B XN 13-1~
13-4 127",
B PR 2RO B R RIEME, ZRER, R, HER, ERHMS LUWE
4 HOWERIITW T ORI E S HHCb HREE & iR L CTREREZ A bR T,
PEJE MR A CllfdE 3648 & B S AV MEDS K EESS KUY 1000 mg/kg ARIZ IS C 1aABREE T
12 FIHF 4 1 A BHatlz, 1000 mg/kg BETIE, RREAKAL LD T2 EDS 2 B, GRURA kAL

,/12,
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Lo oA 161, BT HpE GERE) 2 1lIcA bR,

Q) WFIE, srife. "HTCIRTER KOS AE R AFR
R, ke, TREIRER KOS/ IRAETERO GG % Table 12, INDIVIDUAL DATA 11-1~14-+41

W7,
10 LN 200 mg/kg BETIX, BEMER, ERE, BRFE, R, HERK, HEROME,

HEERFOATF IR, AR A% 4 B OLFREE O A RAFRICITRE L ik LT
BREIHB LN o7z, 1000 mg/kg BETIX, WS, BFRE, HERK, HEROLFREK

BIOER 4 AOEFRBUA T REMR AR LT,

(3) F/L IR DO— IR RE
FAERO IR DAL % Table 43, INDIVIDUAL DATA 15-1~15-4 (2%,
A% 0 BNDLAEKR A BETOMMOKEE-IIAE (BEHICRSN-EE2XLND) BE
FOBADGIE LTDOINI Ay ROBZLNZWVENRELZ S LA CBAINZ, 20
fliz, 200 mg/kg FEOD | B O MERE TR EKTIIED 2~3 BillZ A b LT,

(4) FA R DI EAERE
AR ORTEHFE %S Figure 7. Table 44, INDIVIDUAL DATA 16-1~16-1 {2579,

JL
40 B LN 200 mg/kg BECIIRBREE L LI L CHEREIZA LN > 72, 1000 mg/kg #£T
WX, B0, 1 BXU4 HORTICHERE L & et & LR L TR R RIRENR A LT,

(5) FrA W oA R
R OB OGS % Table 45, INDIVIDUAL DATA 17 B LN 18-1~18-4 (277,

FEC R OTRTIL, 200 mg/kg HETREKIQIEN A DTz, Atk 4 AOELFROTIR T,
G EILIED 200 mg/kg BEOMERES 1 B, AFIRO P O QBEN S MBEOMET 2 B, 200 mg/kg #f

DHET 1 BlIZAH BT,

,/13,
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I

N3
A

1

=z B

ST T ZTHEEO 0 L 0. 5%CMC-Na) . 40, 200 # LT 1000 mg/kg % 1 Bfik
HEA 12 [T Cr1:CD(SD) T » M, MEZxE U CIEaREdAT, REHIM I K ORI #% %2 5ieit 42 H
W, MEORF U CIEARhdrl, A2R03s L QBRI ., 2 b NSO L 5 H £ COMBR NG L,
MEBN) ~DRAEHR 512 & D38, HEMEENY) O A5 TS KOS  OR AT RT3 58I DU Tt
L7z, F7z. 0 GRIR) 35 L 10 1000 mg/kg (22T, HEEM 4 5 VEA R L, HEEIIZ4 5 T
EHNIERT. 42 B OB 5/ T % 14 AR OREEIZ X 2 EEHEIZ OV TH B TR LT,

1. REE G

—ARIRAEBI LTI, BESHARI S 40 B L TR 200 mg/kg FE CIIABRYE £ 512 B 5 A kit
L7z, 1000 mg/kg BETIL, HED 1 HITHAR 18 BIZ—MRIBDEALN S H L, BEIEDTZ
DRI, £ OMITFT HEE GERE) 23 1 HilH b,

P —RIRIEBIE T, MEME L BB ER G-I HET 5 LB O BTN TR 5
HICBWThA Loz, HEEMRA T, 1000 ng/kg FHEOMOHE 4 H ORBRA CRIL DI/
(TRFIRAE & LLd U CTHE RN 2 B vz sy, RHEREO®R 5 6 Wi L UHEIHE 2 BIZiA C 216X
ol oloZ Ehh, MR CIIRD b WALTh T,

INE T X OMEAERIZ OV T, 1000 mg/kg BEDMETHE G 28 B LIGHIME £ CHRENAEIZE
<, B5 142 H OREEMER L OREEINER 5 NCH S 35 3L 042 H OBAEICHE R
RER ST, FEYIMPOERELSIREAERIEME ThH o2, REEINES X ORERN
FioEfEm B3 A b4, EHEOMEmZ /R Uz, METIX, 200 mg/kg B TAREICEAGITA HALRD
ST, RS AR X OIE 4 A OBEERICAERIRMED A Hi7z, 1000 mg/kg # Tk, BIAT
D¥cE 14 HUARE, (IR, MEHHE %28 C TEREOA BRRMER A2 L, RERNES L OEE
HINR G A B REMETH - 7=, BEEEIL, &5 7 A LIEREERE, Wi HIR 408 U CEM THERS U7,
AT, 5 14 BURREL IR R AR TR L OB E IR CHER L, REHINER L OMER
HIRICABREMEA L LN, FHEHETORE LS AERMEETH > 72, FEERI
IARBERENR R REEMER L ORISR &34 6 W EE OEm %5 L,

REBRAETIZ, WTNOEB IO R E R G L S REEOMICAEREIA LR -T2,

MIEFRIRE T, FEHIBK TRICE W T, 200 38 L0 1000 mg/kg FEDHE TR MBS, ~F
T RIEBION M2 Yy MEICAERIKT 225 GNT 1000 mg/kg # TIIMER LERER DK
TERESHWLH LI, BMEOK T RSNz, METIX, 200 B8 LT 1000 mg/kg HETT =2 b
7B R OA EIRENE, 1000 mg/kg BETIEMEALE b 2 R 7T RF VR OF B RIERH
BB, NTHERE~DEZEN R ENT, £, AR EOIHERRECCHTERSHER 51
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776

MEALFHIRE Cix, &5 IR TRICHED 200 3B LT 1000 mg/kgBE TA/GHLB L7 L7 3

SYERICA BRI, 1000 mg/keBE THREND, o2/ 17 J VU HELEICAERIEM, ALT,
ALP, e U vy REBHRBL®y-7ur7 ) UHRRICABRREMBA G, HTH,
200 B XN 1000 mg/kghf Ta, 727 ) VB RICABERKES 7 o — VI AEREE, 1000
mg/kgi TALP, JRFEH, v-7 07 Y UHRLRICHEREMER T L AT 0 — L IIHERIE
EATRBD LI Te, ZALH WS ITHERED RATITHES AL E B 2 S, 200 36 KT 1000 mg/kg
FEOMERED ITIRE £ ORI, FHMAQIE RLHTAIRIZESE, 1000 mg/keREDMEME CIIBER D F £ — 7
VERLOWD . S HIZRBEORDOCEBHEORTAALNTWVS Z 0D, MRFIMRER L
ML FEHORE CA O X, SRR IO TR REDEICE Y T IRNE L% Rk
LTWb EEZ LTz, BIEMRK FEHTE, #ED 1000 mg/kehE T, 5 k&R CE
BICEAL A BT, MERMERE A L, ALT, BE UL E VB A WITRBREZ LA I
LIeholzZ & h, BIEBEMIZH D &2 bk, HOREEE TROT — 2 13IELTIRE
MOHOTHDN, HEOREHIFE TR E AROZBPBRESINTWS Z L b, FEEIREMIC
X5 EE MR TROFEIIM LR T EF X Oz, IR TRICALTR R FBERICEL
DIHONIRIN-Te T &b, BELFRRE, ML RIEMERICH S EEZ b, Rk, MEE ORI H]
& T RED MK PR & 2 W IXIIRIL PRI IZ 5V T, 1000 mg/keBED &> DIEH THE-
HIFETRIZITR O 6N WEALD A b iz, BEBIME TROLOEITH 5D 2 &> LR
WERSICEET AL 0L IIB X ORI 0T,

FIRECIEL 1000 mg/kg BEIZIBUWNT, BGHIFKE T RelCHERE & & IFIROBE RN S8 TR B,
BeBRE I G B D & B 2 DT, BRI T RS b MERE & B RIERDET A3 & Tz,
Z DM IHER D E 15 G-I B8 UT2 i R D WIS AR O A2 T IR b7z,

BHE T, 5 MR TENC 200 38X 1000 mg/kg BECHERE & & FF MR X Ot

HEICHERSEEIZEMEER A 5, R ER G CEET EE B b, EA
[E#& THRFIZ & 1000 mg/kg FEDHERE & & RO ELA A Bz, 1000 mg/kg REOMEREIZ A &7
ZOMMOFEEEDOEMIL, NREOEEDIUMEICEET BB LN,

TREHAR PR Tk, BE R TR AR /N EE DR AR ARAR R O R/ UE O A E 72 1
N3, BETIE 200 33 LT 1000 mg/kg BT, METIX 1000 mg/kg BETH B, AIRATRICINZ TSR
AL RO biLlz, 612, 1000 mg/kg FETIX, BET/NEROYED TR DA VE/ B, 1
TIRAMERR X OVNRZFBEORASME OB E 721X/ L — FOWEmN A biv, sRmE 512
BT B4 E E X DIV, FERAEBEIEVAS, 1000 mg/ke FEOME T 5L 7= SRIREESE L BLAIR
BEIRIZOWT OB E RGBT 28k & B2 Hivic, EIEEIFRE TR, 1000 mg/kg
D MEHE TP D /N TP DT RIEAE K DI AEBE O/ BRI B DAL 23, 5 HRIH THE &
LT L= FORTAALNIZ EBEEMAICSH D & B2 bivic, £7-. 1000 mg/kg Ff

,/15,
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DMERE TR ST/ NAZFREO R AR O E 721X 7 L — RO#IE, FFHlaEEsg o %
AT AEEEZ b, IFRTIE. TOMic& 5HIM& TRIZ 1000 mg/kg BEOMEREZ~E
VTV UERR LN MO THE~NET TV ALED T L— ROEHRRHLATNDH Z &
HECIRMRFENRE CEMLAED DN TND Z &b, ROEROWETHEL RBT HELEE X
LTz, R IIRIRS CRFICIL, 1000 mg/kg BEDHERE CATIRIC~NE T U L ILER A LT, HET
FEIEEE B MAFED SN, F B MERMEOY TH AR T~T VT U Y ILEFEDOTTHEILA D
NTWRNZEND, FIRICRD LT~ EUT U VIRE IR E R G- L - TR SR
MERARDONEVT U UPFRFE LD TH Y, MERBIEICOWTIIEERRICH D EEX LN
7o WEBRTIE, &EGHIRIHE SRS 1000 mg/kg BEDMERETTE—5 AN OB MR A L, HIE
HIFHE TR bkl L CRRO b, B ERGICEET &L EERA b, 2. ®EHIH
HTHREIZ 1000 mg/kg BEDOMEREDO MR TA LT R E OZEME I IWBRME GBS 52 h L&
HOEILEEZ BN,

PUtaFELDHE, ~LTNAOHF Y BTN BOREREGICIY 40 mg/ke BECIIARBRHE
BB L 72 ZBALIIRR O b ALadr o 72, 200 mg/kg LA LOFRERETIIRE® 713 TATR E 721X
BRI, FREEOWEIN, OBMFTR., Mo 7 v b oo v R o5 &G EEss b
oA T AT UREOER, BEO A/G B L OT AT I o EEED S E, IR ORI
R CIFIROIE R /N EE O AT AR K S OB SR B A% 51 B U723l i,

LMo T, ABEM MBI 50V 7 v dud s 75 5 o oER e (NOEL) IR -
HIZ 40 mg/keg/day &FZ BT,

2. EFRFEAEEEME

AFRREM A TIE, IERIEREI AR MBS SEIEIIHIR, RRE. RME, FIKE HE
2RI B L OWE 4 HOWERICIRRMER 5 L TREORICT B REE A bk
Tz, FER, 38, WEAKEED RO TIX. 1000 mg/kg FEIZIR W T, BEBOAERBAOBA LR,
OB o THEKRER, HEWRE, HEROAGFRE, A% 4 B OAF AT B R 2
Livle, HBMER G L > T, INEDOHEINT B L KT U7z alGEIEA R S 417,
PIEVROEETIL, 1000 mg/kg BEICBWTAR 0, 1 BLU4 BICHRE S & B ITER 7 5
., WBRERS BT 4L B2 b, FIAERO—RIRER LOHIRICE, WThoR
GRS bR E R 512 BE T 5 LB 2 b A Z(BIEEED b b oz,

PIEZF L DB L, 40 B L N200 mg/kg BECTIIBEMW OEIERER X O A IR ORA IR E
P LICELE L Abi3Ro e hyo 7z, 1000 mg/kg BECIIEAE, SRS, HEREIEMED
BB, BAEROIKNEOIRE A 51T,
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Lo T, KRBEETICBI AL 7 Adad 7 ZF 0 o BORIEERSIC L 288 E
FEIC R4 A M 2 (NOEL) B L O RoRA Ik 2 M2 R (NOEL) 1% 200 mg/kg/day &
Zz o7,

% CHK

D) BEHREE ATt ut s X T VEBEOT y MBI A RIER 5FEM - EER ARG
EHBR (FdBR) GREES SR0O6169P), 2009.
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Figure 1 Body weight changes of male rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR06169)

**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Figure 2 Body weight changes of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test (SR06169)

**; Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
++: Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Figure 3 Body weight changes of female rats in 14-day recovery test following 42-day repeated oral dose with
perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test (SR06169)

*: Significantly different from the 0 mg/kg group at p= 0.05 (Dunnett's test).
**; Significantly different from the 0 mg/kg group at p=<0.01 (Dunnett's test).
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Figure 4 Food consumption of male rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR06169)

**: Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).
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Figure S Food consumption of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test (SR06169)
*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).

**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
++: Significantly different from the 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
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Figure 6 Food consumption of female rats in 14-day recovery test following 42-day repeated oral dose with

perfluorooctadecanoic acid in the combined repeated dose toxicity study with the eproduction/developmental
toxicity screening test (SR06169)
*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).

**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
++: Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Figure 7 Body weight changes of pups in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test of perfluorooctadecanoic acid in rats (SR06169)

**: Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).



_9g_

Table 1  General appearance of male rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR06169)

Group Findings Administration period® Recovery period®
0 mg/kg Number of animals cxamined 12 5
No abnormal findings 12 5
40 mg/kg Number of animals examined 12 -
No abnormal findings 1 -
Reddish urine 1 -
200 mg/kg Number of animals examined 12 -
No abnormal findings 12 -
1000 mg/kg Number of animals examined 12 5
No abnormal findings 12 5

Values are the number of animals with findings.
a: Including autopsy day.
-: Blank.
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Table 2  General appearance of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR06169)

Group Findings Before gestation period Gestation period® Lactation period®
0 mg/kg Number of animals examined 12 12 12
No abnormal findings 12 12 12
40 mg/kg Number of animals examined 12 12 12
No abnormal findings 12 12 12
200 mg/kg Number of animals examined 12 12 12
No abnormal findings 12 12 12
1000 mg/kg Number of animals examined 12 12 10°
No abnormal findings 12 11 10°
Hypothermia 0 1 0
Decrese in locomotor activity 0 1 0
Vaginal bleeding 0 1 0
Pale skin 0 1 0
Moribund condition (euthanized) 0 1 0
Values are the number of animals with findings. (To be continued)

a: Including autopsy day. Mated female that delivered no live pups until gestation day 25 were autopsied on the following day.
b: One animal was euthanized because of abnormal delivery (stillbirth).
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Table 2 General appearance of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test (SR06169) (Continued)

Group Findings Administration period Recovery period®
0 mg/kg Number of animals examined 5 5
No abnormal findings 5 5
1000 mg/kg Number of animals examined 5 5
No abnormal findings 3 3
2 2

Alopecia

Values are the number of animals with findings.
a: Including autopsy day.
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Table 3-1

Detailed clinical observation of male rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR06169)

(Observations in the cage)

Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattern  Tremor / Convulsion Rolling Circling  Selfmutilation
Period Group animals No. 1 1 l 1 0 0 1
Pre- 0 mg/kg 12 12 12 12 12 12 12 12
administration 40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12
day 7 40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12
day 14 40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12
day 21 40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12
day 28 40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12

Valucs arc cxpresscd as the number of animals.

(To be continucd)
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Table 3-1

Detailed clinical observation of male rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR06169) (Continued)

(Observations in the cage)

Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattern  Tremor / Convulsion Rolling Circling  Selfmutilation
Period Group animals No. 1 1 l 1 0 0 1
Administration 0 mg/kg 12 12 12 12 12 12 12 12
day 35 40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12
day 42 40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Recovery 0 mg/kg 5 5 5 5 5 5 5 5
day 7 1000 mg/kg 5 5 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 5 5 5
day 14 1000 mg/kg 5 5 5 5 5 5 5 5

Values are expressed as the number of animals.



Table 3-2 Detailed clinical observation of male rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06169)

(Observation on the hand)

_[9_

Number Muscle  Pilo- Pupil Mucous Lacrima- Body
of Category Handling Treating tone erection Fur Skin Eyes size membranes tion Salivation  temperature
Period Group animals No. 1 1 2 1 1 1 1 1 1 1 1 1
Pre- 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
administration 40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
day 7 40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
day 14 40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
day 21 40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
day 28 40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12

Valucs arc cxpresscd as the number of animals. (To be continucd)
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Table 3-2

developmental toxicity screening test (SR06169) (Continued)

Detailed clinical observation of male rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/

(Observation on the hand)

Number Muscle  Pilo- Pupil Mucous Lacrima- Body
of Category Handling  Treating tone erection Fur Skin Eyes size membranes tion Salivation  temperature
Period Group animals No. 1 1 2 1 1 1 1 1 1 1 1 1
Administration 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
day 35 40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
day 42 40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Recovery 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
day 7 1000 mg/kg S 5 5 5 5 5 5 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
day 14 1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5

Values are expressed as the number of animals.



Table 3-3 Detailed clinical observation of male rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06169)
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(Observation in the open-field) Bizarre behavior
Number Stereotype Walking Vocaliza- Respiratory
of Category Convulsion Gait Arousal Urination Defecation  Grooming Sniffing  backward tion pattern
Period Group animals No. 1 1 1 0 1 0 1 0 1 1 1 1
Pre- 0 mg/kg 12 12 12 12 12 0 9 3 12 12 12 12 12
administration 40 mg/kg 12 12 12 12 9 3 10 2 12 12 12 12 12
200 mg/kg 12 12 12 12 10 2 10 2 12 12 12 12 12
1000 mg/kg 12 12 12 12 11 1 11 1 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 9 3 11 1 12 12 12 12 12
day 7 40 mg/kg 12 12 12 12 o 2 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 o 2 1 2 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
day 14 40 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 9 3 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 10 2 12 0 12 12 12 12 12
day 21 40 mg/kg 12 12 12 12 10 2 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 10 2 11 1 12 12 12 12 12
1000 mg/kg 12 12 12 12 11 1 11 1 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 9 3 12 0 12 12 12 12 12
day 28 40 mg/kg 12 12 12 12 10 2 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 8 4 11 1 12 12 12 12 12
1000 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12

Valucs arc cxpresscd as the number of animals. (To be continucd)
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Table 3-3 Detailed clinical observation of male rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06169) (Continued)

(Observation in the open-field) Bizarre behavior
Number Stereotype Walking Vocaliza- Respiratory
of Category Convulsion Gait Arousal Urination Defecation  Grooming Sniffing  backward tion pattern
Period Group animals No. 1 1 1 0 1 0 1 0 1 1 1 1
Administration 0 mg/kg 12 12 12 12 10 2 11 1 12 12 12 12 12
day 35 40 mg/kg 12 12 12 12 9 3 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 11 1 10 2 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 9 3 11 1 12 12 12 12 12
day 42 40 mg/kg 12 12 12 12 o 2 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
Recovery 0 mg/kg 5 5 5 5 3 2 5 0 5 5 5 5 5
day 7 1000 mg/kg 5 5 5 5 4 1 4 1 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 3 2 5 0 5 5 5 5 5
day 14 1000 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 5

Values are expressed as the number of animals.
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Table 4-1-1 Detailed clinical observation of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with

the reproduction/developmental toxicity screening test (SR06169)

(Observations in the cage)

Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattern  Tremor / Convulsion Rolling Circling  Selfmutilation
Period Group animals No. 1 l l 1 0 0 l
Pre- 0 mg/kg 12 12 12 12 12 12 12 12
administration 40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12
day 7 40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12
day 14 40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12
day 21 40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12
day 28 40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12

Valucs arc cxpresscd as the number of animals.

(To be continucd)
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Table 4-1-1 Detailed clinical observation of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with

the reproduction/developmental toxicity screening test (SR06169) (Continued)

(Observations in the cage)

Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattern  Tremor / Convulsion Rolling Circling  Selfmutilation
Period Group animals No. 1 l l 1 0 0 l
Administration 0 mg/kg 12 12 12 12 12 12 12 12
day 35 40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 11 11 11 11 11 11 11 11
Administration 0 mg/kg 12 12 12 12 12 12 12 12
day 42 40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 10 10 10 10 10 10 10 10

Values are expressed as the number of animals.



Table 4-1-2  Detailed clinical observation of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06169)

(Observation on the hand)
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Number Muscle  Pilo- Pupil Mucous Lacrima- Body
of Category Handling Treating tone erection Fur Skin Eyes size membranes tion Salivation  temperature
Period Group animals No. 1 1 2 1 1 1 1 1 1 1 1 1
Pre- 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
administration 40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
day 7 40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
day 14 40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
day 21 40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
day 28 40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12

Values arc cxpressed as the number of animals. (To be continued)
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Table 4-1-2  Detailed clinical observation of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06169) (Continued)

(Observation on the hand)

Number Muscle  Pilo- Pupil Mucous Lacrima- Body
of Category Handling  Treating tone erection Fur Skin Eyes size membranes tion Salivation  temperature
Period Group animals 1 1 2 1 1 1 1 1 1 1 1 1
Administration 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
day 35 40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 11 1 11 1 11 1 11 11 11 11 11 11 11
Administration 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
day 42 40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10

Values are expressed as the number of animals.



Table 4-1-3  Detailed clinical observation of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06169)
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(Observation in the open-field) Bizarre behavior
Number Stereotype Walking Vocaliza- Respiratory
of Category Convulsion Gait Arousal Urination Defecation  Grooming Sniffing  backward  tion pattern
Period Group animals No. 1 1 1 0 1 0 1 0 1 1 1 1
Pre- 0 mg/kg 12 12 12 12 10 2 12 0 12 12 12 12 12
administration 40 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 3 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 8 4 11 1 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
day 7 40 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 10 2 12 0 12 12 12 12 12
day 14 40 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 10 2 12 0 12 12 12 12 12
day 21 40 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
Administration 0 mg/kg 12 12 12 12 11 1 11 1 12 12 12 12 12
day 28 40 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12

Values arc cxpressed as the number of animals. (To be continued)
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Table 4-1-3 Detailed clinical observation of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/

developmental toxicity screening test (SR06169) (Continued)

(Observation in the open-field)

Bizarre behavior

Number Stereotype Walking Vocaliza- Respiratory
of Category Convulsion Gait Arousal Urination Defecation  Grooming Sniffing  backward  tion pattern
Period Group animals No. 1 1 1 0 1 0 1 0 1 1 1 1
Administration 0 mg/kg 12 12 12 12 10 2 11 1 12 12 12 12 12
day 35 40 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg 11 11 11 11 11 0 11 0 11 11 11 11 11
Administration 0 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
day 42 40 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg 10 10 10 10 100 0 100 0 10 10 10 10 10

Values are expressed as the number of animals.



Table 4-2-1 Detailed clinical observation of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test (SR06169)

(Observations in the cage)
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Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattern  Tremor / Convulsion Rolling Circling  Selfmutilation
Period Group animals No. 1 1 l 1 0 0 1
Pre- 0 mg/kg 5 5 5 5 5 5 5 5
administration 1000 mg/kg 5 5 5 5 5 5 5 5
Administration 0 mg/kg 5 5 5 5 5 5 5 5
day 7 1000 mg/kg 5 5 5 S 5 5 5 5
Administration 0 mg/kg 5 5 5 5 5 5 5 5
day 14 1000 mg/kg 5 5 5 5 5 5 5 5
Administration 0 mg/kg 5 5 5 5 5 5 5 5
day 21 1000 mg/kg 5 5 5 5 5 5 5 5
Administration 0 mg/kg 5 5 5 S 5 5 5 5
day 28 1000 mg/kg 5 5 5 5 5 5 5 5
Administration 0 mg/kg 5 5 5 5 5 5 5 5
day 35 1000 mg/kg 5 5 5 5 5 5 5 5
Administration 0 mg/kg 5 5 5 5 5 5 5 5
day 42 1000 mg/kg 5 5 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 5 5 5
day 7 1000 mg/kg 5 5 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 5 5 5
day 14 1000 mg/kg 5 5 5 5 5 5 5 5

Values are expressed as the number of animals.



Table 4-2-2  Detailed clinical observation of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06169)

(Observation on the hand)
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Number Muscle  Pilo- Pupil Mucous Lacrima- Body
of Category Handling Treating tone erection Fur Skin Eyes size membranes tion Salivation  temperature
Period Group animals No. 1 1 2 1 1 1 1 1 1 1 1 1
Pre- 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
administration 1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
Administration 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
day 7 1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
Administration 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
day 14 1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
Administration 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
day 21 1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
Administration 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
day 28 1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
Administration 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
day 35 1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
Administration 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
day 42 1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
day 7 1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
day 14 1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5

Values are expressed as the number of animals.



Table 4-2-3 Detailed clinical observation of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06169)

_EL_

(Observation in the open-field) Bizarre behavior
Number Stereotype Walking Vocaliza- Respiratory
of Category Convulsion Gait Arousal Urination Defecation  Grooming Sniffing  backward  tion pattern
Period Group animals No. 1 1 1 0 1 0 1 0 1 1 1 1
Pre- 0 mg/kg 5 5 5 5 4 1 5 0 5 5 5 5 5
administration 1000 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 5
Administration 0 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 5
day 7 1000 mg/kg 5 5 5 5 S 0 S 0 5 5 5 5 5
Administration 0 mg/kg 5 5 5 5 4 1 5 0 5 5 5 5 5
day 14 1000 mg/ke 5 5 5 5 5 0 5 0 5 5 5 5 5
Administration 0 mg/kg 5 5 5 5 4 1 5 0 5 5 5 5 5
day 21 1000 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 5
Administration 0 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 5
day 28 1000 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 5
Administration 0 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 5
day 35 1000 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 5
Administration 0 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 5
day 42 1000 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 5
day 7 1000 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 5
day 14 1000 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 5

Values are expressed as the number of animals.
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Table 5 Functional test of male rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test (SR06169)

(Observation on the desk) Number Reactivity Righting
of Category  Visual Touch  Auditory Pain Proprioceptive  reflex
Period Group animals No. 4 2 1 2 1 1
Administration 0 mg/kg 5 5 5 5 5 5 5
week 6 40 mg/kg 5 5 5 5 5 5 5
200 mg/kg 5 5 5 5 5 5 5
1000 mg/kg 5 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 S 5 5 5 5
week 2 1000 mg/kg 5 5 S 5 5 5 5
Values are expressed as the number of animals. (To be continued)
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Table 5 Functional test of male rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR06169) (Continued)

Number

of Grip strength ( g ) Locomotor activity count
Period Group animals Forelimb  Hindlimb 0-10' 1020 20'-30" 30'-40' 40'-50" 50'-60" 0'-60'
Administration 0 mg/kg 5 Mean 1156.62 741.40 362.2 248.0 98.2 22.0 0.2 25.6 756.2
week 6 S.D. 71.09 123.83 103.9 1194 634 22.5 04 57.2 278.4
40 mg/kg 5 Mean 1235.20 710.40 436.8 233.8 100.2 52.0 31.2 17.4 871.4
S.D. 80.88 103.32 102.1 61.1 39.3 31.6 54.6 21.0 178.9
200 mg/kg 5 Mean 1188.46 641.88 480.4 295.4 215.8 126.2 66.6 59.4 1243.8
S.D. 163.79 132.70 170.9 161.2 162.5 108.6 101.3 82.5 669.5
1000 mg/kg 5 Mean 1134.60 614.48 429.8 232.6 116.0 103.6 36.2 24.8 943.0
S.D. 104.18 91.91 207.6 133.5 92.2 85.7 373 31.9 426.6
Recovery 0 mg/kg 5 Mean 1314.52 723.12 350.8 2584 173.0 111.8 87.4 72.4 1053.8
week 2 S.D. 126.48 94.41 102.5 81.6 126.0 33.0 68.8 85.7 245.5
1000 mg/kg 5 Mean 1263.28 633.46 379.2 200.0 130.6 112.0 112.6 84.0 1018.4
S.D. 57.65 87.99 142.3 522 441 375 23.6 614 272.0
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Table 6 Functional test of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test (SR06169)

(Observation on the desk) Number Reactivity Righting
of Category  Visual Touch  Auditory Pain Proprioceptive  reflex
Period Group animals No. 4 2 1 2 1 1

<Main group>

Lactation 0 mg/kg 5 5 5 5 5 5 5
day 4 40 mg/kg 5 5 5 5 5 5 5

200 mg/kg 5 5 5 5 5 5 5

1000 mg/kg 5 5 5 5 5 5 5

<Recovery group>

Administration 0 mg/kg 5 5 5 5 5 5 5
week 6 1000 mg/kg 5 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 5 5
week 2 1000 mg/kg 5 5 5 5 5 5 5

Values are expressed as the number of animals. (To be continued)



_LL_

Table 6  Functional test of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR06169) (Continued)

Number
of Grip strength ( g ) Locomotor activity count
Period Group animals Forelimb  Hindlimb 0-10 1020 20'-30" 30'-40' 40'-50" 50'-60" 0'-60'
<Main group>
Lactation 0 mg/kg 5 Mean 1065.16 579.66 482.0 233.0 135.8 36.0 59.8 133.2 1079.8
day 4 S.D. 104.66 43.95 169.6 123.9 115.5 452 89.9 97.8 379.4
40 mg/kg 5 Mean 1186.80 576.08 499.0 248.8 136.8 101.2 61.0 51.0 1097.8
S.D. 157.61 60.13 74.5 91.2 78.8 142.4 68.4 75.0 399.8
200 mg/kg 5 Mean 1021.08 551.72 370.8 81.8* 63.2 128.0 68.0 92.0 803.8
S.D. 105.12 50.45 71.3 49.8 79.1 83.8 75.2 104.1 386.1
1000 mg/kg 5 Mean 860.42* 556.22 465.0 219.4 105.6 85.2 75.4 68.2 1018.8
S.D. 74.75 51.17 112.0 56.1 41.9 73.2 309 81.3 278.9
<Recovery group>
Administration 0 mg/kg 5 Mean 785.80 516.84 503.8 337.0 175.2 86.0 62.0 414 1205.4
week 6 S.D. 93.41 39.47 105.7 75.8 112.9 121.7 125.9 89.8 459.1
1000 mg/kg 5 Mcan 640.80 509.60 418.2 217.6 70.0 12.0 39.8 382 795.8
S.D. 142.42 64.09 106.8 94.8 62.8 19.4 64.0 62.5 3522
Recovery 0 mg/kg 5 Mean 944.80 547.94 458.0 2422 138.8 76.2 1342 153.4 1202.8
week 2 S.D. 128.19 69.40 2819 190.5 90.8 114.2 110.4 153.2 756.8
1000 mg/kg 5 Mean 908.54 533.34 548.8 355.8 157.6 112.2 157.6 74.8 1406.8
S.D. 48.36 75.52 205.2 135.1 497 38.5 149.7 67.9 563.2

*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
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Table 7 Body weight changes of male rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening lest (SR06169)

Number Body weight gain
of Body weight (g) on administration day Days 1-42
Group animals 1 3 S 7 10 14 21 28 35 42 () (%)
0 mg/kg 12 Mean 380.4 388.6 395.6 404.2 413.3 428.4 444.6 468.5 490.4 501.2 120.8 31.708
S.D. 14.9 16.3 19.1 20.8 21.3 24.4 25.4 28.9 322 334 25.3 6.316
40 mg/kg 12 Mean 383.0 391.2 398.3 404.5 415.3 433.0 453.8 477.2 499.5 509.6 126.6 32.926
S.D. 15.5 16.3 19.1 20.4 20.4 235 24.1 31.6 35.0 37.8 24.8 5.513
200 mg/kg 12 Mean 381.7 389.1 3935 401.8 410.6 425.7 447.3 471.2 494.9 504.3 122.6 32.083
S.D. 12.5 18.6 19.7 19.5 19.5 232 23.6 269 29.7 30.0 232 5.750
1000 mg/kg 12 Mean 380.9 389.3 398.4 407.7 416.0 424.1 421.2 419.2 ** 4122 ** 403.6 ** 22.7 ** 6.011 **
S.D. 14.3 14.6 15.8 17.9 18.6 20.4 21.7 23.7 27.5 29.7 29.1 7.663
Number Body weight (g) Body weight gain
of on recovery day Day 42-R14
Group animals 7 14 (2) (%)
0 mg/kg 5 Mean 518.6 524.4 26.8 5.406
S.D. 11.6 7.7 7.9 1.679
1000 mg/kg 5 Mean 413.0 ** 434.2 ** 320 8.006
S.D. 25.5 234 10.4 2.792

R14: Recovery day 14.
**: Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).
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Table 8 Body weight changes before gestation period of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test (SR06169)

Number Body weight gain
of Body weight (g) on administration day Days 1-14
Group animals 1 3 5 7 10 14 () (%)
0 mg/kg 12 Mean 253.3 258.8 261.6 268.7 272.0 283.2 29.8 11.813
S.D. 83 11.7 83 14.1 9.7 12.3 10.9 4358
40 mg/kg 12 Mean 2532 258.4 261.1 267.8 270.5 281.0 27.8 11.068
S.D. 15.2 13.7 15.4 15.2 14.6 16.3 8.6 3.660
200 mg/kg 12 Mean 248.8 257.8 257.9 267.3 267.1 276.7 27.9 11.237
S.D. 12.7 13.8 14.7 14.4 14.9 15.3 7.6 3.039
1000 mg/kg 12 Mean 253.8 258.9 263.0 265.0 263.3 262.9 ** 9.2 ** 3.689 **
S.D. 10.7 10.4 12.1 9.4 8.3 10.5 9.8 3.920

**: Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).
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Table 9 Body weight changes during gestation period of [emale rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicitly study with the reproduction/developmental
toxicity screening test (SR06169)

Number Body weight gain
of Body weight (g) on gestation day Days 0-20

Group animals 0 1 3 5 7 10 14 17 20 (8) (%)
0 mg/kg 12 Mean 2913 294.9 310.0 320.8 3309 348.8 372.8 408.4 456.2 164.8 56.688
S.D. 15.2 11.6 16.3 18.7 18.4 22.0 223 247 28.3 223 7.779
40 mg/kg 12 Mean 288.4 295.0 310.5 3204 330.3 3474 3722 403.8 452.3 163.9 56.885
S.D. 16.6 19.3 18.8 20.2 21.4 22.0 21.5 232 26.1 13.5 4.184
200 mg/kg 12 Mean 285.2 289.9 306.5 313.7 3223 3373 360.7 3949 4439 158.8 55.566
S.D. 14.5 14.8 17.7 19.4 21.0 251 28.8 33.1 37.6 279 8.554
(10) (10) (10)

1000 mg/kg 11 Mean 257.4 ** 261.7 ++ 262.6 ** 271.8 ** 274.5 ** 287.9 ** 298.8 ** 3255 ** 376.3 ** 118.9 ** 46.491 **
S.D. 26.6 29.3 28.9 29.8 29.3 315 313 38.8 374 16.5 6.586

Values in parentheses are the number of animals examined.
**. Significantly different from the 0 mg/kg group at p=0.01 (Dunneit's test).
++: Significantly different from the 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
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Table 10 Body weight changes during lactation period of female rats dosed orally with perfluorooctadecanoic acid in the
combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06169)

Number Body weight gain
of Body weight (g) on lactation day Days 0-4

Group animals 0 1 4 6 (g) (%)
0 mg/kg 12 Mean 339.8 3475 367.7 326.1 27.8 8.171
S.D. 16.5 224 22.0 20.6 10.5 3.030
40 mg/kg 12 Mean 344.0 346.8 363.4 323.6 19.4 5.967
S.D. 27.6 245 17.5 16.8 17.9 5.396
200 mg/kg 12 Mean 3399 343.6 354.7 3164 14.8 4.515
S.D. 25.8 22.0 21.4 21.0 14.5 4.412
® ® ® 9 9

1000 mg/kg 10 Mean 292.8 ** 287.7 ** 295.9 ** 271.7 ** -0.3 ** -0.184 **
S.D. 17.2 20.0 21.5 19.2 11.1 3.872

Values in parentheses are the number of animals examined.
**: Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).
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Table 11 Body weight changes of female rats in 14-day recovery test following 42-day repeated oral dose with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06169)

Number Body weight gain
of Body weight (g) on administration day Days 1-42
Group animals 1 3 5 7 10 14 21 28 35 42 (8) (%)
0 mg/kg 5 Mean 256.6 266.4 266.0 279.2 280.6 291.2 300.4 317.6 327.8 326.4 69.8 27.230
S.D. 12.8 10.9 14.9 11.0 14.5 15.5 18.2 15.4 16.6 20.2 14.2 5.507
1000 mg/kg 5 Mean 254.6 270.4 264.6 2754 2732 2728 * 268.2 ** 268.2 ** 251.8 ** 257.8 ** 3.2 ** 1.258 **
S.D. 9.6 9.1 11.8 9.0 9.1 8.3 9.0 15.0 23.8 29.7 28.0 11.119
Number Body weight (g) Body weight gain
of on recovery day Day 42-R14
Group animals 7 14 (g) (%)
0 mg/kg 5 Mean 330.0 339.0 12.6 3.960
S.D. 19.1 15.1 7.3 2.378
1000 mg/kg 5 Mean 279.0 ** 279.2 ** 21.4 8.254 *
S.D. 227 345 9.2 3.082

R14: Recovery day 14.

*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnetl's test).
**: Significantly different from the 0 mg/kg group at p=<0.01 (Dunnett's test).
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Table 12 Food consumption of male rats dosed orally with perf{luorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/developmental toxicily screening test (SR06169)

Number
of Food consumption (g/day) on administration day
Group animals 1 3 S 7 10 14 28 35 42
0 mg/kg 12 Mean 25.75 24.67 24.96 25.63 25.28 25.28 25.92 26.26 25.64
S.D. 2.83 2.04 1.75 2.49 1.97 2.00 1.94 1.88 1.75
40 mg/kg 12 Mean 26.75 26.04 2533 2592 26.07 26.68 26.83 27.33 26.43
S.D. 293 2.14 2.49 1.40 1.61 1.96 2.45 227 2.35
200 mg/kg 12 Mean 27.75 25.71 24.08 26.08 25.32 25.74 26.43 26.68 26.33
S.D. 2.14 2.72 2.79 1.90 2.04 2.00 2.50 2.14 1.85
(10) (10)
1000 mg/kg 12 Mean 26.83 25.71 2571 2592 25.49 25.07 23.72 22.34 ** 21,77 **
S.D. 2.08 1.62 1.83 1.69 1.60 1.51 1.85 1.99 223
Number
of Food consumption (g/day) on recovery day
Group animals 7 14
0 mg/kg 5 Mean 26.58 26.98
S.D. 1.21 2.27
1000 mg/kg 5 Mean 24.50 26.44
S.D. 2.11 2.25

Values in parentheses are the number of animals examined.
**: Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).
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Table 13 Food consumption before gestation period of [emale rats dosed orally with perfluorooctadecanoic acid in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test (SR06169)

Number
of Food consumption (g/day) on administration day
Group animals 1 3 5 7 10 14
0 mg/kg 12 Mean 17.58 18.96 19.58 20.96 20.30 21.46
S.D. 3.50 2.20 2.08 2.53 1.41 1.51
40 mg/kg 12 Mean 18.67 18.83 18.54 20.92 20.05 20.77
S.D. 423 1.78 229 2.34 1.76 1.14
200 mg/kg 12 Mean 16.67 18.92 18.71 20.38 18.73 20.03
S.D. 2.46 2.12 1.67 2.29 1.34 1.40
1000 mg/kg 12 Mean 17.67 17.54 19.29 18.21 * 17.11 ** 16.55 **
S.D. 3.17 1.68 2.02 1.68 1.97 2.38

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 14 Food consumption during gestation period of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR06169)

Number

of Food consumption (g/day) on gestation day
Group animals 1 3 5 7 10 14 L7 20
0 mg/kg 12 Mean 18.67 25.79 27.17 27.71 28.58 28.23 27.81 24.73
S.D. 3.26 277 3.56 3.23 4.11 2.98 3.07 2.85
40 mg/kg 12 Mean 18.83 25.63 2592 26.71 2751 27.56 26.17 24.03
S.D. 2.79 1.48 1.70 2.44 1.98 1.72 3.69 3.21
200 mg/kg 12 Mean 18.58 24.79 24.08 * 25.13 25.31 25.73 26.80 24.58
S.D. 227 329 2.49 3.77 3.71 3.23 3.22 2.87
(10)
1000 mg/kg 11 Mean 15.73 17.14 —+ 19.45 ** 20.4] ** 21.73 ** 20.98 ** 22774 ** 22.01
S.D. 471 4.12 3.52 337 3.90 3.23 4.38 3.62

Values in parentheses are the number of animals examined.

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).

**: Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).

++: Significantly different from the 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
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Table 15 Food consumption during lactation period of female rats dosed orally with perfluorooctadecanoic acid in the
combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06169)

Number
of Food consumption (g/day) on lactation day
Group animals 1 4
0 mg/kg 12 Mean 23.75 41.08
S.D. 4.73 421
40 mg/kg 12 Mean 19.08 37.78
S.D. 6.56 4.82
200 mg/kg 12 Mean 19.67 35.17 *
S.D. 4.68 4.86
1000 mg/kg 9 Mean 16.22 ** 28.30 **
S.D. 4.97 4.95

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 16 Food consumption of female rats in 14-day recovery test following 42-day repeated oral dose with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/

developmental toxicity screening test (SR06169)

Number
of Food consumption (g/day) on administration day
Group animals 1 3 5 7 10 14 21 28 35 42
0 mg/kg 5 Mean 16.00 19.60 17.90 21.70 19.66 21.04 20.72 21.38 20.10 18.60
S.D. 3.54 222 2.30 1.44 1.92 1.10 1.71 1.63 1.01 1.81
1000 mg/kg 5 Mean 15.00 20.70 17.70 21.20 17.54 18.18 ** 18.10 * 18.12 * 14.96 ++ 17.30
S.D. 1.87 1.15 0.91 1.30 1.72 1.43 1.58 2.20 4.04 4.56
Number
of Food consumption (g/day) on recovery day
Group animals 7 14
0 mg/kg 5 Mean 18.58 20.24
S.D. 1.45 1.72
1000 mg/kg 5 Mean 20.68 20.34
S.D. 3.83 1.75

*. Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
**. Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
++: Significantly different from the 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
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Table 17 Urinary findings of male rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/developmental toxicity

screening test (SR06169)

Number Ketone Urobili- Bili-

of pH Protein Glucose body nogen rubin Occult blood Color
Group animals 70 75 80 85 - = + — - 0.1 EU/dL — - = + A
0 mg/kg 5 o 0 0 5 0o 5 0 5 5 5 5 4 1 0 5
40 mg/kg 5 0 0 0 5 0 3 2 5 5 5 5 5 0 0 5
200 mg/kg 5 0 0 0 5 0 3 2 5 5 5 5 4 1 0 5
1000 mg/kg 5 1 o0 2 2 1 1 3 5 5 5 5 4 0 1 5

Urine

Number Specific gravity volume

of 1.031- 1.041- 1.051= (mL/21hr.,
Group animals 1.040 1.050 mean=S.D.)
0 mg/kg 5 0 4 1 12.90+2.95
40 mg/kg 5 23 0 14.5046.47
200 mg/kg 5 2 2 1 15.40+£6.57
1000 mg/kg 5 3 2 0 15.20+2.89

Values are number of animals with findings.
Color: A = Pale yellow or yellow.
-; Negative, &; slight, +; moderate.
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Table 18 Urinary findings of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/

developmental toxicity screening test (SR06169)

Number Ketone Urobili- Bili- Occult

of pH Protein Glucose body nogen rubin blood Color
Group animals 75 80 85 - + - - 0.1 EU/dL - - A
0 mg/kg 5 1 0 4 3 5 5 5 5 5 5
1000 mg/kg 5 0 1 4 4 5 5 5 5 5 5

Urine

Number Specific gravity volume

of 1.011- 1.021- 1.031- 1.041- 1.051= (mL/21hr.,
Group animals 1.020 1.030 1.040 1.050 meantS.D.)
0 mg/kg 5 0 0 1 3 1 8.30+1.35
1000 mg/kg 5 1 2 1 1 0 17.40+6.82

Values are number of animals with findings.
Color: A = Pale yellow or yellow.
-; Negative, +; slight, +; moderate.
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Table 19 Urinary findings of male rats in 14-day recovery test following 42-day repeated oral dose with perfluorooctadecanoic acid in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06169)

Number Ketone Urobili- Bili- Occult

of pH Protein Glucose body nogen rubin blood Color
Group animals 8.0 85 += + — - 0.1 EU/dL — - A
0 mg/kg 5 0 5 1 4 5 5 5 5 5 5
1000 mg/kg 5 1 4 0 s 5 5 5 5 5 5

Urine

Number Specific gravity volume

of 1.021- 1.031- 1.041- 1.051= (mL/21hr.,
Group animals 1.030 1.040 1.050 meantS.D.)
0 mg/kg 5 11 2 1 16.00+7.91
1000 mg/kg 5 1 o 0 4 14.10£9.79

Values are number of animals with findings.
Color: A = Pale yellow or yellow.
-; Negative, +; slight, +; moderate.



Table 20 Urinary findings of female rats in 14-day recovery test following 42-day repeated oral dose with perfluorooctadecanoic acid in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR06169)
Number Bili- Occult
of pH Protein rubin blood Color
Group animals 65 70 75 80 85 - =% + - - A
0 mg/kg 5 0 0 0 2 3 0 1 4 5 5 5
1000 mg/kg 5 2 0 0 0 3 2 2 5 5 5
Urine
Number Specific gravity volume
of 1.011- 1.021- 1.031- 1.041- 1.051= (mL/21hr.,
Group animals 1.020 1.030 1.040 1.050 meantS.D.)
0 mg/kg 5 0 1 1 2 14.10+8.42
1000 mg/kg 5 1 0 2 1 15.30+8.38

Values are number of animals with findings.

Color: A = Pale yellow or yellow.

]

o)

—
]

-; Negative, +; slight, +; moderate.
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Table 21 Hematological findings of male rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06169)

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10% uL 10% uL g/dL % fL pg g/dL 1 04/I1L
0 mg/kg 5 Mean 94.64 941.0 16.30 45.98 48.88 17.34 35.46 117.30
S.D. 20.40 26.4 0.60 1.72 2.03 0.63 0.34 20.73
40 mg/kg 5 Mean 89.24 907.0 16.34 46.02 50.76 18.02 35.52 99.32
S.D. 16.00 252 0.47 1.58 1.98 0.71 0.44 17.32
200 mg/kg 5 Mean 92.78 864.6 ** 15.20 * 42.58 * 49.30 17.60 35.70 114.12
S.D. 25.45 30.4 0.46 0.97 0.74 0.27 0.39 14.13
1000 mg/kg 5 Mean 120.52 829.2 ** 14.68 ** 40.62 ** 49.04 17.72 36.10 123.82
S.D. 33.61 51.2 0.87 1.97 2.01 0.73 0.46 8.46
Number Reticu-
of locyte PT APTT Differential count of WBC (10%/uL)
Group animals % sec sce Neutrophil ~ Lymphocyte Monocyte Eosinophil Basophil
0 mg/kg 5 Mean 3.292 20.18 27.74 15.84 73.98 3.66 1.14 0.02
S.D. 0.388 3.25 3.40 5.24 15.47 1.84 0.71 0.04
40 mg/kg 5 Mcan 2.710 19.86 26.84 18.86 66.10 2.84 1.42 0.02
S.D. 0.507 2.22 2.66 8.27 9.94 0.83 0.74 0.04
200 mg/kg 5 Mean 3.092 20.50 26.04 13.62 74.94 3.00 1.22 0.00
S.D. 0.664 2.57 2.89 6.56 18.08 1.23 0.67 0.00
1000 mg/kg 5 Mean 2.240 * 21.02 29.24 20.16 95.34 3.32 1.64 0.06
S.D. 0.456 2.67 1.66 11.58 32.52 1.85 1.21 0.05

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 22 Hematological findings of female rats dosed orally with perf{luorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/

developmental toxicity screening test (SR06169)

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10% uL 10% uL g/dL % fL pg g/dL 1 04/I1L
0 mg/kg 5 Mean 102.82 809.4 14.96 42.58 52.62 18.50 35.14 141.46
S.D. 17.62 17.8 0.32 0.79 1.66 0.60 0.44 34.14
40 mg/kg 5 Mean 106.60 814.6 15.74 * 45.12 55.46 19.32 34.90 110.96
S.D. 25.14 30.2 0.53 1.36 2.77 0.65 0.96 13.86
200 mg/kg 5 Mean 99.60 819.6 15.50 44.54 54.38 18.90 34.80 137.62
S.D. 24.85 24.5 0.38 1.47 1.45 0.38 0.35 12.25
1000 mg/kg 5 Mean 144.70 814.2 14.84 42.00 51.60 18.24 35.36 135.46
S.D. 53.63 242 0.39 1.61 1.51 0.42 0.51 12.70
Number Reticu-
of locyte PT APTT Differential count of WBC (10%/uL)
Group animals % sec sce Neutrophil ~ Lymphocyte Monocyte Eosinophil Basophil
0 mg/kg 5 Mean 8.632 18.24 19.62 23.20 71.96 6.42 1.22 0.02
S.D. 1.147 0.34 0.95 6.60 19.15 1.45 0.22 0.04
40 mg/kg 5 Mcan 9.352 17.40 20.80 25.78 71.64 7.26 1.90 0.02
S.D. 3.394 0.76 1.47 12.10 15.15 1.09 0.73 0.04
200 mg/kg 5 Mean 8.236 16.34 ** 20.14 14.14 79.36 4.70 1.40 0.00
S.D. 2.075 0.40 0.94 4.04 21.76 1.56 0.66 0.00
1000 mg/kg 5 Mean 6.228 16.14 ** 22.20 * 27.90 107.54 7.10 2.02 0.14 +
S.D. 0.479 0.86 2.19 16.30 37.56 1.58 0.88 0.05

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
**: Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).

+: Significantly different from the 0 mg/kg group at p =0.05 (Mann-Whitney's U-test).
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Table 23 Hematological findings of male rats in 14-day recovery lest following 42-day repeated oral dose with perfluorooctadecanoic acid in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06169)

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10% uL 10% uL g/dL % fL pg g/dL 1 04/I1L
0 mg/kg 5 Mean 118.52 926.6 16.12 44.82 48.38 17.40 36.00 120.84
S.D. 2533 26.9 0.44 1.30 1.46 0.32 0.62 20.42
1000 mg/kg 5 Mean 135.98 804.4 ** 13.86 ** 39.42 ** 48.98 17.22 35.16 111.74
S.D. 28.93 283 0.67 2.23 1.73 0.36 0.55 6.11
Number Reticu-
of locyte PT APTT Differential count of WBC (10%/uL)
Group animals % sec sec Neutrophil Lymphocyte Monocyte Eosinophil Basophil
0 mg/kg 5 Mean 3.346 17.80 25.58 16.34 95.06 5.10 1.98 0.04
S.D. 0.379 0.83 1.98 432 2430 0.99 1.12 0.05
1000 mg/kg 5 Mcan 4,980 ** 19.30 28.76 * 13.90 116.60 422 1.24 0.02
S.D. 0.803 1.76 0.99 2.23 27.63 0.90 0.31 0.04

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnctt's test).
**: Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).
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Table 24 Hematological findings of female rats in 14-day recovery test following 42-day repeated oral dose with perfluorooctadecanoic acid in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06169)

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10% uL 10% uL g/dL % fL pg g/dL 1 04/I1L
0 mg/kg 5 Mean 68.02 846.0 15.36 43.28 51.14 18.14 35.50 119.72
S.D. 12.23 19.7 0.50 1.65 1.35 0.40 0.23 11.35
1000 mg/kg 5 Mean 91.90 * 818.6 14.36 39.98 48.88 * 17.56 35.90 * 125.42
S.D. 16.05 59.9 0.95 2.74 1.52 0.58 0.20 28.15
Number Reticu-
of locyte PT APTT Differential count of WBC (10%/uL)
Group animals % sec sec Neutrophil Lymphocyte Monocyte Eosinophil Basophil
0 mg/kg 5 Mean 3.232 16.92 20.36 11.90 52.24 2.78 1.10 0.00
S.D. 0.198 0.42 0.85 2.90 8.97 1.01 0.44 0.00
1000 mg/kg 5 Mcan 3.064 15.14 * 26.98 ++ 11.18 75.06 * 438 1.22 0.06
S.D. 1.518 1.30 4.39 7.10 12.31 3.11 0.45 0.05

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnctt's test).
++: Significantly different from the 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
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Table 25 Biochemical {indings of male rats dosed orally with per{luorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06169)

Number Protein fraction (%)
of TP Albumin A/G Globulin AST ALT ALP v-GTP
Group animals g/dL g/dL ratio Albumin o 0 B Y 1U/L 1U/L 1U/L 1U/L
0 mg/kg 5 Mean 5.68 2.794 0.972 49.22 23.06 7.24 15.76 4.72 67.4 304 372.8 0.70
S.D. 0.22 0.074 0.026 0.70 2.53 0.94 0.86 0.58 8.0 32 457 0.12
40 mg/kg 5 Mean 5.34 2.750 1.066 51.56 19.76 7.94 15.98 4.76 73.6 354 387.0 0.76
S.D. 0.29 0.144 0.069 1.59 228 0.98 1.52 0.56 7.3 8.4 31.6 0.17
200 mg/kg 5 Mean 5.50 2.904 1.122 * 52.82 * 19.62 7.24 15.48 4.84 72.8 35.0 475.2 0.48 ++
S.D. 0.19 0.076 0.098 222 222 0.43 1.19 0.39 6.9 7.1 74.3 0.04
1000 mg/kg 5 Mean 5.10 ** 2.882 1.312 ** 56.66 ** 13.70 ** 7.24 14.48 7.92 ++ 83.4 46.4 703.0 ** 0.50
S.D. 0.19 0.066 0.118 231 1.29 1.01 1.09 1.85 16.8 9.7 89.8 0.30
Number
of T-Bil Glucose T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 5 Mean 0.048 152.6 48.4 334 16.02 0.534 143.4 4.686 107.4 9.46 6.56
S.D. 0.016 15.6 10.7 23.7 1.22 0.050 1.1 0319 1.5 0.28 0.56
40 mg/kg 5 Mean 0.042 159.2 444 28.2 15.74 0.522 144.4 4.560 108.0 9.46 6.74
S.D. 0.004 259 154 30.3 0.64 0.011 1.5 0.200 0.7 0.28 1.24
200 mg/kg 5 Mean 0.030 155.2 422 26.4 15.28 0.520 144.2 4.698 107.6 9.68 7.16
S.D. 0.007 13.6 16.8 9.8 1.22 0.047 0.8 0.328 1.1 0.18 0.50
1000 mg/kg 5 Mean 0.128 ++ 138.6 55.2 17.0 22.56 ** 0.492 142.4 5.030 108.6 9.22 6.66
S.D. 0.027 10.3 122 5.8 1.94 0.028 1.1 0.264 1.1 0.16 0.18

*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).

**: Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).

++: Significantly different from the 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
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Table 26 Biochemical {indings of female rats dosed orally with per(luorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06169)

Number Protein fraction (%)
of TP Albumin A/G Globulin AST ALT ALP v-GTP
Group animals g/dL g/dL ratio Albumin o 0 B Y 1U/L 1U/L 1U/L 1U/L
0 mg/kg 5 Mean 6.26 2.994 0.916 47.82 21.20 8.12 18.46 4.40 82.6 29.8 176.0 0.76
S.D. 0.21 0.173 0.058 1.57 2.02 0.96 0.68 1.24 23.7 53 244 0.19
40 mg/kg 5 Mean 6.02 2972 0.974 49.34 18.18 8.32 18.94 5.22 74.4 29.0 228.2 0.68
S.D. 0.24 0.202 0.064 1.62 2.54 0.86 1.53 0.83 11.1 2.1 62.7 0.08
200 mg/kg 5 Mean 6.34 3.276 1.072 51.64 17.72 * 7.58 18.22 4.84 81.6 31.2 208.6 0.64
S.D. 0.35 0.292 0.118 2.94 1.82 0.71 228 1.00 16.3 5.8 37.8 0.15
1000 mg/kg 5 Mean 6.04 3.120 1.080 51.64 16.44 ** 8.32 16.62 6.98 ** 98.8 358 302.8 * 0.98
S.D. 0.24 0.304 0.173 3.87 1.70 1.43 1.49 0.93 369 5.8 97.3 0.22
Number
of T-Bil Glucose T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 5 Mean 0.068 158.2 65.2 29.2 22.22 0.648 139.4 5.346 102.4 10.26 9.04
S.D. 0.011 9.6 6.5 14.6 2.52 0.040 1.9 0.354 2.1 0.32 0.44
40 mg/kg 5 Mean 0.062 154.4 58.4 39.8 23.22 0.670 140.6 4.744 103.6 10.56 9.66
S.D. 0.008 18.6 10.5 17.6 2.93 0.041 1.5 0.481 1.3 0.35 0.72
200 mg/kg 5 Mean 0.058 152.8 62.4 45.6 21.58 0.662 141.0 5.050 105.2 * 10.24 8.98
S.D. 0.011 6.6 11.5 10.5 2.29 0.044 0.7 0.257 1.1 0.26 0.61
1000 mg/kg 5 Mean 0.058 144.0 492 * 21.6 31.42 ** 0.584 140.0 5.348 105.2 * 9.84 8.58
S.D. 0.008 9.7 4.8 7.4 3.35 0.044 1.4 0.538 1.8 0.27 0.70

*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 27 Biochemical {indings of male rats in 14-day recovery test following 42-day repeated oral dose with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/

developmental toxicity screening test (SR06169)

Number Protein fraction (%)
of TP Albumin AG Globulin AST ALT ALP v-GTP
Group animals g/dL g/dL ratio Albumin o o B Y IU/L IU/L IU/L IU/L
0 mg/kg 5 Mean 5.68 2.806 0.978 49.44 21.62 7.14 16.98 4.82 67.4 346 324.6 0.56
S.D. 0.15 0.053 0.087 2.21 2.70 0.46 0.56 0.59 6.9 3.1 92.9 0.21
1000 mg/kg 5 Mean 5.40 * 3,140 ** 1.390 ** 58.10 ** 15.70 ** 7.20 14.12 ** 4.88 74.0 43.0 5394 * 0.50
S.D. 0.21 0.156 0.085 1.49 1.48 0.70 0.68 0.75 6.5 94 111.6 0.19
Number
of T-Bil Glucose T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 5 Mean 0.076 168.6 574 49.6 16.74 0.558 141.2 4.664 105.2 9.56 6.44
S.D. 0.015 11.1 9.8 9.8 1.77 0.030 1.1 0.232 0.8 0.21 0.53
1000 mg/kg 5 Mean 0.070 162.6 75.8 16.2 ** 18.70 0.510 141.2 4.986 105.6 9.50 6.96
S.D. 0.007 25.9 23.8 4.3 1.95 0.048 1.6 0319 1.5 0.28 0.80

*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 28 Biochemical {indings of female rats in 14-day recovery test following 42-day repeated oral dose with perfluorooctadecanoic acid in the combined repeated dose toxicily study with the reproduction/
developmental toxicity screening test (SR06169)

Number Protein fraction (%)
of TP Albumin AG Globulin AST ALT ALP v-GTP
Group animals g/dL g/dL ratio Albumin o o B Y IU/L IU/L IU/L IU/L
0 mg/kg 5 Mean 6.92 3.870 1.270 55.92 17.36 5.96 14.34 6.42 120.2 58.2 151.0 0.78
S.D. 0.44 0.304 0.079 1.48 1.30 0.30 0.58 0.90 97.0 52.9 22.7 0.16
1000 mg/kg 5 Mean 5.98 * 3.638 1.588 * 61.10 * 12,78 ** 6.68 12,92 ** 6.52 124.0 72.4 225.0 3.28
S.D. 0.79 0.378 0.220 3.19 2.52 0.86 0.70 1.69 1343 87.2 116.0 533
Number
of T-Bil Glucose T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 5 Mean 0.104 155.4 72.4 26.0 15.90 0.636 142.2 4462 106.8 10.16 5.10
S.D. 0.021 10.6 14.6 21.1 2.00 0.035 0.8 0422 1.8 0.26 0.63
1000 mg/kg 5 Mean 0.340 150.4 66.4 22.8 15.46 0.594 1414 4.778 106.6 9.84 6.40
S.D. 0.649 21.6 14.8 15.2 3.26 0.052 1.1 0.260 2.5 0.50 1.09

*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).



Table 29  Gross findings of male rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06169)

End of administration End of recovery
Group 0 mg/kg 40 mg/kg 200 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg

Number of animals examined 7 12 12 7 5 5
No abnormal findings 6 10 10 0 5 0
Organ: Findings
Liver: Hypertrophy 0 0 0 7 0 5
Kidney: Dilatation, renal pelvis 0 l 0 0 0 0
Testis: Small size 1 l 1 0 0 0
Epididymis: Small size 1 l 1 0 0 0

Yellowish white patch 0 0 1 0 0 1

- 001 -

Values are the number of animals with findings.
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Table 30 Gross findings of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06169)

Group 0 mg/kg 40 mg/’kg 200 mg/kg 1000 mg/kg
A B C D T A B C D T A B C D T A B C D T
Number of animals examined 12 0 0 0 12 12 0 0 0 12 12 0 0 0 12 9 1 1 1 12
No abnormal findings 12 - - - 12 11 - - - 11 12 - - - 12 3 0 0 0 3

Organ: Findings
Liver: Hypertrophy
Yellowish white patch
Glandular stomach: Black patch, mucosa
Fine black patch, mucosa
Red discoloration, mucosa
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Uterine cervix: Retention, dark brown gelatinous substance

Values are the number of animals with findings.

Fate: A, animals nursing pups until lactation day 4; B, animals showing abnormal delivery; C, non-pregnant animals; D, animals euthanized during dosing period; T, total (A+B+C+D).
-: Blank.
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Table 31  Gross findings of female rats in 14-day recovery test following 42-day repeated oral dose with perfluorooctadecanoic acid
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06169)

Group 0 mg/kg 1000 mg/kg

Number of animals examined® 5 5

No abnormal findings 2
Organ: Findings

Liver: Hypertrophy 0 2

Yellowish brown discoloration 0 1

Dark brown discoloration 0 1

0 2

Skin: Alopecia

Values are the number of animals with findings.
a: animals euthanized at the end of recovery.
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Table 32 Absolute and relative organ weights of male rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06169)

Number Body
of weight Liver Kidney Spleen Heart Brain
Group animals g g Y% g % g % g % g %
0 mg/kg 5 Mean 457.6 10.854 2.364 2.956 0.648 0.738 0.160 1.376 0.300 2.150 0.470
S.D. 338 1.786 0.278 0.146 0.047 0.091 0.020 0.084 0.019 0.080 0.024
40 mg/kg 5 Mean 453.8 11.282 2478 2.896 0.636 0.704 0.156 1.398 0.306 2.170 0.478
S.D. 243 1.593 0.245 0.215 0.044 0.059 0.005 0.162 0.021 0.085 0.031
200 mg/kg 5 Mean 469.8 15.768 ** 3.352 ** 3.084 0.660 0.656 0.140 1.408 0.298 2.176 0.466
S.D. 404 1.836 0.143 0.282 0.076 0.087 0.012 0.187 0.016 0.111 0.050
1000 mg/kg 5 Mean 364.4 ** 18.208 ** 5.000 ** 2.938 0.806 ** 0.580 * 0.160 1.056 ** 0.288 2.136 0.586 **
S.D. 26.0 1.210 0.133 0.254 0.043 0.103 0.022 0.100 0.018 0.059 0.038
Number
of Thymus Adrenal
Group animals mg 107%% mg 10°%
0 mg/kg 5 Mean 2974 64.506 55.4 12.170
S.D. 85.1 15.089 13.9 3.365
40 mg/kg 5 Mecan 271.4 59.628 58.2 12.854
S.D. 84.2 17.573 6.2 1.517
200 mg/kg 5 Mean 3352 71.590 68.0 14.584
S.D. 52.9 11.770 7.2 2.105
1000 mg/kg 5 Mean 178.4 * 48.400 51.2 14.092
S.D. 50.5 9.974 39 1.313

(To be continued)

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
**. Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).
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Table 32 Absolute and relative organ weights of male rats dosed orally with perfluorooctadecanoic acid in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06169) (Continued)

Number Body
of weight Testis Epididymis
Group animals g g % g %
0 mg/kg 7 Mean 476.6 3.277 0.697 1.333 0.281
S.D. 42.6 0.383 0.124 0.128 0.043
40 mg/kg 12 Mean 4823 3.375 0.702 1.339 0.278
S.D. 38.0 0.470 0.097 0.193 0.043
200 mg/kg 12 Mean 478.1 3.320 0.697 1.303 0.274
S.D. 30.5 0.227 0.071 0.125 0.034
1000 mg/kg 7 Mean 379.6 ** 3.421 0.906 ** 1.191 0.316
S.D. 339 0.251 0.066 0.074 0.025

**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 33 Absolute and relative organ weights of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/developmental toxicily screening test (SR06169)

Number Body
of weight Liver Kidney Spleen Heart Brain
Group animals g g Y% g % g % g % g %
0 mg/kg 5 Mean 314.6 10.168 3.234 2.046 0.650 0.710 0.224 1.076 0.342 2.050 0.652
S.D. 12.3 0.541 0.156 0.198 0.062 0.056 0.015 0.048 0.016 0.058 0.019
40 mg/kg 5 Mean 327.6 10.594 3.232 2.040 0.624 0.766 0.232 1.104 0.340 2.080 0.638
S.D. 19.1 0.761 0.105 0.245 0.061 0.161 0.046 0.065 0.028 0.105 0.039
200 mg/kg 5 Mean 309.0 11.738 3.798 ++ 2.008 0.648 0.666 0.218 1.048 0.340 2.090 0.680
S.D. 22.5 1.013 0.099 0.276 0.054 0.098 0.024 0.094 0.024 0.057 0.061
1000 mg/kg 5 Mean 2732 ** 13.176 ** 4.822 ++ 1.974 0.724 0.570 0.212 0.844 ** 0.310 2.008 0.738 *
S.D. 18.2 1.620 0.487 0.096 0.049 0.045 0.015 0.056 0.016 0.065 0.066
Number
of Thymus Adrenal Ovary
Group animals mg 107 mg 1079 mg 107%
0 mg/kg 5 Mean 268.2 85.068 84.2 26.772 112.8 35.830
S.D. 29.0 6.296 12.8 3.966 8.0 1.537
40 mg/kg 5 Mecan 322.0 * 98.912 81.8 24.920 112.4 34312
S.D. 311 14.441 14.6 3.876 9.4 2.170
200 mg/kg 5 Mean 305.4 99.250 76.4 24.494 102.0 32.800
S.D. 26.7 11.063 23.6 6.520 20.4 4.374
1000 mg/kg 5 Mean 245.4 90.610 63.0 23.046 105.2 38.722
S.D. 33.6 17.058 15.6 5.175 79 4.726

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
**: Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).
++: Significantly different from the 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
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Table 34 Absolute and relative organ weights of male rats in 14-day recovery test following 42-day repeated oral dose with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06169)

Number Body
of weight Liver Kidney Spleen Heart Brain
Group animals g g % g % g % g % g %
0 mg/kg 5 Mean 497.0 11.948 2.404 2.930 0.590 0.698 0.140 1.460 0.294 2.158 0436
S.D. 8.8 0.302 0.060 0.097 0.019 0.055 0.010 0.070 0.017 0.110 0.030
1000 mg/kg 5 Mean 409.2 ** 18.280 —+ 4.464 ++ 2.936 0.718 ** 0.682 0.168 1.164 ** 0.284 2.164 0.528 **
S.D. 18.9 2.108 0.420 0.188 0.030 0.094 0.027 0.139 0.030 0.102 0.026
Number
of Thymus Adrenal Testis Epididymis
Group animals mg 107% mg 107% g % g %
0 mg/kg 5 Mean 252.6 50.842 63.4 12.734 3.468 0.698 1.470 0.298
S.D. 33.1 6.822 10.6 1.897 0.190 0.041 0.062 0.013
1000 mg/kg 5 Mean 274.0 67.198 53.2 13.010 3.270 0.802 1.328 0.326
S.D. 93.5 23.299 6.9 1.609 0.362 0.096 0.140 0.027

**: Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).

++: Significantly different from the 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
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Table 35 Absolute and relative organ weights of female rats in 14-day recovery test following 42-day repeated oral dose with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06169)

Number Body
of weight Liver Kidney Spleen Heart Brain
Group animals g g % g % g % g % g %
0 mg/kg 5 Mean 319.4 7.790 2.442 2.002 0.628 0.556 0.174 1.056 0.330 2.044 0.640
S.D. 15.1 0.191 0.097 0.050 0.030 0.098 0.030 0.054 0.012 0.056 0.034
1000 mg/kg 5 Mean 262.8 ** 10314 —+ 3.956 ++ 1.940 0.752 ++ 0.494 0.186 0.890 ** 0.344 2.040 0.788
S.D. 332 1.240 0.527 0.102 0.120 0.070 0.018 0.071 0.040 0.108 0.106
Number
of Thymus Adrenal Ovary
Group animals mg 1079, mg 10°% mg 107°%
0 mg/kg 5 Mean 274.0 86.202 78.0 24.456 106.2 33.346
S.D. 24.0 11.461 9.7 3.243 12.5 4.465
1000 mg/kg 5 Mean 250.0 94.540 60.2 22.724 81.0 30.544
S.D. 85.9 27.439 17.2 4.376 21.7 5.001

**: Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).
++: Significantly different from the 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
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Table 36 Histopathological findings of male rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test (SR06169)

Group 0 mg/kg 40 mg/kg 200 mg/kg 1000 mg/kg
Number of animals examined 7 12 12 7
Organ: Findings Grade
Lung: Mineralization, artery + 1(5) - - 0(%5)
Aggregation, macrophage, alveolar + 0(5) - - 1(5)
Metaplasia, osseous, alveoli + 0(5) - - 1(5)
Pancreas: Decrease, zymogen granule + 1 0 0 4
Liver: Hypertrophy, hepatocyte, centrilobular + 0 0 12 ) ** 0 ]**
++ 0 0 0 ] 7 ]
Degeneration/necrosis, hepatocyte, centrilobular + 0 0 0 4 ) **
++ 0 0 0 2 ]
Necrosis, focal + 0 0 1 2
Microgranuloma + 5 9 7 6
Deposit, hemosiderin + 0 0 0 4
Fatty change, centrilobular + 0 0 2 0
Kidney: Regeneration, tubular epithelium + 1 (5) o) - 0(5)
Cast, hyalinc + 0(5) 1(1) - 0(5)
Dilatation, renal pelvis + 0(5) (D - 05
Testis: Atrophy, seminiferous tubule + 2(5) o 0() 0(5)
+ 0 (5) 1(1) 1(1) 0(5)
Epididymis: Decrease, spermatozoa + 1(5) o) 0(2) 0(5)
T 0(5) 1(1) 1(2) 0(5)
Cell debris, lumen + 0(5) 1() 1(2) 0(5)
Spermatic granuloma + 0(5) 0 1(2) 0(5)
Prostate: Cellular infiltration, inflammatory cell + 0(5) - - 1(5)
Spleen: Deposit, hemosiderin + 5 8 8 2
++ 2 4 4 5
Thymus: Atrophy, cortex + 0 0 0 1
Eyeball: Atrophy, retina + 1(5) - - 2(5)

Values are the number of animals with findings.

Values in parentheses are the number of animals examined.

-: Blank.

Grade; +: slight change, ++: moderate change, +++; severe change.
**: Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 37 Histopathological findings of female rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test (SR06169)

Group 0 mg/kg 40 mg/kg 200 mg/kg 1000 mg/kg
Number of animals examined 12 12 12 12
Organ: Findings Grade
Lung: Mineralization, artery + 2(5) - - 1 (6)
Glandular stomach: Congestion + 0(5) 1(D) - 1(6)
Ulcer + 0(5) 0 (1) - 1(6)
Pancreas: Decrease, zymogen granule + 0 0 0 9 ] **
++ 0 0 0 [ 1 ]
Liver: Hypertrophy, hepatocyte, centrilobular + 0 0 0 10 ) **
++ 0 0 0 [ 1 ]
Single cell necrosis, hepatocyte + 0 0 0 1
Necrosis, focal + 0 0 0 5%
++ 0 0 0 [ 1 ]
Necrosis, massive + 0 0 0 1
Microgranuloma + 4 4 5 4 ) **
++ 0 0 0 [ 7 ]
Ccllular infiltration, inflammatory ccll + 0 0 0 1
Deposit, hemosiderin + 0 0 0 3
Fatty change, periportal + 3 1 0 2
Kidney: Regeneration, tubular epithelium + 0(5) - - 1 (6)
Cellular infiltration, inflammatory cell, interstitium + 0(5 - 1 (6)
Dilatation, tubule + 0(5) - - 1(6)
Uterine cervix: Retention, mucus + 0(5) - - 1(7)
Spleen: Deposit, hemosiderin + 11 12 10 [ 3 ] ok
++ 1 0 2 9
Increase, extramedullary hematopoiesis + 0 0 0 1
Thymus: Atrophy, cortex + 0 0 0 3
Eyeball: Atrophy, retina + 0(5) - - 2 (6)
++ 1(5) - - 2 (6)

Values are the number of animals with findings.

Values in parentheses are the number of animals examined.

-: Blank.

Grade; +: slight change, ++: moderate change.

*: Significantly different from the 0 mg/kg group at p=<0.05 (Mann-Whitney's U-test).
**: Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 38 Histopathological findings of male rats in 14-day recovery test following 42-day repeated oral dose with perfluorooctadecanoic acid
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06169)

Group 0 mg/kg 1000 mg/kg
Number of animals examined 5 5
Organ: Findings Grade
Lung: Aggregation, macrophage, alveolar + 1 0
Pancreas: Decrease, zymogen granule + 0 4 ] woE
++ 0 1
Liver: Hypertrophy, hepatocyte, centrilobular + 0 4 J **
++ 0 1
Necrosis, focal + 0 2
Microgranuloma + 2 2 ) *
++ 0 3 ]
Deposit, hemosiderin + 0 2
Altered hepatocellular foci, basophilic + 1 0
Heart: Myocardial degeneration, focal + 2 0
Kidney: Regeneration, tubular epithelium + 1 0
Epididymis: Spermatic granuloma + 0 1
Prostate: Cellular infiltration, inflammatory ccll + 0 1
Spleen: Deposit, hemosiderin ++ 5 5
Eyeball: Atrophy, retina + 3 1
++ 1 0

Values are the number of animals with findings.
Grade; +: slight change, ++: moderate change.
*: Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).

**: Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).



Table 39 Histopathological findings of female rats in 14-day recovery test following 42-day repeated oral dose with perfluorooctadecanoic acid
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06169)
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Group 0 mg/kg 1000 mg/kg
Number of animals examined 5 5
Organ: Findings Grade
Lung: Aggregation, macrophage, alveoli + 0 1
Mineralization, artery + 0 2
Pancreas: Decrease, zymogen granule + 0 1
++ 0 2
Liver: Hypertrophy, hepatocyte, centrilobular + 0 4%
Microgranuloma + 1 3
++ 0 1
Deposit, hemosiderin + 0 5%
Fatty change, periportal ++ 0 1
Kidney: Cellular infiltration, inflammatory cell, interstitium + 2 1
Cellular infiltration, inflammatory cell, renal pelvic mucosa + 0 1
Spleen: Deposit, hemosiderin ++ 5 5
Thymus: Atrophy, cortex + 0 1
Eyeball: Atrophy, retina + 1 1
Skin: Atrophy, hair follicle + - 2(2)

Values are the number of animals with findings.

Grade; +: slight change, ++: moderate change.

-: Blank.

S Significantly different from the 0 mg/kg group at p=0.05 (Fisher's exact probability test).

. Significantly different from the 0 mg/kg group at p=0.01 (Fisher's exact probability test).
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Table 40  Reproduction performance in parental rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test (SR06169)

Estrous cycle Copulation index Fertility Gestation Nursing
Normality Male Female index index Gestation index
Incidence Length Incidence Incidence Incidence Incidence length Incidence

Group (%) (days)’ (%) (%) (%) (%) (days)* (%)
0 mg/kg 11/12 4.06 12/12 12/12 12/12 12/12 224 12/12
1.7 0.21 (100) (100) (100) (100) 0.5 (100)
40 mg/kg 12/12 4.00 12/12 12/12 12/12 12/12 222 12/12
(100) 0.00 (100) (100) (100) (100) 0.4 (100)
200 mg/kg 12/12 4.03 12/12 12/12 12/12 12/12 22.2 12/12
(100) 0.09 (100) (100) (100) (100) 0.4 (100)

1000 mg/kg 11/12 4.12 10/12 12/12 11/12 9/10 22.1 9/9
017D 0.23 (83.3) (100) 91.7 (90.0) 0.3 (100)

Normal estrous cycle = (number of females with normal estrous cycle / number of females examined) x 100.

Copulation index = (number of animals with succcssful copulation / numbcr of animals mated) x 100.

Fertility index = (number of pregnant females / number of pairs with successful copulation) x 100.

Gestation index = (number of females with live pups / number of pregnant females) x 100.

Nursing index = (number of females nursing live pups on lactation day 4 / number of females with live pups delivery) x 100.
a: Values arc means and S.D.
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Table 41  Estrus cycle of female rats in 14-day recovery test following 42-day repeated oral dose with perfluorooctadecanoic acid
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06169)

Normality
Incidence Length
Group (%) (days)*
0 mg/kg 5/5 4.00
(100) 0.00
1000 mg/kg 5/5 4.20
(100) 0.24

Normal estrous cycle = (number of females with normal estrous cycle / number of females examined) x 100.

a: Values are means and S.D.
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Table 42 Pregnancy and litler data of rats dosed orally with perfluorooctadecanoic acid in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06169)

Number

of Number of Number of  Implanta- Lactation day 0 Lactation day 4
pregnant corpora  implanta- tion Delivery Number of pups delivered Sex ratio Live birth  Number of Sexratio  Viability
Group animals lutea  tionsites index (%) index (%) Total Male Female Alive Dead All pups Live pups index (%) live pups  Live pups index (%)

Pup data

0 mg/kg 12 Mean 16.6 16.4 99.072 94.628 15.5 8.1 7.4 15.5 0.0 0.524 0.524 100.000 15.4 0.523 99.444
S.D. 1.4 1.3 2.172 5.804 1.2 1.9 2.4 1.2 0.0 0.135 0.135 0.000 1.2 0.133 1.925
40 mg/kg 12 Mean 17.2 16.6 96.805 92.729 15.3 6.9 8.4 15.3 0.0 0.450 0.450 100.000 14.8 0.448 96.933
S.D. 1.8 1.7 5.465 8.234 1.6 1.6 1.6 1.6 0.0 0.092 0.092 0.000 1.5 0.094 4.950
200 mg/kg 12 Mean 15.3 15.0 98.433 95.391 14.3 6.3 8.0 14.3 0.0 0.438 0.438 100.000 13.8 0.438 96.073
S.D. 2.0 2.0 2.839 4.518 2.1 2.2 2.0 2.1 0.0 0.136 0.136 0.000 23 0.133 9.175
)] ] 9 ]
1000 mg/kg 10 Mean 14.0 ** 14.0 * 100.000 80.392 11.2 ++ 4.4 ** 6.8 10.0 ++ 1.2 0.410 0.392 84.162 10.6 ++ 0.410 94.814
S.D. 24 24 0.000 21.978 3.6 1.5 2.7 5.0 2.1 0.105 0.117 32.600 35 0.116 8.678

Implantation index = (number of implantation sites / number of corpora lutea) x 100.

Delivery index = (number of pups born / number of implantation sites) x 100.
Sex ratio on lactation day 0 = (number of male pups born / number of pups born) or (number of live male pups / number of live pups).
Sex ratio on lactation day 4 = number of live male pups / number of live pups.

Live birth index = (number of live pups on lactation day 0 / number of pups born) x 100.
Viability index on lactation day 4 = (number of live pups on lactation day 4 / number of live pups on lactation day 0) x 100.
Values in parentheses are the number of animals examined.

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).

++: Significantly different from the 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
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Table 43 General appearance of pups in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
perfluorooctadecanoic acid in rats (SR06169)

Male Female
Day of lactation Day of lactation
Group Findings 0 1 2 3 4 0 1 2 3 4
0 mg/kg Number of pups examined 97 97 97 96 96 89 89 89 89 89
No abnormal findings 97 97 96 96 96 89 89 89 89 89
Death or missing 0 0 1 0 0 0 0 0 0 0
40 mg/kg Number of pups examined 83 83 83 82 80 101 101 99 99 99
No abnormal findings 83 83 82 80 80 100 99 99 9% 98
Milk-band negative 0 0 0 0 0 l 0 0 0 0
Death or missing 0 0 l 2 0 0 2 0 0 1
200 mg/kg Number of pups examined 76 76 73 73 73 96 96 94 92 92
No abnormal findings 74 73 73 73 73 93 93 92 92 92
Epidermolysis bullosa 2 0 0 0 0 3 1 0 0 0
Death or missing 0 3 0 0 0 0 2 2 0 0
1000 mg/kg Number of pups cxamined 41 38 38 38 38 65 62 60 59 59
No abnormal findings 36 38 38 38 37 59 59 59 59 58
Milk-band negative 2 0 0 0 0 3 1 0 0 0
Decath or missing 3 0 0 0 1 3 2 1 0 1

Values are the number of pups with findings.
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Table 44 Body weight changes of pups in the combined repeated dose toxicily study with the reproduction/developmental toxicity
screening test of perfluorooctadecanoic acid in rats (SR06169)

Number Male Female
of Body weight (g) on lactation day Body weight (g) on lactation day
Group litters 0 1 4 0 1 4
0 mg/kg 12 Mean 7.03 7.72 11.08 6.63 7.26 10.50
S.D. 0.70 0.80 1.24 0.76 0.92 1.31
40 mg/kg 12 Mean 6.63 7.22 10.53 6.18 6.78 9.88
S.D. 0.57 0.65 0.99 0.48 0.62 1.06
200 mg/kg 12 Mean 6.66 7.32 10.73 6.38 6.94 10.12
S.D. 0.51 0.61 1.02 0.51 0.58 0.86
1000 mg/kg 9 Mean 5.39 ** 5.60 ** 7.96 ** 5.11 ** 5.34 ** 7.76 **
S.D. 0.87 0.86 1.19 0.86 0.84 1.17

**: Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).
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Gross findings of pups in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of perfluorooctadecanoic acid in rats

Table 45
(SR06169)
Male Female
Group O mgkg 40mg/kg 200 mg/kg 1000 mg/kg 0 mg/kg 40 mg/kg 200 mg/kg 1000 mg/kg
Findings of dead pups during lactation days 0-4
Number of pups examined 1 2 2 7 0 1 3 6
No abnormal findings 1 2 0 7 - 1 1 6
Organ: Findings
External: Epidermolysis bullosa 0 0 2 0 - 0 2 0
Findings of pups euthanized on lactation day 4
Number of pups examined 96 80 73 37 89 98 92 58
No abnormal findings 96 80 72 37 87 98 90 58
Organ: Findings
Kidney: Dilatation, renal pelvis 0 0 1 0 0 0 1 0
Liver: Yellowish white patch 0 0 0 0 2 0 1 0

Values are the number of pups with findings.
-: Blank.
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