4,4’-(1,1,1,3,3,3-Hexafluoropropane-2,2-diyl)diphenol
[CAS No. 1478-61-1]
Phenol, 4,4'-[2,2,2-trifluoro-1-(trifluoromethyl)ethylidene]bis-

Molecular formula: CsH;(F¢O, Molecular weight: 366.23
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ABSTRACT

The oral administration of 4,4’-(1,1,1,3,3,3-Hexafluoropropane-2,2-diyl) diphenol to
rats for a period of up to fifty-five days (including two weeks pre-mating, gestation and
early lactation period for females) at dose levels of up to 300 mg/kg/day resulted in

treatment-related changes at all dose levels.

For male animals, a ‘No Observed Adverse Effect Level’ (NOAEL) could not be
established because of the microscopic changes in the mammary gland at all treatment
levels, infertility at 300 mg/kg/day and reduced fertility at 100 and 30 mg/kg/day.

For female animals treated with 300 mg/kg/day, pregnancy was not achieved. For
parental females, a NOAEL for systemic toxicity was achieved at 30 mg/kg/day because
effects at 30 mg/kg/day were not considered to represent an adverse health effect for
systemic toxicity. A NOAEL was not achieved for reproductive toxicity because of
reduced pregnancy rates for parental females treated with 100 and 30 mg/kg/day

compared to parental females from the control group.

For F1 offspring, the ‘No Observed Effect Level’ (NOEL) and NOAEL was 100
mg/kg/day under these test conditions.



SUMMARIZED DATA FROM THE STUDY

Purity :99.69%
Test species/strain : Rat/ Sprague-Dawley Crl:CD (SD) IGS BR
Test method : OECD Test Guideline 422

Route : Oral (gavage)

Dosage : 0 (Vehicle), 30, 100, 300 mg/kg/day

(Satellite groups for recovery, 5 males and 5
females: 0, 300 mg/kg/day)

Number of animals  : Males, 12; Females, 12
Vehicle : Arachis oil BP

Administration period : 42 days for males
14 days before mating to day 4 of lactation
for females
42 days for the satellite groups for recovery
of males and females

Terminal kill : Day 43 for males
Day 5 of lactation for females
Day 57 for the satellite groups for recovery of
males and females

GLP :Yes

1. Repeated Dose and Reproductive/Developmental Toxicity 2

Test results:
<Repeat Dose Toxicity>

Clinical Observations. Clinical signs were generally confined to post-dose increased
salvation and staining around the mouth for animals treated with 300 mg/kg/day.
Behavioural Assessments. Weekly open field observations did not reveal any
treatment-related effects.

Functional Performance Tests. No treatment-related effects were evident for grip
strength or motor activity.

Sensory Reactivity Assessments. No treatment-related effects were detected in the
sensory reactivity parameters investigated.

Bodyweights. Reduced bodyweight gains were evident for males treated with



300 mg/kg/day when compared to controls throughout the treatment period. A slight
reduction in bodyweight gains were also evident during the first three weeks of
treatment for males treated with 100 mg/kg/day in comparison to controls.

A number of females treated with 300 mg/kg/day showed actual bodyweight losses
during the first week of treatment, and lower bodyweight gains were also evident for
females treated with 100 mg/kg/day during Week 1 compared to controls.

Food Consumption. A reduction in dietary intake and food efficiency was evident for
males treated with 300 and 100 mg/kg/day during the first two weeks of the study.
Reduced dietary intake was evident for females treated with 300 mg/kg/day during the
pre-mating phase of the study and females treated with 100 mg/kg/day also showed
reduced dietary intake in comparison to controls during Week 1. Reductions in dietary
intake were also observed for females treated with 100 and 30 mg/kg/day during
gestation.

Water Consumptions. Increases in water intake were evident for males treated at all
dose levels in comparison to controls, during the treatment period. Increases in water
intake were evident for females treated with 300 and 100 mg/kg/day during the pre-
mating phase of the study.

Haematology. Males treated with 300 mg/kg/day showed a reduction in haemoglobin,
erythrocyte and haematocrit counts when compared to controls.

Blood Chemistry. Males treated with 300 mg/kg/day showed slight reductions in blood
urea, albumin, albumin/globulin (A/G) ratio and cholesterol levels when compared to
controls during the treatment period. Reductions in albumin and cholesterol were also
evident for males treated with 100 mg/kg/day, and males treated with 30 mg/kg/day also
showed lower blood cholesterol levels when compared to controls. Alanine
aminotransferase (ALAT) levels were elevated for males treated with 300 and 100
mg/kg/day in comparison to controls. Similar effects were evident for females treated
with 300 and 100 mg/kg/day during the pre-mating blood chemical assessments,
although no significant effects were evident prior to termination on Day 4 post partum
for females with litters.

Urinalysis. No treatment-related effects were detected between control and treated
males in the urinalytical parameters investigated.

Necropsy: Treatment-related macroscopic findings for adult males consisted of small
seminal vesicles and small prostates observed at 300 mg/kg/day. Small testes and
epididymides were observed for one male treated with 100 mg/kg/day. Reduced

absolute and bodyweight-relative epididymis and testis weights were evident for males



treated with 300 mg/kg/day when compared to controls, together with increases in
adrenal and liver weights.

Histopathology.

MAMMARY GLAND: Tubuloalveolar differentiation of mammary tissue was seen
among males treated with at all dose levels.

OVARIES: Follicular cysts were seen in non-pregnant females treated with

300 mg/kg/day.

TESTES: Leydig cell atrophy was seen in males treated with 300 and 100 mg/kg/day.
SEMINAL VESICLES/COAGULATING GLAND: Reduced secretory content was
seen in males treated with 300 and 100 mg/kg/day when compared to controls.
PROSTATE: Reduced secretory content was seen in males treated with 300 and

100 mg/kg/day.

LIVER: Centrilobular hepatocyte enlargement was seen in males from all treatment
groups in comparison to controls. Females were also affected at 300 and 100 mg/kg/day.
KIDNEYS: A greater incidence of higher grades of severity of groups of basophilic

tubules and tubular dilatation were seen in males treated with 300 mg/kg/day.

For male animals, a ‘No Observed Adverse Effect Level’ (NOAEL) could not be
established because of the microscopic changes in the mammary gland at all treatment
levels, infertility at 300 mg/kg/day and reduced fertility at 100 and 30 mg/kg/day.

For female animals treated with 300 mg/kg/day, pregnancy was not achieved.

For parental females, a NOAEL for systemic toxicity was achieved at 30 mg/kg/day
because effects at 30 mg/kg/day were not considered to represent an adverse health

effect for systemic toxicity.
< Reproductive Developmental Toxicity>

Oestrus Cycle Assessments. One female treated with 300 mg/kg/day was recorded as
acyclic and also failed to mate. Another female treated with 300 mg/kg/day showed
extended oestrus.

Mating. No adverse effects were detected in mating performance between control and
treated groups.

Fertility. There were no pregnant females observed at 300 mg/kg/day. Three females
treated with 100 mg/kg/day mated but did not achieve pregnancy. One female treated
with 100 mg/kg/day showed evidence of mating and post-mortem examinations

revealed the presence of a corpus luteum and an implantation site, however, this female



did not produce a live litter. All females treated with 30 mg/kg/day showed positive
evidence of mating, although two females did not achieve pregnancy. One female
treated at this dose level did not deliver a live litter but showed two dead foetuses in
utero during the post-mortem procedure.

Gestation Length. No adverse effects were detected in the length of gestation between
treated and control females.

Offspring Litter Size and Viability. No significant effects were detected in litter sizes,
live birth and viability indices, or sex ratio. No significant differences in number of
corpora lutea or implantation sites, pre-implantation losses and post-implantation losses
were detected.

Offspring Growth and Development. No significant effects on litter weights, or mean
offspring bodyweights were evident for litters from treated animals when compared to
those from controls. No treatment-related effects were detected following surface
righting assessments.

Litter Observations. No clinically observable signs of toxicity were evident for

offspring from treated animals when compared to those from controls.

A NOAEL was not achieved for reproductive toxicity because of reduced pregnancy
rates for parental females treated with 100 and 30 mg/kg/day compared to parental

females from the control group.

For F1 offspring, the ‘No Observed Effect Level’ (NOEL) and NOAEL was 100
mg/kg/day under these test conditions.

1) The tests were performed by the Harlan Laboratories Limited. Shardlow Business
Park London Road, Shardlow Derbyshire DE72 2GD United Kingdom, Phone:+44-
1332-792896, Fax:+44-1332-799018
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Combined Repeated Dose and Reproductive/Developmental Toxicity Screening Test of
4,4'-(1,1,1,3,3,3-Hexafluoropropane-2,2-diyl)diphenol
by Oral Administration in Rats
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4,4-(1,1,1, 3,3, 3 ~F 7 A7 a0 -2 2-UA)V) VT = ) — VO KEB G FEIEAR A ENE
ZRRETT 572912, OECD BB A KT A 422 1225 %, REpA i L7z,
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7 v 1A ), 30, 100 L 300mgkg DHET, Crl:CD(SD)7 » b Ol (12 VL/EE) 12, HMETIX
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R U7Zehodz. RIBEORIO 1 L TIERREOIBEE R L, HRCTHEREERBEOTFEEZMERB LN, 20
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3. B{EA= (NOEL: No Observed Effect Level)
HEHEB BN IZ DT, 2 TOHEICBWT, #RMEORENZE D biiz7-®, NOEL IRk b7
Mo,

4. EEME (NOAEL: No Observed Adverse Effect Level)
HEBREMIZ OV T, 2 TOWBRYE R 5H CHROWEFINZEN A B, S 5IZ 300mg/kg #T
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T L AR L.
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%, WIRBIERF IO ko7,
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4. BELIURE (RESMH
1) — KRS
ETOEWIZONT, FH 1 HED REERT, 5% 30 7L, &b5%& 1K, 5 BRI —fik



BBl L. £, BRIZOWTI 1 Bz &EER, REGER, &5 1RHRRICBZEZT-2 (|
L, HEESRTIZH 2B 2 FR<). BEHEMMIZOWCIE, 1 H 2B ((HAL#EFRZ 1 H 1E) BT

2) 1TENMERERE

(1) B
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4) {EEEE
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6) ERERIRE

PR E B G & IR OMERESS 5 ITICOWT, &5 14 AR LU GHKTRE (K &5 42 1,
HHE 4 H) (TR FErE LMk Erma 2 320 Lz, BIEFOY T 74 FMEiconTid, 14 H
IO RHEHIRIRE T OFRET (5 56 H) IZMKFHIR L OME(EFERIMEZIT o7z, iRy 7L
1, BE 14 HISMUEFHNRD S, TG TRIDOLZERIC K DRI U2, JRIBEL, HBRMER 5L
RRFEDORESS 5 Iea AW TR GREEIZER LTz, £, FHEROREY T 74 FEIZoOWT 14 HH
O EEBIH ORI IR EZ E G L7z, RY 7L, 8a G — P IcsE L, BREK - R
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PLEEE Al & LT EDTA £720% 0.11mol/L @7 = ) U U A& 42 CEREL 72 mig 2 AW C, Mg
FHIMAZIT o7, RIMEKE, BMmERE, Mo, FRRMERERE (BLE, SEREE), LeaksE

(T A INETZREE), ~ b7 Uy ME, SFESRIMERID SR IS ]ORN R BRI 64 58 =

(LLE,  FHEAER) 1, Ac. T5 Diff analyzer (Beckman Coulter ) ZHWTHIEL, Yo b v
VIR (Quick —E:iE) B L ONEMALMALE S ha v R 7T AF U (A =050 1%, Option 4
coagulometer (Bio Mérieux ) ZHWTHIE L7z, AMERDIEIIAA 7V T KX AV Yt 2B L
7o MK BHAEAR ZBIEE U Calili L7z, MRARIMEREII A F L o 7 v —Gufa 2B U TR AR 2 8152 U CRklh
L7z.

(2) MRILFHRE

PUBERER & LTANY U F 7 LG AT 2 — 7RI LT il s & 15 72 i 2 Fi v C g b 529
MEEAT T2 TANRTGXUBET I ) N TV AT =2T—8, T7=2V7 /) b 7oA77 —8 (LLE,
IFCC ), 7/ HhVRA7 7 X —F (Bowers and McComb 75), #ER (Eal v MNE), TL7 I
(BCG k), A/G b GFHHELE), Zv=a—=2 (Trinder %), #E UL e (Jendrassik - Grof i),
alLA7u— (Allain b0 51E), R#FEE#H (GLDH %), 7 V7 F=r, Y~ (LLE, k),
AN L (BE7ZaLEE), TRV UL, B oL R (CLE, A A EmE) 1220 T, ILab 600
auto-analyser (ILAB %) %MW CTHIEL7-.
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JREZWEL, EITE RSt7 2 38) 2T, tEEZJE L. 72, Combur Test strips
(ILAB ) 2\, pH, &EHA, #, 7 MR, BV ve s, vrbl ) =7 B8 LM%, Clinitest
(Bayer Corporation Limited ) M\ T, BxEzHmaE L.

1) &g

HEEIZOWT, BIEROYT 74 MW EZRRE, &5 42 BOF RIS ML E X — LT R U A
OE RN B R G-I U CRR Lz, MEEMWIZ DWW T, otk 5 BIZ_y R eE X — L kU o
L OFRARPE B 502 12 i U TR L7z, 7eds, S tdsplinr L7g o 7o MBI DV Cig, 1R 26 H
DIBRIZ R Uiz, [BIEREOMEREY 7 2 1 NI, 14 AEEMBE T OB BIHKR L.
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8) "EEE

FIRRIFIC 2RF O BBIMEER G SWT, &I, M, Wi, O, HUIRER, BN, MORR, ATIE, RS
Bk, ORSE, 7, IIRoOEE GEMEE) 2WE L. £, FEEOHRIHMAEICE T2 H50R
(P HEE) ZHH L7z,

9) REHBFHERE

EEREDYT T4 FEMZERL, STIREE L 300mglkg REDMEREENY, IEIRMTRD IR DN T B,
WHIETEMICOWT, KR, KEE, BEEMR, R BIR, BZER, N, T ESEE, B, TEE,
KEhk (MEs), BB LOEH (BRES4ECRRER LIOWE), WM OUN, /MK, BE2E), I
&, OBE, B, M, 2, |8, BN, RN, B, BN, ALERRRR, BOW (B, ARER, EEE
(80, Wodtrhtds JOMBEED) , Migt, O, I (R ZE2ETe), <&, B, &%, B Mk, W
W EROIME, e (BRI, U 38 (S d KOG, FLEGMERR, M (B ) B IO
P IRIR S D IR B R A 21T o 72, £72, 300mg/kg DOZIGREICHEN L =72, 100mg/kg
22N Th, L OMRE OREMBFIREEZI T2, S5, Ik B A, &%, FEE $
R, DREL, KEEL, RSE LARB XK ORNZRICHEBRE R GICERNT 5 B2 6N 2bn@R@o bl &
2B, 30mgkg &IFEREOTMIZONT D, TiILH OB OFBEEMFIIMREZIT 7.

IRERIE Davidson /&, fiie L OYEE FIKIX Bouins iR, EOMOEE X, 10%H/L~ U o TEILEN
BE L. 20k, SWEEOVHL, 77 ¢ otk HUL T, KRB L ORRE LRI PAS
Z, ZTOMIFA~SY XY v AV UL N E U U TR B ERE AR 2 ERL L 72

5. BELLURE (LEFELESM)
(DR EIE
V774 MEZERS, ETOMEMMIC SV TRERTHEIC M B R RE 21T, MRS E8g L.

2) XREL

TT T4 MEERRL, MiEEY AR HAERENT 11X 1 OhE 14 BRRE SR, 7=V 94—
— FHDWEMOREICB T 2RO FE, BIEYORTFORELZRE L. BRYORBTOGFED D
WIFERROIFIEIC LY, RS GEE0 B) & Lz, REMER%, HIrtosr— IRl Bz
BUASLBEZR VRS, RBLASHR ST L7 MRS X OB 208 U RSB 2T 7= SRR &
N, REHIE OBIRED B AR £ TICRGE L2 BRI E 0B L O RER (RT3
ST #) X100) AFH L7,

3) BEiR & i

PEAR U7oMEZ DWW THE, TE S5 HPEERF IO, PRl 8:30, % 12:30 36 LUV 16:30 IZHIPED
HRABE L. (AL, HERBIURRBICBWTIE, FEi8:830 38 X OVF% 12:30 [T HPED A I 2 8122
L7z, HERDN D0 E CORERMN G, EIRMIM IR B HFER £ TO HE, ZhhE (R
RIRFEANLAT H) X100) 5 L OMES ((ERHEEWY R ZiteiE) X100) 25 L.
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4) BB EBERRE

G3iE LI COMEDIIRICOWT, BIRIFCEAREENE L. 72, FEOERR 8ISk LT,
IHHORERMN G, ARAIMERR {(CERE—ERIEL) /A0 X100}, HARBIEERSR {(GER
R HPERED) ERER)] X100} 3 LOERE [CGERESWmAE) X100) zHH L7,

5) RBMOHR - BE

(1) 8, HELU—RREOHE

S E (HE 0 BH) 2, HPERE (BEFREBIUOECIRE) BSIOMRZ/MRE L. 201%, otk
BOKBIZBIT DATFROKEBI O 4 BOMRZME L. 72, 588 (HEO0H) 7254 BETO
HEERO—IRIEEZ B L. ZhbOfRENS, AFR (ME 0 H) [(HE 0 HOAEMFRE HIERE
ORAELFIRER) X100), AfFE (HE 4 H) ((HE 4 HOAFRE WE 0 HOAEFRE) X100], HAE
T ((RHERE EFRER) x10015 L OEFRBEOMEL (%[ (o R EwERE) X100) 25
H L7,

(2) x&E
A 0B LU 4 HIZ, REWIREICHERERI ORER KOVEEW) 1 84720 OFREZ R L.

(3) FHERRFNRE
ETOEFRIZONT, HE 1 B FRIERARAEZIT 7.

(4) &

EFEREBMIZOWTIE, X2 bV EX = h Y O AODENEER S L - TRHx L. R
MPICET L8 b 5, 2 TORBMICHONT, 4FBLIOWIBEBZEZITV, WIRAR IR 2
LT

6. HEEHARAT

FHEFABINE 2 EARER OATIC L O RRGE LT, OB —MEORE D729 D Levene OIRE &M H
OE T —IehlE S BN (ANOVA) ZHW TR L7z, 2805 — M0 i85 121% Dunnet f#
EZMNTRT VA Xl atT o7z, BEFOT —Z 1250 T, Levene DESHIEDHIE Z A G
ORIl t-HREIC L VT L7-. Levene ORTEIZ TARELSEDRD bL-HE1Z, Kruskal-Wallis
ANOVA £ X O'Mann-Whitney D UREN S5 ) 3T A MY » 7 I HiEE W THEL/ T A —HF —
AT L7,

JRBEARRRE IR A Y,  PRRBE S BRI E RIS OV T, SR T LI B AR RO J7EE -V TiRT
L7z.
Lo x2BE 1 3TN EOBEZE & b 78 o T2 oo B,
2. Kruskal-Wallis ® ]/ /3T A MY w7 iRGE L A OB DT RO EIEL.



HR

. BERSLURE (RESEM
1) —iKEERZ

WERE OEIEIZERT 5 EEX N THNITERD b oTe.

300mg/kg REDMEENY) 1 PCA3iER 6 H IIRIEESL DO 7= O UNA R L7228, WEREORE RS, ik
PR EREIE DR EIC L 26 O T, HHRMEOREIZEELLRVWEDEE X bk,

—fBIRREBIZZHT R & L C, 300mg/kg BEDOMEREBIMICIW T, G E U T, YBRmE S EE,
5 1 Rl F TN FERD L, FHUTHE S 2 s L THBEEOBENRO bz, 72, RO 5
VL KO 1 PECIERE BE DR N, Ziun 300mg/kg FEDOMERETH B 7z —REEDZE LIZ D
WU, #BRE R G TR OEEBIR I L. o, 3856 85X U7 BIZEBW T, 300mg/kg
FEOMEENY) 1 LT, BAKFER & LA RGeS A OB TR bz, RBEO R OMEEMY) TR 7 A5
10 A ORICHAKIERS L OMEMARBD bz, £, RBEORIOMEN) 1 IET, FLF A50SS5
NRHLNTZ. T DOEITZNLERD b7,

100mg/kg FEDOMEMETIIZ IV T, #EH 3 O G EAITTIEDHMNGRD b, HEFEOHR/
KODOHENL LN, ZOHBMEET 300mgkg BECHE L TORn-7-. B TIE, #5% 1
FERICIB W TG, MIEDHEMNRED Hivz. £77, I kL, #RERBARK 28 U T 30mg/kg FEDOH
HEBIZ HED BTz,

R 6 FICUNAER L7z 300mg/kg BEDOME 1 PLIZRWT, M6, REIR, SOMET, &z Pk
KO E TR b,

2) ITEIREEERRE

(1) FM7aeEs

HBHEOA—T"2 7 4=V RTOBLRIZEWT, #YWERGICERT D B2 0N ETRED LN
IRtz

(2) HRemIRE
187 & AT BICHBRER G ICERT 5 L BN BTREO bR o7, BREOSTER A
(R E R GITER T % £ B X BN D EITRRD b le o T,

3) AE (Fig. 1~6)
HEE )

300mg/kg/REDIEEIZ 35T, FRERIIM 238 U C, SFIRRE & el U CRBAEBMEOE TR 5
niz. £, WG HIE R ORIE 300mg/ke/BEOMEIMMICIWT Y, BIEREEE i LT, #&
551, 2, 3BLOV6 BICHAEHEMEDIK T2/ L. [BI{E 300mg/kg/FEZH1T 5 Z O ki, [EIEH
e B2 R L, [BIERTRREE L 0 HRERINE N & <, BEMRKEICBS O QOLFEEENICHEE
2 ERAER L. ZOREHEMECKTICEY, RBRYME2ECC, REEAERENELIRMEEZ R L.
ZOZEIZEY, [EE 300mg/kg/FEIZ T HARE G, EIEXTREE L el U THR G- 15 A O IREZ R L7z,
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100mg/kg BEDOHEEMIZB N T, FE5ORAD 3 # M ,ﬁ%ﬁ&mﬁbfﬁﬁmiﬁmimﬁﬁﬁ
& T bz, 30mglkg BEOMEBOKEIZIE, FRWERSICEKRT S EE 2 5h 5 KR
Lotz
LY

300mg/kg HEDHEENY 1 VLICIBWT, #EBRWERGEH 1 BOMICBEREEORL (28g) NHbi,
FIFED 4 IEOHEEIZIB T LT REBEORBD VRO bz, TORERE LT, REOKRE 1O
LRGN, RIRREE L bl U CREGHEMICH BN F AR Lz, F£72, [E1E 300mg/kg/FEIZFU
Th, WHRWERGE 1 BORIOEREORD AR LI, #5 1 HOVEREMINEORFIICH
BERMRTZR L7z, 100mg/kg BEICIBWT S, #ERME G5 1 I FRIE &t L C, méwm%@ﬁ
T&R L7z, 100 3 X O 30mg/kg BEDMEENIZ I\ T, AENRIARM T ORI &I R E B 512

LB ZDLNDEITRD HAVIRN -T2, THEHIH O E TR &t L TR o 72,

728, 300mg/kg/ HBEZ THEIREMD SN 72 o 7o Z e D, Z OREOEENM) OAEIRHI S X O E #ik o
KEIZOWTOT —H TFHMBIZ W20 7.

4) EeEE (Fig. 7~9)
HEE)

300mg/kg #F DHEENIZ W T, PR E G5 1% LU0 2 IR R K OISR O T 238
biviz. FEEME N B OLETY OB IOV TIE, QRS TIIHE Led > 722y, Zo#ES, =
17 300mg/kg/HE DHEEW TIL, [FHEXTHRRE & i L THOF K T2 L TR b, ZOTIE
115 300mg/kg/fE DOHEEN) T, 7% OYERWE GBI P bilkise L TRl bivrz. [ ;iob\f,
M8 300mg/kg/FE DO HEEN DOE A B d L OMEERRIRIT, [FHEMHEISEO b,

100mg/kg #EOREEN) TIx, AZBLATHIRITIS, RFIGE & bl L TR B L O AR RO T 2580 5
nic., ZOMEROFEEOLRMIT, REHIRK TH#ICEEME 2R Lz, 30mg/kg HEOMEEN) O &
B LOEAZRICITEIGED b o Tz,

EEh )

300mg/kg FEDHEENIZ I\ T, HERME G55 1 12, *HRRE & i U TR EO A B RE I
biv7e. E7z, [Al{E 300mg/kg BEICIHWT, #EBRE G- 1 HI LUV 2 HICEE EB L UOMEHR
DK TR ALI, SHIZEEGH b HE ThOTNIUREZ R Lc. ZoZ&kE, BEHEBIRFIZBWT, [=
Mz R Lz, 100mg/kg FEOHEEIIZ IV T, #BRMEHRGH 1 BISHRIE S ik L <, BifE0 A E
RIRT2REO bz, ZOBRMERK T, MEGHTICLRO 6, RS 2l LU 3 BICHET
MICABEThH -7, 7d, ZOMEROWHEHIRH ORI L FRETH 7. 30mgkg #EO
HEENIZ 3N T, ACBLRITIFA] O RRE & b L ChO T2~ Lo, £72, RN TS,
KERHE & bhl U CHEEEOIR TAA LI, ERHIFHOE 2 BIZBW IR FNICAE CTh o7, HE
M IZB W T HEHEO DT RIETARD by,
72%, 300mg/kg/ H B THHREM I N NI o T2 2 LD, 2 OREOMEENY ORI 3 L O E I o
REICOWTOT —Z I AN 22 72,
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5) {EKE
HEE )

300mg/kg FEICIWNT, #BRWE G5 1 B3 KO 2 381, *THERE S ol U CRKEICHER BAN
RO BT, ZOEKED EAIE, ZEHIERE TR OB ER G ORED 2 BIZB N THRD bk,
[ 300mg/kg FHZBWTE, FEEOEAKED ERANFERGEH IR SN0, HelRiaE
PRER G 2 OB Th o7z, 723, ZOZAITEAE I PG 138 b/,

100mg/kg FEDOMEENIZ IV T S, RFHREE & bl U C, #BRE &R G55 1 B LU0 28 %mimﬁe
e bERAER L. REEEKTRICH, BAKEO EFIIAONTEN, HEHFRAEEZEL, RBRE 5
HThol-. £z, 30mgkg BEZIHWT, REFTER L OREZOHIRIC, XEREEE R LT, FREEOA
B BAKED ERAPEO L.

LY

300mg/kg HEDOMEEMIZI W T, PERWE G 135 JOH 2 BT, RMREE & bl U TROKBOKET
FHICHER EAPRBO T, @@3%m%@ﬁ IBWTH, HERMERL OO 3 I, X
ﬁk%@LTM#%%%@&%K%®L%$%%EM&._@Eki,ﬁﬁﬁﬁﬁ_ﬁﬁﬁﬂmwgh
7.

100mg/kg FEDOHEEMNIZ IV T, REERTHIFICEAKED AR A BN, BEH 1 HEO LA TR S
U CHGEHFPIIA R AR L., BRPPINAEZEITRD bR ohy, (RIS K OB SImICE
VNI RRE & bhl U CROKEIT DTN ER 2R LT

30mg/kg FEDOMEBENMIC I TIX, BAKEICKHT HEITFRD b eno T,

723, 300mg/kg/ H RS THHREM I N W oo T2 2 LD, Z OREOMEENY) ORI 3 X O E I o
KEIZOWTOT —H TFHBIZ W20 7.

6) ERERIZE

(1) m&FHIHEE (Table 1, 2)

ZECHTOHE 14 H OMAEIZIB T, 300mg/kg FEOHEEIM T, et FA BT 7208, <HIREE
EHEE L TAEZ m B BB LOURMERBIC O T REMEFRD Hiv/z. £, [RIBET, XFRRREE LS g
L CHBR AR MEREU SR HAAICAH B DT R IKED RS DTz, HIRpTo#RE 42 HOBREIZE W T,
3%m%gﬁ®ﬁ@%?pﬁ%ﬁk%@bfm%7mt/Eki@ﬁﬁﬁﬁﬁ%ﬂ?%ﬁﬁ%ﬁﬁﬁﬁ%
Do RBEICENT, FEHFIAREZEITRD O 720, LKL T~~~ 7 U v ME
HAREZ R Lz, [EHIRK TROBRAEIZBV T, 300mg/kg REOMEEMY T, FRMmEREIILEELZ R LZE
EFThHoTobOD, ZOMOIE OZALITIZEIEMENGRD bivlz. 7ok, BIHEWIFE TRROBREICE W
T, XTRREE L Bl L C, 300mgrkg REOLEENY T, FXIIRIMERAFE T K ONEE) AR M. Bk i (58 & O 7Y
WA ERESEDNRD b,

100 3 L U 30mg/kg BEDHEEMMIZ BBV TIX, B E G ISR T 2 MK FAIRAE ~ DO EITZE O &
Mo T,

—J7, MBI T, RERTRLOWE 4 HOREICKIT 22 TOWBRMER 58, 7o b N [EE B
DOREIZEBIT D 300mglkg #ET, <HBRRE L bl U TR &5 ZERET 2 ZITRD iR,
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300mg/kg B THHEEMI NS W2 o 12 2 LD, T OREOMEEIYMOWHE 4 H O MLiEFBE T — % 1157
W 2o T2, 7ok, #5514 BIZBWT, 100mg/kg BEOMEENY) C, *FRRRE & Hhls L CFE¥IRMER
MAFEEICHFFOICHEERIMEZ /R L2, o E<, AEMEERA LT, thomigs:
P EIZZEER R0 2T 2 &0 n, ZO/RRITMBHR b0 LEX BT,

(2) mi&kILFHEE (Table 3, 4)

RELHTO# G- 14 H ORAIZIB VT, 300me/kg BEOMEMERIY Tlk, *REEEHEL T, T4 7 I 02
AP FRICAH BERIRMEZ R Lz, 2RISR, #GEHPAIAEZET 300 mg/kg FEOHEEIYIZI W TDOHRT
HoT=n, AIG EOIE D Z N80 H 72, 100mglkg BEOMEREBEM)ICIH T, *HIREE L B L C
TNT I OERERHGI, FEFEOMEEIY TIE, XRBEE IR LT, DT Tidd 20356 ENICHE
72 AJG HE DIRAEANZRD BT,

RECHIREICB W T, Mt P AEEITMO AR TH 7228, 300mgkg BECT 7 =7 /) h TV A7
= 7 —EOEMERED b, X 5IZ, 300mg/kg FEOMEEIY TIE, RTEREEL HEEL T, b TiEdH D
DFFHFINCHA B RIRBEROREN A O, [FAHAEFEOMEY TIL, XHIREEE IR LT, #EHFmIC

B v — LVORMENRRBD LN, £, R TOWRYERGHEOMBERMIZIN T, STREE & g
LT, aLATa—/LOKMENRD Sz, MEW) CIrxiime /e &M e -7z

HIMRATOF G- 42 H OAEIZIBWT, 300mg/kg FEOMEENY Tid, *THEE S i LT, ARIATRA & [F
RORFBEFR O FNICA B RBEIRBO L. S5, AT, Bk LTTLr7 I
DAHERREN 2 51, 100melkg FEOHEEIMMIZIH N T, [AEOT VT 2 v OFERIKENRD bl
F72, 300 B LV 100mgrkg HEDOHEERIY) TIZ, *MBELLLERL T, a L AT 0 —/L O BRIKED AR
AR & [RARIZER D BTz, 300mg/kg BEQOHEEBMTIX, 77=0T7T I/ N7V A7 =27 —EOREMEHR
FOATIRA & [FERICA D, 2 O ki 100mg/kg FEO BN T L0 b vz, 30mglkg BEOMEEIIZIZ
HEITRD bR

HE 4 HOMEICE Z b IZEIM OBREICE T, £ TOWRYER SR CHREH A Z Rt
2T b7 o> 72, 300mglkg FEIZ CHEREMI N W 2o 72 2 D, Z OREO ML Fad T —

VRIS W e o 72

[EIE IR TREOREICB W T, &5 HIC 300mg/kg BETHALILIZELIZOWTIE, [RIEMENE
Doz, AL, [EiE 300mgkg FEOMEEIMICHBWT, MEIELHEL T, BV AE Y ObLT MK E
NHHH, AIG B X7 o —LOEERRD Sz, [[liE 300mgkg BEOMEENM) T, *HHRREL N,
7 = WO T RIEMENRFD b,

(3) RBRE
K HRATE & R B I G A LI LTS R, BRI E ISR T 5 £ B X 6N BT b a7,

1) Bz

WeBR B 5 RN T 2HBAT R E LC, &G TR 300mg/kg BEOEENMY) 4 PETHRFERS L O
BINZRRO /NI LTRSS Bz, 72, 100mg/kg REOHEENY) 1 VT TR HIS L ONER BRI Z i 2
RO B, 14 AR ORI TEOHMIZB W TS, [Bl1E 300mg/kg BEOHE 1 JE T L O
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B RO /IR LGRS BTz,

30mg/kg BEDIHR Lisho 1= e - MEHIC B\ C, BIBOIRGE X OMRE OMEFa L3580 Hi
7o, FTMFOFEBIC—ILTORTRKRENRO N2, ZOEYPITIRL TV Z &R I
7.

ER 6 HICHRAER L7- 300mg/kg BEDME 1 PTI2 W T, BIBOIEKRES L O AL, BE oML,
Il OBk, IBEH O T AN, MoKtk L OWPEO PSR EFRERARIRIR OIrRE DB A b, £
ToRERE AN LRI SRR Bz, WESEARAEICE T, B O R RIIH BRI B R B o st 503
KTHDLZENRBEINTZ END, HRYWEOBEMEIZLD O TIIRNWEZ X L.

EREPAMIERD S HIRAT AIZ W T, BRI DO TH DL LB bk,

8) "EEE (Table 5)
HEE)

B G- HIEHE TRFORAEIZIN T, 300mglkg FEOHEENY T, FEH RO E R ICHFHFIICH B MK
EARH S I, FMEERIC LM EMICAERIEMERS, dREL kL TEAZNRD LN, S5
RIFEIZFBWT, MR OME &R L O EEIRMEN 2 B, MxEEIZ OV T BREE & i L T
Mt FICHBERBILTH 7=, £72, 300mg/kg BEOEENY TIX, R Ofoxt EER L O EEICH
ERAHZBIL, FESEEICOWTIER R L B U CHEMFPRIICAEREN Th o7, 61T, [FREOMK
By <, JFIEARFE R IR L i U O E AR S E A R Lz, IR TREOMR A IV T, [BITE
300mg/kg BEDTEEIY T, BIB O EREIMMIRE L TEEAR Lz, £, Mgl KO o fE &
LR L R L CEIETH - 72,

HEBHIC DN TIE, ERROMICHBRE G RN T 5 E7I3Em R LB N L EEEOE(L
TR N o7, i, BEHEIRKE TREOBREIZB W T, [FIfE 300mgkg BEOMEEN) T, xHHHREL
Lol UC, BRI RS AICA B2 DT RKEEZ /R LS, RO BRI (I A D
WY, ORI EEICEE LRWITARTH L LB LN, £, FAERT, MO EEN
SIHRRE & e LT, MEHRICABEREMEZ R LA, JRERAMA TR 5 AT AR bR -
T2 enb, THITEREDOS %a%%ﬁf%@fiﬁm&%z%ht

100 3 X O 30mg/kg BEDOHEENIZ1E, ERLOZELITRD HReh o7z,

LY

WHE 5 HOMREIZIHWNT, HBRWEEGREOMEIC, XHIREE L ik LU Tt rIcm B2 21 bix
O BRIz,

100 3 X 0" 30mg/kg BEOMEEIIZ BT, DTN TIESH DD, ROMEFFIICAERZLNRBD i
72. 100 ¥ X O 30mg/kg BEOMEENY) T, Uigod sk B & Coxt FRRE & bbil U CHEGHFIIICH B 72 IR E 2358
Do, FFICBW TR, MO EEOSEIRD b, HEMBEMENH TR, HEFR
FALB N D DRRE TRO LNRDoT2Z Lnh, ZOOFT IR ERGORELIIZ 2 DN
Mmoo T,

300mg/kg BEDMEENIZ OV CUE, MEIRDSTRD B dr o272, HEROME EET — & X3
Wl 7ed, 14 HEOREHIEK TREOBRAIZI VT, 300mg/kg BEOMEENY) CxlIRRE & bl L
THREHEEICAREITRO biLerol.
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9) REHBFHRE (Table 6, 7)

IR B PRI AT, RO AT E B FRICH BRI ARG biT-.

LR © & TOMBPWEEGREOBEW BT, HLIROBERIIRRL2BO bz, Z o2& kix, 14 A
MO EIE B TREOREIZBWC, [ 300mg/kg FEO MR CTRIEMERTRD B o7,
300mg/kg FED 4 VCDIEAEMRMEEIIZ 35T, 7R LI O BETE AT O BTz, ZORTRIE, 14
A MW OEEHIFE TRFOMRAIZI W T, [BI11E 300mg/kg FEOMEENM) CILEEMEITFED S -7z
YHE : 300mg/kg HEDOIEATHRIEE Y CIIMEER SR S, IRfRSERn Y, [EIEIIFE TR O 300mg/kg
HIZBWTHRD L.
%%:%0%£Ulwm%gﬁ®m@% ZBWT, 747 4 v e BROZEMENED Hiviz. [BIE IR
TREORAEIZEBNT, ZOEE, 1 XZEEEEZR L.
FEEL - ARSERE R 3%%@qum%gﬁ@%@% BWT, 3HIREEE LB L T, I EDOHRD 23580
bio. ZoZkiX, 14 AR OEEHIFERE TRICEEMETZED bhikno 7.

AR © 300 35 KX Y 100mg/kg BEDIEEN)IZ I\ THWEDTRD A FEO btz 2024k, 14 HE O
IR IR TRFICEE IR b Tz,
TEBLOBICBWTE, EFHEAMCETAHANRD bNORT, BHICERTLIEEZEZ LN
HETTRITERD beno T,

F7o, LTOWMEICEGITERNT 2 LB 6NHZEDBO bk,
JIFN © & C OB B GREOEERMIZIN T, SFREE & el U C/NEEHLLER O TR O BE R 2358 8 &
7z, 300 3 KO 100mg/kg FEDOMEENMIZ IV T HREIEROELA O vz, ZOZ kX, 14 HEDE
IR TIRFIZIXEEMEA TR DTz,

g : 300mg/kg FEDIEEIWIC 35\ T, AFHEIEMEIR AN 36 J OURMIE OILIROFLE DR FED BT,
LWL s, ZOMOBGETITRD NNl Z Ok, BHE#ME TRHICEB W TEIEMEN
RO b,

7233, 300mg/ H BEOUIE R U7 MEBMWIC 3\ T BB G- Z2 R 3 2 B 2L S R S vz, fiE - CL
ZORCIIWHRME OFEICRRA L2 b O T RWEB X L.

2. BEBLUBRE (EERLESM)
1) HEHEA (Table 8)

300mg/kg FEDMEENIY) 2 PLIZIBWT, HEMORE SO bz, T70bH, 300mgkg FEDOME 1 LT
IRIEHIDHERE L, ZRRASEAL LRy > 7. 300mglkg FED B OMEEN I IMEJE W OIEE FEH bl Z D
HEBhIE, AZJRBIIRNE Lo MR L 72 o 72, 100 36 K Of 30mg/kg BEDOMEBEMIZ I\ TIE, ENTGR
LR T,

2) XEE (Table 8)

KTHRRE & YR P G RO R EL O AR IC 2 ITRB O DL - 72, 30mglkg BEIZR W T, £ TOXNT (X
ZRBRBRAETS 4 B UINICAS RS L T-. 100mg/kg%¥ TBWT, REBAEZFENTE 2o 1 X7 BLORRE
ARNED 1T ZBRE, 5D ORTONT IR 5 H LAINICAZ AL L2, 300mg/kg FEIZIBWT
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1%, 1 _XTIERRBRSL L7e o7, £72, 300mglkg BETlX, 2ALBALAL 14 BB LTZ 1 X7
EBRE, RV ORTONTIE, REBIEHE 6 AUNICRRMRANL Lz, 7ok, XIREED 1 <7 130 LA
14 BIZRZRIRANL LT, REROHERNTE o721 T &2RE, B OXBREOT 1L, REBHAHE 4
HEANIZAZ BN LTz

3) EiRE A% (Table 9)

SHRRHE & LB LT, HBRE B G REOMERIINC, B E R 5 X 2 BT bhino T
XTHERE RS K ORI B RE O BRI, mﬁ%ﬂ4af&ot7ﬁ@1mm%gﬁ®m@%1ET§%
FCORE B DR TE o2, MRMEAREH & oz

ZHRREDRARIZIE, HBRE &5®wﬂﬂﬁ%h,%mm&gﬁmm@%@1ﬁ%ﬁ%bﬁ#oﬁ
100mg/kg #EDOMEENY) TiX, 7 VEDUEHR L, B 3 P TIIARRBARN. L= D3MER Le v~ 72, £72, 100mg/kg
FEDFED O 1 IETIIRRBOIBEEZ R L, IR CHIRE ERIBEOFIEZ MR LTS, 2 OB AR
EHE Lol ZOEBMORBEFIBREICBW T, TEICEEOEE > TV, 30mgkg AT
I, & TOMEMW) CRJBEANL LT2Ds, 2B IR LR o7z, F7z, Ao 1L TIHAGFREZHEL R0 -
7203, SRRIRFIC T E NI 2 IEOR TR 2Rl Lz, XTHRBETIE, KRS L7z 11 PES TR L 7=,

4) IFIRFASEEFRES (Table 9)
100mg/kg LA N OREO EREL, & RIEEE L ORI FNA B EZITA LT, BRYE R 51
ERT D EEZEZONAEIIRD o7,

) REMIDEHE - RE (Table 9)

(1) ER#%, £7E MHEEELU—ARIKE

100mg/kg LA FOREOHENEL, AR (HE 0B L4 H) BLOVELICHFHFIOAEETA LN
Mol o, —ROREBICHEBRMEICER T 5 Z X 0N BFITRO 6N T

(2) x&E
100mg/kg LA N OREOREMY (18) ik L OEEWE ORE LREINEIS, FMEHFIHAEERARALN
T, PERMER G ORE L EZ DN DEITRD o7z,

Q) FHERKSHRE
100mg/kg L FOREZEB W T, MEFRABEEITIA LN T, WHRWERGDREB L E 2 L D EEER
bRy ARSI oY

6) El#&
100mg/kg UL FOREOETEB L OVEHEE (HE 5 H) SNHEROWTHICBWTY, RS
HOEBLEZEZ SNDERITRD behoiz
EZE
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1. RESH

—MRABIZIN T, 300mg/kg FEOHE 2 BT, #ERYE R G- OFE 1 HORKZIT, BAKERS X ONLM 4
JHEREAHEOENRBD LT, L, ZOBLIZZO%RBD Lo To. LN OETOWERY
BB EREOMEREBI I C T2 ST —WIRIEFT L & U CIE, TICHBRE iR RE OB 54412 DT R EE D
B L OO EABEOBENTH Y, X517, 300mg/kg # TIL EFLOIER & & IR ERFENEO b7,
:m%mﬁﬁﬁ%%%g®&5@%7%’%ﬁémk INBIE, —ITIE, EBRME O RNRRRE H
DT TR O E ARk 0 E LT i<%%hé ZOZ X, HERWERGHICEN
T, xPRREE & bl Ui G-I ﬁmi#%mbt_kﬁ%%%ﬁigné I BT, HEWERS
BECIX, SHHRRE & il U CREIMEOK T LOMEREORMAD N A b, F7-EiH &R LOEEED
KrFbROONT. £, BEHEBIRIZEBWTIE, [IE 300mg/kg #f TR L ORI OZE/ICE
B BTz,

MIFAEFEIRRA T, 300mg/kg BEDOEEIMICHNT, MF7 L7, AIGHBIRa L AT 0—/L
DIRMENFRD Hivz. —7F, 300mg/kg BEDOMEENMMNIC I\ T, ZRBLETO MR DR, TLr7 I,
AG LB X O a2 L AT o — L OBRENFES D, #EEBRWE R 54 bz ik b2 i
[EIE BRI TREICEIEMEZ R LT, $£72, 100mg/kg FEOMEEERIMIZBNT, 7AT7IvBlRaLzxs

7 — /L DIRE R H 7=, 30mglkg BEO MR T, #Bk 14 B2 L AT 0 — LOKENZED ST,
EHHIRRATOME T Z OZ(KITEO b 7=, MREFEHREICB VT, 300mg/kg DOMERER L O
100mg/kg BEOMEENY T, 77 =TI/ 7L A7 =27 —BOEENREO LNZ. £72, 300mgkg #f
DHEEIZENT, FEEOBMENALI, X5, 2 TOERLEHEROBEEY), 300 35 XU 100mg/kg
FEOMEBMIC I T, SRR L el LT, HFIROBERZAIRMRAT I X 0 AT/ NEE T ER O R O IR K 2558
DTz LavL, 14 HREOEEMIFE TRFOBRAE T, 300mg/kg ORIERECREEMEZ R Lz, —&

, RO ERKIZAERED OG- ORIZT > B OIFIRCTHA LN O TH Y, BETHRIED D
wiﬁﬁmﬁﬁﬂﬁgm&#ot_&ﬁ% HIRREETOMEIS S EZ 2 bz, 27 a Y —AFEED
e EEOHEIN MR ORFFHIEIE IR S 5 (Armacher © 1998). 7=, ElgiZHE AT A
HAHI, TRDL, FHEEMERE & REILRORE ORGSO b7z, B8 300mglkg D
KB TIX, ZoZiEEEEE R L.

NI Z B W THA LTSS - & HBERZRIE, FHGEICBW TR L. T772bb, SWEHEEIC

DUWTIE, 300mg/kg HECTHRIMRE S L U C, FE BIK L R EENMREZ R Lz, HIHTIE, 300mg/kg
BFEOIEEEHEB I3\ T, K558 & BN IR/ NUESFE® D7z, 300mg/kg BEOREE O 1 PEIZH T,
14 HEOREHIEE TREORA T, KRB L ORR RO/ NMUERRRD b7z, WHESARE T, 300
B LN 100mg/kg FEOLEEN T, HBEOHWEDREADPRBO b, £, FMNEREOHEY T, Az
HROD W B DD 3T BT Ay, EHE IS TREORAIZIHB VT, [ 300mg/kg REOLEEY) Tl

ZOFTRICEHEMITRD ben o7, I 5IC, HEEYO 300mg/kg #ETIE, 1IEEFRWTEOfMAT
DB, KR T AT 4 v EMIROZENE OME OREIIEDR) 233 ®5mt 14 A ORIEH
B TIRFOMA TIE, [FIEAE 300mg/kg FEO B TIE, 1IL2FRE, HEEREO DI, F-,

100mg/kg FEOFZBNTH T A T « » EMIAOZEMEIFRD iz, 7235, 30mgkg BEOMEENMIZE
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VT, RER, R ORISR E O 5 ICRK T 5 LB 2 b D E{RITERO il h o 7.

300mg/kg FEDHEEN) TIL, DT NRMIEFHIRZLDRZE O bivic. T7kbbh, gRyE 5 WIRIC
W, ~EZrberE, RiERE, ~~ 27Uy MES X OWERRMERELOREGR D Hiv7z. if:,
[B118 300mg/kg FEDHMEENIZ BT, BHEHIMKE TRICIZIZEIEESFRD vz, S 512, [Al1E 300mg/kg
BB BT, BIROMMEENEMEZ /R Lz, HEFIREICS VT, BRI RIER
LN oTeb DD, BT L bR ER G ORBEO RN A YR T 2 Z L IxTERD -T2,

2. AERLEEM

300mg/kg FEDOHEENY) 1 PCTIRIEWIAHERE L, ZKRANL L7Zero 7z, £72, 300mg/kg #ED R D
) 1 ICTIE, MEWOLERENRO bz, ZOEMIE, REMSLIZ LIS DOIEIRIZ L7227,
HFHEHVW}E 0 OHEELNY) 9 ICIZOWTIE, KRBT L OOMIR L -7, &5, 100mgkg
FEOMEENY) 8 ICIIAZ BN 2R LTS, iR UL7pdno 7=, 7ods, RIFEREOME 1 IE T, BEBIW
ERIENH DN NAETFEIREHE Lieh oz, ZOBPIZOWTREFENRAELZ LT-L 25, TEIC
BWDORBDRD N2 &b, FENREETHE ORI R~ SN2, 30mg/kg BEOMEENY) 2 T
AR, S BICEHEROME 1 ITITAERE LR o722 ERbIIED, HIORER, Tk
BRRBDOENTZZ &b, FEAREETHOBRINA RE SN, 2 300mg/kg FED MRS
éiﬁiﬁlﬁcl:()“él VE D FEAEAREN ) DR 72 FLIRAL AR D Bl TRk, - [R) FH &=HE COREEM DL DO 2L, 72

IR L O EREOHEEMW) (B TREEN D DT 2 &1, B FICEHEERZETH
5 EFZ BT AREBRORE R O ITHEERYE OBt BT W] 52 TIX RS, MEREENY) O A5
WECROONIFT NG, #RWEIT= A b Z RMEREZ AT 52 L% bs.

T 5 L&, ZIRERIC OV T, 300 8 L0 100mg/kg FEOEMIZ BT, BFEREERRD b,
300mg/kg i TILE o 72 <AEERET, 100 36 L0 30mg A CTITALIRE A D7 E WS FERTH o 7.

100 3 L Uf 30mg/kg BEOEN A HPE LT IREMIZ DWW T, xPHREE & bhig U TR E IR T 5
LEZEZONDHEITBO LN oT-. Tbb, W ERGHEOHEREL LOEY (8 &
DEREITKEE L 2T 6T, 2o oRGEHEIZBWTIREMW OFE PR E 5 (RN
LB b o Tz,

w%¢ 74,4-(1,1,1,8,3, 3~FH 7L FA 0T 002204V T = ) —NE, EAT =) —)L

DFHFEARTHD. EAT =/ —/VAF & L THONDIAERMEOLFN T e 7 7 AL LT, BEA
7 x /) —)V AF OFPEB T OFER (EX 7=/ — Vv AZET) 1L, = A habZ AFEEe TR
a7 AEFIEOW T OERZ A LT 5 Z LA STV %  (The National Toxicology Program
2008) . Z LB LC, Hashimoto & (2001) I X Kitamura & (2005) 1%, Z O¥E N in vitro
T A M Z U RkEM%Z, invivo THOWNSE/FERZRLIZZ E2HEL TV 5.

KB THOWONTWBRME L AT = /) =V ADIERBEE L TWS Z LI THY, BR
7 x /=)L AlXinvivo, invitro DT TEH T T 7 F U MELEZFIERITZERRINTND
(Steinmetz © 1997).

AT x ) —v A O HREGERBRIZB VT, 500mg/kg/ H D& CTHEEE OB B L OBER O
WA RH B, ZOBBT=HRT R TTEBNTRO SN TN D (Tyl et al 2002), JBRALRR A A
TiE, AEREITHER I N o T-, ZDOiERIX Sprague —Dawley 7 v k& AW TREER GRMT

17



TITbNIEbDTH DA, ARBRIZI W TIE 300me/keg/ H T 1 | bIEIRAFED bhviedoleZ & L
B & ARBROWHEMEITEMBE T LTEAT =/ =LA LD BUVEEZH LTS 2 &
DPIRR ST,

3. #E{EFHEZ (NOEL: No Observed Effect Level)
HEMEREREMIZ OV T, 2 TOREIZBWT, #HHRWE ORENRD bhvic/od, NOEL 13k b
VAWAY IRV ol

4. #EEME (NOAEL: No Observed Adverse Effect Level)

HEREMIZ DWW TIE, 2 COWBRWE &R G CHLIRORELFZE(LR A B, S HIZ 300mgkg #T
B 2R S D 2 ENTET, 100 B L 30mg/kg #ET, FBREOE TN RBREINZZ &b,
NOAEL iZ3Rk® bz o 7z,

MEREMIZ DV TIE, 300mglkg DGR TR b e o7, 30mglkg IZBWT, &2HHES
R EERIERPRBD bieholclo, &5 %MD NOAEL X 30mg/kg &I L7z, F/, xHRE
E LG LT, 100 38 XY 30mglkg # T, MIRBOERTARBD LN &2 b, ERMFBAERFMEIZONT
®D NOAEL |3k b7z b7z,

HZE IR W TIE, ARRBRSEA: T Tid NOEL 3 X UV NOAEL 13X 100mg/kg & kT L7=.

HHE S
TERRHE Y
N—F TR T MY — Rt
T141-0021
BB ) 1K _EKIR 2-15-19
AIOS HBIRAT905
Tel 03-5791-3771 Fax 03-5791-3771
EUES GG
Harlan Laboratories Ltd.
Shardlow Business Park
Shardlow
Derbyshire
DE72 2GD UK
Tel +44-1332-792896
Fax +44-1332-799018
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Correspondence

Harlan Laboratories Co., Ltd.
ATIOS Meguro-Ekimae 905

2-15-19 Kamiosaki, Shinagawa
Tokyo 141-0021 Japan

Tel 03-5791-3771 Fax 03-5791-3771

19



1581 Suluesios A101X0]

1UEU.Jd0|3ﬂ3pr.f'3ﬂ!1ﬂﬂp0.4d3.4 pUE 8s0p jeadad pauiquwod ayl ul 70MN3dHdIA .:—LJ\]{"]—Z'Z

~INVAOHdOEONTAVXIH-E'C'C L' L L)~ b'p YUM Aj[elo pajessy sied ojew Jo ysiem Apog °| 514

jJuswiadxa Jo sAe(]

&

fid

9%

by

0s

LS

Body weight (g)

o E g 2 5

005

oog

A m————

lllllllllllllllllllllllllllllllllllllllllllllllllllllllll *

2 9 W o= WS
2 3 ¥ 2 w9

oW
'EI':_{‘«L'-‘
A =
=
=19
i =]
o
c
g=

=)
]
3
3
=
=
! ]
1]
2
=
=)

gggg

(Aep 3y /Ew
(Aep/3y/

{ A

| e

i

i

20

b
if! T.I.T.i.T. L T.I.T.i.T. 1= T.I.T.i.T. i‘l T.I.T.i.T. 1= IIM




(dnoJg uonensiuiupy) 3583 Suluasios A}oIx0}

juswdo|anap /eAnonpoidal pue esop jeadad psuiqod ay3 ul JONIHJIA (AIA-2'2

~INVJOHdOYON T4V XIH-E'E'E' L L 1), ¥'# UM Ajledo pajessy sjed ajewsy o Jydiam Apog g 314

juswiedxe jo sAe(

Aunew auoyag

uolyEysan

LIoI3E30E

|uz

i

(sheq) |

"-.

oREASLILIPY

poLed L

Body weight (g)

- = (=) r s L F
wn L L wn
|
------------------------------------

osk

/HM//X/ i //2/
}!/W%M%%:

o f-/él} ﬁ/f)%' By
) ’W y )JIJJ I

R R IS

ﬁ%llj ) /IIIII:;;

) )U ) UJ oy )[j;.'-:
|

i1'g 0 rlfu,g
T'.?.. A e
3233 8823
b= P 1] aam%,
2rz2 t:¢¢&
L= —= o
53 = S F £
3 £f=
@
=
g
2

21

U000 ) e




Body weight (g)

350

300

250

200
W recovery[Omg/kg/day)

' recovery(300mg/ kg day)

150

100

50

Administration period
g 15 22 29 36 43 50 57 (Days)

A

Days of experiment

Fig 3. Body weight of female rats treated orally with 4.4" —(1,1,1,3,3.3-HEXAFLUOROPROPANE-
2.2-DIYL) DIPHENOL in the combined repeat dose and reproductive/development
toxicity screening test (recovery group)
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Body weight gain (g)
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e

Significantly different from

control group
*. P<0.05
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Fig 5. Body weight gain of female rats treated orally with 4,4’ —(1.1,1,3,3,3-HEXAFLUOROPROPANE-

2,2-DIYL) DIPHENOL in the combined repeat dose and reproductive/development
toxicity screening test (administration group)
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Fig 6. Body weight gain of female rats treated orally with 4,4’ =(1,1,1,3,3,3-HEXAFLUOROPROPANE-
2,2-DIYL) DIPHENOL in the combined repeat dose and reproductive/development
toxicity screening test (recovery group)
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Fig.7 Food consumption of male rats treated orally with 4,4" —(1,1,1,3,3,3-HEXAFLUOROPROPANE-

2,2-DIYL) DIPHENOL in the combined repeat dose and reproductive/development

toxicity screening test
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25

M recovery| Ome/kg'd ay)
o recovery| 300me/kg/day)

Food consumption(g)

1-8 B-15 15-22 22-29 29-36 36-43 43-50 50-57 (Days)
Days of experiment

Fig.9 Food consumption of female rats treated orally with 4,4"—(1,1,1,3,3,3-HEXAFLUOROPROPANE-
2,2-DIYL) DIPHENOL in the combined repeat dose and reproductive/development
toxicity screening test (administration group)
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Table 1 Haratology of make mts treated crally with 4.4-(1,1.5,3,3,3-HEXAFLUCROPROPANE-2.2-DIYL)
in the combined repsated dose and reproductive/developmental toxicity scresming test

Dy 14 Moo
Do (o kg) 0 ] 00 300
o, of axizmls examaine 3 3 3
REC (-10""L) B30 =z 02l B.DB 037 BO3 =013 T893 049
Hapsegloben {z'dl.} L&Y =08 18]l +03 163 +03 159 400
Elapeoncrit (B4} 465 + 08 433 21 441 +12 458 +25
BICV (HL) M2 M2 Tl B0 2
BCH (pg) W11 20 08 202+03 0+a3
BCEC (') 35908 3611 33 +04 32702
Phataler («<10%L) R1x138 BIE3I7 W3R TEE 123
CT {ssc) 9302 94 £03 SEE0S 94202
APTT (zac) 4+ 07 132 +24 155+ 08 H¥Izll
WEC (~10"L) 123+ 15 182 + 14 124 +38 li5+32
Diffeesntial (=131
Mautrophi® 129+ Q40 083 + O3k 136 +205 22T +110
Epsincphit 008 =013 009 009 0403 + 008 002 =008
Barsophil 000 + 000 G00 + Q00 000 + 000 000 + 000
Monocrts 000 = 000 GO0 + 000 003 =006 000 + 000
Lympbooss 97 23 918 18 W5 3142 937 +230
Dy 42 Non-Reccwery Doy 35 Recovery
Do (msfks) e S RS RS s i 0
Mo, of nzeomly coxorrrimy 3 3 3 | 3 3
EBC (=100%1) BED =020 BETE oM B45 =020 SO0+ 034 ETn +036 823 +039
Elamegloten (g/dl} 166 = 04 162 '+03 161 + 06 15+ 106 153 £ 08 132 + Db
Elapsanarit (V4] 4T3 2 089 49 £ 07 H2 +14 459+ 28 453 + 11 HE + X2
MOV (L) B+l 33 +1 Hxl 350 +2 n+2 i+l
MCH (pg) 187+ 08 185 +03 HE v 1E7x02 173 +03. 185 L 04
BICHC (g Mo 08 M4y +0s8 H:+04 338 +00 337+ 03 338 + 04
Flalet (<1071 ME £ T3 T LT3 15 + 80 7 BrL1 [RER
CT ) 119+33 105 12 108 + 08 D+02 92 +04
APTT (zec) 15333 47 +2 1558 £ 04 151+ 03 153 £ 05
WBC (=10°L HE=+4 82412 113 +38 n7T+1e 09+ 34
Diffesmtial (<131
Meumophil 102 038 BB £032 145 £1.80 12508 160 £0Q43 123 04
Encinophil 016 = 009 003 007 007 010 008 =005 008 0D 003 04
Basophs &0 =080 G.00 £ 000 000 +0.00 000 =000 00 =000 000 = 000
Monocyts 000 = 000 000 =000 000 =000 000 =0.00 Q02 =405 000 =000
Lymphocy®s 2b6 =376 B33 =11 977 £104 682 L4 M 1@ 064 231
Tt ropresant mear= 50
* Siguhromity difent from comml grop 003
** Significenty difame? from comtrol groop p=R01
ey i v difarsnt fmm conrol group 0001
@$=p=4
B=n=3
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Tabls I Heamatology of famals s meated cmlly with 4.4-(1,1.1.3,3, 3-HEXAFLUOROPROPANE-1.2-DIYL)
in the corshined repeated diose and mproductive ' developoental toxicity scressning rest

D=y 14 Neo-Recowmoy

Dote (s o 30 w0 ¥o
o, of emimmils ez 5 5 5 3
EBC (=101 7RO £0I8  TER 0 IR 0B T =04
Hemoglobin{gdly 157 =07 154 =08 151 £03 145 208
o (4] $£E5£13 £ =18 £5£11 414222
MOV (L) 560 =1 b7 B[O x2 b
MCH 5 Wi =04 301 =08 I8+ +0F IBE =0F
MCHC {mdl) 3SE =07 3P =06 WA £03 351 =43
Phislet {~10°L] I8 £ 1M T =147 7 E T &L
CT {wc) B7 =03 81 =03 g0 02 BE 02
APTT (mec) 146 =13 154 =14 3B +£18 149 10
WBC (=10°L) E5+1 6514 W+ 4 TE+14
Difhceatial (=301
eutrophi 095 =D& 0Ol =051 A7 £036 L& <1
Eocinophil 03 =012 002 =04 006 008 003 =0
Basoghil 000 =000 000 =000 000 000 000 =00
Monccyts 000 =000 OO0 =000 082 £00% 000 =000
Lyzphocys 778 =300 38T =16l BIB £38% E13 =112
Dy 4 Post Pt Meo-Recovary Dy 5€ Becovary
Diosa (mgks) O . 0 300
Mo, of sl e 3 5 5 5 5 3
REC (=100 £91 =043 GA2 =021 AT 08T = ESE £035 B3 =038
Haoglolin{gdly 133 =06 127 =06 124 =03 = 157 2683 155 =03
oo (¥4 |E =17 W4 +13 WO 13 - 459 +10 254 =11
MOV LY A0 MO0 =40 0 £30 + 30 £20 550 =10
MCE el 194 =05 19.1 =12 180 =11 == 184 =68 187 =04
MCEIC {mdL) 33T 03 BZE =06 33 =03 = 33 +02 M1 =0F
Phtalet {=10°L) W =106 145 =118 I35 2137 + ™ =% BE2 =145
CT {wac) 51 =04 51 =05 51 +07 == BE =03 £5 =03
APTT () 127w =18 HA+11 1428 =18 = H¥iz1l 14 =09
WEC {=10°L} 50 =38 T3 20 121 £3% + T 13 73 =07
Chffecemiial  {~30FL)
Houtmophil 121 £183  11B =144 307 £395% = 048 +015 057 =023
Bosinophil 004 =005 002 =04 A0 0o + 005 £003 0 =008
Bascphil 000 =000 000 =000 000 =0 == 000 =000 000 =000
Moneyis 000 =000 000 =000 Q00 =000 % 00T £003 002 =00
Lyzplocyis 674 £200 3B =186 905 300 + 58 11 65 =061
Data repewsant meeee=E00

* Eignifirarshy Siffomnt from ceptre] grows p=0.0F
* Sipmificanthy diffmedt freen comtrol group p=0.01
¢ Sl ficntly difarent fmee confrol group pe{L001

#=n=3



Tabla 3 Binchemiviry of neale raty troated orally with 4.4'-(1 11,3, 3 3-HENAFLUCROPROPANE-2,2-DIVL)
in the combined repeated dosw and reprodactive’'derelopmental toxicity soeaning bast

Cay 14 Non-Recrmay

Do {mkg) 5] T 100 300
N of antrmls exeemme 5 3 3 3
Tl protain (/dL) TOE= 034 713 04 84 =028 &TT 029
AToomin (g/dL) JE=0l JE+al g VR J4* 0l
A mbe 118 =004 IiX +013 L17 =01z L4 + 00
Bianibin {pegidl} L6 = e 232x01 12=Rll QL6 £ 004
lacowe (zog/dl) 180+ 14 1M+ I 153 =% 162+ 13
Cholessarcl (me'dL) b o5t £ 16 i MLk
ASAT (TUL} B3 T+ BLE 8525
ALAT (TIRL) Hil BELH o 81113
AP LY 373z 6B 6+ 8 451 = 85 5611
Ul {moz'dlL) x4 33+3 343 Lo L
Creatining {mg'dl) 053 =005 085 + 007 Sl =02 05 +£007
Nt (mmelL) HE=3 149 +2 148 +1 149+ 1
E+ {[paot'L) 414 2037 445 040 471 =083 £57 taly
Cl {emmod T lex =2 103 +3 s =3 4 +1
Cat (zomol L) 266 =000 g 2016 133 =037 182 =009
P {memoel L) 24 £ 0¥ X7 +03 10 =03 $l +032
Day42 Non-Racowmay Day 55 Roommry
Diows (mekg) —n Eli] 1 R ] B0
N of amirmls sxarima 5 3 3 3 3 3
Teal protain ('d) 85T =02 543 £034 £34=2 053 542 037 71 036 603 =018
Ao (gfdl) 3502 1fzx01 EELE N 33w 01 35 £0x 38 =01
AGmto 111 =018 LIT £01l 114 2317 1oe 05 085 006 107004
Binbin {peg'dl) e =003 iLie + 009 Qly =007 0.06 +£002 011 +002  [oddd - 00
Flocoss (zog/dl) 47 £14 159 £ 11 40 = 14 153 £8 I3 £15 I61 = 16
Cholestarol {mg'dL) Tl =4 62+ Lk Fr 1l 500 + 11 81 =16
ASAT{TUL} nE L g = 1 & 3 -3 5 = 1]
ALAT (UL 45 4 M +4 Tl B Ll 46 +5 i =17
AP IILY o g BT & n] 247 5y 47 B 3% M za
Threa {zog'dl) X x5 -x2 Fo ¥ Ll T =6 23§
Creatming {mg'dl} 038 = DOk 058 004 056 = 004 081 + 007 07 +004 A7 2012
Mt {mmal 7.} 15 +3 150+ 150 21 156 +1 152:+1 153 £1
E+ {prod L) 43 0= 4321 +031 446 = 023 406 +£030 456 +038 448 067
Cl (el Ty oy =2 103 £2 105 =12 I 1 I £1 ezl
Cart (el T} i XK 228 + 035 120 =015 L% + 012 1B +008  ZAL +008
P (mmmel T} 15 = {2 i t03 Er+o3 L7 a4 i +03 18 =0l
Dt reprssan mean=500

¢ Emificanrly Effarant from contnol gooap pA0U05
*4 Sigoificantty difforent from comtsnl group p=0.01
44 Bignifirawhy difforant from comtno] gromp po0.001



Table 4 Biochapisary of femzlo mi toxted orally with £,4'<(1,1,1,3,3 3-HEXAFLUOROPROPANE-2 3-DTY 1)
in the comtined repeated doss and meprodectve/'derslopmental toaddty screening test

Day 4 Moo-Recovery

Doss (zosks) o i 10 g
He. of el axming | b 3 3 i
Totd protein (541 S8T =027 703 £02 659 - 034 GEE + 02E
Al (gL} =01 1+ 01 3T +=0l Wl o 114
AG s 13% =011 I3 008 L1249 007 L11%% 4+ 047
Betimihin (g 003 =00F Qll =007 01 =007 G2 =+ 003
Glncoss (ma'dl) 50 =8 10 145 = 135+ @
Chelosere] (ma'dl} Bt =11 SE** £ 10 i+ =10 G744 £ 11
ASAT (TN B ) =4 B B =15 0f + 3%
ATAT (UL} 48 « 14 48 +3 33 +0 B+t 4 13
AP (TUL} 4 = 67 B4 £ 352 5} £ ATl = 8D
U2 (mog'dL) 4 =7 IT+9 4 =2 41 + 11
Creatining {mz'dL) o7 =0 076 + 006 080 =005 O + 003
Mz~ (mmol 1) 151 2 151 =1 151 +I 151 +2
Eot {mmocd L) 431 + 018 433 037 4T + 065 431 + 0437
71 Tzl LY 105 2 105 =1 4 =2 liee + 1
Crt {mmal T} 1Bl =004 178 <+ 008 1566 =020 LES + {08
P {mmal Ty x] =02 12 43 0 =03 14 04
Dy 4 Post Partam:.  Mon-Bsconery Dy 36 Recovary
Dioss (s i 3l il it_i]-_ 5] ]
Mo, af axirls exmings| 3 b 3 8] 5
Toted protatn {241 3B =035 i =0l LRI + TR0 T4l = 012
Albrreers {2idl} 31 =2 32 =0l 3l £0} == 13 =05 4x01
AG o 134 =005 130 =008 12 =01z == 135 =006 118 =i
Habimihin {mz/d) 4eT =00 0T 0 0oy 2 T R Q2 Qi QUi
Gineese (me'dL) 118 =5 i R 128 + 13 + 163 =37 160 =X
Chelesre] {m'dl) T £ 8 =13 55 =5 == I3 =17 D3 =12
AZAT (VL) T +11 o = P 93 £ + " =1k =3
ALAT (TUTY T3 £21 73 £9 ™ =10 zH b 43 =10
AP{TUTLY i =18 M3 =T T E1H + 156 =48 157 =38
Uiea (zzdL) 35 =5 M +5 0 =5 + b5 e 5+ 12
Creatining (mg'dL) 255 =0.19 060 =003 055 =008 == 057 =002  OBE = QU8
M {mmal L) I5t £1 4%+ 3 1+1 + 15t +3 132 +3
Bt [zl L) 480 ={0.57 408 = QI8 453 + 048 + 4m =100 421 =034
Cort (mmal Ly 137 =018 131 + 008 14 =01l + 184 =015  1B4 010
F (mmmal Ty 11 =04 10 =03 L3I =07 + 13 =04 16 =03
Dot muperweant meame 50

¥ Eipmificanthy difamnt From comtro] sromp pe0l 05
** Sigmficanty difforen? from conded group pi01
#++ Simmificmily diferent from contreol group pe=0001



Table ® Organ weight of rats treated avally with 4,4°=(1,1,1.3 3. 3-HEXAFLUOROPROPANE-2.2-DIYL}
i the combined repeated dose and reproductive/developiental toxicity screening test

MNom-Fecovery Becovery
Dose {mp'kgl i} ] L 3o ] 300
Male
Mo, of aramals exmmim & = = & 5 5
Body weight {g) 461 £ 52 466 * 33 M0 a0 254 336 L 60 463" L 53
Thymus @ 03738 + 0.1060 0.3923 =+ 0,1256 05732 = 040768 03393 = 00572 F4E30 2 0. p352 14TE5 = 00641
%) 00823 00242 0.0838 = 00238 0.0840 = 00210 D080 00152 5 = 0.0093 01055 = (0216
Thyroid @ 0T 00073 0.018% = 00050 00196 = 00084 DT = 00050 ROLE0 = 00043 DOESE 2 00054
(%) 0003 £ 00015 0004l = 00011 0043 = 00018 D040 = 00010 BODIT £ 0.000F 00036 = 00018
Adrennls gl 00562 X 00118 0.0562 =+ 0.0084 00527 = 0011l 00636 =+ 00101 BOS3S X 0.0095 DO5ET = 0.006T
%) 00122 x9.0021 0.0121 £ 0.0M7 00118 = 00026 QOI50"™ x 0.0023 FO00 £ 0000R Q0127 L 0.0006
Hean @ 19237 + 03283 La602 = 0.1604 1.5566 = 02063 15337 =+ 0.1867 128423 + 02081 1.603E =+ (12397
%) 03738 =+ 00497 03563 =+ 040211 0.3477 &+ 00439 03666 =+ 00407 BA3EE £ 0.0104 03468 = 00278
Eidnevs @ E1948 = 0.340] 32058 =+ 04023 30022 02379 31681 = 05067 33889 = D312G 30460 = 03628
%) 06952 £ 00490 Q6877 = 00646 DA £ 00417 0.7431 = 0.0758 BEI3T £ 0.0673 06596 = 0.03587
Spleen {g) 09633 901292 07845 = 01150 0.7308 {01072 06956 01190 FEPI] T 0.088%9 03563 = 0.1603
%) L1639 = 00205 01688 =+ 00249 01634 = 00227 L1638 = D040 b 1&0T = 0eE0d 0.1842% = LS4
Laver (@ 156764 + 24624 155205 =+ 19342 140837 £ 19120 158695 o+ 21360 192020 =+ 1.9738  156808* 1 20436
(%) 33034 £ 02181 33273 = 02700 B304 05161 17250 = 02591 34413 £ 01595 33830 = 0.0914
Bran g 20178 x 00057 20543 = D145 20266 =+ 01266 20070 = 00828 10280 01183 1.993F = 00848
(%) 04423 = 00445 04418 = Q0283 045335 = 00320 0474 £ 00417 R3s6R = 0.0217 O4376" = 0.0635
Tewes {g) 34920 0207 35732 02406 32223 04042 3171V X Q4026 JE: T 03834 Joose = 117
) 0784l = D067 07700 = 00666 07177 = 00654 0,7530 = 00907 BES1Y = D0ETE 6335 = 0.2138
Epuhidvoudes (@) 12917 * 013168 1.3495 =+ 01373 12100 % 0.1595 |O3ES*++ + 012635 L30T = 01307 Loged = 03259
%) 02814 = 00316 02000 = 00246 02655 = 00252 QUM4R*r = 00270 02381 £ 0.02EE 02332 = 0.0672
Mon-Fecovery Becovery
Dose {zagkg) ] i) Lo 300 a 300
Female
Mo of smmmaly eximin - Qa & 5 5
Body weighs (@) 35 M 3004+ £ 25 3 * 15 =+ 205 +34 g4
Thymus (gl 036X = Q0683 018 = 00582 02171 =+ 00468 + 0330] = D.05E2 QX900 = LOSTE
%) 0.07R0 X Q0200 00705 = 00198 0O715 = 00160 L Q1118 = 0.0E60 01072 = 00165
Thvrod gl 0049 00038 OO0E = D.0ME 00i35 £ 00044 L 00141 T 0.00L8 00127 = 0.0025
) D0D4S £ 0003 Q0040 = 0005 QOid £ 00013 + LIECIELE S IR 0.00a0 = OGS
Adrenaly g 00760 +90112 00705 =+ 00071 0O £ 00107 =+ DO628 £ 0.0084 00571 = 0.0063
™) 00X 00031 D02 = 00021 QXM 00027 = 00214 = 00033 0022 = 000
Hean @ 13480 o+ 02130 LA21E* = 01276 1404 + 01824 + 10731 = (L0332 L1116 = 014%e
%) 04053 £ 00503 D3TH 00331 03762 =+ 00602 + 03661 + 00300 03908 T L0485
Eadnevs (@ ESITE % 02000 LERTE =+ 024097 L9243 =+ 02220 =+ 15781 * 02018 1ESS0 £ 1438
%) OETTE £ 00471 0ak1 =+ 00603 0E116 = 00528 x 08713 = 0008 08802 = 00420
Spleen gl DaXER +0.1048 05669+ 00603 [ L x 05168 = 0.08%E Q4972 = 0.044
)  ONEER T 00245 QIER) Q0227 01541 x Q0320 r Q1746 T 0.0ES4 O17RE T OGN
Liver (g 127095 * 1.6837 IL67T™ £ 11958 [L9166 =X 21463 x 93369 = D.B3EF 93E8 T 1.0731
(%) 352193+ 0.3277 JEERL = DA265 39040 o+ 05644 - 31751 + 02638 13435 & (L3628
Hren {@  ESOZE 00656 LE3D2 & 00652 LSOTE =+ 00767 =+ 10121 k0632 1E023 + (iax
%) D3TS5 £ 00419 05154 + 00348 DSZEIY = 00351 x 06530 = 00634 Q5810 = 0.0350
Drvaries (gl 03075 03181 00915 + 00181 DORSE =+ 00187 x QOB51 £ 00136 Q40712 = 0.0213
) 004 T 00841 Q0312 T 0.0067 00313 X 00054 r O02B9 T 00046 00256 = 0.007%
Uteus @ GETM 01559 07427 = 0.27d48 DESGD = 01410 * 09508 = 0.315% 08530 = 02011
(%) Ghedl 00428 0L & 00048 0TET =+ 00398 + 03140 £ 01055 02356 = 0.0730
Dists searesent sseanS0
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Table6 Histopathological Findings of male rats treated orally with 4,4°-

combined repeated dose and reproductive/developmental toxicity

screening test

Dose Level (mg'kg/day)

4]

Histopathological Finding |:|_ a0 100 300 (Gontrol) 300
(Contral} Recovery
Recovery
Mumber of animals examined at terminal kill 12 12 12 12 5 5
Adrenals
Cortical vacuolation
absent 4 a8 B 12 2 5
(minimal) 3 3 3 o] 2 D
(slighth L] 1 0 8] 1 O
Cortical atrophy
absent 12 12 12 12 5 4
present 1] o a ] o 1
Bone manmow
Adipose infiliration
no data [u] D 0 o] 5 5
(minimal) g B i 5 4] 0
(slight)h 3 5 i 5] . 0
(moderate) 1 1 a 1 [u] o
Cervical lymph node
Plasma cell hyperplasia
no section o 2 3 o D
no data 8] 10 0 8] 5 5
absent 1 2 B B [u] D
(moderate) 1] o 1 ] [i] o
Eyes
Retinal disruption
no data [u] 10 0 o] 5 5
absent 12 2 11 12 4] 0
present o o 1 o o o
Heart
Focal myocarditis
no data [u] 10 0 o] 5 5
absent g 1 T B 8] O
(minimal) 4 1 5 4 0 D
Jejunum
Submucosal inflammation/
fibrosis
no data o] 10 0 [u] 5 5
absent 12 2 11 11 o] D
prasent o o 1 1 o o
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Table6 (continued)

Histopathological Findings of male rats treated orally with 4,4'-
(1,1,1,3,3, 3-HEXAFLUOROPROPANE-2,2-DIYL)DIPHENOL in the
combined repeated dose and reproductive/developmental toxicity

screening test

Dose Level i(mg'kg/day)

Histopathological Finding 0 a0 w00 200 mas-mn 300
(Contral) Recovery
Recovery
Mumber of animals examined at terminal kill 12 12 12 12 5 5
Kidneys
Growps of basophilic tubules
absent L] g 4 0 2 D
(minimal) 5] 8 B 7 2 3
(slight) o] 0 0 2 1 2
(moderate) o o ad 2 4] 0
(marked) o 0 0 1 [u] D
Tubular dilatation
absent 12 12 11 5 5 5
(minimal) o 0 1 5] o] 0
(moderate) o o a 1 [u] 0
Globular accumulations of
eosinophilic material
absent 10 11 11 1 2 5
(minimal}) 2 0 1 1 2 D
(slight) o 1 0 o] 1 D
Hydronephrosis
absent 12 11 10 11 5 4
(minimal} o] o 1 [u] [u] 1
(slight) [u] 0 1 1 0 D
(moderate) o 1 ] a [i] 0
Medullary cyst
absent 12 11 11 12 5 5
present o 1 1 [i] 0
Cortical cyst
absent 12 10 12 12 5 5
present o 2 ad 4] 0
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Table6 (continued)

Histopathological Findings of male rats treated orally with 4,4'-(1,1,1,3,3.3-
HEXAFLUOROPROPAMNE-2,2-DIYL)IDIPHENOL in the combined repeated dose
and reproductive/developmental toxicity screening test

Dose Level (mg'kg/day)

Histopathological Finding |:|_ ap 100 300 n:C-::E‘mI] 300
(Contral} Recovery
Recovery
Mumber of animals examined at terminal kil 12 12 12 12 5 5
Liver
Mononuclear cell foci
absent 3 2 2 4 u} o
(minimal) =] 10 10 g 5 4
(slight) o] D 0 o] D 1
Centrilobular hepatocyte
enlargement
absent 12 g 1 1 5 5
(minimal) [¥] 4 11 g O O
(slight)h 8] D 0 3 D .
Periportal lipid-type
wvacuolation
absent 1 12 12 11 5 5
(minimal) 1 o a 1 i
Centrilobular lipid wacuolation
absent 1 g 12 12 5 5
(minimal) 1 3 a i} i}
Lungs
Perivasculariperibronchiclar
lymphocytes
(minimal) 1 11 11 12 5 5
(slight) 1 1 1 o]
Focal pneumonitis
absent =] 8 11 1 4 5
(minimal) 3 3 | 1 1 0
(slight)h [u] 1 1 [u] D D
Groups of alveolar macrophages
absent 3 1 4 T 2 4
(minimal) 3 B 5 5 2 1
(slight) 4 4 2 8] 1 D
(moderate) 2 1 1 a i o
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Table6 (continued)

Histopathological Findings of male rats treated orally with 4,4°{1,1,1,3.3,3-
HEXAFLUOROPROPANE-2,2-DIYL)DIPHENOL in the combined repeated dose
and reproductive/developmental toxicity screening test

Dose Level (mg'kg/day)

Histopathological Finding |:|_ a0 100 300 I:CDE'J'CH] 300
(Contral) Recovery
Recovery
Mumber of animals examined at terminal kil 12 12 12 12 5 5
Lungs
Bronchiolar hypertrophy/
hyperplasiafinflammation
absent 12 12 12 11 5 5
present o o ad 1 0
Bronchiolar hypertrophy/
hyperplasia
absent 12 12 12 11 5 5
present o o ] 1 o0 0
Foreign material lumen
bromchiole
absent 12 12 12 12 5 4
present o o a [u] 0 1
Mammary gland
Tubuloahveolar differentiation
no section 2 2 2 3 [¥] D
absent T e 3 1 5 1
(minimal) 3 4 il 2 1] D
(slight) o] 2 1 4 D 1
(moderate) o o 0 2 o 3
Oesophagus
Inflammatory cells peripheral
musculature
no data 3] 10 0 [¥] 5 5
absent 10 2 12 12 [u] D
(minimal) 2 0 0 1] 1] D
Inflammatory cell infiltrates
perpheral muscle
no data o 10 0 1] 5 5
absent 12 2 11 12 1] D
(marked) o 0 1 0 [v] D
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Table6 (continued)

Histopathological Findings of male rats treated orally with 4,4'-(1,1,1,3,3.3-
HEXAFLUOROPROPAMNE-2,2-DIYL)IDIPHENOL in the combined repeated dose
and reproductive/developmental toxicity screening test

Dose Level (mg'kg/day)

Histopathological Finding |:|_ ap 100 300 n:C-::E‘mI] 300
(Contral} Recovery
Recovery
Mumber of animals examined at terminal kill 12 12 12 12 5 5
Fituitary
Vacuolation pars anterior cells
no section i} o a u} 1 o
absent o o 1 B i 5
(minimal) G 4 T 4 3 D
(slighth 3 7 4 8] 1 O
(moderate) 3 1 0 0 0 D
Prostate
Reduced secretory content
no section o o 1 o o o
absent 12 11 T 4 5 1
present o 1 4 B o e
Chrenic inflammatory cell foci
absent 12 12 11 11 5 5
(slight)h 0 D 0 1 D
Salivary glands
Vacuolation mucous acinar cells
no data [u] 10 0 [u] 5 5
absent 1 2 11 12 [u] D
(minimal) [u] D 1 o] [u] D
(slighth 1 0 0 0 O O
Seiatic nerve
Fibre degeneration/necrosis
no section o a i} i o
no data [¥] 10 | 8] 5 5
absent 1 2 11 12 [u] D
(minimal) [¥] D 1 8] 8] 0
Seminal vesicles
Reduced secretory content
vesiclke 1
no section o o 1 i} o o
absent 1 10 5 o] 5 2
present 1 2 g 12 o 3
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Table6 (continued)

Histopathological Findings of male rats treated orally with 4,4°4(1,1,1,3.3,3-
HEXAFLUOROPROPANE-2.2-DIYL)DIPHENOL in the combined repeated dose
and reproductive/developmental toxicity screening test

Dose Level (mg'kg/day)

Histopathological Finding |:|_ ap 100 300 -:C-::E'ml] 300
(Contral) Recovery
Recovery
Mumber of animals examined at terminal kil 12 12 12 12 5 5
Seminal vesicles
Reduced secretory content
wvesiclke 2
no section 3] 0 1 [¥] [¥] D
absent 1 10 il [u] 5 2
present 1 2 5 12 0 3
Skeletal muscle
Mononuclear call foci
no data o 10 0 [v] 5 5
absent g 1 T 10 1] D
(minimal) 4 1 il 2 1] D
Fibre degeneration/mecrosis
no data o 10 0 1] 5 5
absent 10 2 10 12 1] D
(minimal) 2 0 2 0 0 0
Splesn
Extramedullary haemopoiesis
no data o 10 0 1] 5 5
(minimal) 10 1 B 10 0 D
(slight) 2 1 3 2 D D
Stomach
Acanthosis
no data [§] 10 0 1] 5 5
absent 12 2 12 10 [v] D
(minimal) o 0 0 1 1] D
(moderate) o o ad 1 4] 0
Hyperkeratosis
no data o 10 0 1] 5 5
absent 12 2 12 10 1] D
(minimal) [§] 0 0 1 1] D
(slight}) [u] 0 0 1 D D
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Table6 (continued)

Histopathological Findings of male rats treated orally with 4,4'-(1,1,1,3,3.3-
HEXAFLUOROPROPAMNE-2,2-DIYL)IDIPHENOL in the combined repeated dose
and reproductive/developmental toxicity screening test

Dose Level (mg'kg/day)

Histopathological Finding |:|_ ap 100 300 n:C-::E‘mI] 300
(Contral} Recovery
Recovery
Mumber of animals examined at terminal kil 12 12 12 12 5 5
Testes
Atrophy testis 1
absent 12 12 12 12 5 3
(moderate) o o a a i 1
[severs) o o a a i 1
Atrophy testis 2
absent 12 12 12 12 5 4
[severs) o o a a i 1
Leydig cell atrophy
absent 1 12 B 1 5 4
present 1 o 3 1 o 1
Thyroids
Follicular cell hypertrophy
no data [u] 10 0 8] 5 5
absent 3 1 4 5 [u] D
(minimal) T 0 B 3] 8] O
(slighth 2 1 0 1 0 0
Statistical Analysis
Mode of death
Scheduled kill 12 12 12 12 5 5
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TableT7

Histopathological Findings of female rats treated orally with 4,4'-
{1,1,1,3,3,3-HEXAFLUOROPROPANE-2,2-DIYL)DIPHENCOL in the
combined repeated dose and reproductive/developmental toxicity
screening test

Killed fn Extremis

Dase Level (mg'kg/day)

Histopathological Finding
0 {Control) 30 100 300
Mumber of animals 0 0 0 1
Adrenals
Congestion na | NI NI 1

Bone Marmow

Adipose infiltration
(minimal} MIA ) HiA 1

Liver

Periportal lipid-type vacuolation

(minimal} MA MiA MiA 1
Congestion NIA WA NiA 1
Lungs

Perivascular/peribrenchiclar lymphocytes

(minimal} HIA HiA HiA 1
Oesophagus

Inflammatory  cell  infiltrates  peripheral

muscle

(slight) MIA MiA MiA 1

Subepithelial cedema
(slight) Mi& A A 1

Subepithelial inflammatory cell infilirates
(minimal} MIA ) HiA 1

(Crvaries

Cystic corpora lutea MNiA MNiA MNiA 1

Salivary Glands

Peripheral inflammatory cells
(moderate) WA WA WA 1

Reduced secretory activity MNiA MiA MiA 1

Spleen

Extramedullary haemopoiesis
(minimal} MIA MiA e 1
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Table7 (Continued)

Histopathological Findings of female rats treated orally
with 4,4°{1,1,1,3,3,3-HEXAFLUOROPROPANE-2,2-
DIYL)DIPHENOL in the combined repeated dose and
reproductive/developmental toxicity screening test

Killed fn Extremis

Dase Level (mg'kg/day)

Histopathological Finding

0 {Control) 30 100 300
Number of animals o o o 1
Stomach
Acanthosis
[moderate) MIA MIA MIA 1
Hyperkeratosis
[moderate) MIA MIA MIA 1
Mucosal basophilia‘atrophy MIA MIA WA 1
Thymus
Atrophy
{minimnal ) MIA MIA MIA 1

Peripheral inflammatory cells
(slight) MNIA MNIA MIA 1

UterusiCervix

Dilatation hom 1
[slight) MIA MiA MiA 1

Dilatation hom 2

[minimal) MA MIA MIA 1
Keratinisation cervix NS MNAA N 1
Dilatation endometrial glands MIA MIA WA 1
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Table7 (Continued)

Histopathological Findings of female rats treated orally with 4,4'-(1,1,1,3,3,3-
HEXAFLUOROPROPANE-2,2-DIYL)DMPHENOL in the combined repeated dose
and reproductive/developmental toxicity screening test

Failed to Mate! Non-Pregnant

Dose Level (mglkg/day)

Histopathological Finding

0 (Control) 30 100 300
Mumber of animals failed o mate 1 o 1 1
Mumber of animals not pregnant 0 2 3 10

Bone Mamow

Adipose infiltration

{mininnal ) o o 3 e

(slight) 1 2 D B

(moderate) o o 1 1
Eyes

Retinal disrupticn 0 | 0 | 0 | i
Heart

Focal myocarditis

[minimnal } o o o 3

Kidneys

Groups of basophilic tubules

(mininnal ) o o 1 3

(slight) 0 0 D 2
Liver

Cenfrilobular hepatocyte enlangement

{mininnal ) o 1 3 a

(slight) 0 1 1 2

Mononuclear cell foci
(mininnal ) 1 o 3 7

Periportal lipid-type vacuolation
(mininnal ) o o o 1
(slight) 1 0 D D

Single cell hepatocyte necrosis
i slight) 0 o o 1

Generalised hepatocyte enlargement
[minimnal } o o o 1

Lungs

Congestion o o o 1

Focal pneumonitis
(mininnal ) o o o 2

Groups of alveolar macrophages
{mininnal ) o o 3 2

43




Table7 (Continued)
Histopathological Findings of female rats treated orally with 4,4'-{1,1,1,3,3,3-
HEXAFLUOROPROPANE-2,2-DIYL)DIPHENOL in the combined repeated dose

and reproductive/developmental toxicity screening test

Failed to Mate/ Non-Pregnant

Dose Level (mglkgiday)

Histopathological Finding

0 {Control) 3o 100 300
Mumber of animals failed to mate 1 o 1 1
Mumber of animals mot pregnant a 2 3 10
Lungs
Credema
(moderate) 0 a a 1
Perivascular/peribronchiclar lymphocytes
(minimal) 1 2 4 10
[slight) 0 ] ] 1
Mammary gland
Glandular hyperplasia
(minimal} a a a 4
Oesophagus
Inflammatory cells peripheral musculature
(minimal a 1 1 2
Cnvaries
Cystic conpora lutea a 1 1 3
Follicularfiuid-filled cyst 0 o 2 g
Haemorrhagic cyst a a a 1
Vacuolation stroma 0 ] ] 2
Sheletal muscle
Mononuclear cell foci
(minimal) ] a a 1
Spleen
Extramedullary hasmopoiesis
(minimal) 1 2 2 10
(slight) 0 o 2 1
Stomach
Focal ulceration | o o 1
Subepithelial cedema
(slight)h 0 ] ] 1
Submucosal inflammatory cells
(minimal) a a a 1
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Table7 (Continued)
Histopathological Findings of female rats treated orally with 4,4'-
(1,1,1,3,3,3-HEXAFLUOROPROPANE-2,2-DIYL)DIPHENOL in the combined

repeated dose and reproductive/developmental toxicity screening test

Failed to Mate! Non-Pregnant

. . . Daose Level (mglkgiday)
Histopathological Finding 0 (Control) 20 100 200
Mumber of animals failed to mate 1 0 1 1
Mumber of animals not pregnant 0 2 3 10
Thyroids
Follicular cell hypertrophy
(minimal) a 1 a 5
Uterus/Cenvix
Dilatation hom 1
(minimal) 0 0 1 1
(slight) 0 1 1 1
Dilatation kom 2
(minimal) 0 0 2 1
(slight) 0 1 0 1
Endometrial gland profiferation 0 0 Q 1
Keratinization cenix 0 2 3 1
Vagina
Epithelial hyperplasia
(minimal) 0 0 a 4
Epithelial Keratinisation a 2 1 2
Keratin cyst 0 0 0 1
Mon-protocol organs
Subcutaneous mass - Abscess 0 0 0 1
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Table7 (Continued)

Histopathological Findings of female rats treated orally with 4,4'-
(1,1,1,3,3,3-HEXAFLUOROPROPANE-2,2-DIYL)DIPHENCL in the combined
repeated dose and reproductive/developmental toxicity screening test

Total Litter Loss /i Lirero

Dase Level (mg'kg/day)

Histopathological Finding D (Contral) 20 00 300
O

Mumber of animals mot pregnant a 1 1 ]

Bone marmow

Adipose infiliration
(minimal) MIA o 1 MIA
(slight) NA 1 ] i

Liver

Mononuclear cell foci
(minimal} MIA a 1 MIA

Centrilobular hepatocyte
enlargement

[slight) NIA i 1 MIA

Periportal lipid-type vacuolation

(minimal} MIA a 1 MIA
Lungs

Perivascular/peribronchiclar lymphocytes

(minimal} MIA 1 1 MiA

Mammary gland

Glandular hyperplasia

(slight) NI 1 0 MA
Crvaries

Follicularfiuid-filled cyst /A [ 1 [ 1 [ A
Spleen

Extramedullary hasmopoiesis

(slight) MNA ] 1 M

Lhterus/Cervix

Dilatation hom 1

(marked) M 0 1 MIA

[severs) MIA 1 a MIA

Dilatation hom 2
[severs) MIA 1 a MIA

Mecrotic contents MIA a 1 ]

Vagina

Vacuolar degeneration epithelium
(minimal} MIA 1 a MIA
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Table7 (Continued)

Histopathological Findings of female rats treated orally with 4,4'-
(1,1,1,3,3,3-HEXAFLUOROPROPANE-2,2-DIYL)DIPHENCL in the combined
repeated dose and reproductive/developmental toxicity screening test

Pregnant'Recovery
Dose Level (mg'kg/day)
. . S li]
Histopathological Finding [CDETD” 30 100 300 {Control) Reigsew
Recovery
Mumber of animals examined at terminal kil 11 g T 0 5 5
Adrenals
Cortical vacuolation
no section o o a [u] 1
absent a g T 5 4
(minimal) 2 o ] o0 0
Cortical necrosis
absent 1 8 T 5 4
present [i] 1 ] 0 0
Bone marmow
Adipose infiltration
no data o 0 0 5 5
(minimal) T 5 4 o0 0
(slight) 4 4 3 0 0
Eyes
Retinal disruption
no data o g 0 5 5
absent 1 0 i] [¥] D
present 0 0 1 D D
Heart
Focal myocarditis
no data o] g 0 5 5
absent 10 o 7 o] 0
(minimal) 1 o ] 0 0
Kidneys
Groups of basophilic tubules
absent 7 a8 T 5 5
(minimal) 4 1 a 0
Corticomedullary mineralisation
absent a £ 7 5 5
(minimal) 2 o ] 0 0
Medullary cyst
absent 11 £ 7 5 E
present o o ] 0 1
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Table7 (Continued)

Histopathological Findings of female rats treated orally with 4,4"-(1,1,1,3,3.3-
HEXAFLUOROPROPANE-2,2-DIYL)DIPHENOL in the combined repeated dose
and reproductive/developmental toxicity screening test

Pregnant/Recovery
Dose Level img'kg/day)
Histopathological Finding r o a0 100 300 n:CnEan:ull 300
{Control} Recovery
Recovery
Mumber of animals examined at teminal kiil 11 2 7 8] 5 5
Liver
Mononuclear cell foci
absent 5 2 3 1 2
{minimal) & ¥ 3 = 3
[slighth &) 0 1 0 O
Centrilobular hepatocyte
enlargemsnt
absent 1 7 2 5 5
{minimal) i} 2 4 o o
[slight) 8] D 1 O D
Periportal lipid-type
wvacuolation
absent @ a T 5 5
{minimal) 2 1 a o
Generalized hepatocyte
enlargement
absent g g 5 <] 5
[minirmal) 3 o 2 o
Focal hepatooyte necrosis
absent 10 g T 5 5
{minimal) 1 0 1] 0
Lumgs
Focal pneumonitis
absent 10 B a 4 5
(minirmal) 1 1 1 1
Groups of alveolar macrophages
absent 3 3 T 3 3
(minirmal) 5] g 1] 2 2
[slight) 2 0 a 0 D
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Table7 (Continued)

Histopathological Findings of female rats treated orally with 4,4'-
(1,1,1,3,3,3-HEXAFLUOROPROPANE-2,2-DIYL)DIPHENOL in the combined
repeated dose and reproductive/developmental toxicity screening test

Pregnant'Recovery
Dose Level i(mg'kg/day)
" . S~ i]
Histopathological Finding |:|_ a0 100 300 {Gontrol) 300
(Control) Recovery
Recovery
Mumber of animals examined at terminal kil 11 & T 0 5 5
Lungs
Perivascular/peribronchiclar lymphocytes
(minimal) 1 & T 5 5
Cedema
absent 10 g T 5 5
(slight) 1 0 0 D
Mammary gland
Glandular hyperplasia
absent o 0 0 5 5
(slight) o 0 0 D D
[marked) 1 g T 1] D
Crhvaries
Follicular/fluid-filled cyst
absent a 7 4 4] 1
present 2 2 3 0 L
Cystic corpora lutea
absent 3] 7 i 5 5
present 5 2 1 D
Oesophagus
Inflammatory cells perpheral musculature
no data o g 0 5 5
absent 10 0 T 1] D
(minimal} 1 o ] 0 0
Sheletal muscle
Mononuclear call foci
no data [u] g 0 5 5
absent 1 0 il 1] D
(minimal) [i] o 1 0 0
Spleen
Extramedullary haemopoiesis
no data o g8 0 5 5
(minimal) 2 o 1 0 0
(slight) ] 0 ] D D
(moderate) 1 0 1 0 D
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Table7 (Continued)

Histopathological Findings of female rats treated orally with 4,4°-(1,1,1,3,3,3-
HEXAFLUOROPROPAMNE-2,2-DIYL)IDIPHENOL in the combined repeated dose
and reproductive/developmental toxicity screening test

Pregnant'Recovery
Dose Level (mg'kg/day)
Histopathological Finding o 20 o0 200 n:C-::E'mI] 300
(Contral} Recovery
Recovery
Mumber of animals examined at terminal kill 11 g T o 5 5
Thymus
Atrophy
no data [u] g 0 5 5
absent a 0 3 8] O
(minimal) 1 D 1 D D
(slight)h D 3 D D
Thyroids
Follicular cell hyperrophy
no data [u] g 0 5 5
absent g D 5 o] D
(minimal) 3 o 2 o o
LterusiCenvix
Peripheral foam cells!
haemomhage/pigment
no data [u] D 0 5 5
absent [¥] 1 | 4] 0
present 1 a T o o
Focal fibrosis
no data [¥] 0 0 L] 5
absent 10 g T [u] D
present 1 o a o o
‘Vagina
Vacuolar degeneration
epithelium
no saction 8] 1 0 [u] 1
absent 1 1 1 5 4
(minimal) i} 2 a o o
(slight)h 1 2 2 D .
(moderate) 3 1 2 i o
(marked) [u] 2 2 [u] D
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Table7 (Continued)

HEXAFLUOROPROPANE-2,2-DIYL)DIPHENOL in the combined repeated
dose and reproductive/developmental toxicity screening test

Pregnant'Recovery
Dose Level (mg'kg/day)
Histopathological Finding |:|_ ap 100 300 -:C-::E'ml] 300
(Contral) Recovery
Recovery
Mumber of animals examined at terminal kill 11 g T o 5 5
‘Vagina
Epithelial keratinisation
no section o 1 0 1] 1
absent 1 g8 T 2 2
present 0 0 0 3 2
Statistical Information
Mode of death
Interim death [§] 0 0 1 1] D
Scheduled kill 11 g8 T [v] 5 5
Mon-pregnant o 2 3 10 0 0
Total litter loss in e o 1 1 1] 1] D
Failed to mate 1 0 1 1 [¥] D
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Table 8 Effects on reproduction/development of male rats treated orally with
4,4'-(1,1,1,3,3,3-HEXAFLUOROPROPANE-2,2-DIYL)DIPHENOL in the combined repeated
dose and reproductive/developmental toxicity screening test

Dose Level (imafka/day) 0 (Control} 30 100 300
Mumber of pairs examined 12 12 12 11
Estrous cycle 4000 38+02 43+04 42+02
Irregular estrous cycle oMz oMz 112 21
Mumber of pairs with successful mating 11 12 11 10
Mating index (%) ¥ 81.7 100.0 91.7 909
Mumber of pregnant females 11 10 ] 0
Fertility index (%) ™ 100.0 833 63.6 0
Pairing days until mating 39+35 2313 24+14 40+41
Mumber of estrous stages without mating 00200 00+£00 06x12 D8+13

‘35' = Mating index (%) = (Number of pairs with successful mating/Number of pairs examined) X100
b~ Fertility index (%) = (Number of pregnant animals/Mumber of pairs with successful mating) X100

Yalues are expressed as Mean + 5D
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Table 9 Effects on reproduction/development of male rats treated orally with
4,4'-(1,1,1,3,3,3-HEXAFLUOROPROPANE-2,2-DIYL)DIPHENOL in the combined repeated

dose and reproductive/developmental toxicity screening test

TABULAR SUMMARY REPORT OF EFFECTS ON REPRODUCTION/DEVELOPMENT

Diose Level (mglkg/day) {0l {Condrol) 30 100 300
Murmiber of females examined 12 12 12 1
Murniber of females with live offspring 1 g ¥ 4]
Gestation mdex{%} ™ 1000 20.0 B75 -
Gestation length (days) 220+04 230x08 228zx02 -
MNumiber of corporz luiea 167236 14758 14078 -
Murnber of implantations 141z 10 121x3.8 0443 -
Imptantation indsx(%) BB.1£132 394 +182 813+ 16.8 -
Defivery Index ™ BD.5£10.3 922+78 7712355 -
Murmiber of offspring delivered 131225 10833 117234 -
Murniber of live offspring cn Cay 0 130228 102128 11.3£37 -
Live birth index(%:) % go1=30 D5Ex125 956185 -
Sex ratio of total number of offspring at D48 {39144} D44 (42085 0.3 [38/32) -
birth {MTiztal)

Sex ratic of live offspring at birth (MTotal) | 048 (82/143) 0.43 (40/82) 047 (3773) -
crealin ke sitscngsm Dy D40 (801141 | 043{3WD0) | 048 (3578) -
Sex ratic of total number of offspring at 0475+ 0.0B80 0454 £0.148 0487 £+ 0.101 -
birth {MiTotal, litter)
Zex ratic of live offspring at birth 0.472 £ 0.087 0452 £ 0.147 04862 0.123 -
[MiTotal, litter)
Sex ratio of live offspring on Day 4 0488 £ 0004 D447 20,147 047e £ 0108 -
{MiTotal, litter)
Murmiber of [ive offspring on Day 4 128427 100+25 10835 -
Viabdity index on Day 4 (%) ™ BE4 23T 230+4.1 B33x64 -
Bodyweight of offspring (g)
onDay 0 Male GE+08 71208 72zx08 -
Female 6508 36207 86207 -
onDay4 Male pE£15 105+1.8 10D0x13 -
Female BZE1T GEx14 B3x15 -

“ = Gestation index = (Mumber of pregnant females with Bve pups/ Mumber of pregnant females) X 100

* = |mplantation index = (Number of implantation sitesMumbser of corpora lutea) X 100

“ = Delivery index = {(Number of pups delivered/Nurmber of implantation sites) X 100

¥ = Live Birth index = (Murnier of live pups on Day 0Motal number of pups deliversed) X 100
* = Viability index {Day 4 of lactation) = (Mumber of live pups on Day 4Mumber of iive pups on Day 0) X 100

Values are expressed as Mean £ S0
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