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4. ER

Ethene,1,1-difluoro-,homopolymer i&, (b FWEEL LT —F v — M X D &, KAl
DEMBEHICSONT ORI 2D,

Ethene,1,1-difluoro-,homopolymer ® 0 CtHREE : =— ) | 100, 300 KU 1000
mg/kg % . Sprague-Dawley 5% SPF 7 v b (&ZEHEE U CHERES 12 DL/RE, REICITIER
BOREE LU MRAE R O 1000 mg/kg B EGHEIZA 10 ILEBM) OBEITIIEAT 14 B H
WMz REEMAE L CHBETE £ T (42 BRI) . ZOECHEMEC X ASERAT 14 B RN
AR R ORI 28 L TR 4 BHET (42~46 B | FEZTEBEMEICIT 42
BRIMBHECDERS L, KERSHFEROCAEBEEFEELZMRE Lo, B2, 0 LU11000
mg/kg W HRO — OB (ZEBEME 5 VT & EBELREME 5 T8) (22T, 42 BRI
HL7% 14 BMOBEBMZ2 T, SHEESLOTMHELRRF Lz,

BREIZ, HEBMIZ O T —RIREE, Rl —RIREBOBE, HiERE, BONEK
VHREBEORE, KE, BHEE, RRE (BRKERELZST) . Jﬁl(f”‘?*ﬁﬁ\ i
BACHERAE, LPALVECJE, SEEE, JIRFTFARCREAKERE, IO0ICH
B, REE OG- WEBRE., REMIc > THAROSNRBIE, HERFRTER 4
HoOMMEREL M, A% 4 BOEFERROFHIMAARE Ui,

4.1 REXRESE
SAEEE T, BEHMETRRE CRBREEMD 1000 mg/kg BERICTEARER
OBEPRD LN, TOMOREIERWEER G OEBIIBD LN o T,

42 EEREEN
BEBHEORBUOVTRORECKE N Th, HBRNERS OREBIIHED b izh

27,

ThbDERML, KRRBRSHE T T Ethene,1,1-difluoro-,homopolymer % KiE# M
BHETHZEICR, MEEHICEEFHEIIB Do N2 oo d | RKEEHMO
1000 mg/kg HEMICTERAEEOEEIRO LN, LT, KIEERYE O ML
o BT AR EREFEECATAGEERIIMME S L2 1000 mg/kg, B2 E I
T 1000 mg/kg., MET 300 mg/kg &HIBT U7, S/, MR B L IRBWIC T 2450
FBAEBHIIHTIEBIIRDLON Ao b, BEERROEFEETIVTR
1000 mg/kg & HIEF L 7=,
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5. &

il

BEAEGEE EFEERR FEEFTHR CLEDELXLEAR=EOEFTICLD.
Ethene,1,1-difluoro-,homopolymer ®Z » & AVER OB EIC L HIREREHEML -4
TERAEMHARBREERELZOT, ZOREERET S,

14



R-1052

6. HBRMHERUAE
6.1 WERME R UEE
6.1.1 RERME

Ethene,1,1-difluoro-,homopolymer I =327 I —HRNESHAL LU TOERE & HIC
JEA LT, £, REBRBBATICHRAMRIN AR M ORIEICE 0 FEIER ST
5 (RBRES © A-2294,

mATER 1)

- PN = I —HRAR

A—=Tp— Alfa Aesar, A Johnson Matthey Company
Zax i Ethene,1,1-difluoro-,homopolymer

ipa Poly(vinylidene fluoride)

CASF = 24937-79-9

BTN E S 6-933

R X R R

( —CH;CF;- )

n
ety oyF &
R iLE Mn Mw TR
11.1 53 (5 F8 120 F2E) | 6,300 | 472,000 75
Mn: BREHSFRE. Mw: BEREEHSF8B, % E:Mw/Mn
FIRIZ BT 24k ERER PN
R A/ e % 5 155-165°C
lbE (20°C) 1.76

BREE (230°C, 21.6 kg)

6-14 g/10 min

IS 1.42

HEERK 8.0-9.5 (100 Hz)

51 9 [ R 58 30-47 MPa

oy hEE H26Q29

i 100%

Bl 0 2 28.38 K Poise

AFE 2kg (2kg; 1A)

RirHiE W, KB, ik, RIEHERE (EE%HE)

(BEERN (FZHME : 3~6°C) ITRFELTE)

RS FERE SR Y B E R E ROV 2 TR 4 PSR
YE R E

W EOVERE FEHOBRKE +mI129Tv, w27, REIRSE, i

15
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TS OWO SR AR B L, EEOEMmELL
Fe. BIEREERSEE L, B0 ROEE, B M
SRR, D ANE Lk,

% L BRARR Y Y T — R B R RS
B4 T 1210 B AR R D RSV R 20 b L % B
BT, EREGAICHER LSRR UL
I IE FIRE T b 0 S M RIREE 72 0o e ORATEER2)

78 B O LR L BBRWE S g A RARE L L THRSTFRERRNE
BERICRE L, BAOKRIEIIHYRBRKT %
o BERML Y U T

6.1.2 LRV
4 B : = — i
EH : oo T3k E 4t
oy RS : STN0989
REFEHIE : EX
PRIFB T : RS IET 8 2 WFIEHH 4 BEPR R R B ==

BB, A OV T, ARBRICES > TER U EBRIETRERMEEARY F—
3V ROEEN - BH—REBE (RBREE : A-2260) ICBWT, aa— P TogiRY
BORERR O —HICBEHRERERNG N TN G, a—HEER L,

6.2 HBEBRORBEURVRESLE

6.2.1 T EBFREROERER

WREAR Y B OB EZR Y| O AN, A RBEREKE LT, LEEOHEKE
BN T AR LIET NV 2R LRROHEL, BECHEMRT L E THRERK L
FARICRTF LT,

6.2.2 BREDAURVRF

REZCCVEROHEBRYMEXRBRL, BEERCBRISLER, HEBARAT v
LT, 20, 60 X1t 200 mg/mL K (K. PR OBHERKEER) 22 LE,
BT A 7 B2 —1E LTV, B L2388 ey I 2RI AR TEHET (B
FREERN, FFARME : 1~10°C, ERE : 3~9°C) IKHETF L, KEMHEOMRINTZHIANT
BHITEA U, BREIER Y BICE AR — & 3V E R E S TR L
77
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6.2.3 HEREOREE

AYEERE D 10.0 O 200 mg/mL &K (BEAE : a—2 M) &, BET T RRICA
R (BREWN., FAEM : 1~10°C) T8 B, TOEREE T 224 MBELETHDHZ
ERHRAEHERY VY —F o ¥ —THEREINL TS (BRRES : A-2260, RFTEE
3) .

6.2.4 BERBEDRE - 59— 1R

HoRkbs 1 HLES 6O 2@, REICAWVDEREOHBRKICOWVWT, FEIZHE
BT3RS R SV —F v 4 BN R CEREEICI YV BERVOY—
PR EPEBLE, TO/KE, SRERCBTDIERMHICHT BRI E OF A1
99.0~102.5%., ZEMEEIL 0.2~1.5%TH Y, WTNLHFFFHIEAN (RE . RRMEICX
T 3EE ; 100.0£10.0%., B— : CV10.0%LUN) THhotz (HAER4, 5) ., o8
EOBRE % LA FITRT,

[HExt e E
2N : Ethene,1,1-difluoro-,homopolymer
(B3]
IS4 3 A =T —

VA== VPN PRI R R Fob iz TGRS
[ AR
1y KM

B & TR A5
4y 1 B LR F KA AE240 Mettler-Toledo AG

2) ZDMoE

Biss R ORK A0 —
2 ALK HLE LB RL-601 I—TEHKSH
35 O 8 HE R CC-105 BRI —FET
VIR TF T AR — T — MGM-66 SRHBFEHASHE
I FY— G-560 Scientific Industries, Inc.

(30 5 Bk v % 188 0 A )

1) HEMRE ORI, ERTIAEROERE (AR 2ELL,

2) WMEREZ+OSBBIHEREI IR T v I AZ—F—THBLLENL, LB
& (200 mg/mL &% 20 mg/mL i3 1 mL, 60 mg/mLiX2mL) % n=3 (L&, ¥
&, THE#n=1) TERERL,

3) BRLEAEABOIGEO 7 cuk v L2FTML, BE LK,

4y mLHE (1500 x g, 10 R, ®RE 10°C) L2, Z7unaRLhzREL,

17
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B, BOLBHERNET2WE>HBEDO /e R/ VARELE,

5 DRV HE2BEVRLEZDL, RELEOEMREE (BR, 102 ITLVE
Lz, B, 7o R AV 20RNEIX 1 HEORMELBERELZRMNL 2,

6) HE%, RR0BEE (BE+-RLS) 2HELL,

7y UToORICE Y RIERBPERDERE (mg/mL) 2EH L7, 22E, n=3 THI
ELHERBITHRMERELZ LY LERIKBE & LUk,

RERB PR EAEE (g) = Ws-Wst

[HIERBHIERYEEE (g)] 1000
B EFEHE B & (mL)

RERAE P ERYERE (mg/mL) =

Wst : BIERBERAOESEER (g)

Ws . HEZORZ RE+LER) EE (g
[l D Bl
HAE DR DWW TIXL T ORI - 77,
A i EETT FHE | BERZ (SD)
— TR OTH D R
TR g ONBR AT 35 4 3 S 4
SHI i 28 S il qzﬁgiﬁa)
WERHPREDHRE | hg/mL W EAL X D AT 3K AT
SRR el
EARECRT LA y BRT AT LD
B —t (EBI%K: CV) ’ NRELTE 1L
[FFHE)

BRIEILER L 2o T,

6.3 HERSMERUVRFORIRESR

BHERRETA FIA VIV TomEBEEAVWERBEALEL INLTWNAZ EMD
Ty hEBRRLE, 70, ZORBRIERINTEREDO T v MI—EERBR, £M
FAEFBERRICACHVWON, o, FOFERI<HLNATEY, BREHINEE
THHI EDNLRBIRL -,

6.4 HEREY

Sprague-Dawley & SPF 7 v b [Crl:CD(SD), HAF ¥ —/IL A « U ASA—#A R4k,
BEAMEBEL 2 —) OB 62 LR UMW 83 LA ZE4 8 BEMCAFE™ L, ARAZH
1T REERLT, 3AMOKRESNMEZET 17 AMOBHLAET 21T 72, £DOR. —
fereog QR/A)  FEAE @ik 1, 3, 10 RC17 B0 4E) | FEMR—K

18
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RO B 15 A 1) ROREHKRE Bk 426 16 HO 13 B#) 2 EE
Uiz, ZORER, RBYEiRAECHERES S 3IF & B3 BOREMERICBIT 2K
ERDODEE LB A LT, 2 OREHERE, —BRINE, ML —RRELD
PRI RE N REHEMAS BAF oM 48 LR O 68 ILZ IR L, 108 TR 5
WER L, ek, R O W T, BRG 2 RFER, ED. RIERD RO
BEIRIEHICHEL, TROOEAMMN 4~5 A LBV RENZWVWEAEEHERPERY &
L7z, By RyE - Bkl h o R EENE (MEVROKRE~HSTROEE) 2
L o@BAE%, BYTHEE (RERBO/MB) OEREICLIVERL, FHOTEHKE
MTCELFETHELRD I ZHITEF T, EEOBEMG TR Va—d 2V
vy s iEELOCEELIBEOHEAGDE (7 ey JREIR CLEREEZMER L.
FERIE R OB OWIRE B &2 \AIEBIZHN T) T o fo, WEBIAREOREFBIX
HET 353~423 ¢ (EX){RHE : 383 g) | MEiE 224~270 g (CEHKE : 246 g) Th o7z,
BT bBASHEEMO S S, M 14 IEEHFEEE oM 3 L Rs5RGA I
BMOLERAL, AOFIALZENE L THDEHRELECBE Lz, &Y Off 12 Lk
BAESHYE UTHRERTE Lo, 7ol T Lo ELABERY oM, ZEICHN
inoteld, RERTHICABR»SEBAL, AR AEZBENE L CEmEREMLE
WBE LT,

&) - REBREHEEICHE., B IES M 60 LR OME 80 FECHh o7, ERICIEME 62 B

OOl 83 IEA A S iz,

6.5 OR= e

i, WEE 23+3°C (EMIME : 23~25°C) | FAXHELBE 50+20% (ZEHI{H : 38~54%) |
BRI L 10~15 [EI/BFRE, BREH 12 BRI/ (07:00~19:00) oEMEE = (FME=EH5
909 5E) T I 4 v bREBMM —Y (W254xD350xHI70mm : J— R =
7TV SRR AR) B, ASECRIIMERES 1 Lo F 2 LA A L, B, IR
17HPORAL 4B ETIE, K (RUA F7b—2  BAF ¥ — R - JNRA—&
H) AANESTAFy 7Bl a3 (W340xD400xH185 mm : HAZ L7 kR
&) 1T 1 AL TINAE Lz, fBHT NMF BEF (BEBRRE, Yo 2 ViR T
(AL, vy FES - 100611, 100713, 100817) A7 » L ARGHHIRIZ LY
BRI, fOBKIEKGEKR (BESTHEAEAK - BEIGKEBER) 28 H
WCERESEE, 2L, P9 AFy sl ar sy —JICRAL T B BIERHRARE#E
ALz, B EOCKRERORADESICE L Tk, #EAFBHE Eurofins Scientific
Analytice CEHa L 72 5 ki A AF LRI DWW THE, Eurofins Scientific Analytice
TEME (FE6ME) ([TFEM Lo REE AT Uiz, SBIKIZ DWW TR, KEEICHE
MUEKEOSHEZHEBBREE V¥ —BKASHEECZHE LT v 7 KA SHICE
W (FE4ED) IEEL, BREAFLE, 20T —ZIC LV EE, BEKED
R OREADEPRBREBICHEL S 220N L 2HEL, oREE
DELEHRFELT,

19
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6.6 EYOEA

B OB NEESNIE AR B HIZ %2 S TiT - 2, BT %id, RO
HEEZE GIHRE., K, PEROSAEDIR) C4HTOESE2 DT, 2B, 1000 DL
VIR, 100 Okt (0 FEME, 1 FZEM) | 10 & 1 OMIEIEERESE L, #EF 7
— IR EE (B) JEREST L — U AR, RBRES, RERK, &
HEE M $WES, FEES, JRFPERD (MROELZEHEOM) | ZRBYA (R
BBt DO MERE) RO HA GREREOM) 2R L7,

6.7 BERK, REHMAUVESOH#MECICEERM & Zh o 0RIRE
B

#5813, OECD Guideline for Testing of Chemicals 422 {Z¥E U, #& 1% 5 % %
WUz, BEHAMIT, BT 42 BB (ZECAT 14 B, ZZECHIM 4 BRI, £20% 24
FRE) . 2ZEOREOMECIE 42~46 B (ZZHCAT 14 AR, ZMCHIRT R ORI 438 L
THEL4BPET) | EXHEHEOMTIE 42 HFEE LE, 2L, FAYMPICLHE
AT Li-BEYy (B ES :2103) | AMETHho8) (BHWES : 2104) &0
WL 38 XL 40 B & L7e, BREERBIIXERESRBR C—RNZITOATHS 1H
/B (TEIE) & U7, EHEMBIIREGERTHRI4BME L, TORIEELL,

6.8 EE5HE

BB, FolmEORNFEGICE L C BN milEoiks L L, BRERE
X SmL/kgREEL, ZVXF U TAEY U T EROTERS®EZ 1 B 1[EL 9:03~12:18
ORI OB S L, 7275 L B 5B Th - T8I 0 s T 25 - T
14:28~14:30 ORBICES L7, SHBEICIEE (2—2 W) oL sFERICkRE LT,
B ok GikE (RABRA 0.1 mL, DEEAMEZMELA) . OO FER
FEECEM L,

6.9 BEERUHERK

BeH-B1X 100, 300 XUV 1000 mg/kg D 3 AL L, BERZEETHBELNZ 4
BEAERR E L7z, 1 U720 o8 AR 21T 5 RMEE & U CARECHEMES 128, &
BLLZ2WIEREHEE L CRHBBAOEAER TS 10 88 Lz, 2B, SRELD
EHERICBIT2HOMNE S 8 FUR, MOBANES 18 FLUEOX 5 LT, &K
BT AL, BESME Uk, HHRE Text table 1-1 X 1-2 1Z7R LTz,

20
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Text table 1-1. Bim R (H)

SR BEE | EBRERE | BRE5EEE R EEE
(mg/kg) | (mg/mL) | (mL/kg) | @k B E S
st BR A 0 0 5 12 1001~1012 %!
EHEH 100 20 5 12 2001~2012
oh R & B 300 60 5 12 3001~3012
BRERE 1000 200 5 12 4001~4012%!

E1: BHAESSEURO S, HR¥EBRERTRELUR, BESBHLE L,

Text table 1-2. B4R T ()

B B BEE | BRERE R5AEE 2L FERELRE
(mg/kg) | (mg/mbL) | (mL/kg) | @k DmEE [ukziE &S

%} BB 0 0 5 12 1101~1112 10 1113~1122#%2

KRB 100 20 5 12 2101-2112 — —

B R 300 60 5 12 3101~3112 - -

= HERE | 1000 200 5 12 4101~4112 10 | 4113~4122%2

H2: BAES ISEURO S, REESKTELUR, MEGHLE LT,

6.10 HREEDHRTENR

5 BEiX, el FEM L7 [Ethene,1,1- difluoro homopolymer DTy MWz 14
HEXEROELEEERR (BEEXREAR) 9 KAX&kF VIV r—F o 4 —K
BR#& = C-R138, # 5 : 100, 300 XU 1000 mg/kg/day\ RATER 61 ORREBE
WERE LTz, HEEFRERR T, 1000 mg/kg FE5HizB W TH —MRIRE, K&, ??E
g, MEFHRE, LKFRE SEEERXCHBRETRCERVDERES O LB ITR
Doiahot, Lo T, AR TIE, OECD Guideline for Testing of Chemicals
422 THRERERZ L SN TS 1000 mg/kg ZmH = E L, LA 3 TERL T 300
KON 100 mg/kg ZENFNPF R CIEHEICRE LT,

6.11 BERUVREDHIEA

HBRHOERT, REMHEEEZEE 1A, 5 1E,6 7H2&E 18, FERLK
B (RE5EHHKETORR) 2HE 1A, EE 1AL 7HZEE 18, x)%ﬁE_LH%
R0 B, SR THEZRAOR, HER (WAR) ZWEOH (E%oRH) &L,
UTEARTHEICSNT, TNERTEHOBHICBERCHREL I LI,

6.11.1 —RREDORE

EEEIZOWT, BB PIIER 1 E, 5P IIER 3B (K5, RE5E
% R OG-80 2 eR%) . BIHEMMITXER 1B (FAid) | FRENENAR, KE
Wee, BB THROCHEES 2 EO—BRREBICBIT2REOFELBE Lz, 2B,
B 2BLUBEOBWE R COEMMLBIER., M2 —RRECHELKRT
1To7,

21
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6.11.2 o —RKEBoHE, #HeEkE., BEARUVEXEHEDARTE

EEEIEOWNT, B RO T, & SRAE BEEFT) ximE, %
Dk, MK OFEAZEHE TR TR R R OB P &R 1 b, BT Bl HT i 5
BRI 1B AZEHIRE,. MIEHR R R RSB TSR ESAZE (RESW
R, 7. 14 KTN20 B SBEIIRIL 4 B) EThEhAT o T,

BiEmE, BAORERVCRREDEOR EIL, HTHNES 8~12 &F., RKEMHHT
S IRNEN BV E B NI VBT AR THANER 18~22 B0 T EFR 5L ONT
Tof, BEMEPRILEBEOM T4 A (%5 42~44 B) 2. TOMITES Y
BTH (BH 6, &5 40 H) (&, EIE M 30 BEE L OGS H &3 O Mg TH1E
R T (B 28, #EEL HICEE 12 ) (21727,

FROBE BRERVCHEEREME S VX 22 E L, BIEF L TREERE
DOEREHIR (7742 Fk) L7zRETITo7z, 727/ L, BEREFEONEICEHL
TiX, 774 v FeaiThhdhol, M —RREOBEAVEEREOBE - &
BERERICOWT, BE T —2UMNFT AT LI EREEZAHCNTCES L,

El: REEMORESREWE L TIR L,

R DHEE

*f BB 1102, 1104, 1105, 1106, 1108

KAER | 2101, 2105, 2107, 2108, 2109

hREE# | 3104, 3106, 3107, 3111, 3112
EHERE | 4102, 4103, 4104, 4107, 4112

1) M7 —IRE OB £

FURNBEE LTES, K2, BRFETEH, FCFoToBEL LTI —Yhbo
WMo LE X, #E - REORE, IR - 00wy, IEEKEH, BERHASIKE, TH
FEME, B ARRRRMERE (PR, PREE. STE. B, BEMRE) . N R) TR
BEW. N RY L THEORE, A—7v 74—V RNEBIE L L THEBIREE, &,
BEITE)., WEITE. BRI, B8, HREW, b BN EH. Pt (PEEE. HEIR)
WCOWTHEE LT,
2) HseRA

WSRO, BBEUTRS ., BEMAOG . RS, BEALRS. 22 P IEm RS, 3 R EE
oW TRE L,
3) BABE

BEREMA IS &%, CPU #—Y MODEL-RX-5 (7 A a—x V=71 v 7Kk
&4 ZROWTHIKEO®EOREDZHE L,
4) HEEDHEOME

BHRIECS EHE, ERUDAARESH L —NS-AS0l (A th=a—n ¥
AL R) FHWCAREHEZNE L, HIERRE 1 R E L, 10 2BRAT
0~60 57 OHE M 2 EF L7,
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6.11.3 ARERE
SEEZ ST, BB 1, 3. 10 R 17 BICEEZPE Lz, KEREO M OFER
BRREDOMEIT G 1. 4. 8. 11, 15, 18, 22. 25, 29, 32, 36, 39, 42 RO R
W, XHIC, EEESITEE 1, 4, 8, 11, 14 BRUHIRBIZ, REBOMITIERS 1,
4, 8. 11, 15 B, KO, 4. 7. 11, 14, 17 KHT'20H, #H 0 KU 4 HIECIWZHM
WHRERRIE Uz, 7B, FHEOSHBBERICOBOKR T AR INZBEOFZI
0 E!@{Z!SE(E'E (14:03~16:57) ZErZ. 08:03~11:26 DRICHEERE T -2, Sk
AOFEEITIIHE»OMN 16 BRIk, HMBREEERMICMHA T 07:46~08:25
OREIZHIE Lz,

6.11.4 EHEHERE

EEEIZ DN T, &‘@ﬂﬁi@i&&(ﬁék/ﬁ@ﬂﬁ@ﬂﬁi&ﬁ 1. 4, 8, 11, 15, 32, 36,
39/320“42 Az, &b, BEBYIXEE 1, 4, 8, 11 RO 14 BT, LEEOMIIR
51, CITEONS B, fFER 1, 4, 7. 11, 14\ 17 RO 20 B MR 2 T 4
Hk%@“%@&b AHOREREOENS 1LY 0 1 HEHEZHT Lz,
HIEEROEEEOREIT 08:23~11:47 DREIZIT » 72,

6.11.5 RERE

BB P i3 ef@Eic >0 T, BIREZHERLER L., &M TR O M
FIZONT, REHBBPHNLORENPBOLONDS ETHE (Fuildh) BHIRZHERL,
Bl U7, BIRGUIRIFATE, BEN, BERDECEEREIICSEL ., BIEIR
PR RE OFEE, QRATER SRS IIEE SRR CREH L RO
BEMETORE (ERH) 2z~ REHM T EEERNOBFOREL R~

6.11.6 REBAHE

REATRGMEETH, AICRGHEOREMOMESL 111 THREREE &, 3.
BRRERS D VVIERPICBE T Z2HALELOERBHRN &AL, REBBA %
OBLEBLTIXBRECKE LB LM, A—H#E X 2RESMII&E 4 B
Bl Tdh o,

6.11.7 PHBRUEEHRE
1 FE#moOBE

REOHERBINZHESIV I BARSTRSE, SHRECREOFELBELT,
WA T ORER (RALOHOREROCEE) (X, k21 B2 625BET1LH 2M (FF
BT & %%, 430K 25 HIZRT 10 BEE T2 1| 1TV, EIRMIM 4 0.5 B AL CER L,
I HEM CHEH L, SR 17TREE CRETLTOWEGEA . T0HERIL OB E L,
SRR T LI BESIIRBERCEREONBOFELBEE, BIL4BECoHAR.
WE SE, BED, BERROSLEEEL LUHERELZBE L,
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SR LT BB S BORKE T, MEEMIIRMEZIC, ThENREARAER
iU,
2) AR
WAER (BB 0B) KHERBROEERK K2, HERIARERFTOFES
BT L MBAHE L TERELRELLE., BEWICWE S, HAERDAEED
BELABRABETHEA LT, ok, BERRKRUECIRITEEL -,
EHA4BCHEELZRELZR, 2802z — T VRN CHE L. ERXERTEIC X
DR BOE S EEIR ATV, AR, WE., ERESORE - HEBEOREORELR
N, ek, HAROKEIZBEEINCEE L, SEEA CHENCESHBEELE L,
E) : BEEOMBYH, AEOAYR ETH. NEOOALPH, BBRLEAOKE &, Bk,
EHEONT VA, RSOOSR HPRE S, NBES0RE, BBORE S, Bk, #.
KB, WEBOE S, Bk, Hok, RERVCELADATG Y ACEELTHESEL, E¥
LERZBAERRE L LE,

6.11.8 RIEE (BEXKEAEZED)

RREBIERGKRTE (Y56, #536~37 H) ROEIEALTHE (B 28, B8
8~9 H) 7o 7, WEHMPIIRELYHORERIC, HTRBENES 8~12F., X
e TIIENE S 18~ F 0 BHZNF N S BEYE P IXEES ) o 2EEE,
ThENERELZEZYy bLIEF—DIIINAL, 8 - BHEAKTTA4RMEREZ, KW
THHER - HEEBATTZEOHD 20 KEREZER LU, REEH % Text table 2.
WR LT, BBRLEEHO 4 BHRICOWT pHUTHAECOREBEL REL, ZO
BB 20 BREZHAVTRBERVCREORT 21T, KREIT 4 BEFOR
mE 20 MOREZAF LTI BEZEN L, BKER, #RSGBE2Ey LIS
— DI LREETRTIA NSO | HOEEREL ., BARZ BV THE L,

Text table 2. RIBEEDIER., MEZRUERABEL L

MAEHEB B EF i

pH A=VavAT 49 IA-TEARBK (7 —27 VA RNEH] Y
mAHE F=vavAi {9 i A-TEA BB [7— 27 LA HERESH] @
AR A=YaVAFA9IA-TEA R [T — 2 LA 8K EE] @
Fha—2R F=VavAFA9IA-TEARB [7—2 L A HX&H] 9
=il F=VIVATAVIA-TEA BRI (7 — 27 LA BREH] ©
Ay F-VavAT (o IA-TEARRIR (77— 27 VAR EH] ©
vuvrly ) —rr A-YaV2749IA-TEARBK [7— 27 LA R E] ©
£ 3 PR EL A

RS BERIE

JRE (4:HIE) BEMAEy VEEHOEAENE (B : mL)
Fedvigas KEBTHEY (BAL: mOsm/kg)

RE (20 B &) ARV =R ABEE (B4 mL)
#okE (24 BHEE) EEHE

1 R E R

a) : AUTION MINI™ AM-4290 (7 —7 v k&R &4h)
b): HEIBBLEMEEBE A— b7 FXF v | OM-6030 (7 —7 L o HXGH)
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6.11.9 mEFRE
SHEEREEGEERHHWVISEEHMETRAOA A2~ H—®K (16~20 KR MRS
Wi, EO) bR OEB RIS, KX T HEIIMRES S (BWES
PNEVIE, B, SEBMZSWIED 5K *hconT, =—F AREFTFICHE L.,
JE KB ARHY 5 EDTA-2K INERIME (SB-41 : ¥ A A v 7 Ak 4E) WMk | mL %
BER L7z, oMo >\ T, D Text table 3.- 1SR L7=HB KU FHEIZL
DRELRE, £/, 3.8% 7 8T Y v ARENRRE (K9 RIZx L 1 FH0FE
) R LK (0.9 mL) Z&E.O08 (] 3,000 rpm, #9 1,600xg, #7110 53[#)
L, Boh/cmiEic-ov T Text table 3.-2) IZFR#HOBEB R OFHEIZ LV RE LT,
RE. BRI L2 EHIC 20T, May-Grilnwald-Giemsa Y312 K 5 1L B ER4E AR % 1B
B U7, MR 25 BRDBEEY R OERAMHETIZ2ME RS C LEBHWIZ OV T
IR L7, ZORMRITRHE BB LT,
o REHOBRERRZIBEUTICR LY,

HREREE W%

Xt AR BE 1101~1112

EHEER [ 2101, 2105, 2107, 2108, 2109

A ERE [ 3104, 3106, 3107, 3111, 3112
ESEER 41014112

Text table 3. MEAFHREDIELE. MEZRVERBILE

1) EDTA22K M #FIE D>\ TORAE

BmARA MEFHE By
HR IR (RBC) QAEL—F—Ta—Y A bR Y —EO 10%/uL,
AT ST E v B (HD) VT VA RANES OB g/dL
~< h7 U v MAHD FRIMEKE R O RMERAERE S B H %
T H R i BR A FE(MC V) 2AEL—F—Ta—H A A FY — O fL
S 349 3% i Bk i, 65, 9% B (MCH) FRMEBE R OA~ES L ENHEN Pg
EHFRMER ML AR EE(MCHC) ~E/REVBRR~ 7Yy MEMLEL O g/dL
M AR i EK 2B (Reticulocyte) RNARGIZ LD L —F—Tna—Hh A hA LD —§9 %
/MR $k (Platelet) 2HEL—Y—Ta—Y A h AR —E 10%/uL.
M M K (WBC) 2AEL—F—T oY A hA Y —E 10%/uL
[ M ER E 4y ) MRAFFRF—FRBILLE TR A M A ) —iE %
2AFL—F—Ta—H A b XY=L
B o TR 4% A0 oD e sof 2 AN FFRL L —PYREIZE ST YA bR N — 10%/uL

PRAFEL—F—T - A P ALY —E

2) JEUEES MY U ANMIENSSEE LM ST OBRE

mEER & Ik BAAL
Fu hr e o ERE(PT) sy bEY s
TRy ha AR

75 R F L EEREI(APTT) sy bEY s
VWA VS farRTTAF kY mg/dL
(Fibrinogen)
il JH 0 E 1 2R

o) MEMHFBREEE 7 KV 47 120 (Siemens Healthcare Diagnostics Inc., Illinois, USA)
d) : MikEEE B BHAELE ACL Elite Pro (Instrumentation Laboratory, MA, USA)

E) : HFFERWNeut.). FBEIK(Eosino.). HFHEFEK(Baso.). U »SH(Lymph.). HIEK(Mono.)
B ORI IE G A 5K (LUC)
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6.11.10 MmMELERE

MEERAE AR & FRFICEIR UMK 6 mLUE L., S %E S 2103 138 4 mL)
FEECERAORRE (X)) V27 b -A— by 7 TAEKRREH) CHY,
ST BE (R 3,000 rpm, 49 1,670xg, #9 10 4f) L. & 672 iz 2T Texttable
4.-1) WEHBHMOEBAROFEIZIOVBRELEZ, £/, ~2N) UIIRERE (M#E 1 mL
Mz D20 BALO~RY ) ICEB LMK 2 mL 2@ 058 (] 3,000 rpm, 9
1,600xg, #1072 L THOLNMIEEIZ DT Text table 4.-2) IZRHOEHED
FECXVBRE L, BB, 8WES 2103 0V 7V 54 RENBE & REEEH O
FREBZIZEOI—READBRINTELD, 2EHARAEEHCTCHMELIT- T,
ZORR. T —FKRINBholeZ ot HRIEMO 2 EHRBEME2ERA L,

Text table 4. MBLFERENEE., MEERVCERBEL L

) SBELEMBROVWTOBRE

BEHEH W 7 77 =R 172
ALP Bessey-Lowry # © TU/L
oL A5 m—(T.cho) CEH-COD-POD i © mg/dL
Y ZYETZA R(TG) LPL-GK-GPO-POD i © mg/dL
U v HEE (PL) PLD-ChOD-POD i mg/dL
e YL E 2 (T.bilirubin) S D e T mg/dL
J" )z — Z (Glucose) FTha—AFe Fayh—rike mg/dL
RFEFE(BUN) Urease-LEDH % mg/dL
7 V7 F = (Creatinine) Creatininase-creatinase-sarcosine oxidase-POD 7k © mg/dL
7+~ U 7 A(Na) A v BIRBEIE mmol/L
71V 9 LK) A A VBNEMBE mmeol/L
(O BEBEED mmol/L
sV A(Ca) OCPC % © mg/dL
HEHY 2 (P) TV TFUBE S mg/dL
7 A EE(TP) Biuret # © g/dL
7 AT 2 (Albumin) BCG & © g/dL
A/G H BIEEABBEROTFTATIVNGEN

2) ~Y VMM B HE L A oW T ORE

RAEEE Bl E FH ik BAL
AST(GOT) UV-rate i © IU/L
ALT(GPT) UV-rate # © 1U/L
LDH UV-rate 3 © 1U/L
y-GTP Ly-Z VB IN3-HARF ez b7 = RiES 1U/L
{6 00 e 28

e): lRILZATOITESRE TBA-120FR¥E (BEEATF 4 WAV AT AXBHEHR)

f): 2HBHEMESWEE PVA-all (MRE‘ZA TV RFF 4 —)
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6.11.11 mpARILEVAE

6.11.10 DIMLEALFHRE TEHE LN MIEIZ DV T, Text table SAZREHOEE L VF
HBZLoBRELE, WREZMBYMFIZK 0.5 mLx3 KE b I VFa—FichEL,
PIEF T-80°C DIHHE GFAMB : -70°C AT, EHIMHE : -83 ~-72°C) R EL T,
iR 25 AR GEHEOFLHMPICSWE RS T LEFBYIC oW Tk, BIE
Lo lz, MR AEFRER ORROME/ TP A e BIEROTMHE L TR
FL,

Text table 5. RN EVRAENEE, MBRERVERABBLLE

MAEEA BEFH & =¥iv

T3 CLEIA I£ ® ng/dL

T4 CLEIA ik ® pg/dL

TSH CLEIA ik ® ng/mL

{55 R A A 2R

g)  ERABRELERNIAET AT L IMMULYZE (Siemens Healthcare Diagnostics Inc.,
Illinois, USA)

6.11.12 JRIBZEBKRE
) #HimkOHsEERNE
BEHEEBEEEHROCEEHHET RCT X TOAEFBYIC OV T, IEFEHRE, 0K
LR E R G PR VT REO 7 DI L7ZB I3 RiZ, TOMoOBmIT:
— 7 VRREE T C, MRERIENC L 0 Rl BFE ¥, EhENEAR, WE. HE,
BHESOEFOME - MBOARIC L5 3EMRERNZTH, BREZERL
B, B8RO TEHRRBFICEFREROCERBEREZRE AL, RNT, HER2E O
RRORR B, W ON M FERE, WL RE & O A v R E O TR % 47
STEECONT, UTR R THEOEELZHE L, ThoHREER (EXHER)
EHREOERENGARE 100 g -V OMMEREZEB L, 28, HEKOHEL
K E DT EBAMEOHREICOWTCRELGI A CRE L. £OAFE THEML 7,

Wi, TE&, FRB (LR/AMEEZEE) BB iR, iR, O, K,
B, iR+ 7E

2) RHMAMRERE

E2TOEEIZONVT, UTIRATL2REMNRIBE/MBEL Y BEE 10 vol%h L~
UV TEEL, BE L, BEERICHICITY VEEIEE 10 vol%h =Y VIRETEA
L, T2 L, IBER, BRI VEBEEHRCTAKM L3I vol% I/ VL EALT AT E R -
2.5 vol% AR~ VIRTHEER, MERUBR KRR 77 VB TEE L&, U VB
TR 10 vol% < U VIRICEB LIEGFELTE, RWT, RI 7 4@ L%, 9k
EL (FHREELESRE - BEEE - REOAHELE) | A~ XV Y e nd Y
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v (H-E) AT oz, SRIE. STREE TRIRBCB T O2MERECEHE
HOEMAEORRENRBE /MBI CICESETHOAIRE LIS SN TITo 7, @
REDOEBEIZ DWW TIEEM A HHE L, IRER, AamiR, BRI, ERME BIE. B
g, KEBBE (BHE2ET) ROWR (BREE) AN, $EB, IR, BREAROHE
BT NCFERIMASEER L, TORE, s REHCTERYERSICLD
B EO ool Z b, PEMEHERHOERIIITORP o7, 2B, &
HRERORE (BERM) T H-EREERERETE L, FEAREREITZEKR L2,
o7, Fle, BRIZOW T H-ELAERATHERDERSOEERRD LN Mol
7o, PASHEERCILZBEIIThRP o7, £, BIBRFTR T [HEBME/IME) 1T
BEINR P2, a2u 07 ) v OGERBRIEFNERICX BRI bR
mao T,

KIS, D (Ez&de) « AaeE, i (e | RER S\, ~— 7R,
TS, BB, ERUNME, BB IR, IR, BT U oS8, BRI Y oS,
D, BREAR, &%, M (REXE&EE) &, BGE, &8, §. +2865.
ZW, \iE (N4 REeET) . B, &5 BB, ETR, TR, P,
s, BN, RBERE. HSEL, SRE., REEM&. FE. B, AR HE, Lk (R
BE) . ME (BRzEt) . KIRE (BlEzE) . XEBHE®RG. KE (K
BE) . AIRMEEBA, EEERNE (FEL2ERLLEN)

TR AN L - aaE - M SUIEA T mitos s Lz,

6.12 #EHER4T
6.12.1 NS A—SDEH

UToORIC L W AARE, BIFR, THRER O ERIRE T &, FIRDIR., K%,
FREWSE, ANRERESR, MAeEE, A% 4AEHFEE, £% 0RO 4 A OHAEROHERLE
BT LB L, 2B, WEROKEIIEEY Z & MR EHEL KD,

RRFEW) = (REBME/FRIEB®E) <100

BRER%) = (ME2ITRESEREOR/ZR LZEDE) %100
ZHRE%) = ERLEZMOE/SZR LMD <100
IR =B O BN LB To U

WEE (%) = (H4 VP S/ e R IMESR) <100
FIRHE(%) = CERBER/EER) %100

FEERE(%) = FEERE/HARKR OFERL) 100
HERF R = NEREFRBUBAERE) %100
HAR%) = (WAERK/EFEKREL) %100

ik 4 REFER (%) = (£% 4 BoEERB/HEARE) <100
A1 0 H OPEE = HEH A R 804 R
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At 4 HOVEL =A% 4 HOMATFRE/AES 4 B OAEFERE

6.12.2 %

E

TH IR EAHER L OB OV TR FHAEELEOREZ T2,

RE, REEME (BEROERETY &5 1~42 B ROEIHE 1~14 B, ZEEM
5 1~15 B, iR 0~20 H R UMZH 0~4 B, HAEWR A% 0~4 B) |, B &, BKE.
HEWGHRREARK, A (BEEH) RRF CICELE A K, EERHIM., #E%.
ERER, AR, M (BB OKV4R) A—T 74—V FNEE (HEERK,
hEARYE) . MEsd GEHBEAMIE)  BHORVCBRESRE, RREOEEWN
HA, MFFHRE., MLELERE, PRV ECROREEE (&, TREBARE) 1T,
BEZ L ICTEHER OEREFEE L RD, RICRTERXKOFELE>THRELE P

3)

B RO L) ELIEIE R =

=2
>3
Bartlett i & F T
it {0 1R B JT AR E
p=0.01, Tk p<0.01, FEE4S#  p=0.05, &5 p<0.05, JE% 458
& oy Btk SO B
Dunnett Dunnett Y Student Aspin-Welch
BE mean rank test DLRE D LIRE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
i iR 7 4% 2 {3l ¥ 7B i U 4R E
$ oo 272
&&ﬁ%T . F S] /52

29

(iﬁj”s\ S;2>522)



R-1052

BERE, SLEHRE, HARERER \ME$&ﬁ¢%4Bif$’wai REZ &
LA E R O HER 2 2R D, Dunnett # mean rank test (2 X ¥ :Fijjlllﬁ{ia)ié‘@*ﬁ/\t%
otz (HEKY0.05KT0.01. w) 9,

REBEER, BIFE, ZhhE, HEER, BREKIGC, BERS, BEHRS., BRERA, BE
LS, ZEZPIEMRHAE,. EHOZESWE, Ma2 itk S-Sk, TREESY
B, EFRHEMSIWE, EERFOLLNZEHE L VEH L, Yeates DHEFEIEE
LD CREERIT> 7 (AEKE0.05 R 0.01, @) . 72720, BHELN 5L
TOEARELNDHBEIZIX Fisher DEEMEHEERICIXIVBRELZITo - (AEKYE
0.05 X Tr0.01, WD) ¥,
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7. BERER

7.1 —fRIKAE (Table 1-1~1-7. Appendix 1-1~1-22)

WHRYMERGORZBIIBD N R 2T,

2B, UTOFRBAELNEN, BERRLOHERYERE & BELRWERERIZR
Ak &P L7,

HHEORE (WEFMEEE) 2L D2 BEHRITH 100 mg/kg EHOKE 1 6] (B9
2 2005) THRE 33 AUBICO LN, BB, TOEWIEIR—Lr—VREOF —
TP T 4= FRBEICBWTCHRENHRIN, £, REDOEHD 100 mg/kg
PG EED R RREME 1 ) (B E S 2103) TEALIREALR, MBICARERNET
L,

7.2 HMT—AAREOBRR. HEERE., EHNAERVERESBGEDAE
(Fig. 1~5. Table 2-1~2-84. Appendix 2-1~2-258)

1) AR—br—VHNBLE (Table 2-1~2-23, Appendix 2-1~2-72)

AR B BEME K O IEAZ B ME 0 $% 5 R b I ONC S B M O S IR i, wWTTh
DEMICLBRE XA LN,

HETIE. 100 mg/kg %GB 1 Hl CRHEORKE (WEHFHLEE) & L0 —KE
DEETRFESITRA NI EE. B E S 2005) THRE SEUBICERR A LI
S, FBUR BN S EIEIIE b &l L,

2) FicH o TDHEIE (Table 2-24~2-46, Appendix 2-73~2-144)
A BOTE ME 7 R OV A2 B AR o0 4% S AR P 3 i EE S EE O BIE IR Pk, W
oI LBEERAON R Mo T,

3) A—F 74— FHNELEE (Table 2-47~2-69, Appendix 2-145~2-216)
HETIE, 100 me/kg REBED 1 H (FHEOREH (WMAEMEZER) X0 —iRiE
DEECERELHITHRA ORI AE, B ES 2005) TRE SHEHURICHITRENRAD
izm, BERE» HMBHE(LEEZL LN,
M, XTEEE L EASED BB B OA B RIRE SRR EAEO 1000 mg/kg & G5B
THEHR 20 BIZ, FEACEEED 1000 mg/kg B G- HETHEE 1BAICRB D e, wWihd
WM THY, LB TRN I D, BROE L M LT,

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

22 B 0 e B OVIE A2 B BEIE O 3¢ 5 301 R A& T 1 3 OV [ AE B 4 i A oD [ B R R T
., WTFROEBBICLREIRAON o T, Fio, EHBIENEIC b 5 BREE & & 8RR
MERSHLOMCAEEZE T2, ERERKFHICOEFEA Do T,
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5) #@BHAT (Table 2-75~2-79. Appendix 2-231~2-244)
ASECREMEME K ONEAZECREME O 4% 5 WK TR 3 N [ i ERE O B8 AR & T R
Wik, SRS ERPDERSBEEOMICEERIRD N Mo T,

6) HEEHEOME (Fig. 1~5, Table 2-80~2-84, Appendix 2-245~2-258)

O FEREEEEMECIE, 1000 mg/kg R G CTR G T REIC 50-60 4y D OEBEIZ KT

BELHEAEERERENRD LN, —HBHEATHY, 0-605 DO ER £33

FREE L EA e REBMICFEELSLONZRZNT b, BB & B L7,
22 BC F ME O oD 3% G-I R A T K OVENE B ERE O [ E IR Tl IZi, ot L &

WEHRHERGEHEOBMCEREERRD Lo T2,

7.3 A& (Fig. 6~8. Table 3-1~3-7, Appendix 3-1~3-22)

1) &5

22 B AR M e S OVIE AT B ME D B B IS AR DR E R OB 5 B h D R E N £ kR
FELLE~NFBEEZRIRD O N1,

2)  [EI1E IR

HETIX, 1000 mg/kg B EHETHEIE 1 R4 BICHBBELLE_EEREMELRD LN
e, BEMBPIEIRBEELIRSELRL TR G, RYERS L oME
RN & LT,

FEZBEREME T i3, B8 W P oo & ) E W A O R K OVEIE I R o o I BN B LT
WE L ENEREERD LN,

7.4 {EfEE (Fig. 9~11. Table 4-1~4-7, Appendix 4-1~4-22)
1) #&5HM
HETHE, 100 V1000 mg/kg RGBT BB L AL Q2 BICAERHEIRD
BIvin, BEZRZ—HOELLTHY, HELOBEN W IZ b, HREERS &
OESE 72 &HBF L,
TELEEME TIX, 1000 mg/kg B EBHETHRBELL~EERE 1 ARUCEL4BICHEERS
ERBO OB, —FHREHTHY, RMERE L OBEIT RV &l L,
FEAZHLREMECIL, MM LR EREH L OBICEEZRIRBDO N RN 572,

2) [HI1E HIRH

HETIZ. 1000 mg/kg 5B TR BRIE L L REE 8 B RICAERBMENBIRD S,
—FH LB THY . ERYERS & OBV & L7,

FIEACHEREME T, EIEMBPOLBERSOBHEEICHBIEL ENFEEIRD L
nizhot,

32



R-1052

7.5 REZE(EKXKERMNEEZSE) (Table 5-1~5-16, Appendix 5-1~5-30)
1 &5 HEET HRAE

FEMEE R DWTIE, BERUERHEO TN OB bR ER LI XD H
BlXAbhnol,

EBEERICOWTIL, JEREREME TRMEE L AN RBELICHBEREME (REED
2566 mOsm/kg (2% L, 1700 mOsm/kg) BB H b 7zh, FEREOBEICHE S RIZSE
JEDOERMTHY, BHaT —F% (EHEEIFERZE 21384314 mOsm/kg, H/h-Fe KT
i : 1680-2446 mOsm/kg) "MHH N BHOREBBEENEHBE TH -2 LI DBFEN
b &R L7,

%:2010~2011 4 (Crl:CD(SD). 7 #AER. n=35. 17 H@&)

2) MEMIREK T ERA
EHEEE IOV T, EROEREHEEO ThoBmIc bR EE I LR
(A ESTNCY (R Rl i
EEHEBIZOWTHE, WTROREIEB IRV T R OISR O3 5R Y E &
HE BB OMIAEZERBD ORI,

7.6 MRKR¥HE (Table 6-1~6-10, Appendix 6-1~6-10)

) BEHRETHRE

HECHE, WP OBRET B IS T b A RRYE B 58 L IR L OoMICH BT
B bhAEmoT,

AELEEMECIZ, 300, 1000 mg/kg B 4B C 3 FREE & bE SR AR BRAFE K OSE 4R
L BR 6 35 RS A BRI RO bR, oM/ T A — 2 CEHRR, Ak
EOBIERS RN LG, BRI A BRI O &k LB L,

e MCV (fL) MCH (pg)
poRitis 53.0 17.8
100 mg/kg ¥ 5.3 53.4 17.7
300 mg/kg $ 5 £ 56.3% 19.0%*
1000 mg/kg & 5 # 55.4% 18.6*
ERT — ¥ EHELEERZE (B/D-RKXFHE) & 54.4%1.4 18.8+0.6
(51.4-57.5) {(18.0-20.3)

*p<0.05; **: p<0.01 (R LOMICHEER)
E: 2006~2011 4 (Crl:CD(SD). 21 # B, n=159, 17~19 @&

JEZBLHEME T, 1000 mg/kg ¥ G- Toxf BB & JE NI RARE L O RICH E
REENRBO DN, BHAELETHY, BENLLLHE LI, TOMOEEI

Rk R & DI BEIERD bR T,
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2) EEHIMET RFRA
WTFROREHEFICEBNTH 1000 mg/kg G &R L ORICHABEEITRED L
nigh o,

7.7 mi%{LFEEE (Table 7-1~7-10. Appendix 7-1~7-10)
1) & G5HIMETRRA

HETIX. 1000 mg/kg G THBBE LNV 7Y T A4 FOFERIKM (28
mg/dL) ROMEOAEZEEN/ZD LN, LirL, MV T VT4 FORERIK
EIZOWTIR, =7 —F N CEXYELFRERZE  35.948.0 mg/dL, &/ RFEEHHE
18-48 mg/dL) ®'OEHTHY, VU VIBHRUR 2L AT o —VIcHBEEERD LN
RN Enbh AMFHEEMENORLE Pl L BEREoFEREMIC OV T,
FTHRUTLARGH Y Y MCEMB RN &b, MREHERE IR,

DO, 300 mg/kg e HRE TR IAE L S y-CTP OHFBREENED NN, A
BEOBEERLWZ L, BRI EHE L,

AZEOEEMECIX, 300, 1000 mg/kg W EFHE CHMH LU ARFEROER LEENLR
OoNEN, BEBRERT —FRNOBLTHAHZ Enn, ERFENEEHHBENOLEL
bl S B

T 1:2006~2011 4 (Crl:CD(SD). 21 &5, n=123. 17#HE)

T BUN (mg/dL)
3t B 1
100 mg/ke ¥ 58 12
300 ma/kg & 5-8F 15+
1000 mg/kg ¥ 5 1 15%
TR THELEERE (BB k) 2 1522 (11-18)

*: p<0.05 (BB OMICHEEZESR)
T 2: 2006~2011 4% (Crl:CD(SD), 21 B, n=159. 17~19 @)

FEARFBMETIE, WTROREHEBIZBW TS 1000 mg/kg & 58 & xTHREE S DM
WHBZEEIRD N R o T,

2) [EESRE T RRE

HETIE, 1000 mg/kg ¥ EHE T MBI LR LDH OB 2EME (S11U/L) (FET
— & EHELERERZE  47.726.9 IU/L, B/ KEHE : 37-64 TU/L) "ARH 5
NN, BREYMKE THREICALNZ2WVWERMARAERT —4NOE{LTHY, FHF
B2 B RPN O 2 (b & I L 7,

FERBLEEMETIX, 1000 mg/kg IS CHBE L LRI ABBEOREREE (6.7
g/dL) (FRT —# ., EHMELEYERZE : 6.7+0.2 g/dL., B/D-B KEWE : 6.1-7.1 g/dL)
ERBO LN, BEHMETHERECAONZ2VBRMATRT —FHNOELTH
., AHFENEEFEENOE & HE L,

7E: 2006~2011 46 (Crl:CD(SD). 21 35, n=105, 19 @)
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7.8 mHRIEL (T3, T4 R TSH) AIE (Table 8-1~8-5, Appendix
8-1~8-5)

1) 5 AR TR R

BETI, SHRYERER & XM S OMICH B2
RBLEEMETIX \ﬂ%ﬁ&%&3Mmym&5ﬁ?T4
1000 mg/kg ¥ 5812 RIZE(LIE
Ll L7,
B T

IBRD LN h o T,
HEZ2EENIRD LR,
BOLNT, AL OBEEN W L, BREE(L

. 1000 mg/kg B EH L AL OMICABREZIZRBDO R - T,
2) RIS TR R

HER ONFEASBCREME Crd, SR E R G 8E &Mt & ORICA B A
776

S 74P E)ﬂfﬁﬁ)/)

7.9 BEE= (Table 9-1~9-11.,

1) HEHMKETRRE

HER OVERELHME CIX, W OMBERIC
ORICEBEZRIRD b7z,

RECHEME TIX . 300 mg/kg T 5T & WOt HE
Bl ot HEXT EEICA B AR ®M. 1000 mg/kg $¢5-3 T,
BRICAEREME., TERAEOM K OFHEXE I
B, DR ORI >VWTiE, R —

Appendix 9-1~9-42)
ﬁw(%%ﬁ%%%&@ﬁ&ﬂ%ﬁ&

WCH B R R D
Lo e ORI D e e
BlaEsEr@Roohl, Lal,

HHNOENTHY ., oML HEL OBE

N MERENELEE o TWARWnZ b, AHEEEFEMAN O L AW L
77
(- WAkl A
sy - ik YN T smee |2 ey | O melke
I8l +EHE R =
o Mt (g) 1.90-2.03 1.97+0.03 1.90+0.08 |2.00+£0.06* | 1.97+0.06*
Bt (2/100g BW) 0.60-0.67 0.64+0.02 0.63+0.06 | 0.65£0.03 | 0.63+0.04
ol Huxt () 0.91-1.10 0.99+0.06 0.94+0.07 | 1.03+£0.06% | 1.02+0.06*
%t (g/100g BW) 0.31-0.34 0.32+0.01 0.31£0.02 [0.33+£0.02* | 0.33£0.02
o %t (mg) 51-100 82+10 75411 93110% 88+11+%
P[4 %F (mg/100g BW) 23-33 2742 25+4 30+3% 28+4
bk Haxt (mg) 15.5~20.1 "2 | 18.0+1.5™2 | 16.9+2.1 17.3+1.3 19.5+1.0%*
%t (mg/100g BW) 5.2-6.1 "2 5.840.4 %2 5.6+0.7 5.6+0.5 6.3+£0.5%
*: p<0.05; **: p<0.01 (BB LUTHEESR)
¥ 1: 2006~2011 # (Crl:CD(SD), 21 &85, n=160, 17~19 &)
T 2: 2010~2011 4 (Crl:CD(SD)., 7#8. n=75. 17~19 #E)
2) B IR TR A
HETIE, 1000 mg/kg F 5-BE TR BEE L LLRFIROBES ERICHAELREBLIRD SR
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A, R ERICAEEEG < RO U THREICA SRR L b, B
ZE{l kI L7z,

JEAZ BRI T VP00 B B RT T b A BRI E B 1 & AR & o Fe
BEAERRBO bNAN- T,

7.10 ElI#FrR (Table 10-1~10-6. Appendix 10-1~10-116)
1) MEREEY (100 mg/kg ESFEOHE 1 ] (FWES 2104) Tk, WTHhOR/EI
HEEIT Ao,

2) SEFRETHEY (100 mg/kg B 5 BEOM 1 6] (B FS 2103) ) 120 Tk,
BREORBILE REF IR OIBANRZ LI, BBIRET 5 BREAOE(L &H
WL 7o,

3) HTEHMA T R RO EE IR THRFRRE TIX, Table XY Appendix IZ/R T TR
WHORIEB, WTh b ZOREIVRE) HEFEMELR/ & Bl LT,

711 HREMEEHE (Table 11-1~11-16. Appendix 10-1~10-116)
1) MERIEE (100 mg/kg & 5RO 1 6] (BES 2104) ) Tik, BERTERN
BER DI BT A, BERR D HHMBHIE(L & Hk LT,

2) EMFRFECHEY (100 mg/kg T G5-FHOM 1 (BIHE S 2103) ) TiX, MK
R A H L, B W 0D BR AN A b R N oD R AR R BT K OVR FE 2 22 b, TN o0 d
B A /NEEPLYERT AIGEESE, MO KE MR E 2 o BB A0 Hife, B
g CORERIERRE M % 3 & 3 D A s ki o TUME B RR O B R EHE RO
BRERTFEABERSED L, BIRW ) & MIEAIE(L &I L7,

3) BEHIRMK TR R OEE MK TREA T, Table XU Appendix (2RI Fr R
DA BNTZA ., WP DR BRI R O AR 2RI S BRI (L L &
Z b,

7.12 HEH# (Table 12, Appendix 11-1~11-4)

SRR R ERGHE T, EAHNRTOEBMIIA LN o T, o T %
& MG R BRI ORI A B IE R - SR G OMICAEEILIR® LN
o T,

7.13 XREB#E (Table 13. Appendix 12-1~12-4)
TRTOELELEICBNT, REHBHEZ 4 A ETCCRERBO AT, ZRITR
HoNTEHOO MERIITENY A 100 mg/kg & 58T 1 (B E S 2104) R B ITZDN,
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é&ﬁé"{— LR ORI M E AR ERER & ORICAEAITIRD L
fc&bnoﬁ_o

7.14 SH%EHE (Table 14, Appendix 13-1~13-4)

TEIRBN IR IR 21~23 BICIE® I U, SRR IR R OV 2 2R *aﬁd‘ﬂﬁﬁiﬁ&%%&ﬁﬁ
YERERE L DBIICABEZIRD N2 ol T HEROAFEICER TR L,
R, EREK, AEHERE, BRE, BERKEOHBARKC ixﬂé’-ﬂib%f&%’ﬁ
MERSHELEOMICAEEZERRD b 272,

FHR 25 HICB W T AR MEOEYA 100 mg/kg W EFHED 1 4] (BiwHE S 2104, F
F) THRLNEN, MELOBEBEORWN 0D, #RERS - OBEXRWVWES
b,

WEKROE %%t#l%myﬁﬁﬁﬁfﬁﬁluuwﬂﬁwﬁ -2103) A BT,
—RBEBWTEEOBEIINA LN Edh, - fIRTE @%ﬂ: WK 3 A E R
EnFEREEEZZ N, TOMD KR GHE q‘oﬁéﬁl@%’Ci B, REDROEAT
LIRS ot

7.15 HEROEE (Table 15. Appendix 14-1~14-4)

AR R OVER 4 HOMER TIL, XBREE L 100 XU 1000 mg/kg %5 HH DM
EEIRBDOONE o7, B, 300 mg/kg BHEHOEARROAER 4 HOM
HEUFERREHEIBDOONN, HRELOMEO RN Enb, HERWE
OB RWEE X bR,

ARBETHE, WTHORGHICBWTHAEFEIALN T,

HE
xf R

5 &

9‘*5?7?7

7.16 WHEEREDAEEE (Table 16, Appendix 15-1~15-4)

AWM P O R R BEEE, 100, 300 XN 1000 mg/kg T G5 TENEN 6, 20,
4R ETHY, e 4 BAEFRIITTREE L S HRYERERE OBICH B
RO NI T,

717 HER®DAKE (Table 17, Appendix 16-1~16-4)
H A R OVE% 4 HOMBEAREY O A% 0~4 H OB OEEEIMEIC BN S &
WERYERGHLEOBICHEEZERRD o T,

7.18 WHAERODIRI. 4 BEHEFR (Table 18, Appendix 17-1~17-4)
EHICBWT, BEE o7,
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Ethene,1,1-difluoro-,homopolymer i, {bEHWEERET — & - MT XD & KA
DEMER IOV TORRE RN Y,

Ethene,1,1-difluoro-,homopolymer @ 0 (xtMRHE : = — ) | 100, 300 X T 1000
mg/kg % . Sprague-Dawley 52 SPF 7 » b @ HEICIIAEAT 14 B RIS A RBE M %
WL CHMRATE £ T (42 HE) | ZCECHEMEICIEACECAT 14 B I 2 AZBH T K OME
PRI A E LTI 4 B T42~46 HR)  FEACRAEME I T 42 ARAKBIREOES L.
REHRGHEEROEEEEFESEZBHN UZ, FiZ, 0 X0 1000 mg/kg S5 HEDO—ED
B oW, 42 UG Ltk 14 HoREGRM 2%, BUE Lo itk z
B L7,

8.1 REERSSH

—RCIREE, B —AIRRBEOBIS, BEEmE, BHONERCABESH =0T, K
B, BHE RBRE BAEAELZED) . LEAFERE, LiRKFERE, LPRLE
VIE CHIRRFT R R OB R B L R ER S ORBIIR D b o T,

“Eﬁgfﬁ WESHMKTRRE CREREMD 1000 mg/kg WEHIZTERADKH
MHECHSSERBICSHEIRD OGN, UL, ABFNCRERIR, ¥RF—4 L
DB THMNEROANRERT —F2BAIBETHY, NDWEBRE~DEELHLD
N, HBRYEREOEBEEZEICEETE Mo,

8.2 EEHEESH

HEM, RREFTCIRELEZIR. REE, BHERUZHRBICIWRMER S O
IO LN o T, B, HER, MR, SRR SRER. FRE, HE
R, HAERBROHERICEBRDERSOREBIFREDONT, FAHBE F oFR
BIZbRERER/RBD LRV E kﬁ%xI%Omywﬁﬂﬁﬁ’%wf%ﬂ%ﬁ%@®§%%\
fs-é)rﬁ REL OS2 REE, BB OIERER:, SRk CHEITE R & O ERBEE~DEEIT
Uy BT L 2,

HAR I, HMAROARBIE, HARKROER 4 BOMREAREIT ML, 4%
4 HOAFRELOHIRFTRICEBRYWEREIC L 2ZBIETR DR 7,

ol =
m¥ it}

INHDORERENS, KRB SM T T Ethene,1,1-difluoro-,homopolymer % S8 0
5T ALY, ML DICEEFHEEIRBOON o T, KEFEMD
1000 mg/kg ¥ G-HEC TEABEORMELRD Oz, Lo T, REBRWE O ML
BB A ER GBI 5 EEEETME L 12 1000 mg/kg., P2 E I
T 1000 mg/kg, M T 300 mf,/kg ORI U7o, k7o, MEEEBLEY & IREIWIT I S AT
EABHICHTAIBEBIRD LN Lol s, BEEBEROEEEERIVTH
% 1000 mg/kg & #'JU?L?’?_O
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D

2)

3)
4)

5)

R

Ethene,1,1-difluoro-,homopolymer (CAS #: 24937-79-9), Material Safety Data
Sheet, Alfa Aesar, A Johnson Matthey Company, 2009. Web site: www. alfa.com

Ethene,1,1-difluoro-,homopolymer ® % v b &2 v /= 14 H
IR MR TR 5B (B 5 B ERR) AR U b —F 2 — B
&5 : C-R138

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

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

AR (1981) : FIGEPAE —5FE & 4711, pp.23-27, 387-389, B KF HK

A JEr
Iy .
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S 300
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= 200k
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O—=>9 0 mg/kg ~
A- — A 100 mg/kg ~
@— —m 300 mg/kg
a——¢ 1000 mg/kg
O i i 1 { { 4
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Ethene, 1, 1-difluoro-, homopolymer
Motor activity of male rats (Week 6 of administration)
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500
o—o 0 mg/kg
A~ — A 100 mg/kg
400L o— —m 300 mg/kg
o—-—ao 1000 mg/kg
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S 200k
=
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//
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''''''''' -
%
O 1 i 1 { — ﬁ?s- - - - - —é
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Ethene, 1, 1-difluoro-, homopolymer
Motor activity of female rats (Main group, Lactation day 4)
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Activity (Count)

500+~
400
300
200+
100F
o—O 0 mg/kg ~o
&——o 1000 mg/kg
O 1 i i { } i
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Ethene, 1, 1-difluoro-, homopolymer
Motor activity of female rats (Satellite group, Week 6 of administration)
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S 300k
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200k
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100}
o——o 0 mg/kg
e——¢ 1000 mg/kg
0 i { { i i 1
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Ethene, 1, 1-difluoro-, homopolymer
Motor activity of male rats (Week 2 of recovery)
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53 200+
=
100t
o———o 0 mg/kg
&——¢ 1000 mg/kg
O i 1 i { i ]
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.b A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Ethene, 1, 1-difluoro-, homopolymer
Motor activity of female rats (Week 2 of recovery)
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Body weight (g)
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450
400+
360+

o—=a 0 mg/kg
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OT 1 i i 1 1 I i 1 1 1 ] ! 1//1 ! 1 1 {

1 4 8 M 15 18 22 25 29 32 36 39 427 1 4 8 11 14 (day)
Fig.6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Ethene, 1, 1-difluoro-, homopolymer

Body weight of male rats



R-1052

450
4001
S 350+
4+ '/Q
2 .
= =
z
- 300
=]
s
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1 4 8 11 1570 4 7 11 14 17 207 0 - 4 (day)
Fig.7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Ethene, 1, 1-difluoro-, homopolymer

Body weight of female rats (Main group)
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A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene, 1, 1-difluoro-, homopolymer

Body weight of female rats (Satellite group)
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Fig.9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Ethene, 1, 1-difluoro-, homopolymer

Food consumption of male rats
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— A

Fig.10

m— —m 300 mg/kg
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j—— Pre-mating period ! } Gestation period | period
l | I 1 { //// { H { H | | : i //F/ 1 i
1 4 8 11 1577 1 4 7 11 14 17 207 2 4 (day)

A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene, 1, 1-difluoro-, homopolymer

Food consumption of female rats {Main group)
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A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene, 1, 1-difluoro-, homopolymer

Food consumption of female rats (Satellite group)
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Table 1-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Clinical signs in male rats (Administration period)

Day of administration

Dose Signs

meg/kg 1-7 8-14 15-21 22-28 29-35 36-42 43a)

0 No. of animals 12 12 12 12 12 12 T

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

100 No. of animals 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 [} 1 1 i

Abnormal gait 0 0 0 0 1 1 1

300 No. of animals 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 [} ¢

1000 No. of animals 12 12 12 12 12 12 7

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

a): Day of necropsy



Table 1-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l1l,1-difluorc-,homopolymer
Clinical signs in female rats during the pre-mating period (Main group)
Day of administration
Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 i2 12 12 12 12 12 12 - 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 Q 0 0 0 [0} 0 (o} 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 Q 0 0 4] 0 [y} 0 0
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 Q 0 Q 0 0 0
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 ] o] 0 0 0 0 0 4] ] 0 0 ¢}
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Table 1-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene.1,1-difluoro-,homopolymer
Clinical signs in dams during the gestation period (Main group)
Administration
Dose Signs
ng/kg 0 1 2 3 4 5 6 7 8 g 10 11 12 13 14 15 16 17 18 19 20 21 22 23a)
0 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 ©
No. of dams with abnormal findings ¢ 0o ¢ ¢ 0 0 0o 0O o O 66 0 0 O o O O O o0 0 0 0
100 No. of dams if1 11 1t 13 11 11 11 11 11 11 1r 11 11 i1 11 11 11 1% 11 11 11 11 1 0
No. of dams with abnormal findings ¢ ¢ 0 0 0 ¢ © 0 0O O O O O ©0 O O O O O 0 O 0 O
300 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 O
No. of dams with abnormal findings ¢ o o o 0 0 0o 0 o0 O O O O 0 0 O G ¢ O ¢ O 0 O
1000 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 0
No. of dams with abnormal findings ¢ ¢ ¢ 0 0 o0 0 ¢ ¢ 0 O 0 O o0 O ¢ 0 0 ©0 0 0 0 O

a): Gestation day



R-1052

Table 1-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l1,1-difluoro-,homopolymer

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

Administration
Dose Signs

mg/Kg 0 1 2 3 4a) 5b)

0 No. of dams 12 12 12 12 12 12

No. of dams with abnormal findings 0 0 0 0 0 0

100 No. of dams 11 11 109 10 10 10

No. of dams with abnormal findings 0 1 4] 0 0 0

Pale skin 0 1 0 4] 0 0

300 No. of dams 12 12 12 12 12 12

No. of dams with abnormal findings 0 0 Q 0 0 0

1000 No. of dams 12 12 12 12 12 12

No. of dams with abnormal findings 0 0 0 0 0 0

a): Lactation day
b): Day of necropsy
¢): One dam was necropsied on lactation day 1 because all pups died.
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Table 1-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Clinical signs in female rats (Satellite group, administration period)

Day of administration

Dose Signs
mg/kg 1-7 8-14 15-21 22-28 29-35 36-42 43a)
0 No. of animals 10 10 10 10 10 10 5
No. of animals with abnormal findings 0 0 4] 0 0 0 0
1000 No. of animals 10 10 10 10 10 10 5
No. of animals with abnormal findings 0 0 0 0 0 0 4]

a): Day of necropsy
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Table 1-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer

Clinical signs in male rats (Recovery period)

Day of recovery

Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15a)
0 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 o}
1000 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0

a): Day of necropsy
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Table 1-7 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Ethene,l1,l-difluoro-,homopolymer

Clinical signs in female rats (Recovery period)

Day of recovery

Dose Signs
mg/kg 1 2 3 4 5 ] 7 8 9 10 11 12 i3 14 13a)
0 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 [¢] Q 0 0 0 0
1000 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 4] 0 0 0 0

a): Day of necropsy
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Table 2-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer
Detailed clinical signs in male rats: home cage observation (Week 1 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Detailed clinical signs in male rats: home cage observation (Week 2 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal i2 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,l-difluoro-,homopolymer
Detailed clinical signs in male rats: home cage observation (Week 3 of administration)
Dose {mg/kg) ] 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 i2
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Tabhle 2-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1~-difluoro-,homopolymer
Detailed clinical signs in male rats: home cage observation (Week 4 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer

Detailed clinical signs in male rats: home cage observation (Week 5 of administration)

Dose (mg/kg) o] 100 300 1000

Parameter No. of animals 12 12 12 12
Posture

Normal 12 11 12 12

Filattened 0 la) 0 0
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12

a): Prone position
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Table 2-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer
Detailed clinical signs in male rats: home cage observation (Week 6 of administration)
Dose {(mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 11 12 12
Flattened 0 la) 0 0
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12

a): Prone position
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Table 2-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Detailed clinical signs in female rats: home cage observation (Main group, Week 1 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,l1-difluoro-,homopolymer
Detailed clinical signs in female rats: home cage observation (Main group, Week 2 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None i2 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Detailed clinical signs in female rats: home cage observation {Main group, Gestation day 1)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 11 12 12
Posture
Normal 12 11 12 12
Convulsion
None 12 11 12 12
Abnormal behavior
None 12 11 12 12
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Table 2-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 7)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 11 12 12
Posture
Normal 12 11 12 12
Convulsion
None 12 11 12 12
Abnormal behavior
None 12 11 12 12
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Table 2-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-.,homopolymer
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 14)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 11 12 12
Posture
Normal 12 11 i2 12
Convulsion
None 12 11 12 12
Abnormal behavior
None 12 11 12 12
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Table 2-12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 20)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 11 i2 12
Posture
Normal 12 11 12 12
Convulsion
None 12 11 12 12
Abnormal behavior
None 12 11 12 12




Table 2-13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer
Detailed clinical signs in female rats: home cage observation (Main group, lLactation day 4)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 10 12 12
Posture
Normal 12 10 12 12
Convulsion
None 12 10 12 12
Abnormal behavior
None 12 10 12 12
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Table 2-14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 1 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoroc-,homopolymer
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 2 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Naormal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-186 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Petailed clinical signs in female rats: home cage observation (Satellite group, Week 3 of administration)
Dose (mg/kg) 4] 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 1¢
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Table 2-17 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Detailed clinical signs in female rats: home cage cobservation (Satellite group, Week 4 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-18 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1~difluoro-,homopolymer
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 5 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-19 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro~,homopolymer
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 6 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 i0
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-20 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer

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

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

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

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

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

Abnormal behavior
None 5 5




Table 2-22 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,l-difluoro~-,homopolymer

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

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

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

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

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

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

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

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals i2 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 i2 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12

Abnormal respiration
Absent 12 12 12 12

Vocalization
None 12 12 12 12

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

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

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 1z 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-26 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

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

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 11

Soft 0 0 0 1

Reactivity to handling
Easy 12 12 12 12
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Table 2-27 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene.,l,1-difluoro-,homopolymer

Detailed clinical signs in male rats: in-the-hand observation (Week 4 of administration)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent - 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 i2
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-28 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-.homopolymer

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

Dose (mg/kg) o] 100 300 1000
Parameter No. of animals 12 12 12 12

Eage of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 1z 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-29 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Detailed c¢linical signs in male rats: in-the-hand observation (Week 6 of administration)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals i2 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthaimos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 i2 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 i2 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-30 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

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

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

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

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

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

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions~Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes '

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12




R-1052

Table 2-32 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 1)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 11 12 12

Ease of removal from cage

Easy 12 11 12 12
Fur condition

Normal 12 11 12 12
Skin

Normal 12 11 i2 12
Secretions-Eye, Nose

Absent 12 11 12 12
Exophthalmos

Absent 12 11 12 12
Palpebral closure

Normal 12 11 12 12
Mucosal membranes

Normal 12 11 12 12
Lacrimation

Normal 12 11 12 12
Piloerection

Absent 12 11 12 12
Pupil size

Normal 12 11 12 12
Salivation

None 12 11 12 12
Abnormal respiration

Absent 12 11 12 12
Vocalization

None 12 11 12 12

Reactivity to handling
Easy 12 11 12 12
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Table 2-33 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Detailed c¢linical signs in female rats: in-the-hand observation (Main group, Gestation day 7)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 11 12 12

Ease of removal from cage

Easy 12 11 12 12
Fur condition

Normal 12 11 12 12
Skin

Normal 12 11 12 12
Secretions-Eye, Nose

Absent 12 11 12 12
Exophthalmos

Absent iz 11 12 12
Palpebral closure

Normal 12 11 12 12
Mucosal membranes

Normal 12 11 12 12
Lacrimation

Normal 12 11 12 12
Piloerection

Absent 12 11 12 12
Pupil size

Normal 12 11 12 12
Salivation

None 12 11 12 12

Abnormal respiration
Absent 12 11 12 12

Vocalization
None 12 11 12 12

Reactivity to handling
Easy 12 11 12 12




Table 2-34 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 14)

R-1052

Dose (mg/kg) ] 100 300 1000

Parameter No. of animals 12 11 12 12

Ease of removal from cage

Easy 12 11 12 12
Fur condition

Normal 12 11 12 12
Skin

Normal 12 11 12 12
Secretions-Eye, Nose

Absent 12 11 12 12
Exophthalmos

Absent 12 11 12 12
Palpebral closure

Normal 12 11 12 12
Mucosal membranes

Normal 12 11 12 12
Lacrimation

Normal 12 11 12 12
Piloerection

Absent 12 11 12 12
Pupil size

Normal 12 11 12 12
Salivation

None 12 11 12 12
Abnormal respiration

Absent 12 11 12 12
Vocalization

None 12 11 12 12

Reactivity to handling
Easy 12 11 12 12




Table 2-35 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluorco-,homopolymer

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 20)

R-1052

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 11 12 iz

Ease of removal from cage

Easy 12 11 12 12
Fur condition

Normal 12 11 12 12
Skin

Normal 12 11 12 12
Secretions-Eye, Nose

Absent 12 11 12 12
Exophthalmos

Absent 12 11 12 12
Palpebral closure

Normal 12 11 12 12
Mucosal membranes

Normal iz 11 12 12
Lacrimation

Normal 12 11 12 12
Piloerection

Absent 12 11 12 12

Pupil size
Normal 12 11 12 12

Salivation
None 12 11 12 12

Abnormal respiration
Absent 12 11 12 12

Vocalization
None 12 11 12 12

Reactivity to handling
Easy 12 11 12 12




R-1052

Table 2-36 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Detailed clinical signs in female rats: in-the-hand observation (Main group, Lactation day 4)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 10 12 12

Ease of removal from cage

Easy 12 10 12 12
Fur condition

Normal 12 10 12 12
Skin

Normal 12 10 12 12
Secretions-Eye, Nose

Absent 12 10 12 12
Exophthalmos

Absent 12 10 12 12
Palpebral closure

Normal 12 10 12 12
Mucosal membranes

Normal 12 10 12 12
Lacrimation

Normal 12 10 12 12
Piloerection

Absent 12 10 12 12
Pupil size

Normal 12 10 12 12
Salivation

None 12 10 12 12
Abnormal respiration

Absent 12 10 12 12
Vocalization

None 12 10 12 12

Reactivity to handling
Easy 12 10 12 12
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Table 2-37 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent i0 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-38 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopoliymer

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal i0 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-39 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

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

Dose {(mg/kg) 0 1000

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10

Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 9 10

Soft 1 0

Reactivity to handling
Easy 10 10
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Table 2-40 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-.homopolymer

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-41 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene.l,1-difluoro-,homopolymer

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-42 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,l1-difluoro-,homopolymer

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10

Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-43 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

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

Dose (mg/kg) ] 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy S 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal S 5
Salivation

None S 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 S

Reactivity to handling
Easy 3

ut
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Table 2-44 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l1,1-difluoro-,homopolymer

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

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 3
Lacrimation

Normal 5 3
Piloerection :

Absent 5 5
Pupil size

Normal 5 )
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 S
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Table 2-45 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

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

Dose {(mg/kg) 0 1000

Paranmeter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 3 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 S
Lacrimation

Normal 3 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent S 5
Vocalization

None 5 3)

Reactivity to handling
Easy 51 5




R-1052

Table 2-46 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer

Detailed clinical signs in female rats: in-the-hand observation (Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal S 5
Skin

Normal 5 S
Secretions-Eye, Nose

Absent S 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 S
Piloerection

Absent 5 S
Pupil size

Normal 5 5
Salivation

None 5 S
Abnormal respiration

Absent 5 5
Vocalization

None 5 S

Reactivity to handling
Easy 5 3




R-1052

Table 2-47 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer
Detailed clinical signs in male rats: open field observation (Week 1 of administration)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 1z
Rearing (Mean+S.D.) 4+ 2 5+ 2 5+ 3 5+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 1 0+ O 0+ O
Urination

None 11 11 11 11

Small amount 1 1 1 1

No significant difference in any treated groups from control group.



R-1052

Table 2-48 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Detailed clinical signs in male rats: open field observation (Week 2 of administration)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 0 0 1 0

Normal 12 12 11 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 5+ 4+ 2 4+ 2 4+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 1 0+ 0
Urination

None 11 11 12 10

Small amount 1 1 0 2

No significant difference in any treated groups from control group.



R-1052

Table 2-49 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Detailed clinical signs in male rats: open field observation (Week 3 of administration)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean=+S.D.) 4+ 2 4+ 1 5+ 2 4+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 1 0+ ©
Urination

None 12 12 12 12

No significant difference in any treated groups from control group.



R-1052

Table 2-50 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer
Detailed clinical signs in male rats: open field observation {Week 4 of administration)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

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

None 9 12 11 12

Small amount 3 4} 1 0

No significant difference in any treated groups from control group.



R-1052

Table 2-51 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

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

Dose {(mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal . 12 11 12 12

Markedly 4] la) (4] 0
Posture

Normal 12 11 12 12

Flattened 0 1b) 0 0
Grooming

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

None 11 11 11 12

Small amount 1 1 1 0

a): Severely abnormal gait (foot splay, dragging hindlimbs, abdomen touching the ground)
b): Prone position
No significant difference in any treated groups from control group.



Table 2-52 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer

Detailed clinical signs in male rats: open field observation (Week 6 of administration)

R-1052

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 i2 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 11 12 12

Markedly 0 la) 0 0
Posture

Normal 12 11 12 12

Flattened 0 1b) 0 0
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 5+ 2 3+ 2 5+ 2 4+ 2
Defecation count (Mean+S.D.) 0+ 0O 0+ 0 0+ 0 0+ 0
Urination

None 10 10 11 12

Small amount 2 2 1 0

a): Severely abnormal gait (foot splay, dragging hindlimbs, abdomen touching the ground)
b): Prone position
No significant difference in any treated groups from control group.



Table 2-53 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Ethene,1,1-difluoro-,homopolymer

Detailed clinical signs in female rats:

open field observation (Main group,

Week 1 of administration)

R-1052

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 7+ 1 T+ 2 8+ 2 7+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 11

Small amount [0} 0 0 1

No significant difference in any treated groups from control group.



Table 2-54 4 combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

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

R-1052

Dose {mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 9+ 1 9+ 2 9+ 2 8+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 12

No significant difference in any treated groups from control group.



R-1052

Table 2-55 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer
Detailed clinical signs in female rats: open field observation {(Main group, Gestation day 1)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 11 12 12
Arousal

Normal 12 11 12 12
Convulsion

None 12 11 12 12
Abnormal behavior

None 12 11 12 12
Stereotypy

None 12 11 12 12
Gait

Normal 12 11 12 12
Posture

Normal 12 11 12 12
Grooming

None 12 11 12 12
Rearing (Mean+S.D.) 7+ 2 6+ 3 7+ 2 6+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0O 0+ 0
Urination

None 12 11 11 11

Small amount 0 0 1 1

No significant difference in any treated groups from control group.



R-1052

Table 2-56 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro~-,homopolymer

Detailed clinical signs in female rats: open field observation (Main group. Gestation day 7)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 11 12 12
Arousal

Normal 12 11 12 12
Convulsion

None 12 11 12 12
Abnormal behavior

None 12 11 12 12
Stereotypy

None 12 11 12 12
Gait

Normal 12 11 12 12
Posture

Normal 12 11 12 12
Grooming

None 12 11 12 12
Rearing (Mean+S.D.) 6+ 1 6+ 3 7+ 3 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 11 11 12

Small amount 0 0 1 0

No significant difference in any treated groups from control group.



R-1052

Table 2-57 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro~,homopolymer
Detailed clinical signs in female rats: open field observation (Main group, Gestation day 14)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 11 12 12
Arousal

Normal 12 11 12 12
Convulsion

None 12 11 12 12
Abnormal behavior

None 12 11 12 12
Stereotypy

None 12 11 12 12
Gait

Normal 12 11 12 12
Posture

Normal 12 11 12 12
Grooming

None 12 11 12 12
Rearing (Mean+S.D.) 6+ 2 6+ 1 5+ 2 5+ 1
Defecation count (Mean+S5.D.) 0+ 0 0+ 0 0+ O 0+ 0
Urination

None 12 11 11 12

Small amount 0 0 1 o

No significant difference in any treated groups from control group.



R-1052

Table 2-58 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer
Detailed clinical signs in female rats: open field observation {(Main group, Gestation day 20)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 11 12 12
Arousal

Normal 12 11 12 12
Convulsion

None 12 11 12 12
Abnormal behavior

None 12 11 12 12
Stereotypy

None 12 11 12 12
Gait

Normal 12 11 12 12
Posture

Normal 12 11 12 12
Grooming

None 12 11 12 12
Rearing (Mean+S.D.) 5+ 1 4+ 1 5+ 1 4+ 2+D
Defecation count (Mean+S.D.) 0+ O 0+ 0 0+ 0 O+
Urination

None 12 11 12 12

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

D : Dunnett's test



R-1052

Table 2-59 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer
Detailed clinical signs in female rats: open field observation (Main group, Lactation day 4)
Dose (mg/kg) (4} 100 300 1000

Parameter No. of animals 12 10 12 12
Arousal

Normal 12 10 12 12
Convulsion

None 12 10 12 12
Abnormal behavior

None i2 10 12 12
Stereotypy

None 12 10 12 12
Gait

Normal 12 10 12 i2
Posture

Normal 12 10 12 12
Grooming

None 12 10 12 12
Rearing (Mean+S.D.) 6+ 1 7+ 1 6+ 2 6+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 10 12 12

No significant difference in any treated groups from control group.



R-1052

Table 2-60 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

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

Dose {(mg/kg) 4} ) 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Sterectypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing {(Mean+S.D.) 8+ 2 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



R-1052

Table 2-61 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Ethene,l,1-difluoro-,homopolymer

Detailed clinical signs in female rats:

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

Dose (mg/kg) 0 1000

Parameter No. of animails 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 8+ 9+ 4
Defecation count (Mean+S$.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



Table 2-62 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1~difluoro-,homopolymer

R-1052

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

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

None 10 10

No significant difference between treated group and control group.



R-1052

Table 2-63 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene, 1, l1-difluoro-, homopolymer

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Galt

Normal 10 10
Posture

Normal 10 10
Grooming

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

None 10 10

No significant difference between treated group and control group.



Table 2-64 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

R-1052

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

Nane 10 10
Rearing (Mean+S.D.)} 10+ 2 9+ 2
Defecation count {Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



Table 2-65 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer

R-1052

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal i0 10
Grooming

None 10 10
Rearing (Mean+S.D.) 10+ 3 10+ 4
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



R-1052

Table 2-66 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer

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

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 35
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

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

None 5 5

No significant difference between treated group and control group.



Table 2-67 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Ethene,1,1-difluoro-,homopolymer

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

R-1052

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None ) 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

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

None 5 4

Small amount 0 1

No significant difference between treated group and control group.



R-1052

Table 2-68 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene.1l,1-difluoro-,homopolymer

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

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 )
Abnormal behavior

None S 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S$.D.) 9+ 1 T+ 1T
Defecation count (Mean+S.D.) 0+ O 0+ 0
Urination

None 5 5

* : p<0.05 (Significant difference from control group)
T : Student’'s t-test



R-1052

Table 2-69 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,l-difluoro-,homopolymer

Detailed c¢linical signs in female rats: open field observation (Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

Nomne 5 5
Gait

Normal 5 5]
Posture

Normal 5 5
Grooming

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

None S 5

No significant difference between treated group and control group.



R-1052

Table 2-70 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer

Manipulative test of male rats (Week 6 of administration)}

Dose (mg/kg) [4] 100 300 1000

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 5 5 5
Approach response

Normal S 5 5 5
Touch response

Normal 5 5 5 5
Tail pinch response

Normal 5 5 5 5
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0O 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 68+22 80+15 78+19 64+20

No significant difference in any treated groups from control group.



R-1052

Table 2-71 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer

Manipulative test of female_rats (Main group, Lactation day 4)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 5 5 5
Approach response

Normal S 5 5 5
Touch response

Normal 5 5 5] 5
Tail pinch response

Normal 5 5} 5 S
Pupillary reflex

Pass, both 5 3 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0O 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 56+18 66+17 68+20 66+14

No significant difference in any treated groups from control group.



R-1052

Table 2-72 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer

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

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0O 0+ 0
Landing foot splay (mm: Mean+S.D.) 57+15 65+21

No significant difference between treated group and control group.



R-1052

Table 2-73 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer

Manipulative test of male rats {(Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 60+20 58+10

No significant difference between treated group and control group.



R-1052

Table 2-74 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer

Manipulative test of female rats (Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 S
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S5.D.) 0+ 0 0+ O
Landing foot splay (mm: Mean+S$.D.) 73+20 70+16

No significant difference between treated group and control group.



R-1052

Table 2-75 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer

Grip strength of male rats (Week 6 of administration)

Dose Fore limb Hind 1imb
ng/kg € g
Q No. 5 5
Mean 1005 817

S.D. 119 137

100 No. 5 5
Mean 997 791

S.D. 129 145

300 No. 5 5
Mean 1060 838

S.D. 23 71

1000 No. 5 5
Mean 940 758

S.D. 89 75

No significant difference in any treated groups from control group.



R-1052

Table 2-76 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,l-difluoro-,homopolymer

Grip strength of female rats (Main group, Lactation day 4)

Dose Fore limb Hind limb
ng/kg g g
0 No. 5 5
Mean 1010 775

S.D. 210 193

100 No. 5 5
Mean 972 718

S.D. 138 98

300 No. 5 5
Mean 812 628

S.D. 121 131

1000 No. 5 5
Mean 894 648

$.D. 94 38

No significant difference in any treated groups from control group.



R-1052

Table 2-77 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Grip strength of female rats (Satellite group, Week 6 of administration)
Dose Fore limb Hind 1limb
mg/kg g g
Q No. 5 5
Mean 807 668
S.D. 125 143
1000 No. 5 5
Mean 830 674
S.D. 78 65

No significant difference between treated group and control group.



R-1052

Table 2-78 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Grip strength of male rats (Week 2 of recovery)
Dose Fore limb Hind 1imb
ng/kg g g
0 No. 5 5
Mean 1161 849
S.D. 283 89
1000 No. 5 5
Mean 1127 880
S.D. 144 124

No significant difference between treated group and control group.



R-1052

Table 2-79 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Grip strength of female rats {(Week 2 of recovery)
Dose Fore limb Hind limb
mg/kg g g
Q No. 5 5
Mean 915 724
S.D. 140 44
1000 No. 5 5
Mean 946 741
S.D. 81 65

No significant difference between treated group and control group.



Table 2-80 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Motor activity of male rats (Week 6 of administration)

Interval {minutes)

Dose

mg/kg 0-10 10-20 20-30 30~40 40-50 50-60 Total{0-60)

0 No. 5 5 5 5 5 5 5

Mean 395 273 214 168 148 74 1271

S.D. 61 77 62 65 128 58 263

100 No. 5 5 5 5 5 5 5

Mean 437 359 269 1886 140 175 1566

S.D. 44 b6 140 165 133 178 659

300 No. 5 5 5 5 5 5 5

Mean 435 383 263 209 108 62 14861

$.D. 24 50 57 139 110 62 300

1000 No. 5 5 5 5 5 5 5

Mean 417 318 255 144 99 94 1328

$.D. 44 84 107 114 86 100 292

Unit : Count
No significant difference in any treated groups from control group.



R-1052

Table 2-81 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Motor activity of female rats (Mainm group, Lactation day 4)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 323 126 29 28 56 53 614
S.D. 42 70 21 30 69 99 214
100 No. 5 5 5 ) 3 S 5
Mean 326 173 43 38 14 15 808
S.D. 94 145 55 35 13 8 307
300 No. 5 5 S 5 5 5 5
Mean 351 191 96 94 84 138 954
S.D. 59 58 81 68 89 126 397
1600 No. 5 5 5 5 5 5 5
Mean 306 97 72 118 76 69 738
S.D. 107 79 93 115 34 61 237

Unit : Count

No significant difference in any treated groups from

control group.
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Table 2-82 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluorc-,homopolymer

Motor activity of female rats (Satellite group, Week 6 of administration)

Interval (minutes)

Dose
mg/keg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 394 311 169 87 74 230 1265
S.D. 38 35 106 99 66 77 221
1000 No. 5 5 5 5 5 5 5
Mean 427 315 265 215 151 53« 1426
S.D. 42 49 84 163 135 55T 378

Unit : Count
*%x 1 p<0.01 (Significant difference from control group)
T: Student’'s t-test
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Table 2-83 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,l1-difluoro-,homopolymer

Motor activity of male rats (Week 2 of recovery)

Interval (minutes)

Dose
ng/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 369 292 188 160 117 60 1185
S.D. 80 84 74 86 83 51 225
1000 No. 5 5 5 5 5 5 5
Mean 368 192 147 98 96 130 1033
S5.D. 89 108 46 77 93 137 416

Unit : Count
No significant difference between treated group and control group.
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Table 2-84 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer

Motor activity of female rats (Week 2 of recovery)

Interval (minutes)

Dose
ng/kg 0-10 10-20 20-30 30-40 40~-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 332 206 111 141 76 110 976
S.D. 47 25 57 95 83 93 186
1000 No. 5 5 5 5 5 5 5
Mean 349 193 97 93 70 143 945
S.D. 54 79 62 138 121 104 338

Unit : Count
No significant difference between treated group and control group.
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Table 3-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Body weight of male rats (Administration period)

Day of administration

Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 12 12 12 iz 12 12 12 12 12 12 12 12 1z 12
0 Mean 383 397 414 425 438 444 456 464 477 484 502 509 514 131
S.D. 17 18 20 22 25 25 27 31 33 31 32 32 35 23
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 Mean 383 399 417 430 444 451 465 475 490 501 516 526 534 150
S.D. 17 19 22 24 26 24 25 23 23 25 25 27 27 16
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 Mean 382 398 414 423 437 446 458 467 480 490 507 515 518 136
S.D. 18 17 19 21 23 23 26 25 27 28 27 28 28 17
No. 12 12 12 12 12 i2 12 12 12 12 12 12 12 12
1000 Mean 382 398 413 426 440 445 458 470 484 493 510 519 5235 143
S.D. 17 20 21 23 27 27 29 31 30 33 31 36 37 24

Unit: g

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

Body weight of female rats during the pre-mating period (Main group)

Day of administration

Dose Gain
mg/keg 1 4 8 11 15 1-15
No. 12 12 12 12 12 12
0 Mean 244 249 255 258 264 20
S.D. 12 12 13 14 14 8
No. 12 12 12 i2 12 12
100 Mean 246 249 258 261 266 20
S.D. i3 11 13 14 i5 11
No. 12 12 12 12 12 12
300 Mean 245 249 256 262 287 22
S.D. 12 12 13 17 16 10
No. 12 12 12 12 12 12
1000 Mean 249 251 258 260 266 18
S.D. 10 10 12 12 13 7

Unit: g

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

Body weight of dams during the gestation period (Main group}

Administration
Dose Gain
ng/kg 0 4 7 11 14 17 20a) 0-20
No. 12 12 12 12 12 12 12 12
0 Mean 271 292 307 326 343 376 425 154
S.D. 14 17 19 i8 i8 21 25 15
No. 11 11 11 11 11 11 11 11
100 Mean 272 294 307 327 342 375 420 148
S.D. 17 19 23 24 24 25 29 17
No. 12 12 12 12 12 12 12 12
300 Mean 274 295 305 325 341 375 421 148
S.D. 14 16 17 17 17 17 22 14
No. 12 12 12 12 12 12 12 12
1000 Mean 275 298 308 331 346 379 431 156
S.D. 15 14 14 18 16 22 20 16

Unit: g

No.: No. of dams

a): Gestation day

No significant difference in any treated groups from control group
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Table 3-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer
Body weight of dams during the lactation period (Main group)
Administration
Dose _— Gain
mg/kg 0 4a) 0-4
No. 12 12 12
0 Mean 318 324 6
S.D. 20 30 23
No. 11 10%) 10
100 Mean 320 325 8
S.D. 18 26 13
No. 12 12 12
300 Mean 313 327 14
S.D. 24 19 15
No. 12 12 12
1000 Mean 319 342 23
S.D. 20 14 17
Unit: g
No.: No. of dams

a): Lactation day
b): One dam was necropsied on lactation day 1 because all pups died.
No significant difference in any treated groups from control group
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Table 3-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,l-difluoro-,homopolymer
Body weight of female rats (Satellite group, administration period)
Day of administration
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 Mean 244 252 258 263 266 272 274 278 283 281 289 292 297 53
S.D. 13 i2 13 17 14 18 18 17 18 22 18 21 21 12
No. 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 Mean 247 252 259 264 270 277 279 284 285 286 296 298 301 54
S.D. 11 12 13 14 15 i5 15 15 19 17 20 20 17 10
Unit: g
No.: No. of animals

No significant difference between treated group and control group
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Table 3-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Body weight of male rats (Recovery period)

Day of recovery

Dose Gain
mg/kg 1 4 8 11 14 1-14
No. 5 5 5 5 5 5
0 Mean 505 507 517 517 519 15
S.D. 14 13 12 14 15 4
No. 5 5 5 5 5 5
1000 Mean 532+ 535% 542 545 544 12
S.D. 16T 23T 25 23 26 10

Unit: g

No.: No. of animals
«: p<0.05 (Significant difference from control group)
T: Student’'s t-test



R-1052

Table 3-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Body weight of female rats (Recovery period)
Day of recovery
Dose Gain
ng/kg 1 4 8 11 14 1-14
No. 5 5 5 53 5 5
Q Mean 295 299 304 305 305 10
S.D. 22 24 21 26 22 4
No. 5 5 5 ) 5 5
1000 Mean 303 306 312 311 309 7
S.D. 15 10 12 14 15 9
Unit: g
No.: No. of animals

No significant difference between treated group and control group
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Table 4-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer

Food consumption of male rats (Administration period)

Day of administration

Dose
mg/kg 1 4 8 11 15 32 36 39 42
No. 12 12 12 12 12 12 12 12 12
(4} Mean 27 25 24 24 22 21 21 22 21
S.D. 3 3 3 3 2 2 2 2 2
No. 12 12 12 12 12 12 12 12 12
100 Mean 26 24 24 23 23 22 21 22 24«
S.D. 2 2 3 2 3 2 2 2 3D
No. 12 12 12 12 12 12 12 12 12
300 Mean 26 25 24 23 22 22 21 24 24
S.D. 2 2 3 3 3 3 2 2 2
No. 12 12 12 12 12 12 12 12 12
1000 Mean 25 25 24 24 23 23 21 24 24 %
S.D. 2 2 3 2 2 2 2 3 3D

Unit: g/rat/day

No.: No. of animals

*: p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 4-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Food consumption of female rats during the pre-mating period (Main group)

Day of administration

Dose
mg/kg 1 4 8 11 15
No. 12 12 12 12 12
4] Mean 19 i8 17 17 18
S.D. 3 2 2 3 3
No. 12 12 12 12 12
100 Mean 20 18 18 17 17
S.D. 4 3 2 4 3
No. 12 12 12 12 12
300 Mean 20 17 17 18 17
S.D. 3 3 3 4 3
No. 12 12 12 12 12
1000 Mean 20 18 17 18 18
S.D. 4 3 3 3 2

Unit: g/rat/day
No.: No. of animals
No significant difference in any treated groups from control group
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Table 4-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer
Food consumption of dams during the gestation period (Main group)
Administration
Dose
ng/kg 1 4 7 11 14 17 20a)
No. 12 12 12 12 12 12 12
0 Mean 15 21 23 21 22 25 20
S.D. 4 3 3 3 2 3 3
No. 11 11 11 11 11 11 11
100 Mean 17 21 21 22 21 24 19
S.D. 4 3 3 4 3 3 3
No. 12 12 12 12 12 12 12
300 Mean 18 21 21 22 22 25 19
S.D. 3 3 3 2 2 3 3
No. 12 12 12 12 12 12 12
1000 Mean 10 21 21 23 22 25 22
S.D. 2D 2 2 3 2 4 2

Unit: g/rat/day
No.: No. of dams
a): Gestation day

*: p<0.05

D: Dunnett’s test

(Significant difference from control group)



R-1052

Table 4-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Food consumption of dams during the lactation period (Main group)
Administration
Dose -_——
mg/kg 2 4a)
No. 12 12
0 Mean i8 33
S.D. 10 10
No. 10b) 10
100 Mean 15 33
S.D. 9 6
No. i2 12
300 Mean 20 37
S.D. 7 6
No. 12 12
1000 Mean 23 44 %%
S.D. 10 8D

Unit: g/rat/day
of dams
a): Lactation day

No.: No.

b): One dam was necropsied on lactation day 1 because all pups died.
*»: DP<0.01 (Significant difference from control group)

D: Dunnett's test
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Table 4-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,l-difluoro-,homopolymer
Food consumption of female rats (Satellite group, administration period)
Day of administration
Dose
mg/Kg 1 4 8 11 15 32 36 39 42
No. 10 10 10 10 10 10 10 10 10
0 Mean 19 18 18 19 17 15 15 i6 17
S.D. 2 2 2 3 3 2 2 2 3
No. 10 10 10 10 10 10 10 10 10
1000 Mean 20 19 17 19 18 16 16 16 17
S.D. 4 4 3 3 3 2 2 3 2

Unit: g/rat/day
No.: No. of animals
No significant difference between treated group and control group
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Table 4-6 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Food consumption of male rats (Recovery period)
Day of recovery
Dose
mg/kg 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 18 25 30 27 26
S.D. 2 2 1 3 3
No. 5 5 5 5 5
1000 Mean 21 28 28+ 27 27
S.D. 3 3 iT 3 3

Unit: g/rat/day

of animals

*: p<0.05 (Significant difference from control group)
T: Student’'s t-test

No.: No.



R-1052

Table 4-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1~-difluoro-,homopolymer
Food consumption of female rats (Recovery period)
Day of recovery
Dose
mg/kg 1 4 8 11 14
No. 5 5 5 5 5
0 Mean i3 20 20 20 21
5.D. 3 2 2 4 1
No. 5 5 5 5 5
1000 Mean 186 21 23 23 20
S.D. 1 3 4 2 4

Unit: g/rat/day
of animals
No significant difference between treated group and control group

No.: No.
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Table 5-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Urinalysis of male rats (Week 6 of administration)
1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg .05.56.06.57.07.58.08.59.0 - - + o+ e+t A4t +- I N T L R [ 4 A bt At
0 5 0 0 0 0 Q 0 ¢ 4 1 1 0 3 1 ¢ 0 4 1 0 0 0 5 0 0 0 0
100 5 0 0 0 0 1 0 1 2 1 0 1 4 0 O 0 1 3 0 0 Q 5 0 O 0 0
300 5 o] 0 0 4] 1 0 2 0 2 0O 2 0 3 0 0 1 2 1 0 0 5 0 0 0 0
1000 5 0 0 o] 0 0 0 2 3 0 6 2 2 0 O 1 3 1 0 o© 0 5 0 O 0 0
1) <10 mg/dL +- 1 10 - 25 mg/dL + 1 26 - 85 mg/dL ++ : 86 - 250 mg/dL 4 251 - 600 mg/dL s >600 mg/dL
2) <5 mg/dL +- : 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ 1 31 - 70 mg/dL +4+ 71 - 125 mg/dL PR, >125 mg/dL
3) <30 mg/dL +- : 30 - 60 mg/dL + : 681 - 125 mg/dL ++ 1 126 - 250 mg/dL e 251 - 750 mg/dL 44 >750 mg/dL



R-1052

Table 5-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Urinalysis of male rats (Week 6 of administration)
4) 5) 6) 7)
Qccult bloocd Bilirubin Urobilinogen Color
Dose No.
mg/kg - +- 4+ 4 - I Y L T - - 4+ b+ A4 dd bt LY Y DY
0 5 5 0 0 0 0 5 0 0 0 0 4 1 0 O Q 0 5 0
100 5 3 1 0 1 0O 5 0 0 O 0 3 2 0 ¢ 0 G 5 0
300 5 5 0 0 0 0 5 0 0 O o] 4 1 0 0 0 0 5 0
1000 5 5 0 0 0 O 4 1 0 O 0 4 1 0 O 0 0O 5 0
4) - : <0.03 mg/dL + - 0.03 - 0.05 mg/dL + : 0.06 ~ 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - ¢ <0.5 mg/dL 0.5 - 1.5 mg/dL. ++ : 1.6 - 5.0 mg/dL  +++ :; 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL

6) +- : <2.0 mg/dL
7) LY : Light yellow

: Yellow DY : Dark yellow

IR

2.0 - 3.5 mg/dL. ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL

++++ 1 >12.0 mg/dL



R-1052

Table 5-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,l-difluoro-,homopolymer
Urinalysis of male rats (Week 6 of administration)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Dose No.
mg/kg . L - - + +4+ 4 - 4= + o ka4 - 4= + 4 F++ + - + - + +4 4 + - + 4+ 4+
0 5 5 0 0 0 O 5 0 0 0 0 0 5 0 0 O 5 0 0 0 0 0 4 1 0 O 6 0 0 0
100 5 5 0 0 0 0 5 0 0 0 0 0 5 0 0 © 5 0 0 0 O 0 3 1 0 © ¢ 0 0 0
300 5 5 0 0 0 O 5 0 0 0 0 0 5 0 0 © 5 0 0 0 0 0 4 0 0 O 0 0 0 0
1000 5 5 0 0 0 O 5 0 0 0 O 0 5 0 0 © 5 0 0 0 ¢ 0 3 0 0 ¢ 0O 0 0 0
SEC Squamous Epithelial Cell - : Negative
SREC Small Round Epithelial Cell +~ : Slight
PS Phosphate Salts + ¢ Mild
Cco Calcium Oxalate ++ Moderate

+++ : Severe



R-1052

Table 5-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer
Water intake and urinalysis (Week 6 of administration)
Male
Water Urine Osmolality
Dose No. intake volume
mg/kg mL/24h mL/24h mosm/kg
0 5 Mean 35 11.4 1884
S.D. 8 3.1 438
100 ) Mean 43 14.6 1693
S.D. 13 5.3 483
300 5 Mean 38 14.8 1678
S.D. 8 10.4 603
1000 S Mean 41 15.4 1717
S.D. 10 6.3 441

No significant difference in any

treated groups from control group.



Table 5-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Ethene,1,1-difluoro-,homopolymer

Urinalysis of female rats (Satellite group, Week 6 of administration)

R~10562

1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 - 4= R S S e S 3 - - + ++ +++ ++++ - - 4+ 4 At A
0 5 0 0 0 3 1 0 1 0 0 1 1 2 1 0 0 0O 1 4 0 O 0 5 0 0 0 O 0
1000 5 0 0 0 1 2 2 0 0 0 1 2 2 0 0 0 2 0 3 0 0 0 5 0 0 0 O 0
1) - : <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL 44 251 - 600 mg/dL 44 >600 mg/dL
2) - : <5 mg/dL +- 1 5 - 7.5 mg/dL + 1 7.6 - 30 mg/dL ++ 1 31 - 70 mg/dL L 71 - 125 mg/dL PR >125 mg/dL
3) - ¢ <30 mg/dL +- : 30 - 60 mg/dL + : 81 - 125 mg/dL ++ @ 126 - 250 mg/dL +aw 251 - 750 mg/dL 4t >750 mg/dL



R-1052

Table 5-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Urinalysis of female rats (Satellite group, Week 6 of administration)
4) 5) 6) 7)
Occult blood Bilirubin Urchilinogen Color
Dose No.
mg/kg - 4 + ket - + 4+ At At +— + o et d LY Y DY
0 5 5 0 0 0 0 4 1 0 © Q 2 1 2 0 0 0 5 0
1000 5 5 0 0 0 0 5 0 0 O 0 2 3 0 0 0 0 5 0
4) - <0.03 mg/dL +- 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ >0.75 mg/dL
5) - <0.5 mg/dL + 0.5 - 1.5 mg/dL. ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ >10.0 mg/dL
6) +- <2.0 mg/dL + :12.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ : T.1 - 12.0 mg/dL ++++ >12.0 mg/dL
7) LY Light yellow Y : Yellow DY : DBark yellow



Table 5-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Ethene,1,1l1-difluoro-,homopolymer

Urinalysis of female rats (Satellite group, Week 6 of administration)

R-1052

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Co

Dose No.
mg/kg - +— 4+ 4 e+ - 4- L - 4= + 4+ 4+ - 4 + ++ - - + - 4 + ++ e+ - 4= + 4+ s+

0 5 5 0 0 0 O 5 0 0 0 0 0 5 0 0 O 5 0 0 0 O 5 0 0 2 3 0 0 0 5 0 0 0 O
1000 5 5 0 0 0 O 5 0 0 0 © 0 5 0 0 O 5 0 0 0 0 5 0 O 3 2 0 0 O 5 0 0 0 0
SEC Squamous Epithelial Cell - : Negative
SREC Small Round Epithelial Cell +~ 1 Slight
PS Phosphate Salts + : Mild
Cco Calcium Oxalate ++ : Moderate

+++ : Severe



R-1052

Table 5-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro~,homopolymer
Water intake and urinalysis (Satellite group, Week 6 of administration)
Female
Water Urine Osmolality
Dose No. intake volume
mng/kg mL/24h mnl/24h mOsm/kg
0 5 Mean 25 5.8 2566
S.D. 8 3.3 401
1000 5 Mean 36 8.8 1700%«
S.D. 8 2.9 364T

#% : p<0.0l (Significant difference from control group)

T : Student’'s t-test
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Table 5-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Urinalysis of male rats (Week 2 of recovery)
1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 - - + 4+t bt - 4= PR A R A - - + 4 At e
0 5 0 0 ] 0 2 1 1 1 4] 0 0 5 0 0 0 0 2 3 0 0 5 0 0 0 0 0
1000 5 0 0 0 0 2 0 2 1 0 o 1 2 2 0 0 0 2 3 0 0 5 0 0 0 0 0
1) - <10 mg/dL +- : 10 - 25 mg/dL + 1 26 - 85 mg/dL ++ 86 - 250 mg/dL F ey 251 - 600 mg/dL et >600 mg/dL
2) <5 mg/dL +- : 5 - 7.5 mg/dL + 1 7.6 - 30 mg/dL ++ 31 ~ 70 mg/dL ++4 71 - 125 mg/dL PUF >125 mg/dL
3) - <30 mg/dL +=- : 30 - 60 mg/dL + : 61 -~ 125 mg/dL ++ 126 - 250 mg/dL +++ : 251 ~ 750 mg/dL PO >750 mg/dL



R-1052

Table 5-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,l-difluoro-,homopolymer
Urinalysis of male rats (Week 2 of recovery)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg P O ~ 4 e At += 4 4 A LY Y DY
0 5 5 0 0 0 O 5 0 0 0 0 3 2 0 0O 0 0 5 0
1000 5 4 1 0 6 0 4 1 0 0O 0 2 3 0 0 0 0 5 0
4} - ¢ <0.03 mg/dL +~ 1 0.03 - 0.05 mg/dl + : 0.06 - (.15 mg/dL ++ : 0.16 ~ 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL : 0.5 -1.5mg/dLL ++ : 1.6 - 5.0 mg/dL. +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL

8) +- : <2.0 mg/dL
7) LY : Light yellow

<o+

: Yellow DY : Dark yellow

: 2.0 - 3.5 mg/dL. ++ : 3.6 - 7.0 mg/dL +++ : 7.1 ~ 12.0 mg/dL ++++ : >12.0 mg/dL
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Table 5-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Ethene,1,1-difluoro-,homopolymer

Urinalysis of male rats (Week 2 of recovery)

URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Dose No.
mg/kg - +- + 4+ At - = 4+ - - 4+ 44 4+ - - 4+ 44 4 - 4 — 4= 4+ ++ 4+ - 4= 4+
0 5 5 0 0 0 0 S 0 0 0 © 0 5 0 0 O 5 0 0 0 O 5 0 0 4 1 0 0 5 0 0 0 0

1000 5 5 0 0 0 o 5 0 0 0 O 0 5 0 0 O 5 0 0 0 0 5 0 0 4 1 0 0 5 0 0 ¢ O
SEC Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- : Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ @ Moderate

+++ @ Severe
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Table 5-12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Water intake and urinalysis (Week 2 of recovery)
Male
Water Urine Osmolality
Dose No. intake volunme
mg/kg mlL/24h mL/24h mOsm/kg
0 5 Mean 37 14.3 2089
S.D. 4 2.4 378
1000 5 Mean 43 16.2 1788
S.D. 8 3.8 351

No significant difference between treated group and control group.
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Table 5-13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Urinalysis of female rats (Week 2 of recovery}
1) 2) 3}
pH Protein Ketone body Glucose
Dose No.
mg/keg 5.0 5.56.0 6.5 7.07.58.08.5 9.0 - 4= + 4 A+ FE+F - - + 4+ ht bttt - 4 + A b At
0 5 [4] 0 2 4] 0 0 2 3 O 0 0 0 2 3 0 O 0 5 0 0 0 O 0
1000 5 0 1 2 0 2 1 2 2 0 0 0 1 2 2 0 0 0 5 0 0 0 O 0
1) - 1 <10 mg/dL += 10 - 25 mg/dL 26 - 85 mg/dL ++ 86 - 250 mg/dL +++ 251 - 600 mg/dL ++++ : >600 mg/dL
2) - : <5 mg/dL +- : B - 7.5 mg/dL 7.6 - 30 mg/dL ++ 31 - 70 mg/dL +4++ 1 71 - 125 mg/dL A >125 mg/dL
3} - : <30 mg/dL +- 1 30 - 60 mg/dL 61 - 125 mg/dL ++ 126 - 250 mg/dL 44 251 - 750 mg/dL PR >750 mg/dL



R-1052

Table 5-14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Urinalysis of female rats (Week 2 of recovery)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg - =+ 4 A+ — 4 4+ e+ 4t =+ 4 At A LY Y DY
0 5 5 0 0 0 O 5 0 0 ¢ 0 2 3 0 O 0 0 5 0
1000 5 5 0 0 0 O 5 0 0 0 0 3 2 0 0 0 0 5 0
4) - : <0.03 mg/dL + 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL 0.5 - 1.5 mg/dL ++ : 1.6 ~ 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL

6) +- : <2.0 mg/dL
7) LY : Light yellow

: Yellow DY : Dark yellow

<o+ o+

2.0 - 3.5 mg/dL  ++ : 3.6 - 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL. ++++ : >12.0 mg/dL
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Table 5-15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Ethene,l,1-difluoro-,homopolymer

Urinalysis of female rats (Week 2 of recovery)

URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Co
Dose No.
mg/kg — e 4 A 4+ — = o+ +F - d= 4+ +F 4 - 4= 4+ o+ +++ - -+ - 4= 4 44 et I e T T
0 5 5 0 0 0 0 5 0 0 0 0 0 5 0 0 ¢ 5 0 0 0 ¢ 5 0 0 0 5 0 0 O 5 0 0 0 0

1000 5 5 0 0 0 © 4 1 0 0 O 0 5 0 0 0 5 0 0 0 O 5 0 0 1 4 ¢ 0 O 5 0 0 0 0
SEC : Squamous Epithelial Cell - Negative
SREC : Small Round Epithelial Cell +- Slight
PS : Phosphate Salts + Mild
co Calcium Oxalate 4 Moderate

+ o+t

Severe
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Table 5-16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,l1-difluoro-,homopolymer
Water intake and urinalysis (Week 2 of recovery)
Female
Water Urine Osmolality
Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
4] 5 Mean 32 8.5 2512
S.D. 14 5.3 1240
1000 5 Mean 36 13.86 2006
S.D. 10 9.6 774

No significant difference between treated group and contrcl group.
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Table 6-~1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Hematology (End of administration)
Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X104/ 1L, g/dL % fL rg g/dL % K104/ L. s s mg/dl
] 7 Mean 884 15.4 44 .7 50.6 17.5 34.5 2.3 109.1 13.0 18.8 273
S.D. 37 0.3 0.8 1.4 0.5 0.3 0.4 14.2 0.8 1.5 30
100 5 Mean 908 15.8 45.8 50.5 17.4 34.5 2.3 95.1 12.3 19.1 264
S.D. 68 0.7 2.4 1.5 0.6 0. 0.1 10.8 0.5 2.2 22
300 5 Mean 898 15.6 45.6 50.8 17.4 34.3 2.3 104.8 12.3 17.5 282
S.D. 29 0.4 1.1 2.3 0.9 0.4 0.3 7.1 0.5 1.1 35
1000 7 Mean 872 15.3 44.3 50.8 17.6 34.6 2.3 115.4 12.7 18.7 273
S.D. 39 0.7 1.7 0.7 0.3 0.3 0.6 8.8 1.0 2.4 24

No significant difference in any

treated groups from control group.
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Table 6-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer
Hematology (End of administration)
Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10*/uxL)
Dose No.
mg/kg X10*/4#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 7 Mean 96.2 75.7 19.6 1.3 0.3 2.6 0.6 73.0 18.7 1.2 0.3 2.5 0.6
S.D. 12.9 5.0 3.9 1.0 0.1 0.6 0.3 12.8 3.3 0.8 0.1 0.8 0.3
100 5 Mean 94.0 71.8 23.3 1.9 0.2 2.4 0.4 67.1 22.2 1.8 0.2 2.2 0.4
S.D. 21.6 2.7 2.8 0.8 0.1 0.2 Q. 13.1 7.8 0.7 0.1 0.7 0.2
300 5 Mean 91.3 77.9 18.1 1.0 0.3 2.2 0.6 70.9 16.7 0.9 0.3 2.0 0.5
S.D. 14.9 4.8 4.5 0.3 0.1 0.2 0.4 10.2 5.5 0.3 0.1 0.5 0.5
1000 7 Mean 92.0 73.7 22.2 1.2 0.2 2.1 0.5 68.1 20.1 1.2 0.2 1.9 0.6
S.D. 26.0 4.9 4.4 0.2 0.1 0.8 0.3 21.0 6.4 0.4 0.1 0.9 0.4

LUC : Large unstained cells
No significant difference in any

treated groups from control group.
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Table 6-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,.homopolymer
Hematology (Lactation day 5)
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X104/ #L g/dL % fL pg g/dL % X104/ 1L s s mg/dL
0 12 Mean 720 12.8 38.1 53.0 17.8 33.5 5.9 141.7 12.1 16.9 337
S.D. 47 0.9 2.6 1.7 0.6 0.4 1.3 19.0 1.1 1.8 82
100 5 Mean 729 12.9 38.9 53.4 17.7 33.2 7.4 131.9 12.1 16.5 334
S.D. 32 0.7 2.0 2.0 0.9 0.4 1.9 23.8 0.8 2.5 39
300 5 Mean 700 13.3 39.4 56.3# 19.0%» 33.8 7.8 135.4 11.9 16.4 321
S.D. 62 1.1 3.2 3.0D 0.6D 0.7 2.8 11.7 0.4 1.3 85
1000 12 Mean 695 12.9 38.86 55.4+* 18.6« 33.5 7.4 133.0 11.9 15.¢ 360
S.D. 34 0.9 2.3 1.9D 0.7D 0.5 1.7 21.5 0.8 1.9 92
*  p<0.05 ; == p<0.01 (Significant difference from control group)

D : Dunnett's test
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Table 6-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Hematology (Lactation day 5)

Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%/4uL)

Dose No.
mg/kg X10*°/#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 12 Mean 116.0 59.8 36.9 0.7 0.2 2.1 0.5 68.6 43.7 0.7 0.2 2.8 0.6
S.D. 27.9 9.5 10.2 0.5 0.1 0.9 0.2 18.1 17.7 0.4 0.1 1.1 0.3
100 5 Mean 111.2 53.7 43.2 0.5 0.2 1.9 0.4 58.8 49.0 0.6 0.2 2.1 Q0.5
S.D. 30.0 6.8 7.2 0.3 0.0 0.7 0.1 13.8 19.7 0.4 0.1 1.0 0.2
300 S Mean 106.3 54.7 41.3 0.9 0.2 2.5 0.4 56.3 48.0 0.9 0.2 2.5 0.4
S.D. 30.5 12.5 12.9 0.5 0.0 1.3 0.1 14.4 25.5 0.3 0.1 1. 0.1
1000 12 Mean 135.6 56.1 40.3 0.5 0.2 2.4 0.5 74.3 56.3 0.6 0.3 3.4 0.8
S.D. 48.3 8.9 8.7 0.1 0.1 1.2 0.2 22.9 30.4 0.2 0.1 2.5 0.4

LUC : Large unstained cells
No significant difference in any treated groups from control group.
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Table 6-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Hematology (Satellite group, End of administration))
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X104/ 1L g/dL % fL pg g/dL % X10*/ 1L s s mg/dL
Q 5 Mean 830 14.7 42.1 50.8 17.6 34.7 2.0 111.1 11.7 15.6 194
S.D. 11 0.2 1.0 1.0 0.3 0.2 0.4 12.7 0.4 2.3 17
1000 5 Mean 811 14.7 42 .4 52.3 18.1 34.7 2.1 105.9 11.6 17.4 196
S.D. 22 0.3 1.1 2.1 0.6 0.2 0.4 6.4 0.3 2.7 14

No significant difference between treated group and control group.
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Table 6-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer

Hematology ({(Satellite group, End of administration))

Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%/4L)
Dose No.
mg/kg X10%/#L  Lymph. Neut. Eosino. Baso. Mono. LuC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 71.3 76.3 19.7 1.3 0.2 2.0 0.4 53.5 14.8 1.0 0.2 1.5 0.3
S.D. 24.3 6.0 5.6 0.4 0.0 0.5 0.1 15.8 7.9 0.5 0.1 0.8 0.1
1000 5 Mean 82.7 82.2 13.8 1.4 0.2 1.7 0.6« 68.4 11.0 1.1 0.2 1.4 0.5#
S.D. 19.3 3.4 3.5 0.6 0.1 0.7 0.1T 18.5 1.9 0.5 0.1 0.8 0.17

LUC : Large unstained cells
* : p<0.05 (Significant difference from control group)
T : Student's t-test



Table 6-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Ethene,1,1-difluoro-,homopolymer

Hematology (End of recovery)

R-1052

Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
ng/ke X10*/p#L g/dL % fL pg g/dL % X104/ 1L s s mg/dL
0 5 Mean 930 15.5 45.4 48.9 16.7 34.1 1.8 112.2 14.2 21.4 271
S.D. 46 0.5 1.6 2.3 0.7 0.3 0.3 4.1 2.3 2.9 32
1000 5 Mean 898 15.4 44.9 50.1 17.2 34.4 1.9 112.8 12.5 18.5 246
S.D. 36 0.5 1.4 1.9 0.6 0.5 0.8 4.6 0.5 1.5 31

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

Hematology (End of recovery)

Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%/4L)

Dose No.
mg/ kg X10%/#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LuC
o 5 Mean 108.7 82.8 12.9 1.4 0.4 2.0 0.6 90.6 13.5 1.4 0.4 2.1 0.7
S.D. 34.4 2.5 1.8 0.5 0.1 0.5 0.3 30.9 2.7 0.1 0.2 0.6 0.5
1600 5 Mean 103.9 79.3 16.3 1.5 0.3 2.1 0.4 82.6 16.8 1.5 0.3 2.2 0.4
S§.D. 19.2 4.4 3.9 0.4 0.0 0.7 0.1 17.6 4.0 0.3 0.1 0.8 0.2

LUC : Large unstained cells
No significant difference between treated group and control group.
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Table 6-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,l-difluoro-,homopolymer
Hematology (End of recovery)
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
meg/keg X104/ 4L g/dL % fL Pg g/dL % X104/ 4L s s mg/dL
4} 5 Mean 851 15.3 43.1 50.7 18.0 35.5 1.6 123.2 11.8 18.7 192
S.D. 20 0.3 0.8 1.2 0.5 0.4 0.2 14 .4 0.6 2.1 10
1000 S Mean 874 15.3 43.7 50.1 17.86 35.1 1.4 114.0 11.4 17.8 189
S.D. 46 0.5 2.0 2.8 0.9 0.7 0.5 4.0 0.2 1.4 11

No significant difference between treated group and control group.
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Table 6-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Hematology {(End of recovery)
Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%/x«L)
Dose No.
ng/kg X10*/#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 60.9 81.3 14.5 1.7 0.2 1.7 0.5 50.0 8.2 1.1 0.1 1.1 0.3
S.D. 15.4 4.9 5.8 0.6 0.1 0.5 0.3 15.3 1.8 0.5 0.1 0.5 0.3
1000 5 Mean 51.1 71.7 22.8 2.6 0.1 2.5 0.3 36.1 12.2 1.3 0.1 1.3 0.2
S.D. 10.4 8.5 9.3 0.6 0.1 0.6 0.3 5.0 7.0 0.3 0.0 0.4 0.1

LUC : Large unstained cells
No significant difference between treated group and control group.
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Table 7-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Blood chemistry (End of administration)
Male
AST ALT LDH v —GTP ALP T.cho TG PL T.bili- Glucose
Dose No (GOT) (GPT) rubin
mg/ ke IU/L 1U/L IU/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
Q 7 Mean 67 29 53 0 429 51 46 82 0.1 141
S.D. 7 2 6 ¢} 78 8 12 8 0.0 12
100 5 Mean 77 38 75 0 508 51 31 82 0.1 135
S.D 31 13 59 0 166 12 14 15 0.0 12
300 5 Mean 56 29 52 0% 438 50 39 81 0.1 149
S.D. 5 6 9 iDT 114 14 8 14 0.1 19
1000 7 Mean 70 31 61 0 445 40 28+ 67 0.1 137
S.D 16 10 14 0 118 11 5D 12 0.1 14

*

D
DT :

p<0.05 (Significant difference from control group)

Dunnett's test

Dunnett-type rank test
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Table 7-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Blood chemistry (End of administration)

Male
BUN Crea~ Na K Cl1 Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 7 Mean 12 0.26 144 4.9 110 9.9 6.7 5.9 3.2 1.23
S.D. 2 0.03 2 0.3 1 0.2 0.5 0.2 0.2 0.08
100 15} Mean 12 0.25 146 4.8 110 9.8 6.4 6.1 3.2 1.14
S.D. 1 0.03 1 0.3 1 0.2 0.6 0.1 0.1 0.11
300 5 Mean 12 0.23 144 4.8 110 2.9 6.7 6 3.2 1.15
S5.D. 1 0.05 1 0.3 1 0.1 0.4 0.1 0.1 0.08
1000 7 Mean 13 0.25 145 4.8 112+= 2.7 6.3 5.9 3.2 1.16
S.D. 1 0.03 1 0.2 iD 0.2 0.3 0.2 0.1 0.05

* : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 7-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Blood chemistry {(Lactation day 5)
Female
AST ALT LDH v —GTP ALP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg 1U/L IU/L 1U/L I1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 12 Mean 84 55 42 0 289 61 58 116 0.1 136
S.D. 29 18 10 0 109 16 22 25 0.0 11
100 5 Mean 82 54 44 4} 335 60 53 115 0.1 132
S.D. 29 22 15 0 179 7 33 17 0.0 [
300 5 Mean 74 48 37 1 287 53 46 102 0.1 133
S.D. 24 13 5 1 113 11 14 22 0.0 9
1000 12 Mean 80 53 40 0 308 53 49 107 0.1 131
S.D. 25 16 13 Q 142 10 19 18 0.0 13

No significant difference in any treated groups from control group.
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Table 7-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro~,homopolymer

Blood chemistry (Lactation day 5)

Female
BUN Crea- Na K c1 Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL ng/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 12 Mean 11 0.30 141 4.6 107 9.9 7.4 6.0 3.3 1.22
S.D. 3 0.04 1 0.3 3 0.2 0.7 0.3 0.2 0.10
100 5 Mean 12 0.29 141 4.5 108 10.0 7.3 6.0 3. 1.23
S.D. 3 0.06 2 0.2 1 0.2 1.1 0.3 0.2 0.09
300 5 Mean 15+ 0.28 142 4.3 108 10.0 7.2 6.0 3.3 1.20
S.D. 2D 0.03 1 0.2 2 0.2 1.0 0.2 0.1 0.09
1000 12 Mean 15= 0.29 142 4.4 108 10.0 7.3 6.0 3.3 1.22
S.D. 3D 0.04 1 0.4 2 0.3 0.6 0.4 0.2 0.09

* : p<0.05 (Significant difference from control group)
D : Dunnett’s test
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Table 7-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Blood chemistry (Satellite group, End of administration))
Female
AST ALT LDH 7 —GTP ALP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg 1U/L IU/L 1U/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
4] 5 Mean 74 31 72 0 217 56 23 115 0.1 132
S.D. 21 8 29 1 51 8 10 15 0.0 13
1000 5 Mean 57 23 49 0 255 58 33 1186 0.1 135
S.D. 11 6 14 0 78 4 19 4 0.0 10

No significant difference between treated group and control group.
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Table 7-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer
Blood chemistry (Satellite group, End of administration))
Female
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 S Mean 15 0.32 142 4.2 111 10.0 4.7 6.5 3.9 1.45
S.D. 3 0.03 2 0.1 1 0.2 0.6 0.2 0.2 0.15
1000 5 Mean i6 0.30 142 4.2 112 10.1 4.8 8.5 3.9 1.48
S.D. o] 0.03 1 0.2 2 0.2 0.6 0.1 0.2 0.12

No significant difference between treated group and control group.
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Table 7-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Blood chemistry (End of recovery)

Male

AST ALT LDH T —~GTP ALP T.cho TG PL, T.bili- Glucose

Dose No. (GOT) (GPT) rubin
mg/kg 1U/L 10/L IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 59 28 37 1 313 51 40 84 0.1 150
S.D. 6 2 6 1 43 11 12 13 0.0 13
1000 5 Mean 69 34 Sl 1 340 43 34 T1 0.1 162
S.D. 17 8 9T 0 90 10 7 7 0.0 20

* : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 7-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,l~-difluoro-,homopolymer
Blood chemistry (End of recovery)
Male
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 14 0.27 143 4.6 109 9.3 5.8 6.2 3.2 1.10
S.D. 2 0.03 1 0.1 1 0.1 0.3 0.1 0.1 0.086
1000 5 Mean 15 0.27 144 4.4 109 9.4 6.4 6.0 3.2 1.14
S.D. 2 0.03 2 0.2 2 0.1 0.7 0.2 0.1 0.07

No significant difference between treated group and control group.
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Table 7-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,l~difluoro-,homopolymer
Blood chemistry (End of recovery)
Female
AST ALT LDH v —GTP ALP T.cho TG. PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
ng/kg IU/L IU/L 1U/L iU/L 1U/L mg/ 4L mg/dL mg/dL mg/dL mg/dL
0 5 Mean 63 27 44 2 169 54 17 108 0.1 127
S.D. 4 6 5 0 24 7 12 15 0.0 24
1000 5 Mean 37 24 40 1 154 61 21 116 0.1 132
S.D. 9 5 2 1 63 10 5 16 0.0 14

No significant difference between treated group and control group.
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Table 7-10 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Blood chemistry (End of recovery)
Female
BUN Crea- Na K c1 Ca P TP Albumin A/G
Dose No. tinine
mg/keg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 S Mean 19 0.35 143 4.4 113 9.5 5.0 6.3 3.6 1.34
S.D. 1 0.02 1 0.6 1 0.3 0.7 0.2 0.2 0.14
1000 5 Mean 18 0.36 143 4.3 113 9.7 4.7 6.7= 3.7 1.26
S.D. 1 0.03 2 0.2 2 0.3 0.5 0.2T 0.2 0.09

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

T : Student's t-test



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

R-1052

Table 8-1
with Ethene,1,1-difluoro-,homopolymer
Hormones (End of administration)
Male
Dose No. Ta Ta TSH
mg/kg ng/dL ug/dL ng/mL
0 7 Mean 79.2 6.3 4.89
S.D. 14.5 1.2 1.08
100 5 Mean 75.6 6.0 4.30
S.D. 12.2 0.8 3.76
300 5 Mean 73.9 6.8 3.99
S.D. 14.7 1.0 2.40
1000 7 Mean 75.9 6.0 3.63
S.D. 11.4 1.0 2.09
No significant difference in any treated groups from control group.
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Table 8-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro~,homopolymer
Hormones (Lactation day 5)
Female
Dose No. Ts Ta TSH
mg/kg ng/dL ug/dL ng/mL
0 12 Mean 78.1 3.6 4.40
S.D. 11.1 0.7 1.83
100 5 Mean 82.4 3.7 6.12
S.D. 3.5 0.6 2.77
300 5 Mean 84.9 5.0%» 4.67
S.D. 9.7 1.1D 1.19
1000 12 Mean 72.3 4.1 6.18
S.D. 12.0 0.7 3.24

#*» : p<0.01 (Significant difference from

D : Dunnett’'s test

control group)
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Table 8-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer

Hormones (Satellite group. End of administration)

Female
Dose No. Ts Ta TSH
mg/kg ng/dL ug/dL ng/mL
Y] 5 Mean 71.9 4.4 2.26
S.D. 8.3 0.5 1.43
1000 5 Mean 65.7 4.2 2.64
S5.D. 8.2 0.6 1.57

No significant difference between treated group and control group.
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Table 8-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer

Hormones (End of recovery)

Malie
Dose No. Ta Ta TSH
mg/kg ng/dL ug/dL ng/mL
0 5 Mean 74.3 5.0 4.80
S.D. 13.8 0.4 2.75
1000 5 Mean T4.1 4.7 8.09
S.D. 4.8 1.2 4.25

No significant difference between treated group and control group.
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Table 8-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Hormones (End of recovery)
Female
Dose No. Ts Ta TSH
ng/kg ng/dL ug/dL ng/mL
0 5 Mean 80.4 3.5 1.61
S.D. 19.6 0.6 0.88
1000 5 Mean 89.9 3.3 2.87
S.D. 16.3 0.9 3.29

No significant difference between treated group and control group.
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Table 9-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,i-difluoro-,homopolymer

Organ weight of male rats (End of administration period)

Body Brain Pituitary Thyroid Thymus Heart

Dose weight (R+L)
mg/keg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) nmg(mg/100g BW) g(g/100g BW)
No. 7 7 7 T 7 7
0 Mean 499 2.06 12.2 22.4 273 1.38
S.D. 43 0.06 1.7 7.5 53 0.10
No. 5 5 5 5 5 5
Absolute 100 Mean 502 2.14 12.3 22.7 296 1.46
S.D. 18 0.05 1.4 4.8 68 0.18
No. 5 5 5 5 5 5
300 Mean 500 2.14 14.3 24.8 317 1.47
5.D. 25 0.03 1.9 1.6 63 0.14
No. 7 7 7 7 7 7
1000 Mean 496 2.05 13.3 24.0 335 1.46
S.D. 46 0.12 1.5 6.1 79 0.11
No. 7 7 7 7 7
0 Mean 0.41 2.5 4.4 55 0.28
S.D. 0.03 0.2 1.2 10 0.03
No. 5 5 5 5 5
Relative 100 Mean 0.43 2.5 4.6 59 0.29
S.D. 0.02 0.3 1.0 13 0.02
No. 5 5 S 5 5
300 Mean 0.43 2.8 5.0 63 0.29
S.D. 0.02 0.3 0.4 11 0.02
No. T 7 7 7 7
1000 Mean 0.41 2.7 4.9 68 0.30
S.D. 0.03 0.3 1.2 20 0.03

No significant difference in any treated groups from control group.



R-1052

Table 9-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Organ weight of male rats (End of administration period)

Liver Spleen Kidney Adrenal

Dose (R+L) (R+L)
ng/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW)
No. 7 7 7 7

0 Mean 13.06 ¢.73 3.08 59
S.D. 1.59 0.07 0.17 10

No. 5 5 5 5

Absolute 100 Mean 13.94 0.81 3.10 55
S.D. 0.99 0.07 0.19 [

No. 5 5 5 5

300 Mean 14.15 0.73 3.26 66
S.D. 1.32 0.06 0.29 3

No. 7 7 7 T

1000 Mean 14.05 0.77 3.14 64
S.D. 1.71 0.12 0.20 10

No. 7 7 7 7

0 Mean 2.61 0.15 0.61 12
S.D. 0.15 0.01 0.03 3

No. 5 S 53 5

Relative 100 Mean 2.77 0.16 0.62 11
S.D. ' 0.12 0.02 0.03 1

No. 5 5 5 5

300 Mean 2.83 0.15 0.65 13
S.D. 0.22 0.01 0.06 1

No. 7 7 T 7

1000 Mean 2.83 0.15 0.64 13
S.D. 0.23 0.02 0.07 2

No significant difference in any treated groups from control group.



R-1052

Table 9-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Organ weight of male rats (End of administration period)

Body Testis Epididymis

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

0 Mean 499 3.25 1256
S.D. 43 0.22 52

No. 12 12 12

Absolute 100 Mean 509 3.23 1267
S.D. 25 0.17 70

No. 12 12 12

300 Mean 495 3.27 1261
S.D. 28 0.31 116

No. 7 7 7

1000 Mean 496 3.42 1338
S.D. 46 0.31 99

No. 7 7

0 Mean 0.65 253
S.D. 0.06 19

No. 12 12

Relative 100 Mean 0.63 250
S.D. 0.03 19

No. 12 12

300 Mean 0.66 256
S.D. 0.08 29

No. 7 7

1000 Mean 0.69 271
S.D. 0.07 15

No significant difference in any treated groups from control group.



R-1052

Table 9-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer

Organ weight of female rats (Main group, end of administration period)

Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)

mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g{g/100g BW)
No. 12 12 12 12 12 12

0 Mean 302 1.90 16.9 16.3 180 0.94
S$.D. 26 0.08 2.1 4.7 74 0.07

No. 5 5 5 S 5 5

Absolute 100 Mean 288 1.92 17.4 17.0 163 0.88
S.D. 11 0.05 3.4 3.1 75 0.09

No. S5 5 5 5 5 S

300 Mean 307 2.00% 17.3 18.6 185 1.03~
S.D. 13 0.06D 1.3 2.9 24 0.06D

No. 12 12 12 12 12 12

1000 Mean 313 1.97= 19.5%+ 16.5 198 1.02+»
S.D. 11 0.06D 1.0D 4.3 53 0.06D

No. 12 12 12 12 12

0 Mean 0.63 5.6 5.4 58 0.31
S.D. 0.086 0.7 1.3 22 0.02

No. 5 5 5 5 5

Relative 160 Mean 0.67 6.0 5.9 56 0.31
S.D. 0.02 1.0 1.2 24 0.02

No. 5 5 5 5 S
300 Mean 0.65 5.6 6.1 60 0.33»
S.D. 0.03 0.5 1.1 7 0.02D

No. 12 12 12 i2 12

1000 Mean 0.63 6.3#% 5.3 62 0.33
S.D. 0.04 0.5D 1.3 17 0.02

*: p<0.05; ##: p<0.01 (Significant difference from control group)
D: Dunnett's test



R-1052

Table 9-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Organ weight of female rats (Main group, end of administration period)

Liver Spleen Kidney Adrenal Oovary Uterus

Dose (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 12 12 12 12 12 12
0 Mean 10.29 0.61 1.94 75 104.6 628
S.D. 0.86 0.11 0.18 11 9.3 90
No. 5 5 5 5 5 53
Absolute 100 Mean 9.70 0.56 1.94 67 99.7 702
S.D. 0.60 0.17 0.17 8 15.1 142
No. 5 5 5 5 S 5
300 Mean 10.93 0.68 2.06 93# 1i4.5 672
5.D. 1.12 0.13 ) 0.08 10D 14.0 113
No. 12 12 12 12 12 12
1000 Mean 10.80 0.71 2.04 88« 113.3 639
S.D. 0.50 0.08 0.15 11D 9.4 75
No. 12 12 12 12 12 12
0 Mean 3.41 0.20 0.64 25 34.7 210
S$.D. 0.21 0.03 0.05 4 2.8 37
No. 5 5 5 5 5 S
Relative 100 Mean 3.37 0.19 0.67 23 34.7 244
S.D. 0.15 0.05 0.04 3 5.8 51
No. 5 5 5 5 S 5
300 Mean 3.56 0.22 0.67 30* 37.3 220
S.D. 0.28 0.04 0.02 3D 3.9 40
No. 12 12 12 12 12 12
1000 Mean 3.46 0.23 0.65 28 36.3 205
S.D. 0.20 0.03 Q.04 4 2.8 25

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



R-1052

Table 9-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Organ weight of female rats (Satellite group, end of administration period)

Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g{g/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 281 1.93 16.7 14.0 300 Q.91
S.D. 17 Q.06 2.1 2.3 63 0.04
No. 5 5 5 5 5 5
1000 Mean 286 1.96 17.4 16.7 306 0.91
S.D. 19 0.05 1.3 2.1 62 0.10
No. 5 5 S S 5
Relative 0 Mean 0.69 5.9 5.0 106 0.33
S.D. 0.05 0.6 0.8 18 0.02
No. 5 5 5 5 5
1000 Mean 0.69 6.1 5.9 106 0.32
S.D. 0.06 0.6 0.9 17 0.04

No significant difference between treated group and control group.
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Table 9-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Organ weight of female rats (Satellite group, end of administration period)
Liver Spleen Kidney Adrenal Ovary Uterus
Dose (R+L} (R+L) (R+L)
ng/kg g{g/100g BW) g{g/100g BW) g{g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 7.60 0.51 1.85 T2 83.9 580
S.D. 0.76 0.07 0.15 8 18.1 139
No. 5 5 5 5 5 5
1000 Mean 7.69 0.55 1.96 66 78.7 671
S.D. 0.40 0.07 0.15 3 10.6 156
No. 5 S 5 5 5 5
Relative 0 Mean 2.70 0.18 0.66 25 29.8 206
S.D. 0.15 0.03 0.04 2 5.5 45
No. 5 5 5 5 5 5
1000 Mean 2.70 0.19 0.69 23 27.8 236
S.D. 0.16 0.02 0.04 3 4.9 59

No significant difference between treated group and control group.



R-1052

Table 9-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer
Organ weight of male rats (End of recovery period)
Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
Absoclute 0 Mean 493 2.15 12.4 19.3 249 1.46
S.D. 16 0.08 0.6 3.1 66 0.22
No. ) 5 5 5 5 5
1000 Mean 513 2.12 12.6 21.5 260 1.47
S.D. 24 0.12 2.0 1.6 .32 0.15
No. 5 5 S 5 5
Relative 0 Mean 0.44 2.5 4.0 51 0.29
S.D. 0.03 0.2 0.7 15 0.05
No. 5 5 5 S 5
1000 Mean 0.41 2.5 4.2 51 0.29
S.D. 0.01 0.3 0.4 5 0.02

No significant difference between

treated group and control group.



R-1052

Table 9-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer
Organ weight of male rats (End of recovery period)
Liver Spleen Kidney Adrenal Testis Epididymis
Dose (R+L) (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg{mg/100g BW) g(g/100g BW) mg(mg/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 12.74 .72 3.21 55 3.25 1232
S.D. 0.66 .08 0.12 6 0.23 82
No. 5 5 5 5 5 5
1000 Mean 14.01+ .71 3.25 54 3.17 1282
S.D. 0.69T .09 0.24 9 0.24 59
No. 5 5 5 5 5 5
Relative ¢} Mean 2.59 .15 0.65 11 0.66 250
S.D. 0.20 02 0.03 1 0.05 20
No. 5 5 5 5 5 5
1000 Mean 2.74 .14 0.63 10 0.62 251
S.D. 0.21 .01 0.04 2 0.04 18

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

T: Student’'s t-test



Table 9-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro~,homopolymer

Organ weight of female rats (End of recovery period)

R-1052

Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
ng/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 287 1.95 18.1 16.3 268 0.88
S.D. 21 0.06 3.1 2.7 67 0.07
No. 5 5 5 5 5 5
1000 Mean 290 1.97 18.2 17.4 309 0.94
$.D. 16 0.07 1.7 2.4 29 0.06
No. 5 5 5 5 5
Relative 0 Mean 0.868 6.3 5.7 93 0.31
S.D. 0.04 0.7 1.2 16 0.02
No. 5 5 5 5 5
1000 Mean 0.68 6.3 6.0 107 0.32
S.D. 0.06 0.3 0.6 5 0.02

No significant difference between

treated group and control group.



Table 9-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Organ weight of female rats (End of recovery period)
Liver Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g B¥) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 6.97 0.51 1.85 70 84.7 584
S.D. 0.62 0.09 0.21 g 16.6 79
No. 5 5 5 5 5 5
1000 Mean 7.59 0.53 1.83 72 90.4 597
S.D. 0.83 0.09 0.21 7 8.7 160
No. 5 5 5 5 5 5
Relative (4] Mean 2.43 0.18 0.64 24 29.6 205
S.D. 0.17 0.02 0.04 4 6.0 35
No. 5 5 5 5 5 5
1000 Mean 2.62 0.18 0.63 25 31.2 205
S.D. 0.16 0.04 0.05 2 2.8 50

No significant difference between treated group and control group.



R-1052

Table 10~1 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Gross pathological findings (End of administration period (D42))

Organs Sex: M M M
Dose{mg/kg): 0 100 300 1000

Findings Number: 7 12 12 7
Epididymis

Smalil Q 0 1 0

Focus,yellow 1 1 0 1
Intestine,ileum(Peyer's patch)

Nodule 1 4] 4 [0}
Kidney

Cyst 0 1 0 0
Pituitary

Cyst 0 0 1 0
Testis

Small 0 0 1 0
Thyroid

Aplasia 0 0 0 1
Vertebra

Nodule 0 1 0 0

M : Male



R-1052

Table 10-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer

Gross pathological findings (End of administration period (D42))

Organs Sex: F F

Dose (mg/kg) : 0 1000

Findings Number: 5 5
Thyroid

Small . 1 0

F : Female



R~1052

Table 10-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Gross pathological findings (End of administration period (L4))

Organs Sex: F F F F
Dose{(mg/kg): o] 100 300 1000

Findings Number: 12 16 12 12
Intestine, ileum(Peyer's patch)

Diverticulum o] 1 ¢ 0
Liver

Focus,white 0 0 0 1
Stomach

Focus,dark red,forestomach 1 0 Q 4}

Focus,dark red,glandular stomach 3 1 2 1

F : Female



Table 10-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer

Gross pathological findings (End of recovery period)

R-1052

Organs Sex: M M F F

Dose{mg/kg): 0 1000 0 1000

Findings Number : 5 b 5 5
Stomach

Nodule,limiting ridge 1 0 0 [4]

M : Male, F : Female



R-1052

Table 10-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer
Gross pathological findings (Undelivered)
Organs Sex: F
Dose(mg/kg): 100
Findings Number: 1
All tissues
Not remarkable 1

F : Female



R-1052

Table 10-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Gross pathological findings (All littermates died)

Organs Sex: F

Dose (mg/kg) : 100

Findings Number: 1
General descriptions

Discoloration,pale,general 1

Discolored skin,pale 1

F : Female



Table 11-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolyner

Histopathological findings (End of administration period (D42))

Organs Sex: M M M M

Dose(mg/kg): 0 100 300 1000

Findings Number: 7 12 12 7
Adrenal

Number examined
Not remarkable
Bone+Bone marrow,femoral
Number examined
Not remarkable
Bone+Bone marrow,sternal
Number examined
Not remarkable
Cerebrun
Number examined
Not remarkable
Cerebellum(pons)
Number examined
Not remarkable
Epididymis
Number examined
Not remarkable
Cell infiltration,interstitial
minimal
Granuloma, spermatic
mild
Decrease sperm,ductal
severe
Eye
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Myocarditis,focal
minimal
Intestine, duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine,ileum(Peyer's patch)
Number examined
Not remarkable
Intestine, cecum
Number examined
Not remarkable
Cell infiltration,mucosal
minimal
Intestine,colon
Number examined
Not remarkable
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M : Male



R-1052

Table 11-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer

Histopathological findings (End of administration period (D42))

Organs Sex: M M M
Dose(mg/kg) : 0 100 300 1000
Findings Number : 7 12 12 7

Intestine,rectum
Number examined
Not remarkable
Kidney
Number examined
Not remarkable
Dilatation, tubular,cystic
minimal
mild
Regeneration, tubular
minimal
mild
Liver
Number examined
Not remarkable
Vacuolation,hepatocyte,periportal
minimal
mild
Microgranuloma
minimal )
Altered cell focus,eosinophilic
minimal
Lung{bronchus)
Number examined
Not remarkable
Appearance,alveolar macrophage
minimal
Metaplasia,osseous
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node,submandibular
Number examined
Not remarkable
Mammary gland, inguinal
Number examined
Not remarkable
Mesentery
Number examined
Hemorrhage, focal
minimal
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Abergigt craniopharyngeal tissue
ml
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M : Male
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Table 11-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Histopathological findings (End of administration period (D42))

Organs Sex: M M M M
Dose(mg/kg) : ] 100 300 1000
Findings Number: 7 12 12 7
Prostate
Number examined 7 0 0 7
Not remarkable 3 0 0 5
Cell infiltration, inflammatory 4 0 0 2
minimal 3 0 0 2
mild 1 0 0 0
Sciatic nerve
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Seminal vesicle
Number examined 7 0 0 7
Not remarkable 7 Q 0 7
Spinal cord,thoracic
Number examined 7 [0} 0 7
Not remarkable 7 Q0 0 7
Spleen
Number examined 7 aQ 0 7
Not remarkable 6 0 0 6
Hematopoiesis,extramedullary 1 4} 0 1
minimal 1 0 0 1
Stomach
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Testis
Number examined 7 0 1 T
Not remarkable 6 0 0 7
Atrophy,seminiferous tubular 1 0 1 0
minimal 1 0 0 0
severe 0 0 1 0
Thyroid
Number examined 7 0 0 7
Not remarkable 7 0 0 6
Aplasia 0 3] 0 1
present 0 0 0 1
Thymus
Number examined 7 4] 0 7
Not remarkable 7 4} 0 7
Trachea
Number examined 7 QO 0 7
Not remarkable 7 4} 0 7
Urinary bladder
Number examined 7 Q 0 7
Not remarkable 7 0 0 7
Vertebra
Number examined 0 1 0 ¢
Tumor infiltration/metastasis 0 1 0 0
mild 0 1 0 0

M : Male



R-1052

Table 11-4 A combined repeated-dose/reproductive-developmental toxicity study imn rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Histopathological findings (End of administration period (D42))

Organs Sex: F F
Dose(mg/kg) : 0 1000
Findings Number: 5 5
Adrenal
Number examined 5 5
Not remarkable 5 5
Bone+Bone marrow, femoral
Number examined 5 5
Not remarkable 5 5
Bone+Bone marrow,sternal
Number examined 5 5
Not remarkable 5 5
Cerebrum
Number examined 5 5
Not remarkable 5 5
Cerebellum(pons)
Number examined 5 5
Not remarkable 5 5
Eye
Number examined 5 5
Not remarkable 5 5
Heart
Number examined 5 5
Not remarkable 5 5
Intestine, duodenum
Number examined 5 5
Not remarkable 5 5
Intestine, jejunum
Number examined 5 5
Not remarkable 5 5
Intestine,ileum(Peyer's patch)
Number examined 5 5
Not remarkable 5 5
Intestine, cecum
Number examined 5 5
Not remarkable 2 4
Cell infiltration,mucosal 3 1
minimal 2 1
mild 1 0
Intestine,colon
Number examined 5 5
Not remarkable 5 5
Intestine,rectum
Number examined 5 5
Not remarkable 5 5
Kidney
Number examined 5 5
Not remarkable 5 5

F : Female
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Table 11-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Histopathological findings (End of administration period (D42))

Organs

Juy
(=]
(=]
[ehes]

Sex:
Dose(mg/kg) :
Findings Number:

noT

Liver
Number examined
Not remarkable
Microgranuloma
minimal
Lung(bronchus)
Number examined
Not remarkable
Appearance,alveolar macrophage
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node,submandibular
Number examined
Not remarkable
Mammary gland, inguinal
Number examined
Not remarkable
Ovary
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Cyst
minimal
Sciatic nerve
Number examined
Not remarkable
Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Stomach
Number examined
Not remarkable
Cell infiltration,mucosal
minimal
Thyroid
Number examined
Not remarkable
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F : Female



R-1052

Table 11-6 A combined repeated~dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro~,homopolymer

Histopathological findings (End of administration period (D42))

Organs Sex: F F
Dose(mg/kg): 0 1000

Findings Number: 5 5
Thymus

Number examined 5 5

Not remarkable 5 5
Trachea

Number examined 5 5

Not remarkable 5 5
Urinary bladder

Number examined 5 5

Not remarkable 5 5
Uterus

Number examined 5 5

Not remarkable 5 5
Vagina

Number examined 5 5

Not remarkable 5 5

F : Female



R-1052

Table 11-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolyner

Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
Dose(mg/kg) : 0 10Q 300 1000
Findings Nunmber : 12 10 12 12
Adrenal
Number examined 12 0 0 12
Not remarkable i2 0 0 12
Bone+Bone marrow, femoral
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Bone+Bone marrow,sternal
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Cerebrum
Number examined 12 ¢} 0 12
Not remarkable 12 0 0 12
Cerebellum(pons} :
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Eye
Number examined 12 0 0 12
Not remarkable 11 0 0 11
Dysplasia,retinal 1 0 0 1
minimal 1 0 0 1
-Heart
Number examined 12 0 Q 12
Not remarkable 12 0 0 12
Intestine,duodenum
Number examined 12 Q 0 12
Not remarkable 12 ] 0 12
Intestine, jejunum
Number examined 1z 0 0 12
Not remarkable 12 0 4] 12
Intestine,ileum(Peyer's patch)
Number examined 12 1 4] 12
Not remarkable 12 0 0 12
Diverticulum 0 1 0 0
mild 0 1 0 0
Intestine,cecumn
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Intestine,colon
Number examined 12 0 0 12
Not remarkable 12 0 0 i2
Intestine,rectum
Number examined 12 0 o] 12
Not remarkable 12 0 0 12
Kidney
Number examined 12 0 0 12
Not remarkable 10 ] 0 12
Vacuolation, tubular cell 1 0 0 0
mild 1 0 0 0

F : Female



R-1052

Table 11-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
Dose(mg/kg): 0 100 300 1000
Findings Number: 12 10 12 12
Kidney (continued)
Necrosis,tubular cell 1 0 0 0
mild 1 0 0 0
Liver .
Number examined 12 0 0 12
Not remarkable 11 0 0 9
Necrosis, focal 0 0 Q 1
mild 0 0 Q 1
Microgranuloma 1 0 [¢] 2
minimal 1 0 ¢ 2
Lung(bronchus)
Number examined 12 0 0 12
Not remarkable 11 0 ] 11
Appearance,alveolar macrophage 1 0 0 1
minimal 1 o} 0 1
Lymph node,mesenteric
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Lymph node, submandibular
Number examined 12 [} 0 12
Not remarkable 12 0 0 12
Mammary gland,inguinal
Number examined 12 (1} 0 12
Not remarkable 10 0 0 12
Cell infiltration,inflammatory 2 0 0 0
minimal 2 0 0 0
Oovary
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Parathyroid
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Pituitary
Number examined 12 0 0 12
Not remarkable 11 0 0 i1
Aberrant craniopharyngeal tissue 1 0 0 0
minimal 1 0 0 0
Cyst 1 0 0 1
minimal 1 0 0 1
Sciatic nerve
Number examined 12 0 0 12
Not remarkable 12 Q 0 12
Spinal cord,thoracic
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Spleen
Number examined 12 0 0 12
Not remarkable 4 0 0 1
Hematopoiesis,extramedullary 8 0 0 11
minimal 7 0 0 8
mild 1 0 0 3

F : Female
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Tabhle 11-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Histopathological findings (End of administration period (L.4))
Organs Sex: ¥ F F F
Dose (mg/kg) : 0 100 300 1000
Findings Number : 12 10 12 12
Stomach
Number examined 12 1 2 12
Not remarkable 8 1 0 12
Erosion, glandular stomach 3 v} 2 4]
minimal 3 0 2 0
Ulcer, forestomach 1 0 0 4]
mild 1 0 0 (4]
Thyreoid
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Thymus
Number examined 12 0 0 12
Not remarkable 9 0 0 12
Atrophy 2 0 0 0
mild 1 0 0 0
moderate 1 0 0 0
Hyperplasia,epithelial, focal 1 0 0 0
minimal 1 0 0 0
Trachea
Number examined 12 0 0 12
Not remarkable 12 [0} 0 12
Urinary bladder
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Uterus
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Vagina
Number examined 12 4] 0 12
Not remarkable 12 4] 0 12

F : Female
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Table 11-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1-difluoro-,homopolymer

Histopathological findings (End of recovery period)

Organs Sex: M M F F

Dose(mg/kg) : 0 1000 0 1000

Findings Number: 5 5 5 5
Stomach

Number examined 1 0 0 0

Cyst,inclusion 1 0 0 0

minimal 1 0 0 0

M : Male, F : Female
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Table 11-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1~difluoro-,homopolymer

Histopathological findings (Undelivered)

Organs Sex: F

Dose(mg/kg) : 100

Findings Number: 1
Adrenal

Number examined
Not remarkable
Bone+Bone marrow, femoral
Number examined
Not remarkable
Bone+Bone marrow,sternal
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Cerebellum({pons)
Number examined
Not remarkable
Eye
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Intestine, duodenun
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine,ileum(Peyer’'s patch)
Number examined
Not remarkable
Intestine,cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable
Kidney
Number examined
. Not remarkable
Liver
Number examined
Not remarkable
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F : Female
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Table 11-12 A combined repeated-dose/reproductive-developmental tox101ty study in rats treated orally
with Ethene,1,1-difluoro-,homopolyner

Histopathological findings (Undelivered)

Organs Sex: F

Dose(mg/kg}: 100

Findings Number : 1
Lung(bronchus)

Number examined
Cell infiltration,perivascular
minimal .

Lymph node,mesenteric

Number examined

Not remarkable
Lymph node,submandibular

Number examined

Not remarkable
Mammary gland, inguinal

Number examined

Not remarkable
Ovary

Number examined

Not remarkable
Parathyroid

Number examined

Not remarkable
Pituitary

Number examined

Not remarkable
Sciatic nerve

Number examined

Not remarkable
Spinal cord,thoracic

Number examined

Not remarkable
Spleen

Number examined

Not remarkable
Stomach

Number examined

Not remarkable
Thyroid

Number examined

Not remarkable
Thymus

Number examined

Not remarkable
Trachea

Number examined

Not remarkable
Urinary bladder

Number examined

Not remarkabie
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F : Female
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Table 11-13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,l-difluoro-,homopolymer
Histopathological findings (Undelivered)
Organs Sex: F
Dose(mg/kg): 100
Findings Number:
Uterus
Number examined 1
Endometritis 1
mild 1
Vagina
Number examined 1
Not remarkable 1

F : Female
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Table 11-14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Histopathological findings (A1l littermates died)

Organs Sex: F

Dose (mg/kg): 100

Findings Number: 1
Adrenal

Number examined
Not remarkable
Bone+Bone marrow, femoral
Number examined
Not remarkable
Bone+Bone marrow,sternal
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Cerebellum(pons)
Number examined
Not remarkable
Eye
Number examined
Hemorrhage,retinal
minimal
Heart
Number examined
Not remarkable
Intestine,duodenum
Number examined
Not remarkable
Intestine, jejunun
Number examined
Not remarkable
Intestine,ileum(Peyer's patch)
Number examined
Not remarkable
Intestine,cecunm
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable
Kidney
Number examined
Vacuolation, tubular cell
mild
Necrosis, tubular cell
minimal
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F : Female
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Table 11-15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer

Histopathological findings (All littermates died)

Organs Sex: F

Dose(mg/ke): 100

Findings Number: 1
Liver

Number examined
Necrosis,hepatocytic,central
minimal
Lung(bronchus)
Number examined
Hemorrhage, focal
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node, submandibular
Number examined
Not remarkable
Mammary gland, inguinal
Number examined
Not remarkable
Ovary
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Sciatic nerve
Number examined
Not remarkable
Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Hematopoiesis,extramedullary
mild
Stomach
Number examined
Not remarkable
Thyroid
Number examined
Not remarkable
Thymus
Number examined
Atrophy
moderate
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F : Female
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Table 11-16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l1,1-difluoro-,homopolymer

Histopathological findings (All littermates died)

Organs Sex:
Dose(mg/kg) :
Findings Number :

oy
o
oM

Trachea
Number examined
Not remarkable
Urinary bladder
Number examined
Not remarkable
Uterus
Number examined
Endometritis
mild
Vagina
Number examined
Not remarkable

[y S S W W S

F : Female



Table 12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,l,1-difluoro-,homopolymer

Estrous cycle in female rats during the pre-mating period

Count of estrus Mean duration
Dose No. of of c¢ycles
mg/Kg animals 0 1 2 3 4 Mean+S.D. Mean+S.D.

0 12 0 ¢ 0 6 6 3.5+0.5 4.2+0.3
100 12 0 0 0 6 6 3.5+0.5 4.2+0.5
300 12 0 0 0 8 4 3.3+0.5 4.1+0.3

1000 12 0 0 0 6 6 3.5+0.5 4.0+0.1

No significant difference in any treated groups from control group.
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Table 13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Mating and fertility of animals
Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. of copulation index index No. of copulation index index
ng/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) c)

0 12 2.9+1.0 12/12(100.0) 12/12(1006.0) 12 2.9+1.0 12/12(100.0) 12/12(100.0)
100 12 2.8+1.1 12/12(100.0) 11/12( 81.7) 12 2.8+1.1 12/12(100.0)} 11/12( 91.7)
300 12 2.8+1.1 12/12(100.0) 12/12(100.0) 12 2.8+1.1 12/12(100.0) 12/12(100.0)

1000 12 2.4+1.2 12/12(100.0) 12/12(100.0) 12 2.4+1.2 12/12(100.0) 12/12(100.0)
a): (No. of copulated animals / No. of mated animals} X 100
b): (No. of males which impregnated females / No. of copulated males) X 100

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

No significant difference in any treated groups from control group.
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Table 14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Delivery data on dams
No. of No. of
No. of females Delivery Gestation No. of implan- Inplan- No. of No. of Live birth
Dose pregnant with index length corpora tation tation stillborns 1liveborns index
mg/kg females liveborns % a) in days lutea sites index % b) (%)) % d)
Total 12 12 100.0 188 187 2 181
[¢] Mean 21.9 15.7 15.6 99.4 ( 1.0) 15.1 96.7
S.D. 0.3 2.1 2.2 2.0 ( 3.4) 2.4 6.8
Total 11 11 100.0 174 170 3 158
100 Mean 22.0 15.8 15.5 98.2 ( 1.7) 14.4 93.2
S.D. 0.4 2.1 1.6 8.0 ( 2.9) 1.9 9.5
Total 12 12 100.0 190 189 3 172
300 Mean 22.0 15.8 15.8 99.4 ( 1.5) 14.3 90.7
S.D. 0.4 1.5 1.6 1.9 ( 3.58) 2.6 14.1
Total 12 12 100.0 1986 192 2 186
1000 Mean 21.9 16.3 16.0 98.0 ( 1.0) 15.5 97.1
S.D. 0.5 1.6 1.7 3.9 ( 2.3) 1.4 4.1
a): (No. of females which delivered liveborns / No. of pregnant females} X 100
b): (No. of implantation sites / No. of corpora lutea) X 100
c}: (No. of stillborns / No. of liveborns and stillborns) X 100

d): (No.

of liveborns / No.

of implantation sites) X 100

No significant difference in any treated groups from control group
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Table 15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Sex ratio and external examination of pups
Liveborns Sex ratio of Day 4 Sex ratio of External c¢)
liveborns live pups abnor-
Dose No. of No. of No. of at birth No. of No. of on day 4 malities
mg/kg dams males females a) males females b) (%)d)
Total 83 98 79 96 0
0 12 Mean 6.9 8.2 .45 6.6 8.0 0.45 ( 0.0)
S.D. 2.7 2.3 .14 2.6 2.0 0.13 ( 0.0)
Total 77 81 70 68 0
100 11 Mean 7.0 7.4 .49 7.0 6.8 0.51 ( 0.0)
S.D. 1.7 2.2 .12 1.8 2.1 0.13 ( 0.0)
Total 106 66 104 64 0
300 12 Mean 8.8 5.5 .634%2 8.7 5.3 0.63%x ( 0.0)
S.D. 2.3 2.4 .15D 2.2 2.3 0.14D ( 0.0)
Total 91 95 91 94 o]
1000 12 Mean 7.8 7.9 .49 7.6 7.8 0.49 ( 0.0)
S.D. 1.8 1.5 .09 1.8 1.5 0.09 ( 0.0)
a): No. of liveborn males / No. of liveborns
b): No. of 1live males on day 4 / No. of live pups on day 4
c): No. of liveborns with external abnormalities
d): (No. of liveborns with external abnormalities / No. of liveborns) X 100

*%: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1-difluoro-,homopolymer
Viability index of pups
Viability
No. No. of live pups index on
Dose of postnatal
mg/kg dams Day 0 Day 4 day 4 % a)
Total 12 181 175
o} Mean 15.1 14.6 97.1
S.D. 2.4 2.1 6.5
Total 11 158 138
100 Mean 14.4 12.5 89.2
S.D. 1.9 4.4 29.7
Total 12 172 168
300 Mean 14.3 14.0 97.8
S.D. 2.6 2.7 5.9
Total 12 186 185
1000 Mean 15.5 15.4 99.4
S.D. 1.4 1.5 1.9
a): {No. of live pups on day 4 / No. of liveborns on day 0) X 100

No significant difference in any treated groups from control group
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Table 17 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1l,1l-difluoro-,homopolymer
Body weight of pups
Male Female
Dose
mg/kg 0 4a} Gain 0 4a) Gain
No. 12 12 12 12 12 12
0 Mean 6.5 9.8 3.3 6.1 8.1 3.0
S.D. 0.7 1.6 1.2 0.6 1.4 1.0
No. 11 10 ) 10 11 10 ) 10
100 Mean 6.3 9.2 2.9 6.0 8.9 2.9
S.D. 0.5 1.5 1.1 0.5 1.4 1.1
No. 12 12 12 12 12 12
300 Mean 6.5 10.1 3.6 6.0 9.3 3.3
S.D. 0.8 1.7 1.2 0.6 1.5 1.0
No. 12 12 12 12 i2 12
1000 Mean 6.3 9.8 3.3 6.0 9.1 3.1
S.D. 0.4 0.8 0.7 0.3 0.9 0.7
Unit: g

No.: No. of dams
a): Postnatal day

b}: All pups in one dam died.
No significant difference in any treated groups from control group



R-1052

Table 18 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Ethene,1,1i-difluoro-,homopolymer

Gross pathological findings in pups on postnatal day 4

Dose (mg/kg) 0 100 300 1000
Male
No. of pups examined 79 70 104 91
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 06 68 64 94

No. of pups with abnormal findings 0 0 0 0
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