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FER 888, Z LU EnESTE: BEIRRES, FBRMBRES]. ATFRIT, =R -]
EOFRINTCHRE LT

W OIS ETOW. « WA IR L.

W B ST IR 1B

RY (FFv=F L) BB R BT 23°C R 55%

VIVEE L =LA U BEORE A 18.0-28.0°C  FFAELH: 40.0 - 70.0%
AT )L J&H FEHMiL: 22.0 - 25.0°C E MM 40.8 - 59.8%

(Lot No.: HGW7G) (a)
(@) 201048 5120 H (BBEHEAFH)-20104 11 7 21 H (@&EHREKTH)

Wit

LABROR G-I THRICER L -3 Besx CRE LTS E PLLYEEN

Rl H, MM OZEHESHEE SN
LR T, REkiEy CHEET D2HBRIE DY 70 (1.0000 g) % RO 7B R E I35
I 7~

k=i

18.1.2. f#{k
EERK GHFS: A7, Lot No.: OL70N, fEFMARR: 2014 45 12 A, 3E T BalSHRIERERT 1
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RESME =i 2V,
S HKOREGITOR. « WEZ LTI Lz,

WE RSP WA B
R TV BRI E R FRE: 23°C R 55%
(Lot No.: 9L70N) (a) (=== FFAEIPH: 18.0 -28.0°C  {FAHIPH: 40.0 - 70.0%

FHIE: 22.0-25.0°C FEHIfE: 40.8 — 58.5%
(@) 201049 H 7 H GRBABHAAH)—-20104E 11 H 19 H (Bei&iEiH)

18.2. ZE5BIK

182.1. HREBRADFE

KIRE OB GRFLRBA 272010, RY (AR mF L) YAEH Y ZF LA BT AT L
BV EE KRS K DM E2 M, HEARE: 1.048) ZFEHL (B KFE: AT250 XXk
PB3002-S/FACT, A FT— -« FL FEERXRAL) %, HBHAKTHIEOREE 72D X9 IEE L,
AL 7.

18.22. HBEBREOKTEMRVASSEE

PR S LTS A Z W s R O et iz o\ T, 2438k TV - Lot No.: HOW7G & (Al
BEDSAETHRLE X 77 Lot No.: TSOWFD 1 K TN 100 mg/mL O CRARLE, ik GRTIRIE: 4°C,
Vo BMS-500F3, HAZ V——HRXE&th) - Bk - X% 7 & Fof%, =R GRCRE:
23°C) - WSt + KB T 6 B TRIEN RNV Z LR S TV 4 ? (Attachment 1).

BEGRRY, B 1RSI EOSEECHRLL, 887 4 AR—Y T AR L USRI H
TN, R D REBOFMT ORI L, % 7 AUNIER L.

B LR RO B OB E A L FIo R LT,

FLAEIR [ENEEE RE SR W

0, 625, 25 &} BT 1 AR— ERPEREREOMR  RIE:4°C

100 mg/mL B (@) H 7R 7 a #E (BMS-500F3, HA” #FFA#H: 2.0 -8.0°C
vLUBERE VPRt W 2.0 - 63°C

(@) 2010459 J1 27 H (PIEFHHLE)— 2010 4F 11 J] 21 H (X5 T H)
R LTSRS MRS, WsE) SRFHH L% 5 R 21 2B L.

1823,  BEHRIAROBERMEDRERE
SRR, TR OIS A L (%5 1 L) (R LA SRR O B %

YA 2

SICCERE (U3010, SfREB A 77 /uo—X, 152, BBEHEEIC D722 &5
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By ZHWTHIE L (BEELY 3 70, ZORKE, WM EREIFEREED
98.7-103.7% Td 1), REMOFFAN (100.0+ 10.0%) T -7~ (Attachment 2).

18.24. FEFRIRSRAEDEY KL
PEARBGIRE, B, RS rRicBEELT-.

18.3. HERIMRUEIEFRME

18.3.1. EJWE&U%%E

ABRIZIE, BRI BRIICHO BN T 2B T, ZORMMERINHLNTHD Cl:.CD
(SD) ltk(ﬁt\’by b (SPF, HAF v —/IL A « UA—Pat BBEEE % —) ZHWz.

L, 2010429 H 8 HIZFRASREE L LT 7 I 62 [T &M 42 UL, ZWdHE S LT 7 knoOHE
BLO2ILE AF Uiz, AT | H OMREHIFE, TR 237 - 265 g, TR BATHEEDS 160 - 206 ¢,
ARECREMEBIAS 162194 g ThH o7z,

18.32. HERUEIME

AT U7-8i20%, WA 2010459 H 8 H —13 H) EBIMLIAR (Bt 2010$9ﬂ 14
H—28 H, T3ABERAE: 2010429 7 14 B —29 H, 2CHERAER: 201049 1 14 H -28 H) %%

Z ORI —ARRIBO®BE A 1 B 1A, (KERE (B KFE: PB3002, PG2002-S X i3 PB3002-S/FACT,

ART7— LRSI ZATH I H, ABHSH BEERTH), Bilk7 H, Bk 14 HEW
DL T H, S DICACHLEAER T el 210y 7‘Eif® 14 HME (1 BH1[E) 1727 % -

BB T oo — iR BE, REHEB R OHEMICERRRED oW &R Lz
(Attachments 3-1 —3-3, 4-1, 4-2, 5-1 - 5-3, 6-1 — 6-3, 7-1, 7-2, 8-1 — 8-3, and 9-1 —9-3).

18.3.3. Enit

FLRAERTAIZ 2 B 2 — 2 2 AW TREZ BRI T RIS AT AL & D BH#EOEEK
BMODEMNIRTE LD LI T Uiz, 72720, (Hx OEOKE DI FIGHED £20%LL
NTHDHEDE A TESST Ulc, 357 HOMRIEMIE, FaUBREEEDS 336-430 g, ot
DS 208 —288 g, ASACRFMERLLY 210-274 g Tho7-.

BEUTRRIED S 6, RFE - BLEE S OB VIEIC 2 ILEAEmT=42 ) o JiREREm L L
7=,

WMAEME=2 ) TR Do TR AT, BRI AR OB e, B
I3 A EREE T AN TR ST,
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18.34. {E{KERI

oML, BATRICRAREA V7 2BV TR~E - BMLEWES (F 3 471 %
AL TITHT .

ORI - BIEIR o0& — I3l EE s, AFEH B R ORE - BeEEs45c AL
=T~ UVE, B BOE T — IR, K55, KEMEE GEER OA), oA
CTECREMER OF), % - B EMY S 5 KO8 s 28 AL, BIL IS LT~ %
NENED (7=, 78158 (FOB), BURISEMA L OYRIEN Blind THRE L/-7-%, =
O ORERH TR E S, AFREA B ROWBE - BLEE B 4250 A Lo T~V &0 (7=,
IREWOMREERRNT, 1% 4 RICBEHNEA > 7 2RV TEICREMES (F2H#1) 2WALT
1T-7%.

BEOE A r—00E, RBRES, BRE5E, 9WES (BEWES, BEWmES) ROHAR%
AL, HZEIZEST LT L EIEE 4 BICHED AT 7.

18.35. EREFHRUMEERE

B, FEIRE 23°C, FREMIT 55%, HAmSE 12 BERT (HRER: 4FAT 6 B — 4414 6 BY), HRnikk
12 [/ (BT ¢ /b Z—%3il LT B2 R) ICHERE S M- BB (E B2 558) TEIE L
7.

B EEDR « WEAXLLTIORLE.

R EE B)g s

B2 5% (a) R AE: 23°C FRIE: 55%
FIREF: 20.0 - 26.0°C EFEH: 40.0 - 70.0%
FEIE: 22.3 -24.3°C SEHIE: 40.6 — 65.9%

(@) 20101-9 H 8 A @A TH)-20104-11 A 22 A (H#&HRA)

T, W - BB IR T > L ARG — 2 (W: 240 x D: 380 < H: 200 mm) 2 AW\ T
1 77— 720 2 TEOMEERIBERTT & U, $E0iii R T o L ailgsER A — V% FV CEBIER
B L. KhdE, O —YWNTITo7z. ZRRREERIE, R 18 BiZA— o L—T R LT=FR
AN T T ATy 78— (W:310 xD: 360 x H: 175 mm) (AR L, BRSO, THH
B XWT ZRREMERY, THE 4 BICAT L ARRGRES  — U W CERIERE Lz, soRdRE
DOIRAFMEBIL, SR T %, A— k7 L= Uil AN T AT 7 iy
— U CEREE L.

FANR, AT L ABURER — VU ORMK T T AF v 7 80— Oz3iud 1 #EE 2 2L E
T, AT v L ARREELr — O R OYGEERR O ATHA T 2 I 1 [ BT - 7.
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BB EOER (ROMERR) RO 0.02%KEIEFEET N U U L KSR CORDE » 7 &
W R DEETER 1N L.

ARCRHER OB T HICE =2 —8Wh LM L2 i 2 O TEmE=4 ) - gk
(Mycoplasma spp., Clostridium piliforme, HVJ, MHV, Corynebacterium kutscheri &2 T} SDAV) % %6 L
7z AL S ARASHLTEE L EnE =2 U o &I T, B AR 5 &) Rk
XA LN

18.3.6. filH

Eiciy, BLE% S & AUNOELEEL (CRF-1, AU =2 2 VR T3ERUE ) 2AREHRRIC A
AL, AHRICEIRES Y. 72720, BRI OTIRET B R OERER OTIRETR (5 4 )
I 4 R BAER 7. BRI OVE Y EIREE S Eurofins Scientific Analytics, HHE#UL
USREBRTEITA Y = ZOVERR TR Tt L. el alihusx TRk L 725
EEOFAN TH 7.

1837, RHAK

BV, A AR AU BRI S, BOBKeP O B T ORI, oK
Bl RS B\ GRS AT 0 & —TH9 6 ] 2L IS40H7 Lie. AybiiEns,
B CRE LT ORI T -7

18.38. K#

K (o7 —27, BAF v —/L A UA—FR ) OfEEE R OV E R, Burofins
Scientific Analytics THY 6 A Z &0 L7z, ZorfEld, 4alBifask TiE L7 BB O
Thol-.

18.4. &R5#E1% REAZERVESHHE

184.1. BEEBRRUEEAE

RY (FFTT L) YAER Y ZF A VEREAT U, L TR OB ACERESNS
AREMEIE 2 B D72, FebGREE U TROZBIR LT

Pebix, 74 AR—YTLT v FNEGBEENTE Y 7 (AR F 0 I8 20 4172
F 4 ZAR—P TR Fa L BTG (FABRRSH) 2RO T o7, RS
TEIRFICIS, B GMIAE FOlErME, TR L.

WERRY, BERIOKBITWAIERDRELZEEE L, 10mLkg THEH L7

PebEEUI1 B 1EE LT
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TARBREETIL, FEHIZREIER (FOB) K OVH BEENEHE % 35t U 7- 5B A B - R G- 24-R1T 8
5315y 10 RF28 47, FTHIZLHRZR (FOB) #%Eh L7-%5 @J&“%—iﬂ#*u PEAFRT 9 B 00 4 — 11 B 25
57, BFOER)EHITE LM L7256 OB SRR 9 FF 00 77 — T 0 31 9 Ch-o 7.
NARE TN, SR/ BIEZ (FOB) % it Lf_bz—A%ﬁ%b\f'*&ffﬂ#*u R FE30 4 — 11 B39 4y
FEHIZREHER (FOB) % 3 L7-A OB EREZTFR1 9 BF 00 45— 1% 0 BF 53 55 TH 7. ok
HOMEBIC DUV THE, & TR G- L.

BeGBhA U OBEEIHE, MR OMERE & 10 BECTH Y, (RESFHI IR 357 -412g,
ERBEMEDS 226 -265 g, ASHCARERLDS 211 -255g Th o7z,

1842, #HE5HIMKR U EHEHARH

B 5%, OECD Guideline for Testing of Chemicals for Combined Repeated Dose Toxicity Study with
the Reproduction/Developmental Toxicity Screening Test (OECD TG422, March 22, 1996) (Zf&~7=.
TR CIY, ACBORT 14 AL Z 0% 14 RFEAOGEF28 A& L7z, 28 AMOBRERIZ, &
L OEMIZOWT 14 AR OWHESIM AR 7=

TRURREME TS, 28 ARE L7z, 28 AMORERIT, MR A O AER OF OB SN T
14 EIF'?UDIEH’EEHF"?% RiJ7C.

RBCREOZRANIMER TIE, AZBLAT 14 A, ABCHIFT (1-13 AR, AEREARTT (22 30323
AR ROVHE 4 A (5 AM) £TomAE Lz @2-54 AfM). RBAMRSIHERE, 7AdRT 14 A
fil, BRI (15 HRE) MUOZBIHIMETH 23 HETE L.

B EBIAR 21T | B EIE L, MRS OBAZEE 1 B Y Uk £/, S A 450 0
H& LT
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18.5. HERRUVRSE
185.1. ERERF

Study No. 100230

BHELE, UINORUIZE ) ISR E R SR LT3 BERE L, T OMICKIRR 2T 7=
EEEOEMWRT, SHBEEL O 1000 mg/kg B4 1E 12 5] & 1 10 51, 250 &8 62.5 mg/kg BEA 1 12

Bl & 5 B & L.

H5E  BE 51 B (B
B (mghe (mg .
day) mL) i3 i3
X oy , 61467 51452
B ek 0 0 T (\01101-MO1112)  (FO1151 - FO1160)
/-k" U (ﬂ:‘/i}l/‘/) V/I/ 6 1] -|—6 2] 5 1]
\‘ -~ 3\ : \ ;[t —+F
20t Ji” R 625 625 KB (vojjor —M02212)  (R02251 — F02255)
.
K (ﬂc/l%V‘/) I 6 1] +62] 5 1]
A Sy, T TR ==
3R ;»W Rt 250 25 HE 03301 MO3312)  (FO3351- F03355)
Y (ﬂyl;f'VV) v ) 11,22
ABE Ty TAVA/BEETA 1000 100 45 6 "6 >

T

(M04401 — M04412)

(F04451 — F04460)

Py 5 HARG & T HEL - 4%
A B IR TR
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185.2. ERE
FERUE, DUMOR LI R D IR E I 5L LT3 BEARREL, £ OMITKREEA T 7=
BECOBWET, HEBL 12 )& L7z

B

AR (BWE )

o
B (mgkg (mg .
day  mp) P i
‘ e ”
1A (EESHZK) 0 0 A& (FO1161 —F01172)

KU vty I
28 A ZHAUEEIA S 625 625 K
T
KU vty I
IFE LAY ZRVAVEETA 250 25 B
TV
K (v I
AFE Ty VBRI 1000 100 )
TV

12
(F02261 — F02272)

12
(F03361 — F03372)

12
(F04461 — F04472)

18.6. RE5EHREDIEH

RY (FFRomF L) JLEL Y ZH LA R AT AORERY, FHRE Y (5B 0,
200, 500 & TN 1000 mgkg, 18BN SEAMERES 5 01, B AfEL: 14 ARE) ORSERNHHIRT L
7=, FARARBRIZ I T, 1000 mg/kgik5-CliERE & & BRI LRI D B UIERERD B o 7=,
Z 2T, YEREETIE, OECD Guideline for Testing of Chemicals for Combined Repeated Dose Toxicity
Study with the Reproduction/Developmental Toxicity Screening Test (OECD TG422, March 22, 1996) T
LfEEE LTV 5 1000 mgkg ZmHESE L, LUNAL 4 T 250 mgkg 2 HMHE, 62.5mgkg %
FRHEICRE L.

R E UTHUR GEFAAK) OBa BB R GHE L FIERRG T DR 2RI

18.7. BIERUIEIAEH

18.7.1.  EEAERBHMELE

18.7.1.1. —HRIKEE

FEC OB BEOUGEE R O—RNREOHZU T, Fe 5 MM P Ic R SRk e 5% (Feb-14%61-1894)) @
1 B2(A, EEHRIFCT A 1 EROFRRIZ LB To 7.

PG M P ICEEA e l2g (FOB) %2 50t L 723561, FEM78lsE (FOB) #& TikIZBE%0—iIk
REEEZE LT
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B FEEBRAE 2 F0 L5 a, BIRESEAICHK TRICRGBRO—i B2 ia L.

18712. A&

RELE, 1ERNC 2 BIE L ER: #4511, 4, 8, 11, 15, 18, 22, 25, 28 }(X29 H ([H
1 0),MHE 4,8,11, 14 KNS5 A (FE1RFE PM2000, PB3002, PG2002-S i3 PB3002-S/FACT,
A RT— - b L FERRSAD).

18.7.1.3. {EfHiE

PHEENE, 1 HRIC2[E 1 BEZHE L7 [(HEOERERIER: #52, 5, 9 &OV12 B, [ 2, 5,

9 NTNI2 H, MEOFRENIER: %52, 5, 9, 12, 16, 19, 23 X(’26 H, [MHE 2, 5, 9 KTF 12
H (BET-RFEL PM2000, PB3002, PG2002-S i PB3002-S/FACT, A kT — -+ kL RS
fEAHE D Tables, Figs &} Appendices DFRIIFREDOBEIER & L7z,

18.7.1.4. BKE

BAKRENL, 121 BEARE L [EORERIER: #5-2, 5, 9 KWV I12 A, MR 2, 5,

9 KUN12 B, MOFKERIER: 52, 5, 9, 12, 16, 19, 23 X (*26 A, [EIfE2, 5, 9 K12
H (BEFRFE: PM2000, PB3002, PG2002-S X% PB3002-S/FACT, * b7 —+ kL FEEASRD).
/K ED Tables, Figs &Y Appendices DFRIIFAEDOREH & LT

18.7.1.5. Et#i/rEi=T (FOB)

BHENZOVWT, TSI H, #5 7, 14, 21 KOV27 HIZTRED D-3)DIEAZBLE L. FEoTH

DOBEY, F% 1100 - F1% 352 0 F COMICTNM L. REMETOBRERE, REEH

1 BFH (%5194 61 —69 4y) (2F i L7=. #EEITTETE L, Blind THEi L 7=

1) &2, IREREAGTIRRE, WIRHTEN GREDOF -5 AV, KIEHEERES), WAt &17E), Fk
FEA K DS RE R L — N CRIER LT~

2) UL OMLEE, NG E, BOER, #EOIRTE, KEOIRE, FiRE, i, v,
W FL R O RE I X I - CTHRIZR L=,

3) HERR, BEE, b ERD ROES ANREITA—T 7 4V FNT2 0 RIBIE L. £
7o, [FIRFICHMTIREE, HRRGREAGHIRGE, REERE, BETHEROERRNAEA—T 27—V K
WNTEIEL:.
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18.7.16. BEHILERE

G AR VRFIRBIE W T, 527 B OFEIZERES (FOB) & IgicBEAL S, B0,
v R A, BRI R OV R A EEE O LTt Li-. BEEILTITEE L, Blind TEM L
7.

18.7.1.7. ENBIE

B HHIME TREARBIZOWT, 5 27 HORRIGEMRER T%IC CPU % — (San Diego
Instruments Inc.) % HWTC, A& OMEIEOES %2 5 BRIE LTz, il & sk B2 RO 7o HHso
3 PEEOELEE F OO MESE L. AIEEINZIEEE L, Blind TH&H L7,

18.7.1.8. BREH=AITE
B G AR TRERRRBIZ DT, 526 HIZ Activity Monitor (MED Associates Inc.) Zff] L, #*
TERONLE B2 Y MEUZ DV TR G54 1 RERETA S 2 FRERET T 10 208 THEIE L7z,
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18.7.1.9. Rig&E

Study No. 100230

PeG RIS THT (523 B, HBHRIREGRD (SRS B TR O SRS, BHEMREIE 7RI
(MIFE 12 B) ([ZIRHEIIRERE TREOFIRAEINC DT, IR — P FHOTHESR - K T Tt
REIR LTz, Z0%, 51&ROTHREE « KT T 24 BiJRZ SR L7z, SERLTZRIZONT,
LUF o 2 9806 LTz, R ORITBEE L 72,

ik

A W E ok ff H B o
e e 1z B KL
FRE (UV)” igﬁ%&ﬂ?% PB3002-S/FACT (A F 55—+
” L bRk
Y SMELHIE -
YRR EE
JREGE (SG)” ST Y~y h-ID (RS =
1)
pH”
EHY
7 ferr WAL SR L
U V)=F oy T RALER
ARY AT AL =T N \
Z;;§y® IR (S RAYANNAGT < HA
—— T AT 47 AR
vaey =4
PR ;/\ @’ IR '\7 “: ) v 2 >
IR (B, Ak, SR, PR | P,

a) R

b) 24 FEER [ZRECHARIHH O 250 me/kg FEORE 1 5] (No. M03303) & 1000 mg/kg FEOHE 141 (No.
MO04403) (IHRFE L 7oz, 7ods, STRUEEOHE | ] (No. MO1103) & 62.5 mg/kg FEDHE 1 45
(No. M02205) "CIdd&5-25 BICHMAA L7 152, BBAGHOE | ZitH 7 o7 2 L 2]
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18.7.1.10. MR HIEE

BB OB R (#4529 H) ROEHEMEE T# (EHE 1S B) 120 b2 —F R Y oA
DIEENE G- (40 mgkg) 12 8 D T CIEKEIRD O EDTA2K 2—7 4 T Fa—T (/)Y
=7 NI EZHFME, VP-DK052K05, T/LERRERAA) (Tl ERi L (FREMEZ): 46T 9 B 30
5y — 10 BF 46 4y, BRMBSZI: TAG9 B 37 43 — 10 B8 57 %), LU FOMRFEOMEZ £ L=, &
i, EMAEECBENE, | EELL G LTSI LS. e hu U, TR EES
Iy h LRI TRFURRONT 4 7Y =B, MLiRA 32 wN% 7 LR ) AT
WUERTE, 0B [F)4°C, 3000 mpm (R 1972xg), 15 251, =04%: CF 8DL, B TASkaAH]
L CE iz AV CHIE Lz, HIE% ORI IEEE L 7.

H H W E Ik fif e 2%

TRIMEREL (RBC) —A 7 n—DC #HiHik

~NEZnE VR SLS ~EZ/ 1 Bk

~<v k7 Uy ME ARIER L A e AR

LIANY T e —A 7 1—DC Hitik

EHIPRIMEREFE (MCV) RBC K UVHCT L b B %Eaaﬁmﬁﬁﬁﬁﬁ
SE¥RMERIL &SR E (MCH) RBC X TYHGB X v HH iﬁgﬁgxwﬁgm

R RMERIL A ZZEE (MCHC) | HCT X UVHGB X 0 &
FmEkE (WBC)
Ehika AL Ta—HA bR Rk
MR I LR L2

7'u he R (PT)

42 B B MR e
SERGELRR T CA-530 (A A w7 AR
2=t

e 1l N = N
7T AF W (APTT)

T4 TN =R

18.7.1.11. IMRE L LR E

MIREAAIRRAT A O & R HE KR HERIR U 72 il 3008 (19 4°C, 3000 mpm (K9
1972xg), 15 731, @0 CF8DL, HSZLTHEESH] U CBE, MiRAE 7 HImasilE
FIME (0.6mL) 1 A, fA7R/LE AERME (0.3 mL)3 AR OYRE MG (0.3 mL) 4 AIZ4550
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THELTZ (INgifF 2 —7 Safe-Lock Tubes, 1.5mL, T v~ RV TRAEAD). A HRALE
HUTE A IS R OB R ILE R RN SR U,

M iEAEFAIRANE HIEICOWT, LR OB LRt 2 5800 L, HIEH%ORRMIE T

WEIE LTz,
" H T FIE 55 H % 2%
AST MDH-UV £
(JSCC FEHE( Lkt fi)
ALT LDH-UV &
(JSCC HFEHE LX) i)
ALP p-= b7 ==L ) VR
(JSCC A LR INE)
¥-GT Loy-7 V5 I V3- B VR % L4

YN

Mol Ao —)b

NI ZUETAR

V7=
MEyYAE
7RO
HHED
T A (Ca)
T FU DA (Na)
AV (K)
o= (@)

= ka7l REEE
(JSCC B LX)

COD-HDAOS %

GPO-HDAOS i
(7)) B HER

Biuret 1%

7 L7 —+X-GIDH ¥

7 L7 F=F—E-F-DAOS ¥
BOD ¥

~%F Y ¥ J—£-G-6-PDH %
PNP-XDH V£

0-CPC ik

A A AR ERL

A LR ERE

A T R EAE

AL BB HTEEE

AU 400

(R g e AL F—
PNAF AT 4 T NRRAEAD)
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>

H H B E Tk B &
TINT I BN (FERKENE) ~
it PE SR
A/G HASEE (BXIKENE) L0 | HEIERVKEIEE
()

E|
e

AES 320
(RN Ty TS — -
PSAF AT 1 VRS

18.7.1.12. % 7R)LE > DBIE
ARV LAIE R I R OMRE RIS ORESRFTOIRE 2 LA MR L.

Hr T RE e TR ST R

1A ARVE RFEML Safe-Lock HBEIR T U —— FXTE: -80°C

HROMES A () Tubes, 1.5mL  ULT1786-9JD (Kendro FRASEER: -90 — -70°C
(= v~ R/ Laboratory Products) FZRIE: -85 —-75°C
7Rt

(@) 20104:10H27H (WIEMHRM A) - 20104511 H16H (HIEHT H)

B GHIFHE TERIRFIZOWT, R a— R A= (T3), YA a2 (T4) KOHRRA
BRAE Y (TSH) 2L TOFETHE L. ZHRBE L L, 2 AIEHOFEHEZ 708 &

L7,

HIEBORSMIFIIEETE L.
T3, T4 OTSHEITEZEE A L72RIES » ME, AN ERHEHML L, ZEN2WT RS LT~

{4 FRIMYE R OVRIE RIS TREARR GO AL RIERMEE, FEESD D Wit RLE
EOKENR LN L A RS %, BEFEL.

H A

e ik

f H B &

hYS— R =
(T3)

Mouse/Rat Triiodothyronine (T3)
ELISA Kit (Calbiotech, Inc.)

A ¥ (T4)

Mouse/Rat Thyroxine (T4)
ELISA Kit (Calbiotech, Inc.)

R Es e
(TSH)

Rodent TSH ELISA Test Kit
{(Endocrine Technologies, Inc.)

A7 L—h Y —H—
(POWERSCAN HT, DS 7 7 —
A F AT 4 IR ERD)

fi#gdfr 7 & (KC4,V3.4,DS7
7S A AT ¢ TR
=)
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18.7.1.13. 2R UB[EEENAIFE
EFED18.7.1.10. R 8711 L.OIETEIM LB & X HIThN U CREIE & 87-%%, Sl L.

MEY, SiBAETe4 HE (1 H 1[B), FEEHREIC LD IEEHZEEL, T B OMEEMARE
L7

MEDOEE B OPEEIH DRI R A D=0 DB E L L, ERIEROHER L.

Bb, FER(R, MERAR (5 TRR BE TR, HURER, HOAR, GONE, AFIE, R, BNER, R, R,
FEHL IR, AUSTRRAEEE, 15 (BERRZ G L), IR A O EI3 a2 HIE U (BT RFL AB204,
A RT— - ML RS, 70k, TEAKUHNRIRESE, 10 vol% T HfEE R L~ T 1
WolEER, HELZ. eveld SR

KRB ERLRIMETHRL THEELHEE L.

18.7.1.14 JREBHRISFRIRRE

Oig, B, S, AR, BEE, ST, SATR, Ml B, + R85 295, BIE (¢ TR
wETe), By, M B MR, B, FEEY CoSH, BBREMLD Lo SHN, BRI,
R AR, AINZARIEZE, REE (BENRA 2T, PN, T8, B, TEE FF, R LB
REE, 72720, SHHEEOME 1 5] (No. FO1155) @ LR/ MERAFR< - 152, 3BkE MBI e 2R h»
o7 Z LB, KN, /MK, 18, TR AEeRE, IRER, ~—F IR, IR (BREEET), KR
‘B (BBiEED), KIRERREOFIRE, 10 vol%HHEE /L~ U o CEE Lz, 72720, kOt
AT 10 vol% AR IR L~ U L ETEATL, 10 vol%hMEEE R/~ U AZIREET L, ¥
OSE BRI 77 L © 2-3 BFREEE, 10 vol% M AL~ U U ZHEE L, IREKXZ v
Z—)VTNT e R R~ T LEETER, 10 vol% TR L~ Y AZFEE L.
ATHREE KON 1000 mg/kg #E OB G HARIE TRAZHIR L7ZBIIC OV T, LRCEE - fiiko HE Bei
FAAAEAZERL L, JPiBRAL TR A S L 7.

FEHUZOWTIE, PAS~~ h e U REIREAEA LR L 7278, PAS-~~ b3 U L RetafERk
AR T ORI TAEEA LI L7272, AR PR A3 HE Qe ilifimsic CTiT - 7.
10 H LEOSRE - MHRRIE, 10 vol% P HEEEiR /L~ U o TRE L.

18.72. AECEEMER

18.7.2.1. —HZIREE

FEL-DOH HEOREN L O IREEOEZ3 T, B GRS R G R OBE G4 (%514 60211 5)) @
1 H2EAOSEERIZ 1 BT 7.

e S HIE RIS (FOB) 2 £ L72HAa0E, 372822 (FOB) & THRIZEGH% Ok
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MBS L.

18.7.22. A&

RELE, AZBOBHAART, AZBOIART T OB RT X URRTIZ2[E [BIER: 51, 4, 8, 11,
15 (AEdBRALAH), 18, 22, 25, 29 (ZEHAMNE T H), 32 ABCHARMNE T#43 1), 36, 39, 43, 46,
50K U3 A (ZECHIRRE T 24 R)), SEIREIFFICIXESR0, 7, 14020, HESIMPIZIIHE
0, 4 USHIZHIE L7s (85 RKFE: PM2000, PB3002, PG2002-S X/3PB3002-S/FACT, A hT— -«
L RERAEAD).

18.7.2.3. {EfiE

RS, RRBRAGATCIT 1 AMIC 2 B 1 A& REAER: &52 5, 9 KON 12 H), (HRMIM
OISR 2, 9, 16 RUN20 RIZ 1 A&, WAEMRTIZIIHE 2 RI21 ABZEE L (K
FF: PB3002, PG2002-S Xi% PB3002-S/FACT, A hZ—+ KL Wkit/rtffi). AR5 Tables, Figs
JO® Appendices DFRIFREOHITEH & L7z,

18.7.2.4. {BKE

KRS, ZRACBRAARTICIL 1 2 Bl 1 A& GREMHIEH: #5.2, 5, 9 XUV 12 A), H4=EIM
HHZIFAEIR 2, 9, 16 X U20 HIC 1 HE, WHMETICEIWE 2 Bic 1 HFEZE L (ETX

FE: PB3002, PG2002-S X{X PB3002-S/FACT, A FZ—+ FL FEEA&EA). BAKED Tables, Figs
MUY Appendices DFRIIFERREORITER & L.

18.7.2.5. Ft#liiiEiz: (FOB)

EHNZONT, #ERTH, &5 7 &KN14 A, i&w&l 8 XUN15 A, WHHE 4 AIZTRED 1)-3)DHA

HEEEL-. B0 BOBIERIE, FR 1170 -3RFES2 5 if@F"ﬂ %;ﬁmw:. Fe 5

OBIEE, BESK 1 I (%57 59-69 ) IZEE L7-. BE3TIEFEE L, Blind TEh

L7~

1) &8 RBEHSNIRGE, WRATE (BEOH -3 AV, IETERRES), WAt X178, RE
R K DSRE PR T — N CRREE LT~

2y T=UbOHLEE, s, ﬁ%@%ﬁ, PREOIREE, FREOINEE, TR, T, E,
LR O R BE I X TR T3 » THEIER

3) HER, BEE, b ERD ROFESAVRENIA—T 7 40—V FRT2 oL, £
7o, [FRRICAMTIREE, IRHGEASEHIREE, REEE, EETSHAOTCHKHNEA—T 7 4 —/L R
WTHEIZE L.
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18.7.2.6. MEIHIERE
PRI L, BREFMGH O RMEERETH I THETIL B 1M, EBREE2BEL T
1T-o7-.

18.7.2.7. XEFRIIMEFHRDOTIE

AR IMER Y, RIS T %248 (& 5538) I v E— v R U DA
(40 mg/kg) DIEWENTRGAZ X Dl T CHEREINRD DU U TS E T BICTIR L, kD
HEDMEREITHT-.

BEORBD SN T ERIIR A RE & L.

g, & TR, ZE R, BRE, R, BEEAOSELINZ, 10 vol% gk L~ U CREEL, &
L7

18.7.2.8. HIRKEDEHZ

BEWIL BRI ESE, SURREBORT (=53, Z2EOMHM, HERORRR ) OF 8L U
AL D& T OWERR AR 21 HBE25 HET 1 H 1 E (FAT 10 BEEE) 177, 78 10
WREIZRE T L CWdRE, TOREZME0 H & L.

18.7.2.9. HEIREDE
HEINRE (RLEEZSE, BBV 1TE), R TR Y) OREOEMT, WE 0S4 HETIH |
(RS L7=.

18.7.2.10.1#8 5 HOBBYOLIR R UVHREEEDAE

BEW)X, WE 5 BICS0 SV e S — o N U D A (40 mgkg) OREIERNE G X 2 FEr  CHE
REWIR D i U CTRESE S BT R L, SRR AR OSBRI OREZ(T o 77

PRE K N EITEEEZHIE L7 (BT K AB204, A FT— - ML REESHD). WEREIT—E
FrE&L7T-.

BT ERAL EAAETHRL THAERLE L.

18.7.2.11.185 5 HOBHIMOFIBEFZNRE
e, & TR, BEFAR, UM, 7=, I FUIR, Foft, SR TEREORDLIZERE - Rk,
10 vol%e TR E AR L~ 1) U CREE L
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KIFERE I TR 1000 mg/kg BEDE: 6 ] (EEE OB 2o\, JIE, T8, BEROYLIRED HE
eI ARMEA A ERLL, JHER AR 2 50 L 7.
B0 H LB OBE « L, 10 vol% i@ Rl ~ ) o TRE&E L7,

18.7.3. BEMWDLEFRERE

2 BRI G ST TR EREEAE & SCRCRFMER & [P BN CEMES OB VIES 1| %) 1 OFAED
HCREAA STz

SRR I4 AR ZIRE S U, ZRMEEE TlptalasZi s L, RRMEMNIEIEIE —ER]
ATV, SIS o LR 2 R E & LT, TOBEZMIROB & LT

18.74. BEM
18.7.4.1. HiERFERES

HHEERFI TR R &, FEREVRER, AR RSB O REF O A BIEE LTz,
FEFEVIE, INEAZBIE L (B K PB3002-S/EACT, A b7 —+ b L FEERE1D), HIFE, 10 vol%
R L~ ) CTEEL, RE L.

OIS T OBIERRCRB R N EWL, FEERAREMC LR shi-b oL L, SEERICED
7.

18.7.4.2. —h%IREE
FLEOAEOMEERN Y ARIRREDOEERIT, 1 B 1T 7.
B ORIAZ B, SR LT IREM S I L IR S T- b 0 b L, B IRIZE DT

18.7.4.3. FET=REMD

FCIREMNY, (KEZHIEL (B 7R PB3002-SFACT, A 77—« b RS, SHL
7.

REWIOFDOBOREIISEMEE L, (HBIZROHRER LT

18.744. K&
KEIL, WE 0 &4 AIZHIE U7 (BT RFE: PM2000, PB3002 XiL PB3002-S/FACT, A T
— b L FEEEAD).
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18.7.4.5. IH5H 4 BEI&
IREWE, WE 4 BT 20%A V7 NT AT X D FREE R CIEREIRD DR U TR S BT,
e U7

1875. RBET—ROHEHK

SRRZE (Yo) = (R TEEYIR EEMER) * 100

SRR (%) = (MY 22 RN TEWE) % 100

HEEEE (%) = (BT e e Ay 2 BRI %) < 100
SRR (H)= 2MH (WE 0 H)- R

BRTR (Y%o) = CEHRBUIFIRIEIER) x 100

OISR (%)= (RAHHPEVR U A5 IREK) < 100

IROBEHTER (%)= (HBE0 R OF/LIREyEFRE) x 100

HIZESR (%)= (HE 0 H OFTA: R HIERED % 100
HE4H OEFE (%)= WHE4H OETFREHEEOH OFFERE) x 100
PEEE = TfEME

SREFE DI (%)= GrLEFHAEIRBUHAE R %) x 100

18.8. st RIA %
HEEOMTH AT, TR L 9177,
EKUEE, BartletthfiiE ¥ ROFRE Y 1E 5%, F0MOBEIEmIR 5%K% 00 1% & Lz,

—eIREE, JREE oM, pH, BEE, 7 FUlE, 7 AR, v U ARy, B, vevy )
— 7 ROVEE, Fkp Rl DN RS 0O RSOV CREE HEritTi A Toe o 72, 1
VOHEBIL MEOWE 1ALl L, WEWIOKREL O L BEEMAE RN L.

a) (K&, {BEE, BAKE, SHlZRBE (FOB) (2B 28R, #EE, b EnY RUESLA
WeL, ), BRESE, KE, RICE, LiEFReE, WA brias, mHdsse
VIRIE (T3, T4, TSH), #BH® FIREEZ ST, BEEE, RKEMERE, RN,
ITREEIRE, SIREL, MeHpERErL "E 0 HooFrA R, EERERUWE 4 HOATIRE
[ZOUWTIE, BHECHEIE R R A2 HH L.

RIZ, BartlethiEIZ L D 0BO—HRIEERE LTz, ZOFER, F0MOLGEITIE RS &
WERYE B 5E & ORI TDunnetthi 8 255 U7-. RESEROBEEIZIE, *ITREE L S0ERY)
P 5/ L DR CSteelifE ® 2 E M L7=.
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BIRER, iR, IROEMSER, AR, WH 4 BOLEER, HHROANRET OHEERICD
WTIE, BRECESER O R Z AL LTz
WIT, XHIRRE & B HERE S GAE & ORI T Steel H7E % 506 L7z

EHERROMEORE, BEFE, BKE, JRE, JRECE, WRFIRTE, iR/t
KOSREER (BXERELZET) (IZOW0THE, FREICE U MREEL 1000 mg/kght & OFITy
BO—RBEOBELER L, ToMOBEITITSudentDt #E?Y, RESHOEEIZIL
Aspin-WelchDt #iE ¥ % %hi L 7=

FEI7eBIER (FOB) (72721, HER, HHE, b L3 0 MOES< AVIHEEERS) L ORHEG
BEREICOWTE, FRECEOBACHHE R Lz, KIS, X & SR RS
DT Steel MAE & FEffi L 7=,

R, SRR ORI OV T, ST & SR E B 58 & OIH] CFisher D IEFfR
&7 &R LT

H

Dunnetth & & OStee W 121, #Et/ v 7 — Y SASOPROBMCESE® % (1 L7-.
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19. HERER

19.1. RigEE5SH

19.1.1.  —HIREE

19.1.1.1. 54kt (Table 1; Appendices 1-1 — 1-4)
FECHIUTHBESNL, WThOBEIZ BR80Tz,

WTROREE b, —IRIEOBHIEA DI o T

19.1.1.2. X5 HARETItE (Table 2; Appendices 2-1 — 2-4)
FELBIUTBETERN Y, WITNORHZLERD Lo 7.
WTILOREE 1, —RIREED BT A L0 -7

19.1.1.3. [EEHAREIDE (Table 1; Appendices 1-1 - 1-4)
SETHIUTHSERNL, WD LB LTz
WTILDREE b, —ARIREBOREIIA BT

19.1.14. [EELARIGIE (Table 2; Appendices 2-1 and 2-4)
FECHITBRSESIE, W ORHZ HERD bivenoTz.
1000 mg/kg # ML USTIBETIE,  ARIKEEOREIZA LN 272,

19.1.1.5. XECEIER (Tables 3, 4, and 5; Appendices 3-1 — 3-4, 4-1 — 4-4, and 5-1 — 5-4)
T, WAFEH, JREEGISUIHEERY, W O#IC LR HivehoTz.
WITNOREE b, —HIRBORTIIA LR -T.

i

L]

19.12. (K&
19.1.2.1. 5 HRF# (Table 6; Fig. 2; Appendices 6-1 — 6-4)
FRGREE S, TR L A CEHIE A OREICH BRI LIV o 7.

19.1.2.2. %5 HREFE (Table 7; Fig. 3; Appendices 7-1 - 7-4)
BRGEEL b, MRS LANTHRHNE R OREICHEETA LN Tz
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19.1.2.3. [EI1EEARITEE (Table 6; Fig. 2; Appendices 6-1 —6-4)
KReBREE b, WHORES SN THIE B ORERICHE EZEITA DIV T

19.1.24. [EIEEAEIGE (Table 7; Fig. 3; Appendices 7-1 and 7-4)
1000 mg/kghE Tl SHHHE & N CTHE H OREICH BEEITA DN Do T,

19125 ZECEMEFH (Tables 8, 9, and 10; Fig. 4; Appendices 8-1-84, 9-1-94, and
10-1 -10-4)
BHRLGREE b, WTHRRE S L ANTHHIE B ORBRICAEZEITA DIV o T

19.1.3. #Efi=s
19.1.3.1. B5HRIF# (Table 11; Fig. 5; Appendices 11-1 — 11-4)

HIREGHAL b, XBREE & A~ THRANE B ORRICAEAT S O Rd o T

19.1.3.2. X 5HAREITIE (Table 12; Fig. 6; Appendices 12-1 - 124)
FEEREE G, SREEE A TRENE B OB BICHE AT Do Tz.

19.1.3.3. [EIEHAREITE (Table 11; Fig. 5; Appendices 11-1 — 11-4)
HieLRE L b, SRR & B CARNE B OB B AL A DR 72,

19.1.3.4. [IEEARITIE (Table 12; Fig. 6; Appendices 12-1 and 12-4)
1000 mg/kghf TIE, SeHEHE & b~ THRIT H OB RICA BT bR 7.

19.1.3.5. ZECEMERR (Tables 13, 14, and 15; Fig. 7; Appendices 13-1 - 13-4, 14-1 - 14-4, and
15-1 — 15-4)
BReGREL 4, RBERE L AR TEBIE H OB RICHEAIA LN 12

19.14. EK=E
19.1.4.1. E5EABFHE (Table 16; Fig. 8; Appendices 16-1 — 16-4)

BERGREE Y, B L LEAATEAE R OFDKRICA AR DR T2,
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19.1.4.2. x5 HAREIFE (Table 17; Fig. 9; Appendices 17-1 — 17-4)
KReBREE b, WRORE S SN THAIE B DK EICHEE AT LR Tz.

19.1.4.3. [EIEEAEITHE (Table 16; Fig. 8; Appendices 16-1 — 16-4)
KPGHE D, MR L ACKHENE B OBKBICHEBEZITA LN o T,

19.1.44. [EEEARITItE (Table 17; Fig. 9; Appendices 17-1 and 17-4)
1000 mg/kefE T, xHRRE & FeSCHHIIE H DK EICH B EITA b7z

19.1.4.5. XECEEMEER (Tables 18, 19, and 20; Fig. 10; Appendices 18-1 — 18-4, 19-1 — 194, and
201 -20-4)
KEEGHEL b, WAL LA CTHHEE R OROKBICE BT A BN o7,

19.15. FHMLERE (FOB)
19.1.5.1. # (Table 21; Appendices 21-1 - 21-4)

B¥eHHEE b, ZHEHDOWTHOIBRICEH BEIIA LR -7,

19.1.5.2. Itf (Table 22; Appendices 22-1 — 22-4)
HEREREE G, BHER OWTHOERIC S BEIA N7z

19.1.5.3. XKEEHMEER (Table 23; Appendices 23-1 — 23-4)

mm&UQSmﬁﬁﬂTi ﬂ%%&wﬂxﬂﬁﬁa’jELﬁ@E%mﬁf%ﬂﬁﬁﬁﬁ%n#ﬁ
WEDEILTHD Z &, ZOMOBERAIZETILED LR &b, B AAmEL

EZ B,

250 mg/kghE T, FHE R OWTHOELIZ L EWITA LT

10.16. RBREILE
10.1.6.1. IRE5HRME TH# (Table 24; Appendices 24-1 — 24-4)

WINORES b, FHEHBICREIIA LR T
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19.1.6.2. X SHARHR TR (Table 25; Appendices 25-1 — 25-4)
WTROREE b, BIERIZEFEITS b7

19.17. &AH
19.1.7.1. 5 HRHE THI# (Table 26; Appendices 26-1 — 26-4)

BRGREE b, SHREE L TR OB DI N AEZEIE S DR o 7.

19.1.7.2. IX5HREHR TR (Table 27; Appendices 27-1 — 27-4)
BPeEREL b, RREEE A THIBR ORI OIBINCABZIA Do T

19.1.8. BHREE=
19.1.8.1. X5 HARE THE (Table 28; Appendices 28-1 — 28-4)

BREGAE b, ABREE & AN THREEH (A ST Do T

19.1.8.2. HBEEABHE THFIE (Table 29; Appendices 29-1 - 29-4)

250 mg/kg BETIE, KIBREEL BE_TEG% 100 20N H EW D [REROF BAMEAENS 4 53773,
—WEOENTHY, Fio, BGRICEELZEBETIIRNZ LMD, BRWEIC Lo E LI
EZ LR,

1000 & TN 62.5 mg/kg #ETHE, *HHR#E & AT EHIEHEBICABEEII AL NN T

19.1.9. [RIEE
19.1.9.1. RE5HRE THEE (Table 30; Appendices 30-1 — 30-4)

BRGREL D, B L EANTREM OREEICTEZE ISR SN0 T,

BehREL L, @R, pH, BEOE, 7 NUME, 7oAk eUaey, B, veey ) —sr
FOVEEI TR L I ZTRRE Th - 7.

19.1.9.2. RE5HAME THsIE (Table 31; Appendices 31-1 —31-4)
FHRGHEE G, TR AN TRER OUREICH BT SR 7.

SRGRELY, G pH, EAT TRV ook CUAEY, i, vae) )=y
RO AR & | HE R Tl o e,
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19.1.9.3. [ESHARME THEEE (Table 32; Appendices 32-1 — 32-4)

HREREE b, XIBREE N CRERORIEICE BEEA HiVe - 7.

KELGREL G, (AF8, pH, BAE, 7 RUE & Rk YA, BiM, vovy s —sr
e OV e BRRE S RITRRRE Th o 7.

19.1.94. [ESHARE TH5IE (Table 33; Appendices 33-1 and 33-2)
1000 mg/kg BETIE, XIHRRE L LEANTRER OIREIZE B IA DR Do T,

1000 mg/kgft T, 438, pH, ®EHEE, 7 FUHE, 7 bk, vYAEy, B, veeY /—
7 OV IR BERE &SRR E Ch - 7.

19.1.10. MRFEHHRE
19.1.10.1. IR 5 HARE TB5LE (Table 34; Appendices 34-1 - 34-4)

BHRGAEL G, AL EANTHRRERE SRR DR T,

19.1.10.2. I 5 RHE THSIE (Table 35; Appendices 35-1 — 35-4)

1000 mg/kght TIE, *PREEL LR TATET o v BRUONT 7 ) v MEOAEZRIEERA B
7=.

250 1625 mg/kght TlY, *HREE L AN TEAIER QIS A EZITA DN T

19.1.10.3. FI1EHARIE T BFLE (Table 36; Appendices 36-1 — 36-4)

1000 mg/kghf TrE, XFHEEE & LTl o SEREERO G EN A BN, B G HEE TREC
RO LR o TN TH D T Linh, BERWEIZ R DHELITEZ LR,

2508 0%2.5 mg/kght Cit, xHREE L A TEEIETE BICA EATA LNRD -T2

19.1.10.4. RIS HARHE T REitE (Table 37; Appendices 37-1 and 37-2)
1000 mg/kgfETIE, *RARE L L CHRIETE B IO B2 b7z,

19.1.11. MAFALFRRE
19.1.11.1. 1 SRR TBFEE (Table 38; Appendices 38-1 — 38-4)

HREGREL b, AR L A THAERD A SRS Do T,
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19.1. 11 2. IR 5 HRHE THEIE (Table 39; Appendices 39-1 — 39-4)

250 mg/kghfClX, ®IBHEL AT T RO AERRENS A LT, E BT L 221k T
ISRNZ ENnD, TRMEIC L AELIIE Z DR,

1000/ 62,5 mg/kght TIE, *IPEEEL AN CEBEEBIZAEZIA LN T

19.1.11.3. [E{SEARHE T H5k# (Table 40; Appendices 40-1 — 40-4)
FEEHE G, ML AN CKRER BICHEETA DN o T

19.1.11.4. RIS HARHR T RS (Table 41; Appendices 41-1 and 41-2)
1000 mg/kgh TIE, SAIREE & LA~ CTHMETR B ICH BT L Rh o1

19.1.12. mHHRILEVRE
19.1.12.1. R 5 1AL T Bt (Table 42; Appendices 42-1 — 42-4)

BpeGREL 4, REREL HERTCT3, TAROTSHIEEIZABEIIA LN 2T,

19.1.12.2. 3% 5 HARHE TE5E (Table 43; Appendices 43-1 - 43-4)
FheGREL b, RS ARTT3, TAROTSHREICHREIIA LN o T,

19.1.13. EI#&FFR
19.1.13. 1. I 5 HARHR TEEEE (Table 44; Appendices 44-1 —44-4)

FE HIRRICE B OREEN1000 mgkghE TR LN, 1BIOFEMEDOHZTHD Z L, sk
WEIZEDEBLIEZ L.

250 162.5 mg/kghillr N HHRRE ClE, BT A LR T,

19.1.13 2. IR 5L TH5ItE (Table 45; Appendices 45-1 — 45-4)
WTIOREE b, BEIIA LR o7

19.1.13.3. BIfEHAREHK T 5kE (Table 46; Appendices 46-1 — 46-4)
WTHNOREE b, BEIIALNR T,
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19.1.13.4. 1S EARIHR T B5itE (Table 47; Appendices 47-1 and 47-2)
1000 mg/kglf R OSHRAEECIE, $EIEA LR T2,

19.1.13.5. X ECEFMERR (Table 48; Appendices 48-1 — 48-4)
R B g oRENRE & T & DRSS SR TSI A B,
1000, 250/%062.5 mg/kglt T, REITHLNR ST

19.1.14. FHEE=
19.1.14.1. B 5 HARHE TBSIE (Table 49; Appendices 49-1 — 49-4)

Fie B ORI, AEGHEE LRI L L CHEEITA LN T-.
HRGREL b, XHRREL LN TR E ORI EEN O EEICHE EEITA DN - Tz,

19.1.14.2. 3% S HARHE TB5IE (Table 50; Appendices 50-1 — 50-4)

TR H OREY, FIRGREL SRR L LN CHEEITA DI T

1000 mg/kghfTld, xR & A CfiBOME EE L O EEOT B mfd, RBIF O Es
OEEREE, BEEIRNSO0, BIBOHYEEO BN BT,

250 mg/kghE CIFINER Ot B & M AR E SO BR{EN OV = Ot & M OFAR B &
DHEE2EME, 62.5 mg/kelf CIIATIOMT E B X OHIXTEEO A B2 EH, BiROMxmED
AEREENKEE L S THONTR, WIRBESBICEE L2 &, xRt
EDFEITOTINTHDZ b, HRWEIZLAHEELITEZ LIV

19.1.14.3. EI1EHARR TES 4 (Table 51; Appendices 51-1 — 51-4)
FR B ORI, SEGHE DAL R THEZRTA LN T,
KPeEREL b, RHORE L R CASE ORI EEE R MR EREIZE BETA DI~ Tz

19.1.14.4. [EfSEARHE T B5iE (Table 52; Appendices 52-1 and 52-2)
FIRR U ORI, 1000 mg/kglf TIIXIERE & EANTHEETA LN D - T,

1000 mg/kef$ T, XHRERE L th~CHI m@%ﬁﬂﬁ%@ﬁifxwﬁ MRH OIS, G HIHERE T IRE
e NS ﬁgnr‘mm T THDZ Enn, WHRWEIZ L DRELIIB 2 bR,
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19.1.14.5. 3 ELEHIERR (Table 53; Appendices 53-1 — 53-4)
FE B ORI, GRS Mt s N CTHEEETA LN D o T,

FhEREL b, ML AN THREE O HEEL I ERICHEZREIIA LN T,

19.1.15. JRIBMBIFRIFTR
19.1.15.1. IR 5 HARE T H51# (Table 54; Appendices 54-1 and 54-2)

Pidi: AR i EBEA~OFVE IS A3 REE T A2 BTz,

SA TR WO TRM A KRR C1Ellc A b,

Blige RO FEHI )3 1000 mg/kghE CLEI & SHRBETLFIIC A BT,

FEEL BIA FrIMED P 2EIED 1000 mg/kg#E TLHI A 7.

BTN ARAELE: AR 231000 mg/kghl CTLHNZ 2 S 77

TR ZEA51000 mg/kgRE T LHNT A BT,

73E, INOOEUIIKMECHBEFEHEINOIBLTHL 2L, FALOREINTILEL I
BETHDHZ Ehh, MBEMELEHMSLD.

FOMIZIE, 1000mg/kg£¥&0“ﬁﬂﬁﬁ¥f , DEE, AUE, RTIRL, PRER, N, ROE, B, 2
1815, 2205, [EG, /SA =/UViR, , e, BN, MO, I, TR oS, IBEHED o]
i, BRI REER, REEE GEEI, AIE, BRI, LRUME, KK, N, B, B AVERE,
IREk, ~—F %, Mg, KRG, WeEEhl KREEEEHE RARFT&ROSURIC BEITA bR
HroTz.

19.1.15.2. I S HARME T H5 i (Table 55; Appendices 55-1 and 55-2)

ZEf: AV 2V INEIOSLE I H31000 mg/kghf TN A BTz,

R Rt ORI T A b,

FLORI:  EEPT R et R C LA 72 DTz,

7B, THOOBUIRERTHOREBEINLIETHL 2L, FALORETINTILE IS
BETHLZ &b, BRIELEHINS.

ZOMIZIE, 1000 mghkghE X OSTERBETIE, Ol A, &8, g B, T TR, &
8, H, + 5, |, A ukk, SR, e, FRE MR, Ee, FERY CSHED IRETR
U g, Rl DNEL, e, BE, TNEK, BIB, LEUME KK, /K 8, FRE AETRRE,
IRER, ~—&—R, W&, KIRE, WEEe KEEEH, KIEEDSER ORI BEIEA LN
IRYey
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19.1.15.3. X ECEHIERR (Table 56; Appendices 56-1 and 56-2)
1000 mg/kghE R OSHHRERETIE, TR, 1B, BROFURICETIZA LN T

19.2. EEFRESM
19.21. BREMOLEERE
19.2.1.1. FIEREF (Table 57; Appendices 57-1 — 57-4)

B GREEG, FHRREL b~ CRREC AR OB GHIRT (14 B OREREICA BZETA LR
o,

19.212. XEFMERH, XEER ZMBMBRUZIE (Table 57; Appendices 57-1 — 57-4)

250 mg/kefETlL, AR LR o7 RREIEHEKROREHT, #REHE bR o
IR EZETA DR h T

AL, WTHOBEIC LD LR -7z, R, WThoREL $100.0% Th -7,

19.2.1.3. 1EIREAR (Table 58; Appendices 58-1 — 58-4)
RIS, ARG L DR L L THEERA LR -T2,

19.2.14. WHIREAE, BRBBRUERKSE (Table 58; Appendices 58-1 - 58-4)
FEGHEL G, XS A THIRAREL, BRI OSERRICT EEITA LIV T,

19.2.15. HER, HIRERUBEEINEE (Tables 58 and 59; Appendices 58-1-58-4 and
59-1 — 59-4)

HIFEERIE, WINOBFEE $100.0% THh -7z,

IHRREBIZIW T, WENOREE BRI LIRD T2,

HERAEIZINT, WTIWOREE b EIITAR Do Tz

19.22. ‘REm

19.2.21. HREERY, EER WHE 0 HOFERHK WE 0 O, HifdE ROEHER
RUHAEE (Table 58; Appendices 58-1 — 58-4)

BREREE G, MR L ACREERE, SEEE RS, WiBoH oF AR, wWEoU oktl, 4y

o, ROEMER CHARICHEEITHA LN T,
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19.222. REMIO—RIKEE, HE 4 BOLEFRY, WE 4 BOML, HE 4 BOAGFERUS
=EF (Tables 58 and 60; Appendices 58-1 — 58-4 and 60-1 — 60-4)

BB GREL b, WRRE L LN THE4 8 OEGFREL, WE48 OMEE VT4 H OEFRICHERS
RN AW ANy

HAERONLERFE L, WINORRZ LA BN T.

IREMW O—HIREEIZIN T, IMEN62.5 mgkght TLH (B) & xtIREETLH] (LR oAb
S, WHEICERE L-TLTII RN &b, FBWEIC L AR LITEZ G0, 10004
250 mg/kefECld, BEITHOLNLh T,

19.2.2.3. REMIDAE (Table 61; Fig. 11; Appendices 61-1 —61-4)
1000 mg/kglfE Tl XHERTEL L CHIEOH OEFEOH E2RMEE, AEZETROHOOREEH
DM O AE 37 H 7z,

2508.0%62.5 mg/kghE i, SHRBREL N TEE0K& UM H OMEER FEHIERE, B4 U4 H D—if
T, THEORUAH O—EEFHATRICAE XA LTz,

19.2.24. RERRUVETCREMOEIRFTR (Table 62; Appendices 62-1 — 624)
WTNOREE b, RFIIHR N7

19.2.2.5. REMIDET 4 BORIHRFTR (Table 63; Appendices 63-1 — 63-4)
WTNDREE S, BEIIALNLR T
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20. B

RY (AR ZFLY) IAEH S ZF A VBEZATADT y MEHWLREOREIZ L DK
ST - AR AEEERETER AT, MW X o — B PR A T35 L &
HIZ, MR, RRATE), S, SMEMORZER OGiRR E OREREEN) OERITEN KT+
B OV TG LT, 581, 1000 me/kg/dayZ @ HE S L, LUT, 250 mg/kg/day 2 Hf H &,
62.5 mg/kg/day Z B I ZEE L7z,

RAERGAZ L DB OWTH, SETHIUTBEBEGIIR T OBEORE, MR OMESIC L0 b
ANy el

—ieiRiE, A, BAENROEUKEIZE, HE RO & SR EI RN 24103 b
Dotz

HEM7REIEE (FOB) (T, #E MEROMER & SEEBMEITERT 22 ITA LN h o7, JEE
WA, IBAROESERRICIL, G HRE TRR MR & bR R A B A SR
ot

PRARA S MR A AR IS T, BRI TRER OVEHEHRTRE TRRCMERE & L S E
WK A2 biE A bR Tz,

MEAAREIZ I T, BGHIRE TR 1000 mgkght T~~~ b7 V) v MEEOWES/ o b
VEOENA LN, £, SREERICBWT, B5HIRE TR 1000 mg/kghE CHFIED
Mo B R O RO A B /2Bl A B2, MED1000 mg/kght T DOATIRDIR IR F AR
WICBWTETITRO LN TWRNEDD, R (FFTZFLr) YLERY = F LA VBT
T KB IR ORI~ OB RE SN D.

MmARNEL (T3, T4 ROVTSH) ik, FGHHRME TR MERE L & HERMEITER Y 5 2 i3
Hhvpinote.

FREIZIUWNT, B HIRRS TRFIME, R OMERE ONC PR IR TRF R & HERE Ik
W2 AT A DRI T,

FYEERICBOT, RGHIRRK T ERIME 1000 mg/keht TRIB O BEROA BB, FE#=
FRW 00, RIFOHEEOEMIAN2 BT, 101000 mgkgh TORIE OISRk
FMREEIZ BV TRFEITGRD b2 &, SRR OE 57 — % OFH RISt IR 66.5+9.6
(ng), EIFEFHXIER: 253 £4.1 (mg%); Attachment 14] (ZHA_THOTNIZHOOHRTH D Z &
b, B bEE X OND. MIEHRK TRIZE, ML LB RIS EICRERNT A
GIEA BRI T2, MERCIE, HBEGHIME TR OME BRI E I SRR T 22103 b1
VASIRy

NIRRT IVREL I CIN T, GRS TR IIHE, MER OMER & &R E I IR 521k
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IO T

HE O EFEFEEFVEHC OV T, REBIGHTOR G (14 B B) OREER, LRE, R
FTERE, SIS, =R, RN, HEER, imiREmE, JRE, JRE, 2iRERT
EMRRRIZIE, BRI TEN T 2 B bigino T,

IREW 2O TIE, 1000 mg/kght TIREM OWTEO H OREARE OKAE R OREAREE OISAEER 3 2 6
7z LanL, MAHEERSL, FEREVRER, WHEO0H ORISR, /i, RoOEHF, AR, i,
MiE4 0 OAFIRE, WiE4U O, —RREE, ARKOSIRIT RICE, #HREICERT 5
PN (NS s RS/

PR X oiz, KUY (AFTmF L) YAES Y =4 LA VBT AT N OMREST, HECIE
1000 mg/kgit 5 TV ILOEHEIZ G EERRD bR d o 72 2 L 551000 mg/kg/day, 1 TIX
1000 mg/kgf 5T~ b7 U v MEROYEZ B B BOME, RO E S & OfHRT EREO
il BB O EEOSHE, &IEOMREEOSMERD RO Sl 2 & 526250 mgkg/day &
EZLND. ARV BT, 1000 mgkgf 5 CHEREL LT OTE R IC b R
WEROLITe o722 & 51000 mgkg/day & 5 2 HivD. WWEMW~DEEZEEY, 1000 mgkg
5O 0 B OMERES A O & 5 W IHEAERER 235380 Hh7z Z & 7925250 mgkg/day & & 2.
ohb.
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21. Xk

1)
2)

3)

4

3)

6)

7

8)

Bl TR+t MSDS.

RY (FFvmF L)y YAEL Y ZF A LT AT )VOERHK
HCORENHGEERR GABRE 5 092030), BEAStHEANS AV —F o 2 — FB
AFZERT; 2010.

RN (FHRLZF L) INVES S ZF A VBT ATADT v MM
WAHREOE G X B RIER TN - ARRAEBNFETERO VAR GUBRES:
100230P), BEASALAAA AU H—Ft 2 & — P EMFFCHT; 2011.
Snedecor GW. Cochran WG. Statistical Methods, 7th ed. To: lTowa State University Press; 1980.

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

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

Siegel S. Nonparametric Statistics for the Behavioral Sciences. NY: McGraw-Hill; 1956.

SAS Institute Inc. SAS/STAT Software: Changes and Enhancements, Release 8.2. NC: SAS
Institute Inc.; 2001.
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Table 1. General clinical signs in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group mg/kg|Number of males Days of administration
and general 1 2 3 4 5 6 7 8 9 10 11 12 13 14
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 |Numberofmales |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

polyoxyethylene 62.5 |Number of males |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
sorbitan trioleate Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

250 |Number of males |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1000 |Number of males (12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

19

Pre: Before administration, Post: after administration. (Continued)
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Table 1. (Continued) General clinical signs in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

Group

mg/kg

Number of males
and general
clinical signs

Days of administration

15#

16

17

18

19

20

21

22

23

24

25

26

27

28

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

29 *

Control

0

Number of males
Normal

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

polyoxyethylene
sorbitan trioleate

62.5

Number of males
Normal

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

250

Number of males
Normal

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

1000

Number of males
Normal

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

Pre: Before administration, Post: after administration.

#: Start of pairing.
*: Day 1 of recovery.

(Continued)
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Table 1. (Continued) General clinical signs in male rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group mg/kg|Number of males Days of recovery

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

Control 0 [Numberofmales |6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6
polyoxyethylene 62.5 |[Numberofmales [6 6 6 6 6 6 6 6 6 6 6 6 6 6
sorbitan trioleate Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6
250 |Numberofmales [6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6
1000 |Numberofmales |6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Study No. 100230
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Table 2. General clinical signs in female rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Days of administration

7 8 9 10 11 12 13 14

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 55
5 5 5 5 5§ 5 5 5 5 5 5 5 5 5 5 5 5

5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
55 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Group mg/kg|Number of females
and general 1 2 3 4 5 6
clinical signs
Control 0 |Number of females|10 10 10 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10 10 10 10
polyoxyethylene 62.5 |Number of females| 5 5 5 5 5 5 5 5 5 5 5
sorbitan trioleate Normal 55 5 5 5 5 5 5 5 5 5
250 |Number of females| 5 5 5 5 5 5 5 5 5 5 5
Normal 55 5 5 5 5 5 5 5 5 5
1000 |Number of females|10 10 10 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10 10 10 10

10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

Pre: Before administration, Post: after administration.

(Continued)



$9

Study No. 100230

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

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group mg/kg|Number of females Days of administration
and general 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 °%*
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Number of females(10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
polyoxyethylene 62.5 |Number of females| 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
sorbitan trioleate Normal 55555 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 55
250 |Number of femalesf5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 55
Normal 5 5555 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 55
1000 |Number of females(10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Pre: Before administration, Post: after administration. (Continued)

*: Day 1 of recovery.
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Table 2. (Continued) General clinical signs in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group mg/kg|Number of females Days of recovery
and general 2 3 4 5 6 7 8 9 10 11 12 13 14 15
clinical signs
Control 0 |Numberoffemalesf 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Normal 5 5 5 5 5 5 5 5 5 5 5 5 5 5
polyoxyethylene 1000 [Number of females| 5 5 5 5 5 5 5 5 5 5 5 5 5 5
sorbitan trioleate Normal 5 5 5 5 5 5 5 5 5 5 5 5 5 5
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Table 3. General clinical signs in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

Group mg/kg |Number of females Days of administration
and general 1 2 3 4 5 6 7 8 9 10 11 12 13 14
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Number of females (12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
polyoxyethylene| 62.5 [Number of females |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
sorbitan trioleate Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 |Number of females |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 |Number of females (12 12 [2 [2 [2 [2 [2 [2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 (2 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before administration, Post: after administration. (Continued)
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Table 3. (Continued) General clinical signs in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group mg/kg |Number of females Days of administration
and general 15# 16 17 18 19 20 21 22 23 24 25 26 27 28 293
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Numberoffemales |12 12 8 8 6 6 3 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O O O O O O
Normal 12 12 8 8 6 6 3 3 - - - - - - - - - - - - - = = = = === ==
polyoxyethylene| 62.5 |Numberoffemales |12 12 8 8 4 4 4 4 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O 0 0 O
sorbitan trioleate Normal 12 12 8 8 4 4 4 4 - - - - - - - - - - - - - - = = === ===
250 |Number of females {12 12 10 10 3 3 2 2 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 L L 1
Normal 212101103 3 2 2 111 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
1000 |Number of females (12 12 10 10 8 8 6 6 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1L 1L 1L 1 0 0 0 O
Normal 21210108 8 6 6 1 1 1 1 1 1 1 1 1 1 1 L L L L L L - - - -
Pre: Before administration, Post: after administration. (Continued)

#: Start of pairing.
$: End of pairing.
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Table 3. (Continued) General clinical signs in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group mg/kg |Number of females Days of administration
and general 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Numberoffemales|0 ¢ ¢ 0 0 0 0 0 0 0 0 0 O 0 0 O 0 O O O O 0 O 0 O 0 0 0 0 O
Normal e
polyoxyethylene| 62.5 |Numberoffemales|C ¢ ¢ 0 0 0 0 0 0 0 0 0 0 0 O 0 O O0 O O 0 O O O O 0 O 0 0 O
sorbitan trioleate Normal S
250 |Numberoffemales{1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 L L 1
Normal (1 1 1 1 1 1 1 1 11111111 1 1 1 1 1 1 1 1 1 1 1 | | 1
1000 |Number of females(0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O O O O0 0 0 O
Normal e
Pre: Before administration, Post: after administration. (Continued)
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Table 3. (Continued) General clinical signs in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group mg/kg |Number of females Days of administration

and general 45 46 47 48 49 50 51 52 53

clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Numberoffemales|0 0 0 0 0 0 0 0 O O O O O O O O O
Normal - - = == == === === ===
polyoxyethylene| 62.5 |Number of females|0 0 0 0 0 0 0 0 0 0 0 O 0 O O 0 O
sorbitan trioleate Normal - - = = === === === ===
250 |Numberoffemales|1 1 I 1 1 1 1 t L L L 1 1
Normal (1t t 1t t t t 1t 1t 1t 1 1 1 1 1 1 1
1000 |Number of females {0 0 0 0 0 0 0 0 0 0 0 O O O O O O

Normal

Pre: Before administration, Post: after administration.
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Table 4. General clinical signs in parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

Group mg/kg [Number of females Days of pregnancy
and general 0 1 2 3 4 5 6 7 8 9 10 11 12
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Number of females [12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
polyoxyethylene | 62.5 |Number of females |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
sorbitan trioleate Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 [Number of females {11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 Ir 11 11 11 11 1l 11 11 11 11 11
Normal 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
1000 |Number of females (12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before administration, Post: after administration. (Continued)
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Table 4. (Continued) General clinical signs in parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group mg/kg [Number of females Days of pregnancy
and general 13 14 15 16 17 18 19 20 21 22
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Number of females (12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4
polyoxyethylene | 62.5 [Number of females |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 1
sorbitan trioleate Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 1
250 [Number of females |11 11 11 11 11 11 11 11 11 11 11 11 11 11 I1 11 11 (1 2 2
Normal 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 1roar o122
1000 |Number of females (12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 O O
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 - -

Pre: Before administration, Post: after administration.
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Table 5. General clinical signs in parental female rats (mating groups) during lactation in combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group mg/kg |Number of females Days of lactation

and general 0 1 2 3 4 5

clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0  |Number of females | 12 12 12 12 12 12 12 12 12 12 12
Normal 2 12 12 12 12 12 12 12 12 12 12
polyoxyethylene | 62.5 [Number of females | 12 12 12 12 12 12 12 12 12 12 12
sorbitan trioleate Normal 2 12 12 12 12 12 12 12 12 12 12
250 [Number of females | 11 11 11 1111 11 I 11 11
Normal 11 I 11 1 11 11 11 11 I 11 11
1000 |Number of females [ 12 12 12 12 12 12 12 12 12 12 12
Normal 22 12 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration.
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Table 6. Body weights of male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Days of administration
1 383 £ 16 385 = 16 381 £ 13 383 £ 15
4 392 £ 17 397 £ 16 393 £ 16 394 £ 16
8 405 + 21 409 = 22 404 = 17 407 =+ 21
11 421 + 24 425 + 25 421 + 20 421 = 21
15 431 £ 26 435 + 30 431 + 21 432 + 20
18 441 + 30 443 + 32 442 + 19 438 = 22
22 455 + 31 456 + 35 453 + 18 449 + 24
25 463 + 33 465 = 37 462 + 21 459 + 25
28 468 + 33 470 =+ 40 466 = 19 463 + 24
Number of males 6 6 6 6
Days of recovery
1 465 = 32 488 + 41 468 = 22 469 = 30
4 473 + 35 500 = 42 475 + 25 480 = 28
8 491 + 34 515 £ 43 493 = 26 495 = 26
11 504 £ 36 526 = 44 503 = 31 502 = 25
14 507 £ 35 532 = 42 509 + 37 507 £ 26

Each valuc shows mcan (g) £ S.D.
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Table 7. Body weights of female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

SL

Group Control polyoxyethylene sorbitan trioleate

mg/kg 0 62.5 250 1000

Number of females 10 5 5 10

Days of administration
1 247 + 5 248 + 13 247 + 10 251 + 10
4 255 + 6 255 + 5 256 + 8 258 + 10
8 259 + 8 263 £ 5 260 £ 8 262 = 11
11 267 £ 12 272 £+ 7 267 = 10 269 = 15
15 274 + 13 277 £+ 8 276 = 11 274 = 17
18 280 + 12 286 + 6 277 + 10 279 + 20
22 283 = 12 2890 = 7 280 = 10 283 = 20
25 291 =+ 10 295 £+ 6 284 + 14 287 = 16
28 291 £+ 9 291 £ 6 286 = 13 286 = 17

Number of females 5 0 0 5

Days of recovery
1 293 = 14 - - 278 = 16
4 296 = 14 - - 280 = 11
8 302 £ 12 - - 286 = 13
11 306 £ 17 - - 287 = 12
14 306 £ 21 - - 286 + 15

Each valuc shows mcan (g) £ S.D.
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Table 8. Body weights of parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Days of administration
1 235 + 10 236 = 11 234 + 8 236 = 10
4 240 + 11 240 = 11 242 + 10 242 + 8
8 246 + 14 246 + 13 246 = 11 245 = 10
11 255 + 14 255 £ 13 254 + 13 249 = 14
15 259 + 15 257 £ 14 257 + 13 253 = 12
18 269 + 15 3 271 + 13 4) 268 2) 263 + 10 (6)
22 - - 305 H 260 (D
25 - - 316 H 273 (D
29 - - 313 H -
32 - - 306 H -
36 - - 302 ) -
39 - - 289 )] -
43 - - 282 )] -
46 - - 302 )] -
50 - - 297 )] -
53 - - 301 (1) -

Each valuc shows mean (g) £ S.D.
Figures in parcntheses indicatc number of females.
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Table 9. Body weights of parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 12 12 11 12
Days of pregnancy
0 266 £ 17 263 + 18 262 + 13 265 £ 12
7 298 + 20 298 =+ 20 299 + 18 297 = 14
14 329 £ 22 333 £ 23 337 £ 19 333 £ 16
20 399 £+ 28 403 + 29 411 =+ 25 407 = 17

Each value shows mean (g) £ S.D.
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Table 10. Body weights of parental female rats (mating groups) during lactation in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 12 12 11 12
Days of lactation
0 301 £ 27 314 + 30 317 £ 17 314 = 16
4 328 £ 25 329 + 27 335 £ 11 329 £ 13

Each value shows mean (g) £ S.D.
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Table 11. Food consumption in male rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Days of administration
2 26 £ 4 24 + 3 26 £+ 4 27 £ 3
5 26 £ 3 29 + 3 27 £ 2 26 £ 3
9 25 £ 3 27 £ 2 26 £+ 3 26 £ 3
12 25 £ 3 27 £ 3 25 £ 2 25 £ 2
Number of males 6 6 6 6
Days of recovery
2 26 £ 3 27 £ 2 26 £+ 2 27 £ 3
5 27 £ 2 27 £ 2 27 £ 2 27 £ 3
9 26 £ 2 26 £+ 3 25 £ 2 26 £ 3
12 24 £ 3 25 = 3 24 £ 4 24 £ 2

Each value shows mean (g/day) £ S.D.
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Table 12. Food consumption in female rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Days of administration
2 l6e = 3 15 £ 1 18 =+ 3 16 = 2
5 18 = 2 20 £ 1 17 = 3 17 = 2
9 19 = 2 19 =+ 2 17 = 3 19 =+ 2
12 20 £ 3 20 £ 2 20 £ 2 19 =+ 2
16 19 = 2 19 =+ 2 19 =+ 4 17 =+ 3
19 17 = 2 20 £ 2 20 £ 1 18 =+ 3
23 17 = 3 20 £ 2 18 = 2 18 =+ 3
26 17 = 2 19 =+ 2 17 = 2 19 =+ 2
Number of females 5 0 0 5
Days of recovery
2 18 = 4 - - 17 £ 3
5 20 = 3 - - 9 £ 3
9 19 = 3 - - 16 £ 4
12 18 + 3 - - 6 =+ 1

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

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Days of administration
2 17 + 3 19 + 2 18 + 3 17 = 2
5 17 + 2 17 + 3 16 + 3 16 = 3
9 18 + 3 19 + 3 17 + 3 18 = 3
12 18 + 4 19 =+ 3 19 + 2 18 + 4

Each value shows mean (g/day) £ S.D.
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Table 14. Food consumption in parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 12 12 11 12
Days of pregnancy
2 20 =+ 3 22 =+ 3 20 =+ 5 21 = 2
9 21 =+ 4 23 =+ 4 23 + 3 22 =+ 3
16 22 + 3 23 =+ 2 23 =+ 3 23 =+ 4
20 21 =+ 2 23 =+ 3 23 =+ 3 22 =+ 4

Each value shows mean (g/day) £ S.D.
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Table 15. Food consumption in parental female rats (mating groups) during lactation in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

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

2 29 + 30 + 28 + 27 + 8

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

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Days of administration
2 38 £ 5 34 £+ 6 36 £ 5 36 + 8
5 35 £ 5 36 £+ 8 36 £+ 3 33 £ 10
9 35 £ 5 34 £ 6 37 £ 5 37 £+ 6
12 38 £ 5 34 £ 7 36 £+ 4 35 £+ 6
Number of males 6 6 6 6
Days of recovery
2 37 £+ 4 37 £ 7 36 £+ 4 40 £ 10
5 38+ 6 34 £+ 6 41 = 10 39 + 9
9 40 £ 5 36 + 9 42 + 9 43 + 14
12 38 £ 7 34 + 10 4 + 8 38 £ 10

Each value shows mean (g/day) £ S.D.
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Table 17. Water consumption in female rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Days of administration
2 25 £ 6 21 £+ 3 26 £+ 4 24 £+ 5
5 26 £ 6 26 £+ 2 26 £+ 4 25 £ 5
9 29 £ 7 27 £ 4 26 £+ 5 28 £ 5
12 29 £+ 8 23 £ 5 28 £ 6 25 £ 4
16 28 £ 8 22 £ 5 26 £+ 5 22 £ 5
19 28 £ 8 22 £+ 2 28 + 4 23 £ 3
23 33 £ 16 24 + 5 29 £+ 4 26 £ 6
26 28 £ 7 24 + 4 27 £ 6 27 £ 4
Number of females 5 0 0 5
Days of recovery
2 29 + 13 - - 24 = 8
5 32 = 7 - - 26 £ 6
9 29 = 10 - - 25 £+ 7
12 33 = 14 - - 22 + 5

Each valuc shows mcan (g/day) + S.D.
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Table 18. Water consumption in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Days of administration
2 26 =+ 5 26 =+ 4 26 =+ 4 25 =+ 5
5 26 =+ 5 25 =+ 5 23 + 4 25 =+ 4
9 25 + 4 24 =+ 5 22 =+ 3 23 =+ 5
12 26 =+ 5 25 =+ 6 24 =+ 5 25 =+ 5

Each value shows mean (g/day) £ S.D.
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Table 19. Water consumption in parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 12 12 11 12
Days of pregnancy
2 28 =+ 6 31 =+ 7 29 =+ 8 30 = 4
9 29 + 6 32 =+ 7 29 =+ 5 30 = 4
16 37 £ 6 39 =+ 7 37 + 7 38 = 7
20 35 + 5 36 = 7 35 % 7 37 £ 6

Each value shows mean (g/day) £ S.D.
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Table 20. Water consumption in parental female rats (mating groups) during lactation in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

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

2 4 + 13 40 =+ 5 41 =+ 9 40 =+ 9

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

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Observation of animals in cages
Posture Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Excessive grooming Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mecan (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Repctitive circling Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mcan (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Prc: Day of grouping. (Continued)
Findings were graded as follows
Posture 1: Prone or rccumbent position, 2; resting normally, 3: moving or running about, 4: jumping.
Palpcbral closurc 1: Eyclids open normally, 2: cyclids half-closed, 3: cyclids closcd.
Excessive grooming 1: Not obscrved, 2: obscrved.

Repetitive circling 1: Not obscrved, 2: obscrved.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Observation of animals in cages
Biting behavior Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1 1.0 (1 1.0 (1 1.0 (1
Clonic convulsions Pre 1.0 (1 1.0 (1 1.0 (1 1.0 (1
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1 1.0 (1 1.0 (1 1.0 (1)
Tonic convulsions Pre 1.0 (1 1.0 (1 1.0 (1 1.0 (1)
Mecan (range) Day 7 1.0 (1 1.0 (1 1.0 (1 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Prc: Day of grouping. (Continued)

Findings were graded as follows
Biting bchavior
Clonic convulsions
Tonic convulsions

1: Not obscrved, 2: obscrved.
1: Not obscrved, 2: jaw convulsions, 3; tremor,

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

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

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.



6

Study No. 100230

Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Observation of animals on observer's palm
Mucous membranes Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Salivation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Mecan (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pilocrection Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mcan (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Prc: Day of grouping. (Continued)
Findings were graded as follows
Mucous membrancs 1: Normal, 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation 1: Nong, 2: mild, 3: marked.
Salivation 1: Nong, 2: mild, 3: marked.

Pilocrection 1: Nong, 2: mild, 3: marked.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

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

Respiration 1: Normal, 2: bradypneca, 3: dyspnca.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mgrkg 0 62.5 250 1000
Number of males 12 12 12 12
Open-field test
Frequency of urination Pre 03 =+ 05 03 = 07 03 £+ 05 03 =+ 05
Mean = S.D. Day 7 08 =+ 09 05 £+ 038 08 £ 0.8 08 = 09
Day 14 05 £ 05 03 =+ 038 06 = 0.7 06 =+ 12
Day 21 09 £ 09 03 =+ 05 04 = 0.7 06 =+ 09
Day 27 06 =+ 1.0 01 £ 03 06 = 0.7 07 £+ 09
Frequency of defecation  Pre 13 £+ 14 26 + 19 1.0 £ 1.5 22 = 27
Mean = S.D. Day 7 25 £ 16 1.5 £ 1.3 14 £ 1.2 1.7 £ 13
Day 14 19 £ 16 09 = 1.1 1.8 £ 2.0 08 = 14
Day 21 22 £ 2.7 23 £ 1.6 08 = 09 21 £ 19
Day 27 1.0 = 13 03 £ 06 09 = 14 08 = 1.5
Frequency of rearing Pre 47 £ 34 48 = 5.1 40 £ 35 33 £ 29
Mean £ S.D. Day 7 48 = 48 3.1 £ 22 32 £ 30 37 £ 22
Day 14 26 £ 22 26 £ 25 09 £ 13 1.5 £ 2.1
Day 21 13 £ 22 13 £ 12 08 = 09 1.0 £ 15
Day 27 48 = 4.0 37 £ 37 23 £ 22 28 £ 3.0
Frequency of grooming Prc 00 = 0.0 00 = 0.0 00 = 00 00 = 00
Mean £ S.D. Day 7 00 = 00 00 £ 00 00 £ 0.0 00 = 00
Day 14 00 = 00 00 £ 00 00 £ 0.0 00 = 00
Day 21 00 = 00 00 £ 00 00 £ 0.0 00 = 00
Day 27 00 = 00 00 = 0.0 00 £ 0.0 00 = 00
Pre: Day of grouping. (Continucd)

Frequency of urination (during a 2-minute period).
Frequency of defecation (during a 2-minute period).
Frequency of rearing (during a 2-minute period).
Frequency of grooming (during a 2-minute period).
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

S6

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Open-field test
Gait Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Consciousness Pre 20 (2) 20 (2) 20 (2) 2.0 (2)
Mecan (range) Day 7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Bchavioral abnormalitics ~ Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mcan (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Prc: Day of grouping. (Continued)
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggcring, 4: hind-limbs c¢xtended and dragged, 5: all fours cxtended,
6: forclimbs cxtended and dragged; unable to support body, 7: standing on tiptoc.
Palpcbral closurc 1: Eyclids open normally, 2: cyclids half-closed, 3: cyclids closcd.
Consciousncss 1: Comatose; no responsc, 2: exploring behavior, 3: excited and moving spasmodically.

Bchavioral abnormalitics 1: Not obscrved, 2: straub's reaction, 3: moving backward, 4: writhing, 5: sclf-biting.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

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

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

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Observation of animals in cages
Posture Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Excessive grooming Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mecan (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Repctitive circling Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mcan (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Prc: Day of grouping. (Continued)
Findings were graded as follows
Posture 1: Prone or rccumbent position, 2; resting normally, 3: moving or running about, 4: jumping.
Palpcbral closurc 1: Eyclids open normally, 2: cyclids half-closed, 3: cyclids closcd.
Excessive grooming 1: Not obscrved, 2: obscrved.

Repetitive circling 1: Not obscrved, 2: obscrved.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Observation of animals in cages
Biting behavior Pre 1.0 (1) 1.0 (1 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1 1.0 (1 1.0 (1 1.0 (1
Clonic convulsions Pre 1.0 (1 1.0 (1 1.0 (1 1.0 (1
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1 1.0 (1 1.0 (1 1.0 (1)
Tonic convulsions Pre 1.0 (1 1.0 (1 1.0 (1 1.0 (1)
Mecan (range) Day 7 1.0 (1 1.0 (1 1.0 (1 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Prc: Day of grouping. (Continued)

Findings were graded as follows
Biting bchavior
Clonic convulsions
Tonic convulsions

1: Not obscrved, 2: obscrved.
1: Not obscrved, 2: jaw convulsions, 3; tremor,

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

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

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Observation of animals on observer's palm
Mucous membranes Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Salivation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Mecan (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pilocrection Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mcan (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Prc: Day of grouping. (Continued)
Findings were graded as follows
Mucous membrancs 1: Normal, 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation 1: Nong, 2: mild, 3: marked.
Salivation 1: Nong, 2: mild, 3: marked.

Pilocrection 1: Nong, 2: mild, 3: marked.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

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

Respiration 1: Normal, 2: bradypneca, 3: dyspnca.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

01

Group Control polyoxyethylene sorbitan trioleate
mgrkg 0 62.5 250 1000
Number of females 10 5 5 10
Open-field test
Frequency of urination Pre 06 =+ 1.0 08 + 13 02 + 04 05 =+ 05
Mean = S.D. Day 7 02 + 04 00 =+ 0.0 08 £ 1.3 06 =+ 1.0
Day 14 04 £ 1.0 00 = 0.0 06 £ 0.9 02 £ 04
Day 21 00 = 0.0 02 £ 04 00 £ 0.0 0.1 £ 03
Day 27 02 £ 04 00 =+ 0.0 02 £ 04 03 = 0.7
Frequency of defecation  Pre 00 = 00 0.0 =+ 00 00 £+ 0.0 02 =+ 06
Mean = S.D. Day 7 0.0 =+ 0.0 02 + 04 00 £ 0.0 0.0 £ 0.0
Day 14 00 £ 0.0 00 = 0.0 00 £ 0.0 03 £ 09
Day 21 00 = 0.0 00 = 0.0 00 £ 0.0 04 £ 13
Day 27 0.0 =+ 0.0 00 = 0.0 00 £ 0.0 0.0 =+ 0.0
Frequency of rearing Pre 71 £ 40 52 £ 29 56 £ 32 83 = 36
Mean £ S.D. Day 7 6.0 = 29 72 £ 4.6 40 £+ 20 6.4 = 23
Day 14 52 £ 3.1 62 = 25 40 £ 25 50 = 3.1
Day 21 39 £ 31 46 £ 1.8 38 £ 30 42 = 20
Day 27 6.1 = 36 64 = 32 28 £ 35 57 £ 3.0
Frequency of grooming Prc 0.1 £ 03 00 = 0.0 00 = 00 00 = 00
Mean £ S.D. Day 7 00 = 00 00 £ 00 00 £ 0.0 00 = 00
Day 14 00 = 00 00 £ 00 02 £ 04 00 £ 00
Day 21 00 = 00 00 £ 00 00 £ 0.0 00 = 00
Day 27 00 = 00 00 = 0.0 00 £ 0.0 00 = 00
Pre: Day of grouping. (Continucd)

Frequency of urination (during a 2-minute period).
Frequency of defecation (during a 2-minute period).
Frequency of rearing (during a 2-minute period).
Frequency of grooming (during a 2-minute period).
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

€01

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Open-field test
Gait Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Consciousness Pre 20 (2) 20 (2) 20 (2) 2.0 (2)
Mecan (range) Day 7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Bchavioral abnormalitics ~ Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mcan (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Prc: Day of grouping. (Continued)
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggcring, 4: hind-limbs c¢xtended and dragged, 5: all fours cxtended,
6: forclimbs cxtended and dragged; unable to support body, 7: standing on tiptoc.
Palpcbral closurc 1: Eyclids open normally, 2: cyclids half-closed, 3: cyclids closcd.
Consciousncss 1: Comatose; no responsc, 2: exploring behavior, 3: excited and moving spasmodically.

Bchavioral abnormalitics 1: Not obscrved, 2: straub's reaction, 3: moving backward, 4: writhing, 5: sclf-biting.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

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

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

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals in cages
Posture Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Pregnancy 1 20 (2) 20 (2) 20 (2) [11] 20 (2)
Pregnancy 8 20 (2) 20 (2) 20 (2) [11] 20 (2)
Pregnancy 15 20 (2) 20 (2) 20 (2) [11] 20 (2)
Lactation 4 20 (2) 20 (2) 20 (2) [11] 20 (2)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pregnancy 1 1.0 (1) 1.0 (1) 1.0 (1) [11] 1.0 (1)
Pregnancy 8 1.0 (1) 1.0 (1) 1.0 (1) [11] 1.0 (1)
Pregnancy 15 1.0 (1) 1.0 (1) 1.0 (1) [11] 1.0 (1)
Lactation 4 1.0 (1) 1.0 (1) 1.0 (1) [11] 1.0 (1)
Prc: Day of grouping. (Continued)

Figurces in brackets indicate number of femalcs.

Findings were graded as follows
Posturc 1: Pronc or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpcbral closure 1: Eyclids open normally, 2: cyclids half-closed, 3: cyclids closcd.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

901

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

Figurcs in brackets indicate number of fcmalcs.

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

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

Figurces in brackets indicate number of femalcs.
Findings werce graded as follows
Biting bchavior 1: Not obscrved, 2: observed.
Clonic convulsions 1: Not obscrved, 2: jaw convulsions, 3: tremor.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate

mg/kg 0 62.5 250 1000

Number of females 12 12 12 12

Observation of animals in cages

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

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

Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows

Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.



Study No. 100230

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

601

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

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

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

Figurces in brackets indicate number of femalcs.
Findings were graded as follows
Muscle tonc 1: Decrcasced, 2: normal, 3: increascd.
Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soilcd.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

I11

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

Figurcs in brackets indicate number of fcmalcs.

Findings werce graded as follows
Mucous membrancs 1: Normal, 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation 1: Nong, 2: mild, 3: marked.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

41

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

Figurces in brackets indicate number of femalcs.

Findings werce graded as follows
Salivation 1: Nong, 2: mild, 3: marked.
Pilocrection 1: Nong, 2: mild, 3: marked.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

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

Figurces in brackets indicate number of femalcs.

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

140

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Open-field test
Frequency of urination Pre 01 £ 03 02 £+ 04 03 £ 05 0.1 £ 03
Mean = S.D. Day 7 02 £ 04 03 £ 0.6 04 £ 0.7 02 + 04
Day 14 01+ 03 01 £ 03 03 + 06 00 £ 0.0
Pregnancy 1 01 + 03 0.1 = 03 03 + 05 [11] 0.1 £ 03
Pregnancy 8 00 + 0.0 02 =+ 04 04 = 0.7 [11] 02 =+ 04
Pregnancy 15 02 + 04 0.1 =+ 03 0.1 + 03 [11] 00 =+ 0.0
Lactation 4 00 £ 00 02 + 04 02 + 04 [11] 02 £ 04
Frequency of defecation  Pre 03 £ 12 07 £ 1.7 03 £ 1.2 00 £ 00
Mean = S.D. Day 7 03 £ 07 08 = 2.1 0.1 £ 0.3 00 £ 0.0
Day 14 00 £ 00 05 + 1.7 0.1 £+ 03 00 £ 0.0
Pregnancy | 00 £ 00 02 £ 04 02 £ 0.6 [11] 03 £ 09
Pregnancy 8 02 £ 04 03 £ 09 05 = 1.0 [11] 02 £ 04
Pregnancy 15 04 £ 1.0 00 £ 00 02 = 06 [11] 00 £ 00
Lactation 4 00 £ 00 0.1 £ 03 0.0 = 00 [11] 0.0 £ 00
Pre: Day of grouping. (Continucd)

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

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Open-field test
Frequency of rearing Pre 61 £ 24 59 + 37 48 £ 43 59 £+ 38
Mean = S.D. Day 7 64 £ 4.1 62 £ 5.0 74 £ 3.6 7.1 £ 3.6
Day 14 50 £ 32 41 £ 3.8 53 + 24 55 £ 45
Pregnancy 1 54 + 4.1 42 + 44 48 + 3.7 [11] 40 £ 56
Pregnancy 8 83 £ 356 37 £ 30¢# 43 £ 3.0 [11] 27 £ 2.5 ##
Pregnancy 15 43 + 28 28 + 33 35 £ 33 [11] 27 £+ 24
Lactation 4 119 + 58 10.1 £+ 7.1 71 £ 4.6 [11] 83 £ 28
Frequency of grooming Pre 0.0 £ 0.0 0.0 £ 0.0 0.0 = 00 00 =+ 00
Mean = S.D. Day 7 0.0 £ 00 0.0 £ 0.0 0.0 £ 0.0 00 £ 0.0
Day 14 00 £ 00 00 £ 00 00 £ 0.0 00 £ 0.0
Pregnancy | 00 £ 00 0.0 £ 00 00 = 00 [11] 00 £ 00
Pregnancy 8 00 £ 00 00 £ 00 00 = 00 [11] 00 £ 00
Pregnancy 15 00 £ 00 00 £ 00 00 = 00 [11] 00 £ 00
Lactation 4 00 £ 00 0.0 £ 00 0.0 = 00 [11] 0.0 £ 00
Pre: Day of grouping. (Continucd)

Significantly different from the control group (#: p<0.05, ##: p<0.01 by Stecl's test).
Figures in brackets indicate number of femalcs.

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

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

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

Figurces in brackets indicate number of femalcs.
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs cxtended and dragged, 5: all fours cxtended,
6: forclimbs cxtended and dragged; unable to support body, 7: standing on tiptoc.
Palpcbral closurc 1: Eyclids open normally, 2: cyclids half-closed, 3: cyclids closcd.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

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

Figurces in brackets indicate number of femalcs.

Findings were graded as follows
Consciousness 1: Comatosc; no response, 2: exploring behavior, 3: excited and moving spasmodically.
Bchavioral abnormalitics 1: Not obscrved, 2: straub's rcaction, 3: moving backward, 4: writhing, 5: sclf-biting.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate

mg/kg 0 62.5 250 1000

Number of females 12 12 12 12

Open-field test

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

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

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

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Pupillary reflex

Mean (range) 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Approaching behavior

Mean (range) 20 (2) 2.0 (2) 20 (2) 2.0 (2)
Response to touch

Mean (range) 20 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Auditory reflex

Mean (range) 20 (2) 20 (2) 2.0 (2) 2.0 (2)
Pain reflex

Mean (range) 3.0 (3) 30 (3) 30 (3) 30 (3)

Findings were graded as follows:

Pupillary reflex
Approaching bchavior
Responsc to touch
Auditory reflex

Pain retlex

DU = o B B e

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

Not obscrved, 2: approaching and sniffing stimulus, 3; rcacting to stimulus, including vocalizing,

: jumping at or biting at stimulus.

: No response, 2: looking back and lcaving stimulus, 3: reacting to stimulus, including vocalizing,
: jumping at or biting at stimulus.

Not obscrved, 2: hesitating at stimulus or moving cars, 3: jumping at and trying to bitc at the source of sound.
: Not obscrved, 2: slowly looking back or slowly moving forward to cscape from stimulus,

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

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Pupillary reflex

Mean (range) 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Approaching behavior

Mean (range) 20 (2) 2.0 (2) 20 (2) 2.0 (2)
Response to touch

Mean (range) 20 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Auditory reflex

Mean (range) 20 (2) 20 (2) 2.0 (2) 2.0 (2)
Pain reflex

Mean (range) 3.0 (3) 30 (3) 30 (3) 30 (3)

Findings were graded as follows:

Pupillary reflex
Approaching bchavior
Responsc to touch
Auditory reflex

Pain retlex

DU = o B B e

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

Not obscrved, 2: approaching and sniffing stimulus, 3; rcacting to stimulus, including vocalizing,

: jumping at or biting at stimulus.

: No response, 2: looking back and lcaving stimulus, 3: reacting to stimulus, including vocalizing,
: jumping at or biting at stimulus.

Not obscrved, 2: hesitating at stimulus or moving cars, 3: jumping at and trying to bitc at the source of sound.
: Not obscrved, 2: slowly looking back or slowly moving forward to cscape from stimulus,

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

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Forelimb

1734 + 329 1498 + 389 1667 £+ 390 1540 + 295
Hindlimb

332 + 124 323 £+ 77 430 + 74 456 + 78

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

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Forelimb

966 + 110 950 + 101 1010 = 114 996 + 108
Hindlimb

323 £ 53 295 + 49 319 = 72 332 = 28

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

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Ambulatory counts
Minutes after administration
70 586 = 195 575 + 245 490 + 221 354 + 88
80 294 =+ 84 331 £ 153 365 £ 198 175 + 57
90 158 =+ 91 175 = 145 190 = 114 135 + 62
100 171 =+ 92 60 =+ 91 64 =+ 47 68 =+ 71
110 111 = 107 31 =+ 51 34 + 62 56 + 66
120 43 =+ 74 23 =+ 45 50 + 92 8 = 15
Total 1363 + 435 1194 + 563 1193 + 471 796 + 214
Vertical counts
Minutes after administration
70 70 * 11 62 = 20 59 + 21 61 % 20
80 36 =+ 15 35 =+ 20 41 =+ 19 29 + 11
90 24 = 15 21 + 16 24 =+ 10 29 + 25
100 19 = 14 6 = 9 10 = 8 11 % 10
110 14 =+ 14 4 = 8 6 = 9 9 £ 10
120 6 = 14 1 = 2 6 = 10 1 =+ 3
Total 169 = 57 128 = 55 146 + 41 140 + 60

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

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Ambulatory counts
Minutes after administration
70 644 = 190 578 + 151 602 =+ 49 647 + 150
80 249 £ 199 358 = 164 198 = 117 453 + 261
90 124 £ 196 287 + 159 159 £ 148 190 £ 186
100 156 = 177 120 = 207 0 % 0 103 + 183
110 223 =+ 92 102 = 83 72 + 87 146 = 152
120 93 =+ 77 9 = 13 26 =+ 59 187 = 220
Total 1489 + 664 1454 + 640 1058 + 380 1725 £+ 964
Vertical counts
Minutes after administration
70 79 % 37 62 = 20 65 =+ 11 61 % 20
80 38 =+ 26 44 * 22 19 =+ 14 38 =+ 18
90 17 £ 21 33 =+ 19 15 = 13 16 + 19
100 18 = 26 15 = 23 0 = 0# 12 % 24
110 29 = 19 10 = 10 8 = 9 18 + 17
120 16 =+ 18 2 = 2 2 £ 5 16 + 18
Total 198 = 118 166 =+ 83 109 + 46 160 = 102

Each valuc shows mcan = S.D.
Significantly different from the control group (#: p<0.05 by Stecl's test).
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Table 30. Urinary findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Volume (mL): Mean =+ S.D. 18.6 =+ 2.9 149 =+ 53 174 =+ 4.9 (5) 134 + 4.6 (5)
Specific gravity: Mean = S.D. 1.034 + 0.004 1.047 + 0.013 1.037 £+ 0.010 (5) 1.049 + 0015 (5)
Color
Light yellow 6 6 6 6
pH
7.5 1 0 1 0
8.0 0 2 1 0
8.5 3 4 3 5
>9.0 2 0 1 1
Protein
Trace 0 0 1 0
30 mg/dL 6 5 4 4
100 mg/dL 0 1 1 2
Glucosc
Negative 6 6 6 6
Kectone body
Trace 1 1 1 0
Slight 5 4 5 6
Modecrate 0 1 0 0
Bilirubin
Negative 6 6 6 6
Occult blood
Negative 3 4 6 5
Tracc 1 1 0 1
Slight 2 0 0 0
Moderate 0 1 0 0
Urobilinogen
0.1 EU./AL 6 6 6 5
1.0 E.U./dL 0 0 0 1
Figurces in parcntheses indicate number of malcs. (Continued)
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Table 30. (Continued) Urinary findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Urinary sediments

Epithelial cells

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

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

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

Not observed 6 6 6 6
Crystals

Not observed 4 5 0 4
Observed 2 1 6 2
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Table 31. Urinary findings in female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Volume (mL): Mean =+ S.D. 109 =+ 1.2 123 =+ 2.7 145 =+ 4.6 13.6 =+ 5.2
Specific gravity: Mean = S.D. 1.035 + 0.009 1.037 + 0.005 1.030 = 0.007 1.036 + 0.011
Color
Light yellow 5 5 5 5
pH
7.5 1 1 0 2
8.0 1 0 0 0
8.5 3 2 5 3
>9.0 0 2 0 0
Protein
Negative 2 1 4 2
Trace 2 2 0 1
30 mg/dL 1 2 1 1
100 mg/dL 0 0 0 1
Glucosc
Negative 5 5 5 5
Kectone body
Negative 3 5 4 3
Trace 2 0 1 1
Slight 0 0 0 1
Bilirubin
Negative 5 5 5 5
Occult blood
Negative 5 3 5 4
Trace 0 0 0 1
Slight 0 2 0 0
Urobilinogen
0.1 EU./AL 5 5 4 3
1.0 E.U./dL 0 0 1 2

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

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Urinary sediments

Epithelial cells

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

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

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

Not observed 5 5 5 5
Crystals

Not observed 3 3 2 3
Observed 2 2 3 2
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Table 32. Urinary findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Volume (mL): Mean =+ S.D. 13.6 =+ 5.5 163 =+ 8.1 193 =+ 6.1 147 =+ 7.4
Specific gravity: Mean = S.D. 1.049 + 0.013 1.050 + 0.016 1.041 = 0.012 1.051 + 0.015
Color
Light yellow 6 6 6 6
pH
8.0 0 0 0 1
8.5 4 4 6 4
>9.0 2 2 0 1
Protein
Trace 1 1 0 1
30 mg/dL 3 2 5 3
100 mg/dL 2 3 1 2
Glucosc
Negative 6 6 6 6
Kctone body
Negative 0 0 0 2
Trace 2 3 1 2
Slight 4 3 5 2
Bilirubin
Negative 6 6 6 6
Occult blood
Negative 3 3 4 3
Trace 3 3 2 3
Urobilinogen
0.1 EU./AL 6 6 6 6

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

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Urinary sediments

Epithelial cells

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

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

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

Not observed 6 6 6 6
Crystals

Not observed 5 6 5 5

Observed 1 0 1 1
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Table 33. Urinary findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 1000

Number of females 5 5

Volume (mL): Mean + S.D. 140 =+ 7.4 10.1 =+ 43

Specific gravity: Mean + S.D.

1.044 = 0.011

1.055 = 0.013

Color
Light yellow
pH
8.0
8.5
Protein
Negative
Trace
30 mg/dL
100 mg/dL
Glucosc
Negative
Ketone body
Negative
Tracc
Bilirubin
Negative
Occult blood
Negative
Tracc
Urobilinogen
0.1 EU./dL
1.0 EU./dL

w O = I = (S

w

w

W

— 2 O

—_

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

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 1000
Number of females 5 5
Urinary sediments

Epithelial cells

0-20 cells/100 fields 5 5
Erythrocytes

0-20 cells/100 fields 5 5
Leukocytes

0-20 cells/100 fields 5 5
Casts

Not observed 5 5
Crystals

Not observed 4 5

Observed 1 0
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Table 34. Hematological findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate

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

RBC (10%uL) 848 + 47 824 = 36 860 + 20 839 = 30
Hemoglobin (g/dL) 155 + 06 156 + 08 158 + 06 155 = 05
Hematocrit (%) 424 = 1.6 431 £ 24 430 £ 1.8 427 £ 13
MCV L) 501 £ 1.6 523 £ 2.0 501 £ 2.1 509 £ 1.6
MCH (pe) 183 £ 0.6 189 = 0.6 183 £ 0.7 185 + 04
MCHC (g/dL) 366 £ 03 362 = 04 366 £ 0.1 363 = 04
Platelet (10*/uL) 1093 = 14.9 1048 + 14.1 1116 £ 8.1 111.6 = 106
Reticulocyte (%) 3.19 + 035 325 = 0.51 291 + 0.50 3.01 £ 0.36
PT (sec.) 205 £ 1.7 199 = 22 194 + 3.1 193 + 32
APTT (sec.) 220 = 08 22.1 £ 19 217 = 1.2 223 £ 20
Fibrinogen (mg/dL) 198.7 + 125 1940 + 164 2028 + 11.2 2050 + 142
WBC (10%/uL) 539 = 11.9 528 = 99 582 £ 139 589 = 154
Ditferential leukocyte (%)

Lymphocyte 722 £ 67 728 £ 69 753 + 77 759 + 42
Neutrophil 233 = 6.1 237 = 6.8 209 = 76 20.1 = 3.9
Eosinophil 14 + 05 1.0 + 03 1.5 £+ 06 1.5 + 04
Basophil 00 + 00 0.0 + 0.0 00 + 0.0 00 + 0.0
Monocyte 30 £ 07 25 £ 05 24 = 04 25 £ 04

Each valuc shows mean = S.D.



vel

Study No. 100230

Table 35. Hematological findings in female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate

mg/kg 0 2. 250 1000
Number of females 5 5 5 5

RBC (10%uL) 774 + 23 751 + 28 778 + 28 747 £ 42
Hemoglobin (g/dL) 150 + 03 145 + 05 146 + 04 143 £+ 05 *
Hematocrit (%) 411 £ 12 397 = 13 400 £ 0.7 390 = 12 *
MCV L) 53.1 £ 1.8 528 £ 1.8 515 £ 1.3 522 £ 2.1
MCH (pg) 194 £+ 0.6 194 = 06 188 £+ 04 19.1 + 07
MCHC (g/dL) 364 £ 04 366 = 03 365 £ 04 366 = 04
Platelet (10*/uL) 1129 = 99 1026 = 7.7 1186 = 83 1172 + 13.0
Reticulocyte (%) 2.84 + 0.59 255 = 0.20 3.16 + 0.74 281 = 034
PT (sec.) 157 £+ 0.8 149 = 0.8 153 £+ 07 149 = 0.6
APTT (sec.) 165 £ 1.6 164 £ 03 157 £ 0.6 165 £ 0.5
Fibrinogen (mg/dL) 170.9 + 147 1672 + 52 181.6 + 23.0 179.0 = 113
WBC (10%/uL) 47.1 £ 28 362 = 10.1 501 = 174 405 = 92
Ditferential leukocyte (%)

Lymphocyte 773 + 8.1 796 + 53 811 + 62 776 + 2.1
Neutrophil 182 = 8.1 150 = 44 152 £ 5.6 175 £ 2.0
Eosinophil 20 £+ 04 21 £ 06 1.5 £+ 06 1.7 + 0.5
Basophil 00 + 00 0.0 + 0.0 00 + 0.0 00 + 0.1
Monocyte 24 + 05 32 = 0.8 23 = 13 32 = 1.7

Each valuc shows mean = S.D.

Significantly diffcrent from the control group (*:

p<0.05 by Dunnctt's tcst).
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Table 36. Hematological findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate

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

RBC (10%uL) 839 + 34 830 = 34 861 + 4l 854 + 33
Hemoglobin (g/dL) 153 + 03 15.1 £+ 04 154 + 06 153 £ 04
Hematocrit (%) 423 £ 08 419 = 1.1 425 £ 20 423 £ 12
MCV L) 505 £ 13 505 £ 2.0 494 + 25 496 + 1.2
MCH (pg) 183 + 05 183 = 0.7 179 £+ 0.7 179 + 0.5
MCHC (g/dL) 362 = 0.2 36.1 £ 02 362 £ 0.7 361 = 02
Platelet (10*/uL) 1073 = 8.7 107.7 £ 4.7 1116 = 16.7 115.1 + 13.0
Reticulocyte (%) 3.14 £ 0.32 319 + 049 334 + 056 320 £ 0.67
PT (sec.) 193 £ 28 189 = 29 196 £+ 24 182 = 22
APTT (sec.) 253 = 43 257 £ 23 260 = 28 245 + 24
Fibrinogen (mg/dL) 2002 + 73 2024 + 11.1 2028 + 117 2036 + 142
WBC (10%/uL) 569 = 6.0 61.0 = 173 61.0 = 17.7 63.0 = 89
Ditferential leukocyte (%)

Lymphocyte 688 + 72 715 £ 107 726 + 62 799 = 50%
Neutrophil 263 = 6.2 234 = 10.6 228 + 6.0 165 £ 43
Eosinophil 1.5 £+ 05 20 £ 0.7 1.5 + 04 1.3 + 0.6
Basophil 00 + 00 0.0 + 0.0 00 + 0.0 00 + 0.0
Monocyte 34 £ 09 31 = 15 32 £ 1.1 23 £ 09

Each valuc shows mean = S.D.

Significantly diffcrent from the control group (*:

p<0.05 by Dunnctt's tcst).
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Table 37. Hematological findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 1000
Number of females 5 5

RBC (10%/uL) 774 £ 24 784 £ 36
Hemoglobin (g/dL) 147 + 04 150 + 0.9
Hematocrit (%) 408 + 1.0 416 = 28
MCV (fL) 527 £+ 08 530 £ 1.8
MCH (pg) 190 + 03 191 + 05
MCHC (g/dL) 36.1 £ 0.5 360 = 04
Platelet (10*uL) 101.0 + 104 1044 £ 7.1
Reticulocyte (%) 297 + 0.69 3.12 £ 0.80
PT (sec.) 151 £ 0.8 149 = 06
APTT (sec.) 155 £+ 13 159 £ 1.0
Fibrinogen (mg/dL) 1677 + 5.5 173.6 + 5.5
WBC (10*/pL) 310 = 68 417 £ 93
Differential leukocyte (%)

Lymphocyte 772 + 29 80.7 + 3.8
Necutrophil 178 £ 22 147 = 3.7
Eosinophil 21 £ 05 1.9 + 05
Basophil 00 + 00 00 + 0.0
Monocyte 29 £ 0.8 27 £ 1.1

Each valuc shows mcan = S.D.
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Table 38. Clinical biochemistry findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate

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

AST (IU/L) 975 £ 16.6 97.1 £ 16.6 100.7 £ 128 926 = 122
ALT (1U/L) 30.1 = 5.4 332 + 106 280 £ 4.1 310 £ 46
ALP (TU/L) 3685 + 329 3937 £ 56.8 4236 + 59.1 4212 = 755
y-GT (IU/L) 056 = 0.16 053 =+ 0.09 059 £ 0.10 046 = 0.06
Total protein (g/dL) 568 + 0.18 559 + 032 586 + 0.19 579 + 0.20
Albumin (g/dL) 270 £ 0.25 270 £ 0.13 270 £ 0.23 277 £ 0.16
A/G 091 = 0.13 093 £ 0.03 086 = 0.10 092 + 0.08
Total bilirubin (mg/dL) 0.11 = 0.01 012 = 0.01 0.12 = 0.01 0.11 = 0.0l
Urea nitrogen (mg/dL) 16.0 + 1.2 159 + 04 157 + 0.9 163 = 1.3
Creatinine (mg/dL) 026 = 0.02 025 = 0.02 024 = 0.03 025 = 0.02
Glucose (mg/dL) 109.6 + 48 107.7 £ 6.3 1034 + 140 1037 £ 72
Total cholesterol (mg/dL) 513 £ 179 462 = 105 533 + 9.0 533 = 155
Triglyceride (mg/dL) 291 = 107 294 + 9.6 336 =+ 108 279 + 9.5
Na (mEgq/L) 1447 = 09 1454 =+ 1.5 1442 + 05 1440 = 14
K (mEq/L) 415 £ 0.6 412 £ 0.13 432 + 0.17 432 + 0.17
Cl (mEq/L) 1079 =+ 1.7 108.2 =+ 1.7 1082 =+ 1.0 108.0 + 1.0
Ca (mg/dL) 95 £+ 03 96 £ 0.2 96 £ 0.2 97 £ 03
Inorganic phosphorus (mg/dL) 7.6 £ 0.7 8.1 =+ 0.5 7.7 £ 0.7 74 = 0.7

Each value shows mean = S.D.
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Table 39. Clinical biochemistry findings in female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate

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

AST (IU/L) 93.1 = 17.0 788 + 164 8.5 £+ 143 940 = 109
ALT (1U/L) 235 =+ 1.9 29.1 + 8.6 283 =+ 5.2 289 + 49
ALP (TU/L) 196.7 + 182 198.0 £ 515 222.1 + 281 184.1 + 41.1
y-GT (IU/L) 063 = 0.12 059 =+ 0.17 6.58 + 13.02 069 = 0.10
Total protein (g/dL) 621 = 0.39 640 = 043 6.13 £+ 043 6.12 £ 0.20
Albumin (g/dL) 343 £ 0.30 367 £ 0.35 346 £ 030 345 £ 0.19
A/G 1.24 £ 0.08 135 £ 0.14 1.30 £ 0.15 1.30 £ 0.19
Total bilirubin (mg/dL) 0.13 = 0.01 0.13 £ 0.01 0.12 £ 0.02 0.12 = 0.0l
Urea nitrogen (mg/dL) 18.6 + 2.3 162 + 3.0 332 + 363 170 + 03
Creatinine (mg/dL) 037 = 0.04 033 =+ 0.04 1.10 £ 1.65 035 £ 0.01
Glucose (mg/dL) 96.6 = 9.7 1104 =+ 8.2 111.6 + 10.1 1037 £ 53
Total cholesterol (mg/dL) 583 =+ 5.8 80.3 £ 185 69.5 £+ 123 613 = 143
Triglyceride (mg/dL) 163 + 2.7 194 + 6.6 133 + 43 18.0 + 43
Na (mEgq/L) 1422 = 1.0 1425 £ 05 1415 + 1.5 1424 =+ 1.8
K (mEq/L) 404 £ 0.26 409 £ 020 444 + 116 4.10 £ 031
Cl (mEq/L) 1079 £ 06 1063 =+ 0.9 1074 =+ 1.7 107.7 + 1.5
Ca (mg/dL) 97 £+ 03 101 £ 03 97 £+ 03 99 = 02
Inorganic phosphorus (mg/dL) 6.2 = 0.9 6.1 * 0.7 63 + 1.1 6.5 + 0.5

Each value shows mean = S.D.

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

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

Group Control polyoxyethylene sorbitan trioleate

mg/kg 0 2.5 250 1000
Number of males 6 6 6 6

AST IU/L) 842 £ 99 812 £ 4.0 877 + 153 869 + 175
ALT (TU/L) 270 = 22 277 + 3.6 282 + 9.0 28.1 + 4.1
ALP (IU/L) 3257 £ 340 3139 + 443 3023 + 553 312.1 + 409
v-GT (IU/L) 049 = 0.14 054 = 0.06 060 = 0.13 0.55 + 0.09
Total protein (g/dL) 571 = 0.18 575 £ 0.12 577 £+ 024 575 £ 0.18
Albumin (g/dL) 296 = 0.13 297 + 0.15 298 + 0.16 295 + 0.09
A/G 1.07 £ 0.05 1.07 £ 0.10 1.08 = 0.12 1.06 + 0.08
Total bilirubin (mg/dL) 0.12 = 0.02 0.11 = 0.01 0.11 = 0.01 0.11 £ 0.01
Urea nitrogen (mg/dL) 141 = 16 141 =+ 1.2 145 =+ 1.4 162 £ 3.0
Creatinine (mg/dL) 025 = 0.02 025 = 0.03 025 = 0.03 025 = 0.02
Glucose (mg/dL) 1107 £+ 8.9 1114 + 11.8 1170 £+ 79 118.1 + 1438
Total cholesterol (mg/dL) 50.0 £ 69 534 = 117 521 £ 79 557 + 128
Triglyceride (mg/dL) 38.1 + 14.2 543 + 20.1 463 + 19.0 43.0 £ 175
Na (mEq/L) 1448 + 1.4 145.1 + 1.0 1445 + 14 1446 £ 12
K (mEq/L) 424 £ 023 4.18 = 0.13 4.19 £ 0.20 432 + 0.14
Cl (mEqg/L) 1077 £+ 1.6 107.8 + 1.1 106.8 £ 1.2 107.7 £ 1.7
Ca (mg/dL) 95 £ 02 94 + 02 95 £ 02 96 £ 02
Inorganic phosphorus (mg/dL) 6.8 = 04 67 = 07 68 + 0.6 6.8 = 09

Each value shows mean & S.D.
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Table 41. Clinical biochemistry findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 1000
Number of females 5 5

AST Iu/L)y 954 = 270 753 £+ 146
ALT (1U/L) 364 = 129 259 £ 7.9
ALP (IU/L) 1392 = 18.8 1713 + 251
v-GT Iu/L)y 064 = 0.12 053 £ 0.10
Total protein (g/dL) 6.67 £ 043 639 + 0.36
Albumin (g/dL) 377 £ 038 358 + 031
A/G 1.30 £ 0.13 127 £ 0.10
Total bilirubin (mg/dL) 0.12 = 0.01 0.12 £ 0.02
Urea nitrogen (mg/dL) 176 £+ 14 16.7 £ 1.1
Creatinine (mg/dL) 033 + 0.02 034 + 0.03
Glucose (mg/dL) 121.0 = 134 129.0 = 6.1
Total cholesterol (mg/dL) 719 £ 10.6 80.0 £ 20.1
Triglyceride (mg/dL) 30.2 + 107 29.2 + 158
Na (mEg/L) 1427 = 1.0 1426 + 05
K (mEq/L) 392 = 022 390 £ 0.19
Cl (mEg/L) 1072 + 1.5 107.8 £+ 1.6
Ca (mg/dL) 101 = 04 100 £ 02
Inorganic phosphorus (mg/dL) 52 £ 02 51 £ 05

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

Study No. 100230

Group Control polyoxyethylene sorbitan trioleate

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

T3 (ng/mL) 1.261 + 0.207 1.223 + 0.166 1.373 £+ 0.138 1.365 = 0.153
T4 (ng/mL) 41.1 =+ 3.7 415 = 42 457 £+ 36 443 + 54
TSH (ng/mL) 0.855 + 0.227 0.876 + 0.660 0959 = 0314 0931 + 0401

Each value shows mean = S.D.
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Table 43. Hormone concentrations in the serum of female rats on termination of administration period in combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

Group Control polyoxyethylene sorbitan trioleate

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

T3 (ng/mL) 1.123 + 0.176 1.242 £+ 0.125 1.225 £ 0.175 1.209 + 0.114
T4 (ng/mL) 309 =+ 39 328 £ 24 372 £ 52 364 = 64
TSH (ng/mL) 0.613 = 0.522 0.562 + 0.395 0571 £ 0.619 0379 + 0.249

Each value shows mean = S.D.
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Table 44. Gross necropsy findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Findings
Normal 6 6 6 5
Epididymis
Yellowish white nodule, cauda, lateral 0 0 0 1

Study No. 100230
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Table 45. Gross necropsy findings in female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Findings

Normal 5 5 5 5
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Table 46. Gross necropsy findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Findings

Normal 6 6 6 6
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Table 47. Gross necropsy findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 1000
Number of females 5 5
Findings
Normal 5 5
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Tablc 48. Gross nccropsy findings in parcntal femalc rats (mating groups) in combined repeated dosc toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females on Day 5 of lactation 12 12 11 12
Findings
Normal 11 12 11 12
Kidney
Tumor, lateral 1 0 0 0
Adhesion to the liver 1 0 0 0
Number of non-copulated females 0 0 1 0
Findings
Normal - - 1 -
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Table 49. Organ weights of male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 2.5 250 1000
Number of males 6 6 6 6
Body weight (g 445 + 31 427 + 35 442 + 15 437 =+ 19
Brain (g 213 + 0.07 2.08 = 0.08 2.15 = 0.06 2.10 £ 0.04
(g%) 048 = 0.04 049 + 0.04 049 = 0.02 048 = 0.03
Pituitary (mg) 148 £ 1.8 149 = 1.7 15,1 = 09 15,1 =+ 1.5
(mg%) 33 £+ 03 35 £+ 02 34 £ 03 35 £+ 02
Salivary glands (mg) 716 + 27 656 + 55 660 = 25 694 = 65
(mg%) 162 + 17 155 + 23 149 £+ 8 159 £ 15
Thyroids (mg) 234 £ 45 217 = 29 23.1 =+ 33 228 £ 39
(mg%) 52 + 08 50 £ 06 52 = 07 53 = 1.0
Thymus (mg) 331 £ 111 300 =+ 67 320 =+ 81 279 + 45
(mg%) 74 £ 22 71 = 17 72 = 19 64 =+ 9
Heart (g 1.37 £ 0.16 1.40 = 0.17 1.35 = 0.06 130 £ 0.07
(g%) 031 £ 0.03 033 = 0.03 031 = 0.01 030 = 0.02
Liver ® 11.05 = 1.37 10.83 + 1.02 11.33 £ 091 [1.14 = 0.66
(g%) 248 = 0.16 254 = 0.17 256 = 0.18 255 = 0.08
Splecn (mg) 758 £ 96 681 = 63 683 = 68 773 £ 78
(mg%) 171 = 18 160 + 10 155 = 15 177 = 16
Kidneys (g 315 £ 029 298 = 0.34 3.07 = 020 297 = 0.26
(g%) 071 £ 0.08 0.70 + 0.06 0.70 = 0.05 0.68 = 0.05
Adrenals (mg) 69.0 = 109 684 = 8.6 65.0 = 6.7 664 = 7.4
(mg%) 155 £ 1.8 6.1 = 22 147 + 1.7 152 = 1.2
Testes (g 331 = 024 333 = 0.24 331 = 0.14 342 = 0.19
(g%) 075 = 0.07 078 £ 0.03 0.75 = 0.05 079 = 0.06
Epididymides (mg) 212 = 73 1217 £ 93 1176 = 56 1231 = 75
(mg%) 273 = 23 285 + 18 266 = 12 282 = 16
Ventral prostate (mg) 710 = 85 843 = 150 738 = 165 795 = 193
(mg%) 160 = 16 199 = 37 167 = 38 182 = 40
Scminal vesicles (®) 219 £ 0.27 222 £ 027 2.00 £ 025 191 = 0.38
(g%) 049 = 0.08 052 = 0.06 045 = 0.06 044 = 0.08

Each valuc shows mcan + S.D.
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Table 50. Organ weights of female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 2.5 250 1000
Number of females 5 5 5 5
Body weight (g 274 + 9 275 + 7 268 =+ 13 284 + 10
Brain (g 1.90 £ 0.04 1.94 £ 0.06 1.92 £ 0.03 1.96 = 0.06
(g%) 069 = 0.02 071 £ 0.03 072 £ 0.05 0.69 = 0.03
Pituitary (mg) 189 £ 28 197 £ 0.7 185 = 23 19.8 + 23
(mg%) 69 + 1.0 72 + 03 69 = 1.0 69 = 0.7
Salivary glands (mg) 442 + 42 460 =+ 15 388 = 21 463 =+ 58
(mg%) 161 + 15 167 + 7 145 = 5 163 =+ 23
Thyroids (mg) 18.8 + 3.2 193 = 42 21.1 = 46 19.1 = 3.1
(mg%) 69 = 1.0 7.0 £ 14 78 = 1.7 6.7 = 1.1
Thymus (mg) 399 + 69 338 =+ 49 401 = 36 383 =+ 51
(mg%) 145 = 22 123 + 17 150 = 20 135 = 16
Heart (g 087 £ 0.05 094 = 0.06 0.85 = 0.02 091 = 0.06
(g%) 032 £ 0.01 034 = 0.02 032 = 0.02 032 = 0.01
Liver ® 6.64 £ 041 744 £ 032* 671 = 048 775 £ (.52 **
(g%) 242 = 0.10 2770 = 0.10 250 £ 0.20 273 = 0.13 **
Splecn (mg) 519 = 54 586 = 82 608 = 96 611 = 51
(mg%) 189 = 16 213 + 30 228 + 43 215 £ 20
Kidneys (g 1.77 £ 0.12 191 + 0.06 1.71 £ 0.06 1.88 £ 0.07
(g%) 065 £ 0.03 069 = 0.03 0.64 = 0.02 0.66 = 0.03
Adrenals (mg) 686 = 6.0 754 = 8.6 656 = 52 815 £ 2.9 *x
(mg%) 250 = 1.8 274 = 3.0 245 = 3.0 287 = 0.8
Ovarics (mg) 88.0 = 11.7 909 = 9.0 71.0 £ 64 * 995 = 96
(mg%) 320 £ 3.6 331 = 34 265 = 3.0* 351 = 2.8
Utcrus (mg) 471 £+ 50 522 £ 36 581 = 97 %* 483 = 62
(mg%) 172 = 16 190 + 16 217 £ 33 * 171 = 23

Each valuc shows mcan £ S.D.
Significantly different from the control group (*: p<0.05, **: p<0.01 by Dunnctt's test).
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Table 51. Organ weights of male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Body weight ® 480 + 35 502 £ 39 183 £ 33 480 = 26
Brain (g 2.16 £ 0.08 2.17 £ 0.08 2.10 £ 0.11 2.15 £ 0.09
(g%) 045 = 0.02 044 + 0.04 044 = 0.04 045 = 0.03
Pituitary (mg) 161 £ 22 169 + 1.1 166 £ 2.1 155 = 14
(mg%) 33 £+ 03 34 £ 0.1 35 £ 05 32 £+ 03
Salivary glands (mg) 704 £ 62 750 + 83 718 = 23 699 = 48
(mg%) 147 + 16 150 + 19 149 = 12 146 = 13
Thyroids (mg) 236 = 41 246 £ 43 233 + 55 243 £ 6.6
(mg%) 49 = 07 49 = 09 48 = 09 50 = 14
Thymus (mg) 330 £ 73 305 £ 77 319 = 108 316 = 80
(mg%) 69 + 16 61 = 13 66 =+ 23 66 = 17
Heart (g 146 £ 0.14 1.47 = 0.08 148 = 0.16 1.50 + 0.13
(g%) 031 = 0.04 030 = 0.02 031 = 0.04 031 = 0.02
Liver ® 12.19 = 1.08 1257 £ 1.15 1258 = 1.06 1234 = 0.95
(g%) 254 = 0.12 250 = 0.08 260 = 0.12 257 £ 0.11
Splecn (mg) 861 = 85 822 £ 95 823 = 72 768 = 73
(mg%) 179 = 10 165 £ 25 171 = 12 160 = 14
Kidneys (g 3.09 = 027 330 = 0.26 323 = 029 324 = 0.37
(g%) 064 = 0.06 0.66 £ 0.05 0.67 = 0.08 0.67 = 0.08
Adrenals (mg) 662 = 90 672 = 10.6 640 = 119 629 = 134
(mg%) 138 £ 1.8 134 = 1.9 133 £+ 28 130 = 2.1
Testes (g 324 = 020 328 = 0.58 326 = 0.13 340 = 045
(g%) 068 = 0.04 066 = 0.14 0.68 = 0.06 071 = 0.11
Epididymides (mg) 1203 = 101 1194 + 16l 1177 = 73 1204 = 112
(mg%) 251 = 23 240 £ 44 244 = 11 251 = 25
Ventral prostate (mg) 723 £ 91 784 £ 192 655 = 161 723 = 210
(mg%) 151 = 21 157 £ 40 137 = 40 151 = 46
Scminal vesicles (®) 2.10 = 0.11 260 £ 0.64 2.02 £ 030 220 = 0.35
(g%) 044 = 0.04 052 = 0.14 042 = 0.08 046 = 0.06

Each valuc shows mcan + S.D.
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Table 52. Organ weights of female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 1000
Number of females 5 5
Body weight (g) 289 =+ 19 270 = 14
Brain (g) 192 + 0.05 1.89 + 0.08
(g%) 0.67 + 0.03 070 = 0.04
Pituitary (mg) 189 + 1.5 184 = 22
(mg%) 65 £ 02 68 = 0.7
Salivary glands (mg) 447 £ 44 432 + 44
(mg%) 155 + 13 160 = 10
Thyroids (mg) 195 £+ 34 176 = 29
(mg%) 68 £ 1.3 65 = 09
Thymus (mg) 315 £ 27 330 = 38
(mg%) 109 + 12 122 = 19
Heart (2) 092 = 0.06 0.87 = 0.07
(g%) 032 = 0.02 032 = 0.01
Liver (g) 739 £ 0.58 6.78 = 0.67
(g%) 255 = 0.09 250 = 0.14
Spleen (mg) 560 + 79 547 = 58
(mg%) 193 = 16 202 =+ 16
Kidneys (2 1.88 + 0.13 1.77 = 0.16
(g%) 065 = 0.03 0.65 = 0.05
Adrcnals (mg) 681 £ 50 605 = 50%
(mg%) 236 = 1.7 225 = 27
Ovarics (mg) 853 £+ 121 777 = 17.2
(mg%) 296 = 44 28.7 = 5.7
Utcrus (mg) 549 £ 170 584 = 94
(mg%) 189 + 55 216 = 28

Each valuc shows mcan = S.D.
Significantly diffcrent from the control group ($: p<0.05 by Student's t-test).
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Table 53. Organ weights of parental female rats (mating groups) on Day 5 of lactation in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate

mg/kg 0 62.5 250 1000

Number of females 12 12 11 12

Body weight (g) 298 + 22 302 = 24 305 + 12 302 + 11

Ovaries (mg) 1055 = 89 111.6 £+ 16.3 1053 + 187 109.2 + 103
(mg%) 355 = 3.7 37.0 £ 48 345 £ 59 363 £ 3.9

Uterus (mg) 626 + 72 609 =+ 77 631 + 85 653 + 72
(mg%) 210 = 23 202 =+ 21 207 + 32 217 + 24

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

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 1000
Grade N A” s o+ 2+ 3+ [N AY 2+ 2+ 3+
Findings
Heart (61 [6]
Lung (6] (6]
Mineralization, vascular wall, lateral 5 1 1 0 0 0 6 0 0 0 0 0
Trachea [6] [6]
Liver [6] [6]
Pancreas [6] [6]
Sublingual gland [6] [6]
Submandibular gland [6] [6]
Metaplasia, sublingual gland, lateral 5 1 1 0 0 0 6 0 0 0 0 0
Esophagus [6] [6]
Stomach [6] [6]
Duodenum [6] [6]
Jejunum [6] [6]
[leum [6] [6]
Peyer's patch [6] [6]
Cecum [6] [6]
Colon [6] [6]
Rectum [6] [6]
Thymus [6] [6]
Spleen [6] [6]
Mandibular lymph node [6] [6]
Mesenteric lymph node [6] [6]
Kidney [6] [6]
Cyst, lateral 5 1 1 0 0 0 5 1 1 0 0 0
Urinary bladder [6] [6]
a): No abnormality detected. (Continued)

b): Abnormality detected.

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

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

Study No. 100230
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Table 54. (Continued) Histopathological findings in male rats on termination of administration period in combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group

Control

polyoxyethylene sorbitan trioleate

mg/kg

0

1000

Grade

Ny oA o+ 4

N AY o+ 4+ 2+ 3+

Findings
Testis
Epididymis
Granuloma, spermatic, lateral
Ventral prostate
Cellular infiltration
Seminal vesicle
Coagulating gland
Pituitary
Cyst
Adrenal
Thyroid
Parathyroid
Cerebrum
Cerebellum
Pons
Spinal cord
Sciatic nerve
Eyeball
Harderian gland
Sternal bone
Femoral bone
Sternal bone marrow
Femoral bone marrow
Muscle (rectus femoris)
Mammary gland
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a): No abnormality detected.
b): Abnormality detected.

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

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3-+: marked.

Study No. 100230
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Table 55. Histopathological findings in female rats on termination of administration period in combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group

Control

polyoxyethylene sorbitan trioleate

mg/kg

0

1000

Grade

Ny oA o+ 4

2+

3+

N AY o+ 4+ 2+ 3+

Findings
Heart
Lung
Trachea
Liver
Pancreas
Sublingual gland
Submandibular gland
Esophagus
Stomach
Duodenum
Jejunum
Mineralization, aggregated lymph nodule
[leum
Peyer's patch
Cecum
Colon
Rectum
Thymus
Spleen
Mandibular lymph node
Mesenteric lymph node
Kidney
Cyst, lateral
Urinary bladder
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a): No abnormality detected.
b): Abnormality detected.

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

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

(Continued)

Study No. 100230
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Table 55. (Continued) Histopathological findings in female rats on termination of administration period in combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group

Control

polyoxyethylene sorbitan trioleate

mg/kg

0

1000

Grade

Ny oA o+ 4

2+

3+

N AY o+ 4+ 2+ 3+

Findings
Ovary
Uterus
Vagina
Pituitary
Adrenal
Thyroid
Ectopic, thymic tissue
Parathyroid
Cerebrum
Cerebellum
Pons
Spinal cord
Sciatic nerve
Eyeball
Harderian gland
Sternal bone
Femoral bone
Sternal bone marrow
Femoral bone marrow
Muscle (rectus femoris)
Mammary gland
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a): No abnormality detected.
b): Abnormality detected.

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

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3-+: marked.

Study No. 100230
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Table 56. Histopathological findings in parental female rats (mating groups) on Day 5 of lactation in combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group

Control

polyoxyethylene sorbitan trioleate

mg/kg

1000

Grade

Ny oA o+ 4

2+

3+

N AY o+ 4+ 2+ 3+

Findings
Ovary
Uterus
Vagina
Mammary gland

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

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

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

Study No. 100230
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Table 57. Reproductive perfomance of parental male and female rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Number of estrous cases before pairing (14 days)
(Mean £ S.D.) 34 £+ 05 33 £ 05 36 + 05 33 £ 05
Number of pairs 12 12 12 12
Number of pairs with successful copulation 12 12 11 12
Copulation index (%) * 100.0 100.0 91.7 100.0
Number of conceiving days
Mean = S.D. 24 £ 1.2 23 £ 13 2.1 = 08 (1) 38 + 3.1
Conceiving days 1-5 12 12 11 11
Conceiving days =6 0 0 0 1
Number of pregnant females 12 12 11 12
Fertility index (%) * 100.0 100.0 100.0 100.0

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

b): (Number of pregnant females/number of pairs with successful copulation)=100.

Figures in parentheses indicate number of females.
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Table 58. Observation of pups in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of dams 12 12 11 12
Length of gestation (days) 223 + 0.5 221 + 0.3 222 + 04 220 + 0.0
Pregnancy days =21 0 0 0 0
Pregnancy days = 22 8 11 9 12
Pregnancy days > 23 4 1 2 0
Corpora lutea 153 = 1.3 155 = 1.4 145 + 1.8 162 + 1.6
Implantation scars 142 = 1.5 141 = 1.6 13.8 + 1.8 144 + 1.2
Implantation index (%) ¥ 923 + 58 91.0 + 79 951 + 45 89.6 + 72
Gestation index (%) ” 100.0 100.0 100.0 100.0
Pups born 133 =+ 2.5 13.0 + 1.3 13.5 + 1.5 13.7 =+ 1.1
Stillbirths 02 + 0.4 0.1 + 0.3 0.0 + 0.0 0.1 = 0.3
Live pups born 132 = 28 129 =+ 1.3 135 + 1.5 136 =+ 1.2
Sex ratio at birth © .31 = 0.58 1.16 £ 0.62 .17 £ 0.60 1.31 £ 047
(Total malc/total femalc) 84/74 78/77 75/73 89/74
Delivery index (%) ¥ 941 + 142 927 + 6.6 977 + 43 950 + 5.8
Birth index (%) 929 + 164 921 £+ 69 977 £ 43 943 + 56
Live birth index (%) ? 982 = 45 994 + 22 100.0 = 0.0 993 + 24
Live pups on Day 4 of lactation 128 = 2.8 126 = 1.4 133 + 1.3 133 =+ 12
Sex ratio on Day 4 of lactation o 127 £+ 0.56 1.18 + 0.64 1.19 + 0.64 132 + 048
(Total male/total female) 81/73 76/75 74/72 87/72
Viability index (%) ¥ 975 + 38 974 + 39 088 + 2.7 977 + 45
External abnormalities (%) " 0.0 = 0.0 0.0 = 0.0 0.0 + 0.0 00 = 0.0

Each valuc shows mcan £ S.D. per dam.
a): (Number of implantation scars/numbcr of corpora lutca)x100.

¢): Number of malc pups/number of fcmale pups.

¢): (Number of live pups born/number of implantation scars)*100.
g): (Number of live pups on Day 4 of lactation/numbecr of live pups born)x100.

b): (Number of dams having live pups/number of pregnant dams)x100.
d): (Numbcr of pups born/number of implantation scars)x100.

f): (Number of live pups born/number of pups born)*100.
h): (Number of pups with cxternal abnormalitics/number of live pups)x100.
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Table 59. Delivery conditions and nursing conditions of dams in combincd repeated dosc toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

Group mg/kg |Numbecr of dams and Dclivery Nursing conditions
delivery conditions/nursing conditions conditions Days of lactation

0 1 2 3 4
Control 0 Number of dams 12 12 12 12 12 12
Normal 12 12 12 12 12 12
polyoxyethylene 62.5 [Number of dams 12 12 12 12 12 12
sorbitan triolcatc Normal 12 12 12 12 12 12
250  [Number of dams 11 11 11 11 11 11
Normal 11 11 11 11 11 11
1000  |Number of dams 12 12 12 12 12 12
Normal 12 12 12 12 12 12
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Table 60. General clinical signs in pups in combincd repeated dosc toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group mg/kg [Number of punps Days of lactation
and general clinical signs 0 1 2 3 4
Control 0  |Number of pups 160 158 157 155 154
Normal 157 157 155 154 154
Trauma 1 0 0 0 0
Death 2 1 2 1 0
polyoxycthylene 62.5 |Numbcr of pups 156 155 154 152 152
sorbitan trioleate Normal 154 153 151 151 150
Trauma 1 1 1 1 1
Death 1 1 2 0 1
250  |Number of pups 148 148 147 146 146
Normal 148 147 146 146 146
Death 0 1 1 0 0
1000 |Number of pups 164 163 162 161 159
Normal 163 162 161 159 159
Death 1 1 1 2 0
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Table 61. Body weights of pups in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

91

Group Control polyoxyethylene sorbitan trioleate
mg/kg 0 62.5 250 1000
Number of dams 12 12 11 12
Male weight
Days of lactation
0 7.0 £ 06 66 £ 04 68 £ 04 65 + 03*
4 112 + 14 1.0 £ 1.1 109 £ 0.9 105 £ 0.9
Female weight
Days of lactation
0 66 £ 05 64 = 0.6 6.6 £+ 04 63 =+ 03
4 103 + 14 103 £ 1.1 104 £ 0.8 101 £ 0.9
Mean pup weight
Days of lactation
0 68 £ 0.5 65 =+ 05 67 £ 04 64 £ 03
4 108 + 14 107 £ 1.1 106 £ 0.9 103 £ 09
Litter weight
Days of lactation
0 889 £ 156 837 = 8.1 90.5 = 11.7 873 £ 7.9
4 1357 + 21.1 1335 = 113 141.8 £ 21.7 136.9 + 145

Each valuc shows mcan (g) = S.D. per dam.
Significantly different from the control group (*: p<0.05 by Dunnctt's test).
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Table 62. Gross necropsy findings in stillbirths and dead pups in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Group Control polyoxyethylene sorbitan trioleate

mg/kg 0 62. 250 1000
Number of stillbirths 0 1 0 1
Normal - 1 - 1
Number of dead pups 0 0 1 1
Normal - - 1 1
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Table 63. Gross necropsy findings in pups in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration

Study No. 100230

Group Control polyoxyethylene sorbitan trioleate

mg/kg 0 62.5 250 1000

Number of dams 12 12 11 12
Number of male pups 81 76 74 87
Normal 81 76 74 87

Number of dams 12 12 11 12
Number of female pups 73 75 72 72
Normal 73 75 72 72
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Fig. 1. Chemical structure of polyoxyethylene sorbitan trioleate.



991

Study No. 100230

-O- Control group
-1 polyoxyethylene sorbitan trioleate group at 62.5 mg/kg
600 = -/ polyoxyethylene sorbitan trioleate group at 250 mg/kg

=/ polyoxyethylene sorbitan trioleate group at 1000 mg/kg
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Fig. 2. Body weights of male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration.
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Study No. 100230

-O- Control group

I polyoxyethylene sorbitan trioleate group at 62.5 mg/kg

400 = —/% polyoxyethylene sorbitan trioleate group at 250 mg/kg
=/ polyoxyethylene sorbitan trioleate group at 1000 mg/kg
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Fig. 3. Body weights of female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration.



891

Study No. 100230

-O- Control group

-1 polyoxyethylene sorbitan trioleate group at 62.5 mg/kg
500 . .
-/~ polyoxyethylene sorbitan trioleate group at 250 mg/kg

=/ polyoxyethylene sorbitan trioleate group at 1000 mg/kg

400
300 g

200

Body weight (g)

A\

- Administration period .
I I l [ 1 1 I [ 1 I

1 4 8 11 15 0 7 14 20 0 4

Days of administration Days of pregnancy Days of lactation

Fig. 4. Body weights of parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration.
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-O~ Control group
-1 polyoxyethylene sorbitan trioleate group at 62.5 mg/kg

40 -
-/ polyoxyethylene sorbitan trioleate group at 250 mg/kg
=/ polyoxyethylene sorbitan trioleate group at 1000 mg/kg
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Fig. 5. Food consumption in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration.



0L1

Food consumption (g/day)

40

30

20

10

Study No. 100230

-O~ Control group

-1 polyoxyethylene sorbitan trioleate group at 62.5 mg/kg
-/ polyoxyethylene sorbitan trioleate group at 250 mg/kg
-/ polyoxyethylene sorbitan trioleate group at 1000 mg/kg

Administration period -

5 9 12 16 19 23 26 2 5 9 12

Days of administration Days of recovery

Fig. 6. Food consumption in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration.
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-O- Control group

-1 polyoxyethylene sorbitan trioleate group at 62.5 mg/kg
-/~ polyoxyethylene sorbitan trioleate group at 250 mg/kg
=/ polyoxyethylene sorbitan trioleate group at 1000 mg/kg

:

Food consumption (g/day)

10
- Administration period o
0 ] ] I I L ] 1 | L
2 5 9 12 2 9 16 20 2
Days of administration Days of pregnancy Days of lactation

Fig. 7. Food consumption in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration.
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-O~ Control group
-1 polyoxyethylene sorbitan trioleate group at 62.5 mg/kg

50
-/ polyoxyethylene sorbitan trioleate group at 250 mg/kg
=/ polyoxyethylene sorbitan trioleate group at 1000 mg/kg
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Fig. 8. Water consumption in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration.
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Study No. 100230

-O~ Control group

-1 polyoxyethylene sorbitan trioleate group at 62.5 mg/kg

[ -/ polyoxyethylene sorbitan trioleate group at 250 mg/kg
=/ polyoxyethylene sorbitan trioleate group at 1000 mg/kg
- Administration period -
] l ] ] ] ] l I ] ] I
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Days of administration Days of recovery

Fig. 9. Water consumption in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration.
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-O- Control group
-1 polyoxyethylene sorbitan trioleate group at 62.5 mg/kg

60
-/~ polyoxyethylene sorbitan trioleate group at 250 mg/kg
=/ polyoxyethylene sorbitan trioleate group at 1000 mg/kg
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Fig. 10. Water consumption in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration.
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Study No. 100230

-O- Control group Female

-1 polyoxyethylene sorbitan trioleate group at 62.5 mg/kg
-/ polyoxyethylene sorbitan trioleate group at 250 mg/kg
- polyoxyethylene sorbitan trioleate group at 1000 mg/kg

—

Days of lactation Days of lactation

Fig. 11. Body weights of pups in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of polyoxyethylene sorbitan trioleate by oral administration.
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