200741 B 23 H

YILERVEIFVBRTFHA/I7T—FDSy FEEWLS
FEEgENEssE - SERESHHFAEER

BEEHBEERRMLREFEEEHR
{LFEMELZEHNRE &t

M EIEA AR E SR S
REF R



BR

B oo e 1
1. RGP L ORI v e 1
O ZEBEFEAETEME v e 1
B MEVEHEE et 2

= D 3

b - < 6
1. BEBRMIEE e 6
O BN L OB JFHE - oo e 7
I o 10 7 T -« P 8
4. BEBOEEB L UG JFHR - v 9
5. BERES LU v v oo e 10
I A -1 1 S 15

SRR oo v vt e 17
1. AR SR L O EEESRER: - orrrer e 17
1) R - v e 17
2 BEMMZEREIRILER o v 17
B) BBEREARTE « oot 17
I T - 17
eI 52158 - T 17
6 ) HLIREERRTS oo v v v v r o r e e e 17
T HLURAEAGSERRTE - o vv e eoe et 18
8) JRIBEEBRES -+ oot 18
O FEBHBEAETEME - v e e 20
1) MBS L UATERREEE <o v v v 20



D) AVHES KU BT EL v v rmr ot 20
BY) BEEBIS L UEEIREL - v vt 21
A) HEAEURFIT B oo ovm e oe om o et e e e e 9

BB e 29
1. REREERISITOEIEME o oror oo 29
O HEREREAETEME e 24
3423 B S P 24

BEFENCHR e e e 25

Figures 1~6

Tables 1~33



£33

INEEE AT AT R T — b (LT, SMO S EERD) . MEEMII ST IREREIC
XHEELrOEESE, HEPOAH - BARBLUHEROEFTCRIESTHELRIT 212D
.0 (EERER, EHEAA) . 40, 200 33 L T 1000 mg/kg ¢ SMO % #f# D Sprague-Dawley (SD)
FT o b (FLREE CRERORS L, REZEMBIC2EMEZBEL LTRESE,
BESRECHARE T 2 BRI B ICHR L, MIIRE#., BRSNS T CREHIIMES A, I©
ARIHEE 4 RICHB L, MELDL, ZThoo8~OREITHIBEOR R £ TR I,
F. 0B LT 1000 mg/kg ERHOHES 5 ILB I UMDY T 71 M (0 B LT 1000 mg/ke.
£ 500 X422 AMKRELI-#, 4 BRRES Y THBELEZ, TORRTUTICEH L,

1. KE®RSHER L OEEE
HEWNTNOREBCIBWTHRECEHTYH 5 WITEESITEEZ I d ok, BD 1000
mg/kg WEH TIIRERTROMBELEREICBWNT, 7 X7 BEOBD MR, 200 ng/ke
P EOBRERTRETNT I VIREOHWABED bR, ZOBLITEITH TS EBRNE
HHEAANTHLIENL. HRVERSICLZIEZEETIIRWERB L, 2k, 2 BROEEH
METHROMBRELERETII. WTHOREERICEW T OB L 1000 ng/kg 5B L O
MlicZidBE s b ole, HOMBAMFRE TIE, REETRICKEEE L R58# & ORI
ZBO LR Do TN, BEEMER O 1000 mg/kg WEBHTT ALY 7+ A7 7 F—EEHED
ERAPBOLNTZ, LrL, TOEIENCEHRNEBEHANTH -7,

T oM, HRECRBIT SEERE. REHERLOOWEERE, IEFRE. #EEEBLURE
BERBEOKRC. HRPERSIZLAFEBEIR D O o7,

2. EEREATME
FERDERE LY, HRAYMCRE L RTBHDEIRD LN, KBE, ZIHRICHBRWER
HoOZEBIRD O oTe, £, RO LHENARETHEL | ERARM I BEE L &
ERLOMIABZEIRO Mo, SHERESH L VIIHERERNTR TH S LHIrSh
T-EVDDS 40 mg/keg |ERET 3 FIRRYD HAL/AS, 200 mg/kg L EDBRERFIT XA LB -T2,
WEHR T OBBO—RBICLEFT IR D onebh o,
HAERO--BRKEBICHEERRD LT, RoLEFHIILEBRMERSOEZIIRD LA
1



Dofr, Fio, STHBEEL SMOBREREL ORI T, WERAEB LI OMEICEIRD Lo
7z, 1000 mg/kg | EM THRMOHAR 1 HlICREKENRRBD b, BABEITIAEEELR
HHNT, TOMOAFERBLUWE 4 B OHBRBOBBEECIX, BERYERSICERL
TebEBZDLNDZREIXRDOONEN-T, EECR TR, WTFhOoBWICLEREFEIIBEESN

o,

3. EIERE

U EORREIY, KRBEHT TOSMO DEEHBIZUTO®EY LTSN,

REREGFEHICEL T, @ bW TLOBEERICBV THHRYEREICL A2
EEZOLNDEMPBD NN -T2 &5 1000 mg/ke/day L HEFIN D,

o, MEOARBARBEROCICHARICE LTI, WiiLo SMo 58IV TEH SMo
BEGICER L ZEEXRBD b2 L b, 1000 mg/kg/day & HIBr S 3,



BB

INEERFTET T — Mk, BEALEA. FELBIOCEERSERE LTHNY
ENBILEME THD Y, 4 E L ECD BETFLEME R SERRECFEIBHFTEO—RLE LT,
INERERIFIETH )T rOREEERBOEE LB/ DI, Ty PEHAVIRER
S5&BME - AMFEBEEFEABRZITV., HBBCTIRERSOESE LT OREN. &2
BEONCHEROETFNE, RERBLUEREEDAMBAICRETEEBIC OV THRFLZOTH

1D,



MM EFR

1. ®BRYE
WRPEL L THWEI VYR E ) 47850 77— h (LT, SMO SHEEE) DRI EL
TowY ThH b,
EF4 INE BT )FTET T )T —h
R4 Sorbitan, monooctadecanoate
CAS No. 1338-41-6
55 F 3 CaHi605
FFE 430.62
MEALFHMEE PR IKEBWE ARSI
@iri:  53.6°
B BAENLDOT —ZL
LRE:  BAENLOT 470
SERECEALNLDT — &L
EIE: BAENLODT —&21
el 7.3
VFAARA :151.1
WRREME:. Taa— WEBRE, Moo s iEm i
K, TR BRICAREE
o)
mho—g—Cmehh4m3
HO"IH(|3\/O\
H
HO “ron
AR, MHEEA L7 SHO RV, BB

WIS (ERHEREAR (2005 2H 100), HBRWESHEESTRICBWIERALTE

RTRE L, AEBRYWEICHET SR TORBRKETHRD 200683 A 14 B, BHLI-HBEWE
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WOWTHBEHERB T THEEORERRZITV., RBHRFOLEMELHER L,
WRWEAD 5 g I IHREMWEZEARFEIRE L, BREIETRHBETITRA L,

2. EREMB X UEETLE

8 R D Sprague-Dawley (SD) & [Cr1:CD(SD), SPF] OMfHET » b &, BERF v —/L R - YN
—HARMEARET L Z - LBAL SEFRE~OHLLBREZFNTATRBEZEZD T 14
HREIFHREAE Lic, BFE - SRS, 20 —BRREBL2BE L. AR, RERKRTH AFE
13 ) BROHEST R (AWE 14 A)ICEEZAE L, £/, EFOREBEAREA D
HHEBEL, BEXRTHICHMESFIOREZERBELEE L, ZOMR. &E - Bl by
b, D 1L (AREIWMES:93) THEBEREABEOMIIXKE (NEHL) SBDLIEED
FREOOERS LT, Fo, BoT T, A, BEKT BOFMRERBIER L UHS T
B (EHBETH) OREZEB L, b, Bl 4 AEAGSEAATICL VBETE 22
ol 9 L (ATEMMES - # 9, 10, 11, 13, 23, 35, 75, 77, 89) BLUHBEKTH®
FMERBAEIZRB T, RISICHESR O LILE 2 8 (AWEIWES : 140, 88) LB
TORRNOERN LTz, 610, BT ROHEREEZ S LIZEED LR KT T 2RV
i AENBCEEAHNECLIVES T L, BEFOERIIHES L 10 /B TH- 2,
B, DT Lo TRBRREI LRI SN 2E) (HE9 DT, ME35T) D5 B, HE9 ILis KO
20 BiXFEBAERAICER L, 5 IREMEYET=7 J 7t L,

A BV DR % TEIZER T,

BMATIH : 200546 H 1 H

A fir DC %k . ik 57 T M 93 T

ATFRFARTE - M 252.8~285.1 g () 267.4 g), M 160.0~189.3g (FH#J 176. Tg)
BESK THERE : 331.7~415.8 g (FEH 375.1 g). M 204. 2~264. 8g () 224. 9g)

MR I EBHORICT =V b2V TANEWES 2L, BREMBPIREATyr— 20
ARBRESBLOAFEMESEZTALILEY I — F2#H, Bo0REIBEILICAOERSH
M — FICRBRES, OVESBIUOANBNES LALLM — FE8T7=, 2B, H
A IR OEEBRINIIT bR o T,

2RAEHMEEL., P52 EBREMK T, — (220 wx270 dx190 h mm) I L [TF> (XA
BEiZ 2 L 4 —) IEL, HEIBE 21.0 ~25.0°C, FAEE 40.0~75. 0%, BKEHH 15
M,/ Wi, FRER 12 BRfE (7 R ~19 BFAUT) ICHlfl S = ME=E (7T 5XE) T, BB (CE-2,
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HAEZ L7 HAESE) BIOkEA (EHFTAERGEA ZEHCEBRIETHEE L, HiF
4B (BERHPDWVITEFRREBA=EK0H) UBROREWIX, Sy NAT 7 RAF v 7 REH
— < (350 wX400 dX180 h mm) [ZINEL., WE4H (WE 0 H=4%¥H) £TELTRF
vf(&N“fU_V\BKIXiwv—%ﬁ%&)%%%&Lfﬁﬁbfﬁﬁbko&%\
RAEHMT, AEEOREEOEAE L. T Eh 22.0~24.5C, 55.0~65.5%Th o/, =
Te, BHE LB, KB L UORBICITRRICZELZ R TR0 H 5 BABITBD b2 o
7os

3. BEBREORE

WHEMELEFE L TEETHIEHAKEMZ, 20 w/vHICFAR Lz, X 52 20 w/vEEK %
HETBERAERL 4BIC0.8w/viEREFHH L, RERFORBIIARIIT- 7, BEE
LHBRMEREIIUTO®ED Th D,

5 & (ng/kg) B (w/vh)
40 0.8
200 4
1000 20

ARBRIZESLD, ARBHEOZEREL L UCREEORTFEZERT 2 -DICHIEEORN &
fTofc, RERMEL WIHETHEMETIBERFELNZVI LG, 6C ZHEICOVTHR
MUERR., AERDEOBMEYX T OEEMRRF LR CHERNE TS Z L IRAETH- I,
FIT, AEBRDEET O, MKSRDAE L%, SR 0a LTV 5 I5HBRMAe 2z
THRETERMEERER T L& Lic, BT LEEREIIWBRME L — 8, {bFaicimi
DRRMET A, HRPHOEBEBEZIOWTORENEZ#RB T2 Rz, %
BMEOEEHRBRITER Loz, B L-HIEIEIX Appendix ¢ D&Y TH D,

ZAEREOCHEBREOZTEB IUH—MHICH VTR, BEMMBICETILRELE, FORBERE,
20 33 X UV 4%IR EE D AR R D & B ITFBUR RIREE D 92. 6~113%, 3 [8] O B E O ¥ — 13 93. 2
~107% T YV FHEFBMNIZH - 7= (Appendices A, B), LA*L. 0. 8%REFAERMEO ST EIIH
BIERIRE D 90. 1~122% (Appendix A). B —4EiX 87. 9~119% (Appendix B) L3 EHEBHS %2R
Lz, BH, Fi-flflRECEES LU —HIc>WTHRELE, ZORE. WTho
BEOFRUBKOESEITFBITEE D 90.8~117%, ¥ —MIX 95. 5~109%TH 0 HEFH N
IZ% o7 (Appendices C, D), Z5 LB RDH &, BEHIHEA (2005 £ 6 H 15 H) (-
LEEREORBEBEOERB IO —MHERE L, WTHhOBREOHEKE BV TLS



BIITRMAREED 88, 1~112% CHREHFE D 85. 0~ 115%EENE R L, 72, 20 B LUV 4%
BRERUNBREAD 3 EOBEMOH X 97. 5~102% DR EGIAN T - 722 (Appendix E) .
0.8% M EFBBAE DO — it 88.8~ 11 L HEMBATH S5 90.0~110%D 5 Th - /-
(Appendix F), FHREBREHIEB W THREERERITFED o TRV MNEREICHICRIER R
WZEhSH, BREOHIBERTHD ERBESh, £, BE LERERENTHY ., B—
MR ERES &R L7 0. ShREEHRBA DL S &1 99. 2 CTHEDCEITIEEIL TV 5
LIHABRIIMERSGTHY . AP 5 LHMOBRSEICERNHDZ 2L, KEBROFMICE
BErRETELER2VERHRBL, BIEELEMA L,

4. BEEORERBLOCHREFE

FEFPWEORER OBREFMNE - EEBEELHFE THRAR RBRFIEES : R-04-004) @
REMSRE L, AL, #HIET » M2 500, 1000 38 L T8 2000 mg/keg @ SMO ZFEERE 14 B A5
A% 4 PETCRERORS LHER BRSHH 13-14 BfA), WThoREFHIZBHNTH, &
B O—IREE. OB L UWEREBIZSHOBREOEEIRD bhihrolk, MRMEOKE
HERE 1L MO B IR B BE L et IRBEIIRARICHERS L7225, 2000 mg/keg B GHED 3% 0~4 ADKE
WA B A BBEE & BB LT L7z, 1000 mg/kg 38 KT 500 mg/kg 5 RE DU E MR 16 BB
LEBETH o7, £, RIZIEARFRITEEINT., B 01D 4 AORDEFE, KE,
HELIZRBOTCHEERRBDO LN 00, FRRIEBIT2HHERORSEL A R
TA L REBOMEETH D 1000 mg/kg ICREL. AT, 25 TRLTHTHES 200 meg/ke.
{EHE% 40 ng/kg WIRE LT,

B~ 5T, HTIIREM 2EM OHEE 2EMOZEMNMEZBCHRATAICES ST
OEE 42 B, MEEZREHT 2 B, RBRE TOREYH., SEHMBIUWME 4B T, = HiE
HEHYT T4 MEOMITERE 42 A, FhEhEE 1H, 11 B~4F8 57y VAES
FROWTCHRHBICEORE L,

EHOBREWME., BEE. BE. BREFEBILICEHHPESIIUTOHEY TH D,



it2 kEME REE RE KREEEx BmES

(mg/kg)  (w/v%h)  (mL/kg) i3 i
1 HEFAAK () 0 0 5 MX01001~012%% FB01001~012
2 SMO 40 0.8 5 MX02001~012  FB02001~012
3 SMO 200 4 5 MX03001~012  FB03001~012
4 SMO 1000 20 5 MX04001~012%* FB04001~012
5 (¥774MEE)  HESTRK (S 0 0 5 — FB05001~005
6 (V5741 MF) SMO 1000 20 5 — FR06001~005

*: MEREE L ERORREDOEKREL S LICEENOBREREXEH L /-,
** : MXO1008~MX01012, MX04008~MX04012 25 T# 2 BEAOEEHR 2R 1T -,

5. BEBIUKRE

1) —REOBE

2O\ T, FMEHAMP B LOEESFAFIIER 1B, R5HBAPRES&OER 2 H
;L
2) FEMTEREEE
HEDFMERBEDZ, MEKTH (EAFTEWHESR), &5 7. 14, 21, 28, 35 BL 42
HZATV, & HIZEERBRBMIIEE 7B IO 14 BiciTo 7o, HOFERMARERBEIT, BEk
TH (EAFSHGR). &5 7. 14, 21, 28, 35 BL 42 RICITV., BRBEASHFTTH-
FHIIHE ORI, TOMOSHEAIIHE AL 4 AOMIC 1 EBEL, &bz, ¥5 54
FEREREE 7R LU 14 RiIZ To 7, FEMZERBET ISR 8 40 ~15 K47 SORIC A2 T Y
YITHECIVER L, BT B L TORE (KA. B%. BREES. £F, B OEE)
E{Tofctk., F— VPRV HTRICAREZBEL MVEBELE X, HW-H &, LB, KiE.
B, B, FITRAEIE, MR, RERZEH. BEAL. W) . XA L TOTBOEEELEE
(5 - (R, TEITE. HO5< HV, BE, FRRG, H1T. BRITE. #10701T8. K.
e, sk, RE) L,
3) BiEmA

FETIT, &5 42 B OFMDERBEICS i x. SHOBWEFOFE 5 B L UEEHE
TS BERS L UOEAER O 5B, . B 14 A OFMARERBERZ I, £Fic-
WA 2R Lic, BT, SRAIEME 4 BCRSHRNEE LS oBnE SN
BENWSLERE L, V774 FEETIE, £5 42 AB X UNEIE 14 B O Fh FEEM R RE
BT s, 2PIOBEREY ER L, BEREIXI Y 7 = VRIS, BALRS .. B Er,
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BARRUR, BERSHALKE, IRig (BRE) K4, EMRHOFELBLE LI,
4) EHE

BRI UV T 74 MEXEFIZONT, &5 1 (REREHE), 7. 14, 21, 28, 35 B KTV 42
H.BEL TBXU 148, HA (BEEESBARBIVCHEE 1 B) KFEEZAE L, X2
DHERIND ETOMEE, %5 1.7, 14, 21 B L0V 28 B, ZREBRIIEER 0 GZRERH).
7. 4RIV B, SHEZEHEO (DA BLO4BRLCIEHR CEREEZHE L,
723, FABREVD IR 26 AFEY HICKEZME Lz,

5) EEERERE

BB LXMDY T 7 4 FERXEFICONT, &5 1~2, 7T~8, 14~15, 29~30, 356~36 B &
M41~42 H, BIfE 6~7T B L 13~14 HICBIE LT, REPHER SN DL Totfx, &E 1~
2, T~8B XN 14~15 B, ZZRHERK OHEITEIR 0~1, 7~8, 14~15 B LT 20~21 H, ik
BiIXHEI~4 BCThEhEBHELRIE L,

6) R '

Y774 PERZRCHERFNIOWT, B UATE £ TOMAHBE I T, &5
LI, BBAATEARZEAERL, S9HOMBEREZRE/EREINL T THEAREZBE L,
YERBIIREY, BETHBSLORBERILELSICSE L, ZhbonRic&ESEERoRE
4 BHBNE5 AMIBTERZERT20DOEFETNENOEHIC, TN R ERMICHE
L,

7) B

REIE. 7774 P HRCH#ESZ 2 BiikS5% (515 R0) o 12#8&0r6, RES
BT HET, 2EMEZREL LTRBNOMR1: 1 CHEAREBES®2ZLICLV{Tok, 52
EOWRIL, BRAATOPORBTOFEED L WVITEBREHER TS Z LICX0ITn, Wi
ERINAEEFEORLBELTCHENSSBEL. EICHET L,

REFEND, HEREMRAA»ORZERFRETOREB LI OEoRIZER Li-REHD
E#. HHORREE (KRB REEBME) X100, %] BLUOFEICERESHERINE
B R IEREY & UCERE ((MRBDER - ZESYHE) X100, %) #BHL,

8) it - ERBOBE

FHLOZRB LI BRAORSETHE S, S OmsEL, k21 A2 590
DHERBSNDETHEATY, FE Il X TRGERZT LIEFAIZOWT, FOBE2HEOOA L
Lz, SDRREBLZ EREECE AR EOFELWEMICEE L, EEBRETER oM
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oA O—RRES L OERORE» L BEOFEL M L,

S58 L7c 25 ORI (TR0 A1 o5 BB ETORE) 2R, FHOMESR ((£RH
PEEMER /TR BN ER) X100, %) ZEH LA, £/, WE 1AL ER, WHERELBEZL. W
H 5 A OFRFFCBIE L EREE X OERFEEED b F R [ GE R B/ IR B A X100.%)
PEELE,

9) F HEROHEE

HOHICATREB LR B2 MEDICHE L TEIB L UAETHORELBEL .,
Sywese ((BERS/BPRER) X100, %), AWHESE ((HEERK/EHREL) X100, %) BX
CHAEE ((HEARKR/ERE) X100, %) #HH L, WE 1~4 BETER, —RKRKELE
2L, ARFKEFCREPHEN I L, FEREFE (ME4B0ERE/WE 0 BDOAR
¥) X100, %) EEH LA, AFECONTIE, MBEORBIC4 BICEIOEEZRMEL, &
BE L ICHERER O EHMEEZ BN DL L hic, WE 0B LU 4 BITRIT D (HEAERE/ME
RHI X100, %] EEHLZ,
10) #FE L OEM

HEDRE#& TRFIREIIIR G 42 BORBHIC, RIEGZEHIIEE 16 HIZHB L, £, #
DSGEFIEHE 4 BORHIC, 4774 FEHIEE 15 BICHEH L, Bk, ROBREILIER
26 HARY A o@s Uiz, 2V L AESIAT 18~24 BB I ¥, v 2\ rvEeEZ—n
F b U U ABRER T CHRLEED 5 WM %I B S CHRFI L. ikERE, miks(l
ERAEBIUOWEERAEYER L, B, B0, BHEAHRLLUTOFIE (O~Q)
TITV, HED KR G# TRHIR TS FHOEME S HE V5, BIE 15 Bz 23K L6
TEMEZITV, £, HORGHK MEFHIE TIL, Q8FIZOWTHE 4 HICRSHBSaEL
FEBOBMELSDEVSH, V74 PREEFITELEIT 7,

OmEFHaERAEL (FERF : 78T Y T8)
@K FERBTHEEM (FrEEEH - EDTA-2K)
@Mk LEREREL BUEBF . ~U )

HAERD S B, RTRIBFERETHONCHBRL., 0. 1M EBRESE 10%K L~ Y L EKICE
FLTRELE, £FREEH2WE 4 Ao —T VRAIC L OV EFESETH L, A
REPBEINICECRBNTH, 00 ) CEEE 10%F )< ) VERICEE LTRE Lz,
11) MEFRE

FREAE L/ rBr b U a2 HVCTERLAZLRE»S ML SBEL T, 72 by
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EURRBICEERS PR TS AFUORRAZAEL., TOMOEHIIRERMASE LT

EDTA-2K Z# AW TER LMK TEIE L, 2B, SMFICREOME E U CHIkMBHEAR

(Wright-Giemsa ¥ufd) Z{EM L7-0, BIBOVER - OFER Uiihot-, 7. ¥

RIRMBRHE LI DN T HERISER LY, ROERAROREBECBWIERRBEOREN TR X

Npolel b, BEIIER Lo T,

HA BIEE EEls T
FRImER%E (RBC) BRERNE 1 7% B Bh5r i B

HMmEkE (WBC)

B LBk 5538

meEFRE (Hb)
EHIR i Bk AR (MCV)

AN %

~< bz Vv ME (Ht)
R L K i 65,38 & (MCH)
I #)7% M ER €4 58 {8 B (MCHC)
7 nboye  VEERE (PT)

EMEE Sy bV 7" FAFVEERE] (APTT)

Ju—%A bR Y —-

L— = AL/

R IR

= I

O EE i
ERIEH S

I

o= e
=1

=+ (RBC XMCV X 0. 001)
=4 (Hb X 1000/RBC)

HE (HbX100/Ht)
SeEELRE

7 _E

CELL-DYN3500 (7% ¢})
BN

[
@ L
Eis
Wk

£ B B i B E R E
CA-1000 (A R v T R)
[pN

13



12) KA e
AR O MEFREOEOOBRMIZF k&, FIEEAILE LT~ U E2RAWTEHER L-MK
NHMEEE DL T, MTOHEBIZ DWW THRELE,

HH BE £ R

RERRE ET by Mk A{F BB EEE COBAS MIRA
plus (0ya-¥ 470 JAF494R)

T IV IR BCG ¥ [ Lk

Faavarun- i pg aVAFu-bA¥v4 %" -HDAOS ¥ El

VARICEYS 313 ~¥)%F-2" - G-6-PDH ¥ EfS

REEREE Oy7—t" -G1DH i Mk

IWWIFo R Jaffeé & il =

TVEV7x2774-% (ALP) #E#E  GSCC ¥& B

TAN ¥ VEETI NIy AT2 =Y TFCC ¥ Al -

(AST (GOT)) &%

TI=sT73) VIV AT 2T Eill= il

(ALT (GPT)){E+ME

v =MV AN 7T FET T Rk 7k

(v —GTP) B

SEARASZIN-J: 3 GPO-HDAOS BN

(VI AEE)

) R R )77 VB E BERE il

S TS - 3 [ PR El=

VLAY -3 0CPC ik [k

A/G Er FHE

VAR i {4V B RE 4 B B EEARE 5 rk @& EAOS
(A TV FF4—)

Y ONENE V35 i s

WEAVBE EN L

RIEQHEEB® > B, FRIELZER L7 AIEMT -V Tl appendix FIZFEH L7,

13) FEERPRE

O MRS

2FlEHRL. B - SBRORBHBEETok, ML bICMRERER IO REE (S
BREZFERL B0, OF, BR, TR, B EE 8%, BREBIUCBRLE0EER
(XE8) ZEFEL, LEEE BAEE) 2EHNLE, £, RESALOC2BOM, T
Tk, B, O JE. M (KREXZET) . TR, B, PR, B 8%, FRE.

+ . ZB. . 5B, /B, ER, BRELE, AIREE. BEREY S0BE,
BREL. TE. OBE. BB, TEY U, BRI CE, LR, KBRER X UE RS R
L., RTFE LR, BiZ 0. IM U B 10%45R L~ VIR CTHEABEL CALERLE, TEIX
ERBER A, DRBIOIEIIREBEBE T CHERART R, BRLZEE - o)
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LURBREZLCICHER BRI 7 ViR (BREMRET 0. IM Y VBB 105KV~ Y VK% )
CEE L. oMt 0. IM Y EREE 10%F < ) VIBRICEE L,
@ FHEHERFRE

BRE, BEBLIURE LEIX2FICONT, ZThADORE - T, Bo&HE5& TrRSR
BIUOMOSHE TIIXNBHELSHERO S b, MRFREB IV EELFREZ EBL =
£S5 PIC OV THREBHBRFRAELZERLA. COLOBE-HEII T 7 Vv EE L THEI L,
A~ R AT REREREER L RFEBEEAVTRE L,

7B EE 15 RICBIT SHBRFICAE L ESEERAEORR 2L TICHOKREHKTREB X
CHED S HFIOBIRICE N T, HRPER S ICIIBEBLEXLNIBEEROLELD B VT
RIRAICKBMEREOREELEZONCHTE - EEIIRBD o el Dic, RRETEE
- T, Zho 0B EERFREORENLBRA L,

6. T — FFEHTIE

BEERARR., MEAHNOTKL-BWOHEE., ZRE, ZHRELRLCICHEROBEREE D
HIBLBBEIC DWW T Fisher D EBEREBRT 21T (FEKYEE : 5%),

HRYEREHOREMBEFRETFROO L, JL— F5 L7 # ik Mann—Vhitney D U
RE (FEAE: 5% kv, BHES L— FOGEHA Fisher OBEEMED A HIKE (FEK
#e 5% TR ORBHLOBTEEEREERIT- T,

FOMOT i, AEILICEONEMBH D W litter T L OFHEE 1ERE L, 37
T4 FERDDLINIEDOMOBEANTHR L, TOBE. BTSN 2 BOHEIZIE, £3°F
BEZITW, BEEXRRBD N2 HiE Student’ st BEZIT-o/-, FREICBWTAEREN
B LT FE I Aspin-Velch BRE AT o 7o AT O 3 B L0 E G, 23 Bartlett
DHFEZE W EHOGEO—FEIC O THRE (FEKYE : 5%) 21T-%, SBPI—HTH5D
BAWTE, —TREROSEON (FEALE: 5% 21TV, BERICAEESRD b4 IE.
Dunnett VEIZ LV FHELE AT o7z (FEKAYE 5%, —FH. WTINLOETHEN 0 L2515
EB IO ER—HE TR Lo 2B EIZ1E, Kruskal -Wallis QUL B (B E AL 5%) 24T\,
HRICAEMESRD SN E AL, Dunnett BOREIEIZ LV B BB 21T oz (FEAKE -

5%) o
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AEBRRIR

1. RE#RSEER L OEEERR
1) —f%IKEE (Table 1~2, Appendix 1~2)

HEWTAORERBW TS, ELH D5 WITEFEOBMIIEE IRz,

200 mg/kg W HBEORED 1 F (EHEF S : MX03005) 2B\ Tid. #5 14 25 41 B T,
EREBBESICEE - EEESTBRENS., OV T 54 FPEOBRENRE 1 6l (3InEe
FB05005) (285 16 AR EHEKH (&5 42 0) OBETHAEHE 1 = CEBERIEDIZE
B ERESEREIFED ORI, Zh 5 OEHLUNO—BIREDO R EITREHM D, HE
BB & b MEREDTROBWICBWTHLRD Lhizd oz,

2) FEMIZREIREIZR (Table 3~4. Appendix 3~4)

MEREE Bz, FEBICBVWTIRREHE., FEHAFRT L BV TROBEIZBWTHETE TR
IR ORT, HEBHEZFART IR RIBEEI Lo,

3) #AERA (Table 5~6, Appendix 5~6)

REHMMETRBEICREHEER TR E HIC, WTHLOBIZBWTHREZIED ORI -
12
4) A% (Fig. 1~3, Table 7~12, Appendix 7~12)

HED 1000 mg/kg W EBEDEIE 7T~14 H OFREBMESREL LR L CHARICHEM L, L

ML, BEHRE OREERIES L CEERNEOREINC L ThoBEBIZENTY, #
HERE & RIBRICHER L 7e,
D 200 meg/kg MEFHDOEE 1~TH, BLTYT 5 A MED 1000 mg/kg W EHICBITA2ES
T~14 AEEHEMED, ThEGBELLBE L TAEREEZS L, LiL, ZThbof
O 5 HE R O KRE ERE R L OERENEORBEHEA O OIS EM b O REHES I RE
CRBRICHERS L, 40 mg/kg BREFHOEREHBICIIHBH L LB L CEEIBD Lok,
5) $EAEE (Fig. 4~6, Table 13~14, Appendix 13~14)

HEREL HICRSHBARB L UCEESBEE LT, WThoREHOBIEEIZB W THABEL
DOREIZABREIR O bhRhrolz,

6) MK FHR7ZE (Table 15~16, Appendix 15~~16)

HETIIERGFHME TR, EEHRAE rIFonTib, MRFREOCEREERIZ, WTho
BEHIZBWTHXIBEL OMICEEZIRO oo T,
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I 5 IR TRED 200 meg/kg GO EHRMERM ARBESSRBELLBELTHE
BEfEER L, ¥, OFBREBERICWTHO SMO B 5BV T b3 BEE & ORICERD
B bhehol, £, BEHMETROOMBRFREOCSBERE ICIE, WThOoRERIC
BNTHRBHLOBMCARERRD Shizdol,

7) MiRA{EFERE (Table 17~18, Appendix 17~18)

BEHMKE TEROREIZE O T, M TiE 1000 ng/ke B EHOREAREOHE 2B, 200
ng/kg WELU LOFETT VT I VREOAERBLARO b, o, MTIT, 40 ng/kg ¥
SHEOMNI VT4 FRERSBELERE L CEFEREMNEZRLEN, FOMOBEEHIZ
. WThoBRSHICEBNTOAREL ORICEREZIRIFBO ONR T,

EEHMETROBREICBW T ETEEHICREFRNRFREIIBES 2o, e,
METITY T T4 FEED 1000 mg/ke BREBEIZBWT. TAB Y T+ A7 7 4 —PEHEOEE R E
ADBPBEINTR, FOMOBREEBIZIIZEIRDO ORI oT,

8) IRERERE
OBEHEE (Table 19~20, Appendix 19~20)

BEHE& TRAIZBW T, HETIX 200 mg/ke BREGHOMOHMEENNEBH LB L THE
WAL, 1000 mg/kg WEHFOBR LEOHAERBIAEREEELRLE, TOMMOEOEE
SHOBETHAMEESLUMHEERIC, dBRBLEBE L THEFEET 2o, TRV THhD
BEHIBNTSH, BEMMEERSIUCHMERICHBH L KR L CREER 2o 7,

B8 B T HRFIC IV T, HETIE 1000 me/kg REBORER LEOEG EES TR L LR L
THBICHM LIS, TOMOBBICBT BN EEB LI CHETEZICHBRH L LR L TCER
ZEi3 7m0 fr, METIX 1000 ng/ke BEBHOM O HENHREEL LB L CHFERYMETL
AR F OMOIER BT A2EAMEBES I UM ERICHBHEH LB L CHEEER 2>,
@ AT
(1) BHEHMMKETE (Table 21~22, Appendix 21~22)

HECITHRRFICREFT AIIRD o hikho i,

MED 200 mg/kg TEHFHED 1 H TIEIREHEICKHRURE L UCRELREEIN, £ Do
VICITREFTRIIBEIN R 1o T,

Q)EIEARBHME TROMBR S WCICY 7 51 MNEFEOM (Table 23~24, Appendix 23~24)

HERE & BEIRBTRICRFEIR/D ohilepoi,
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QR B FATR
(1) BEHAMKETEOHE (Table 25, Appendix 25)

FBHLTiE, 200 mg/kg B EEED 2 . 40 mg/kg G BER L O REEDE 1 FIZRBHEDOREMN
BEMHRH LN, Z D5 HD 200 ng/kg BEHO 1 5 TRMABEICHMIAEZE SEESINIZED,
fiL > 1000 mg/kg W EH D 1 FlIIZ S RROMIREB PRBDO ol iz, 2 6 DHD 5 51000,
200 B LN 40 ng/kg BEHDE 1 HlICiT. HBEEAOEENICHMRERE RS LT,

LETrk, 1000 mg/ke B EHB LU RBEEOE 1 PHERBM OO OB RSB N
7o, iz, WCiX. 1000 mg/kg B EHO MK IZIRBEDEAEN, SREIZIRRMEOHFFEKEZ
EABEINTER, BRABI 1AL TH-7,

BT, 1000 mg/kg ¥ 5-8E 3 X Ok FREE D 2512 M4 ARIE BE O Tl OB A LR L UVh A
FEABE IR, MEMIIBECERIRD LN 2N oTo, FOM., REED 1 PIOFERT
IR RYEDEFRRE N A LTz,

B CiE. 1000 mg/kg WEHD L HIOBRE OREERBICY o NEROBEPBE I,

P T, 1000 mg/kg W EH B LA BEOBRESREBMO AT B RE X TBEaEaR
DILERALNEDN, MBRICBREOEITIR DR oT,

B CIX, 1000 mg/kg BE-FRB L OB OREICHEREERAETN AN 720, @iz
BREBLIUCHEOEITIRDONRNoT., TOM, MBHEOCKEIZRFHEDCIHILE . 1000 ng/ke
REBORBEERDICRBEOER. SREHEOMEICEREERD Y VA KEBENE 1 FIBESH
72

ATSEAR CrE. 1000 mg/kg B 5B I EBOMER ERICHFRKIB IR Bk 2N
Hohln, MEMCEBEL L UCHEEOENIRO LT,

fiLDFEMARFEREEREEIZ. EEFRIIFBOLNR -7,

(2) BEHARKTREOME (Table 26, Appendix 26)

SRR T, TRETH -7 BEFO 1 FIZIREREENZB D bhi,

DT, SREO L FICRBEO.OHOEM, FHEES A G, T, 1000 ng/kg &5
BB LIUKBHOSE | flOBARE ZGUEILEN. STRED 1 FlOMIICRFBMEDEKMEOE
EREEIN, £z, PR CIIRED | fllc ERMBORBHEOBREEAZBD b,

FFIR CTi. 1000 mg/kg ¥ 5 3 L Ut BRI FANRA B E O FFRE OB, NRAZFES 5 W
HERETICIRBEOEFES L LD, MBERCEERBLCEEOCEITIRED 1T,

e CrE. 1000 mg/kg WEHB I UK BHEOLHIZHAERE L UBEAREOREN AL
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e, MERACEEOCEIIFED Lo,

T3, 1000 mg/kg GBS L O RRBED S 1 fl 0 BRI B RME B 24 b7z 1E 0>,
1000 mg/kg 5 EEIC 1L, HEICHFHES D WVITEBENSICRBEOERNE 1 fIBIESH
7=,

FRIFICREFTAVPBESHRE Tk, AEFNRETMAEIR D onehosiEh. *
OMOFEABRFREERBETIC. REFTAEIRD ot
(3) HIERBRIMMA TR OMERE (Table 27~28, Appendix 27~28)

HEORRBIURE L, BLOHOBRICIZREFRRIIZ LR -T2,

2. AMFEAEEM
D R L OKERAE (Table 29~30. Appendix 29~30)

BERBE., WTHORGEICBWTL, A4S0 5 HOBTERICERLT
Wi,

WTNDEICEWTOEMIOZENPHEIMNL., ZERPKRYETSETOREICE T H A REEL
SMO A58 L ORICERRBO bR o7, E72. IEELS LN 0ng/kg BEH DL 1 HIH
JEAR 25 AR A 125U C b AT, HE0R 26 FAR B ICARHI L7RS B, BB D b s
S ENOAREREHE L, LaxL, ERFICITHEM L EZESH L OBMICERR D S
ST,

2) ikl L OWHERR (Table 31, Appendix 31)

ILRE O2F A HE L EIRFIMICIEIIRE L B EH OB TARERR D bR o7,
40 mg/kg W E5BED 2 4 (FEHFE 5 FB02005 3 X (N FBO2007) T, MiE 3 B £ TIZ2& RN
Lize 2055 141 (BEHE S FB02005) X9 LD REHELERZOS bAFRIZ2ET
bhott, ZOREBWITSHER. REED T, £FERCLETCHALOERRIBD bhizhol
TENLLHRENAIRTHL LHM L, ZOBETIERER, 2RBET L, o 14 (&
¥ &5 FB02007) X, 10D REHEL, BREMO—RRBICEFIBEShRhod &
IR (900 [CEMIELLESNRED LT, ME 3 BIZ2MERNEL Uiz, REOHO 1
Bl (FEpES FB02012) Tik. I3ECORAHELLN, WE 1 H OBEFIZEFEROS
10 [LICELOEHARD ST, BWHE 2 BICREFAN 4LEkork, LML, WE 2 A UK
REHEL, 4 IEOAFRIZBEEMBKTRECERF L, 20iFh, dBRZ2SLVTho®R

BHCBNTHHHREL D WVITHERERRARTHD LT SN EBMIBE SR T,
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BE, ofeER, ARMESR, HER, HAR FERERFE, HHICEIEEDL M0 SRS
HLoRICKRFIFHLR2EIRBOLNE T,

3) BEEHIE L UEKE (Table 31, Appendix 31)

BHFBBLIUTEREE IO, dRBHEREHLEOBMICAREIRD DB 1T,

4) HAEIRFTR
O Rk X A (Table 31, Appendix 31)

SHRED HZVIEHERENRTR Ch-7- 88 (Ef) T, HERIC—KRRKEOCE
(ERBBREh, Bh, 40 mg/ke WHBED 1 38 (BE140%E 5 FB02005) OAFRE, £# 0 HiC
L OESRNABEIRT. ¥R, £REMAETC LA, FEOR O 1 8 (BEMHEFS FB0200T)
ZRWTH, AR 1BXV2 BIZAFRICHALORMABEIN T, £% 3 BITIX. 21808%
T L7, SLICEABEORH O 1E (B8HES FB02012) Tik. £% 1 B OAFROBETICHA
DERBBBE SR, A% 2 AUR, —RRBICEEEZRBO O N1, ZORD
40 mg/kg MEBHICEB W TARK 4 DX TORDAEFHICRMEE R L2, FEHFERITIIXRE
BHLEREBOARAADEFRIFEZIFRD O R L o7, ZOMOHARO—KIREIC
BEREEIRD N2 T,

@ f&®E (Table 32, Appendix 32)

SRR LR G L OMT, WERAECEZIR DL oT,
@ JERRBLEN R (Table 33)

AFERBIUWE 4 B OHRROBEBE TIE. 1000 ng/kg HEHD 1 #l (BEHES
FB04002) DMEAEFER 1 HlicRKEFPBE I, MOEFER IR, WThoRSEEIZIB N
THIFET 4 BOFBRECARB L UCARBIZEF RO bhidro T,

RS HREE, 40 BI U200 ng/kg HE A SNz, 40ng/ke HEH CTHBEREL R
BRTHAEAEPIERDONTOATREPMOBLER L TEZWS (L), AR LI UOERSE
BT L CRTIEAENT 2EEIIR D bhinrol, BB, ETRICIIABICERENTE
HoNRIIBEINR» o, BHIOECIRICEB W THEREO B -7l (Bof

WEHAEE IR PERIRES, NBEFIESI bk,
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EH

1. RE&EEENEL I OEESE

HEREE DVWTMOREHICBWTHETEY D 25 W ITEEBMIIBE SR o T,

—REDOE L LT 200 mg/kg HEHOHED 1 HIT, RE2EPLHTREETRE THEM
EIEE - R Ao RESRBDO LN, L, 1000 mg/ke BEHIZFEFOEMIIRD
ohianwZ e, OV T 54 FMECBITIEERBED 1 FICBWTHRKRRELBBREN
TWaZeEhnb, BEINEETIURFMEAOEETCIIRANEELLNLD, ZhbLOEYLS
O—RIREBOBRFIH S MBS, BEHEAS L bV ThOBBICBNTLRD LN
oo Flo, FHREREEBLICHEEREICLVERYERSICL S EEZ2 0N 5HREERZ T
B SFRITERES R0,

REHMOMHA, REHBE 1 BICHD 200 ng/kg BEBRTHBESL, LiL, RET
P RERS LOBERCHEBRYERSICIZEBEIRDLN TRV & TOROEKED
NEFRIZHEM L TR Y, 1000 mg/kg B 5-HE TIIMRE L & IR EYIM A b EEHS IO RS- 20T
BHENTWRNWZ Ehb, KEEMOMEIIEREO 2R CHEBRMEREOEETIIHh W
WU, Fiz, BEIEHIEIC 1000 mg/kg BEBEOHETIMEEOFTERBMA, H Tk EHEM
OIMEIBBEE SN, BEMRMRICBT 5RO REHEBSIIMRE S b ICHBRE & Eidie <
HRARICAELBEINTWRNWI L0 HRMWEREIC L 2B TRRVWEE L LRE,
B, WTNORSGHICBW THEMBEIZIIREMNABS LOEEHF B C CELITRD LN
ez,

MEFRE TIL, WERTERO 200 mg/kg T 5FHEDOMEIZ IV CIHEIR M BRI 4 35 78 B A3 5k PR
HEABRLTENCHIPFEREMBELE TR L, Ll MRFREOMOIER ICITFENE
HoHNRWE, BRFTRE L CHEEABFRICIIVWTNOREHICE W TLELRORR 25
BT AEEROONTWRNIENE, BREARAFREELELLRE, 2B, MEHNMKT
B W ThoBKEBIC bR ERSICL 3T ITBE SN o b, HOIKERER

CIIEBMERS L IE(LIBEShidr o,

I A CFRE T, BEHBETROREICB O THE T 1000 ng/ke B E5HOREARE
DFA DS, 200 mg/kg WELUEORTOT VT I VBEORLMEESLEZ, LirL, kEH
B FROBETEERBLOREBERTRICIEAGREE L TR TS L) REMIBEEIR T,

fMERERFREOMOER BT BB L UBRBOBERY 27T 2 EMIIRDLNT
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WRNWE, REORE, TAV7IVBRELLETOREIENLTHY . REEDT v FOIFE
RAEHOEET —F OFHBEN (REBQEESL.3~6.3 g/dl; 7V T I VBE 2.9~3.4 g/dl) T
BB LD P T LOEMIIERYERSICLDEETCIRVWLHE L, 2. 28
[ [BI4 H B#E T R O iR AL F R CHO FRBE & 1000 mg/kg R EFICEIIBE S THR,
Eie, RSB TREORKRET, #D 40ng/kg REFHICEWTIFI ZUV T4 FREXEML
foo LU, 200 mg/kg LA LD GBECREAKES ST, ARMHENEL TR,
Fio, BB LUBRBRORAE 2 727 28 hilREASGERES L Ctho ik E(LFEREICE
WTHRDOLN2WVWERL, N7V 54 FREOE(MIIERDER I L 2EBELITIE L
LI olc, ——F, 1000 mg/kg HEHOBIEFHICBWTIL, TAHV 74+ A7 7 F—EHEMHE
PEREZEANBEShE, LiL, BERTHOMKALERELSVTIREGICL2EE
HERINTELT ., REKTHBLUCHESMK THOSEESER L HEEERSREICR
WTWTFNHIFIBORE 2R 2B IFBEESh TRy, e, TAHAIV T+ AT 75—
EIEHILRRFET > NORB#HOERT —F OFEARN(TI~151 /L) THBZ LhH 557 | 8
ﬁ%ﬁ&ﬁ@%%?ﬁ&wkﬂﬁbto

BEEETIE, BEKTEEOD 200 ng/ke WSRO THOMMSEEOHMMBRD b, £
7o, 1000mg/kg W EHDOHER LK TIT, RERTRICIIHEGEREORDIHD biv, FEHERIC
AT EREOHMARBD b/, MEEICEL CHFREARFRECHLDMCEE 2T RIIRD
b Tkod ., HEMBEMRELTIIRVWI L, 2 —RREBOBLE) L HREEEE RET
AHREAB/BLNTVWRNWI G, BRBEECENLRE(CER LEELTH  #RpE &
B XBEBTIIRANWEBZLON, £, BELEBEEOENIIME L LCIENRENLTH
V. FEEAETRECIIFBESIVUER LACEBRYERSICI2EBIBESh T ARNE
Y. AREHCLEERROLEN TV RN L0, HRYEIIRE LAERICEEPRITX
BRWEEZ LN, METIIRERTIROSEERICIIHBHEREIC X 2EEIIFD S
o8, EEEED 1000 mg/kg B EHEDY T 74 NEOHMOMIMERSHM L2, L, ik
R LOREERERECBVWTEFIRO N T, L HMERICITIIRBE L ER VL
noH, BEXNREEELEZLON,

BB RICIIERDE RS L 2E(EIRD b oTo, o, REMABRERIICIBVT
by MBEOEFEREZED., WTHhORBEC L ERUEAKRGICLIIBEEIBESh i, o,
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2. EFEEAENE

WThORSHICBVWTHREICL AN ~OEEBIRD LN, TER, THRIZRBV
TORBHEIBRER ORI THREERRDONR» o7, HIREBHOEFBERETHEL,
R RELERSH L OMTHEEEZEZRD R o7, £HIPEF TSR, 40ng/ke
BEBOIFICBNT, DlEEBIEEED RV, H5WIXROETICHA RS L BB 88
ENRNWEVSTEHEREBOARAED OGN, 205 b 248134 % 3 B ETICEEFRENRE
LEEZVD 1BIEME 1 HRICIRICHADOERSBESNT . HME 2 H BITIXHAERITHN 1/3
R Liedd, T, WERBIZREF THok, Lo 40 mg/kg H5FE. 200 mg/kg B L
1000 mg/keg # 58 TSR ER X O ERIBIIRIF CH 0 . WHE LR T O BEY O —KIRE
BIVCEREHBICEFIEZ2Ih TRy, XILICHOME 4 BOB R OBBPOFHIZI N
THHBRMEREOEELEZZ 0N LB(LITBEINTWRW I &6, B HE IS, H
BILEEZRIFEIHRWVWEEZDOND, T, REBEEBRFEREORER. REKR TRBLUERER
BREIRETREE biC, HEORKR, BELELRLCICHEOIIE, FEIC. #RPERSICIDL
EZON2RFI/DHONR Do,

HAE R D 1000 mg/kg 5 FHEOME 1 HlICRRESRD bhlk, AEBRPE L EAEERF LT
HHYNEZ R AT (Tween60) DT v b & AW EHFHERSR Y CiX, 755
14 HIZ 0~20%D Tween 60 & {REFF 5 (0~7693 mg/ke (ZHH) L, #HIR 20 HICHEUIR%Z LT
BIROAFE, SR, B, NBRELZEBL TS0, K- BREOAFERIZRERIROLH
P, BEABERRD LTV RV, KRR TIHEWThOBIZBW T LMo RIz/ &R E I8
EhTnwinwl &, BRRBUEFRIZROT7 v MCBREANIIHEDOONIMATHD Z b,
BREAGE THIVHEBRWHEICL VBB INLFEEE IRV EZZ NS, RoEFETE
P BN EERIZHRMER S OEEBREDL Lo, £, £FEEBICETR
ORBRBEESE RERDERS ORBIRD N1 o7,

A ED#R, MEOATERAFELR L TCICHARICE L TE, ARBRICB W TIE SMO & 51
ERLCEEFOEBEIRO RO L AT LT,

3. BIEME
UFofER LY, MERSEEICE L TS L ICEEREX 1000 ng/keg, MERED L FESE

AFELRLTICHARISE S 2FEICBE L TEH, 1000 mg/kg/day & ¥IBrshi-,
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Fig.1 Combined repeat dose and reproductive/developmental toxicity screening test of
SMO by oral administration in rats.
Body weight of males.

SMO:Sorbitan, monooctadecanoate
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Fig.2 Combined repeat dose and reproeductive/developmental toxicity screening test of
SMO by oral administration in rats.
Body weight of dams.

SMO:Sorbitan, monooctadecanoate
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Fig.3 Combined repeat dose and reproductive/developmental toxicity screening test of
SMO by oral administration in rats.
Body weight of female satellite groups.
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Table no.  Appendix no.
1 1-1~1-4
2-1~2-2  2-1-1~2-2-2
3-1~3-2  3-1-1~-3-24
4-1~44  4-1-1~4-4-2
5 5-1~5-6
6 6-1~6-2
7 T-1~7-4
8-1~8-2  B-1-1~8-2-2
9 9-1~94
10-1~10-2 10-1-1~10-2-2
11 11-1~11-4
12-1~12-2 12-1-1~12-2-2
13 13-1~13-4
14-1~14-2 14-1-1~14-2-2
15 15-1~154
16 16-1~16-2
17 17-1~17-4
18 18-1~18-2
19 19-1~159-4
20 20-1~20-2
21 21
22 22
23 23
24 24
25 25
26 26
27 27
28 28
29 29-1~29-4
30 30-1~30-4
31 31-1~31-4
32 32-1~32-4
33 -

[TABLE INDEX]

Combined Repeat Dose and Reproductive/Developmental Toxicity

Screening Test of Sorbitan, monooctadecanoate by Oral Administration in Rats

Table title

Clinical signs of males

Clinical signs of females

Detailed clinical observations of males

Detailed clinical observations of females

Functional findings of males and females at the end of the dosing period
Functional findings of males and females at the end of the recovery period
Body weight of males

Body weight of females

Body weight gain of males

Body weight gain of females

Cumulative body weight gain of males

Cumulative body weight gain of females

Food consumption of males

Food consumption of females

Hematological findings of males and females at the end of the dosing period
Hematological findings of males and females at the end of the recovery period
Biochemical findings of males and females at the end of the dosing period
Biochemical findings of males and females at the end of the recovery period
Absolute and relative organ weight of males and females at the end of the dosing period
Absolute and relative organ weight of males and females at the end of the recovery period
Macroscopical findings of males at the end of the dosing period
Macroscopical findings of females at the end of the dosing period
Macroscopical findings of males at the end of the recovery period
Macroscopical findings of females at the end of the recovery period
Histopathological findings of males at the end of the dosing period
Histopathological findings of females at the end of the dosing period
Histopathological findings of males at the end of the recovery period
Histopathological findings of females at the end of the recovery period
Estrous cycle of dams

Reproductive performance of animals

Development of pups up to day 4 of lactation

Mean body weight of pups up to day 4 of lactation

Morphological observations of pups



Table 1
Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Clinical signs of males

Initial number Number of animals with clinical signs

Clinical sings Dose (mg/kg) of Days of treatment Days of recovery b Total
animals -7 8-14 15-21 22-28 2935 36-42 1-7 8-14 15
0° 12 0 0 0 0 0 0 0 0 0 0
Loss of fur with ulcer 40 12 0 0 0 0 0 0 0
200 12 0 1 1 1 1 1
1000 12 0 0 0 0 0 0 0 0 0 ¢

SMO:Sorbitan, monooctadecanoate
? yvehicle control, distilled water (5 mL/kg)
® the recovery test was performed in 5 animals for each of the 0 and 1000 mg/kg groups



Table 2-1
Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Clinical signs of females, dams

Initial number Number of animals with clinical signs

Clinical sings Dose (mg/kg) of Days of treatment Total
animals 1-7 8-14 15-21 22-28 29-35 36-42 43-49 50-56
0*® 12 0 0 0 0 0 0 0 o° 0
b
Abrormality 40 12 0 0 0 0 0 0 0 0 0
200 12 0 0 0 0 0 0 0 - 0
1000 12 0 0 0 0 0 0 0 - 0

SMO:Sorbitan, monooctadecanoate
* vehicle control, distilled water (5 mL/kg)
® One animal was examined.



Table 2-2
Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Clinical signs of females, satellite groups

Initial number  Number of animals with clinical signs

Clinical sings Dose (mg/kg) of Days of treatment Days of recovery Total
animals 1-7 8-14 15-21 22-28 29-35 36-42 1-7 8-14 15
0? 5 0 0 1 1 1 1 1 0 0 1
Loss of fur with ulcer
andfor with scabbing 1000 5 0 0 0 0 0 0 0 0 0 0

SMO:Sorbitan, menooctadecanoate
? vehicle control, distilled water (5 mL/kg)



Table 3-1
Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Detailed clinical observations of males

Initial number
Findings Dose (mg/kg) of Pre-treatment Days of treatment Days of recovery b

animals 7 14 21 28 35 42 7 14

[Posture in home-cage] 02 12 0° 1 0 1 1 0 2 0 0
Rearing 40 12 0 0 0 0 0 0 0
200 12 G 1 0 0 0 0 0

1000 12 0 0 G 0 1 0 2 0 1

[Home-cage activity] 0 12 1€ 4 7 5 5 3 5 2 1
Asleep 40 12 1 8 6 7 8 7 8
200 12 1 5 9 7 9 6 4

1000 12 I 4 5 8 S 8 7 2 1

[Ease of removing rat from cage] 0 12 2 d 0 0 0 2 0 0 0 0
Very easy (score 0) 40 12 14 4 2 0 0 2 2
Vocalization without resistance (score 2) 200 12 6 4 0 0 ] 0 2

Fhinch (score 4) 1000 12 6 3 2 4 2 0 2 0 2

[Reactivity to being handled) 0 12 29 0 0 0 0 4 0 2 0
Very low (score 0) 40 12 10 4 0 0 2 4 0
Vocalization without resistance (score 2) 200 12 6 4 0 4 2 0 0

Slight resistance to being handled (score 4) 1000 12 4 4 0 P 2 4 0 2 0

SMO:Sorbitan, monooctadecanoate

# vehicle control, distilled water (5 mL/kg)

® the recovery test was performed in $ animals for each of the 0 and 1000 mg/kg groups
? Values represent number of animals with the findings.

 Values represent tofal score of each groups.



Table 3-2

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Detailed clinical observations of males

Initial number

Findings Dose (mg/kg) of Pre-treatment Days of treatment Days of recovery

animals 7 14 21 28 35 42 7 14

{Exploration] 0® 12 48 48 48 48 48 48 48 20 20
Normal (score 4) 40 12 48 48 48 48 48 48 48
Slight increase (score 6) 200 12 48 48 48 48 48 48 48

1000 12 48 48 48 48 48 48 48 20 20

[Stranb tail] 0 12 0 0 4 4 0 16 4 4
None (score 0) 40 12 0 0 4 0 0 4 12
Slight (score 4) 200 12 8 0 12 4 8 0 8

1600 12 0 0 0 8 8 4 16 0 8

SMO:Sorbitan, monooctadecanoate
* vehicle control distilled water (5 ml/kg)

¥ the recovery test was performed in 5 animals for each of the 0 and 1000 mg/kg groups

¢ Values represent total score of each group.



Table 4-1
Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Detailed clinical observations of females, dams

Initial number

Findings Dose (mg/kg) of Pre-treatment Days of treatment The lactation period
animals 7 14 21 28 35 42 49

{Posture in home-cage] 0° 12 7® 1 4 2 2 ¢ 4 d 0
Rearing 40 12 4 4 3 1 0 1 d d 0
200 12 3 3 5 4 0 1 - - 0
1000 12 1 6 4 4 0 0 - - 0
[Home-cage activity] 0 12 0° 2 3 2 5 7 o !¢ 0o !¢ 2
Asleep 40 12 0 3 1 6 4 2 d d 1
200 12 0 1 0 ) 5 9 - - 2
1000 12 1 0 0 2 5 9 - - 6

[Ease of removing rat from cage]

Very easy (score 0) 0 12 6" 2 4 0 2 2 o ¢ o ¢ 2
Vocalization without resistance (score 2) 40 12 6 2 4 0 0 2 0o ¢ 0o ° 0
Rat flinched (score 4) 200 12 2 2 0 0 0 2 - - 2
Runs around c¢age (score 6) 1000 12 2 0 0 0 0 0 - - 0
Aggressive (score 8)

[Reactivity to being handled] 0 12 0° 0 4 0 0 0 d d 0
Very l.ow.(scorfe 0) ) 40 12 0 0 4 0 5 0 d d 0
Vocalization without resistance (score 2) 0
Slight resistance to being handled (scare 4) 200 12 0 2 0 0 0 0 - -

0 2 0 0 0 0 - - 0

Resistance to being handled (score 6) 10600 12

SMO:Sorbitan, monooctadecanoate

“ vehicle control, distilled water (5 mL/kg)

® Values represent number of animals with the findings.
€ Values represent total score of each group.

% One animal was examined.



Table 4-2
Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Detailed clinical observations of females, satellite groups

Initial number

Findings Dose {mg/kg) of Pre-treatment Days of treatment Days of recovery
animals 7 14 21 28 35 42 7 14
[Posture in home-cage] 02 5 ol 0 I L 1 ! 0 1 !
Rearing
1000 5 0 0 0 0 2 1 1 1 0
[Home-cage activity] 0 5 0 b 0 1 0 0 1 2 1 1
Aslesp
1000 5 0 0 0 0 0 0 1 1 0
[Ease of removing rat from cage] 0 5 2° 2 0 0 2 2 0 0 0

Very easy (score 0)
Vocalization without resistance (score 2)

Rat flinched (score 4)

Runs around cage (score 6} 1000 5 0 0 2 0 0 0 0 0 0
[Reactivity to being handled] 0 5 0 °© 0 0 0 0 0 0 0 0

Very low (score 0)

Vocalization without resistance (score 2)
Slight resistance to being handled (score 4)
Resistance to being handled (score 6) 1000 5 0 0 2 0 0 0 0 0 0

SMO:Sorbitan, monooctadecanoate

* vehicle control, distilled water(5 mL/kg)

® Values represent number of animals with the findings.
° Values represent total score of each group.



Table 4-3

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Detailed clinical observations of females, dams

Initial number
Findings Dose (mg/kg) of Pre-treatment Days of treatment The lactation period
animals 7 14 21 28 35 42 49

[Exploration] o 12 48 48 48 48 48 48 4 4 48
Normal (score 4) 40 12 48 48 48 48 48 48 4 4 48
Slight increase (score 6) 200 12 48 48 50 48 48 43 - - 48
1000 12 48 48 48 48 48 48 - - 48

[Straub tail] 0 12 0 4 0 12 0 4 8
None (score 0) 40 12 4 0 4 0 8 4
Slight (score 4) 200 12 0 12 8 16 0 16 - - 4
1000 12 8 4 4 8 0 12 - - 8

SMO:Sorbitan, monooctadecanoate

? vehicle control, distilled water (5 mL/kg)
® Values represent total score of each group
€ One animal was examined.



Table 4-4
Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Detailed clinical observations of females, satellite groups

Imatial number
Findings Dose (mg/kg) of Pre-treatment Days of treatment Days of recovery
animals 7 14 21 28 35 42 7 14
[Exploration] 0® 5 20® 20 20 20 20 20 20 20 20
Normal (score 4)
Slight increase (score 6)
1000 S 20 20 20 20 20 20 20 20 20
[Straub taif] 0 5 4" 0 0 4 4 4 0 8 0
None (score 0)
Shight (score 4)
Severe (score 8) 1000 5 0 4 4 4 4 12 0 8 0

SMO:Sorbitan, monooctadecanoate
® vehicle control,distilled water (5 mL/kg)
® Values represent total score of each group.



Table 5

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Functionai findings of males and females at the end of the dosing period

Compound SMO

Dose (mg'kg) o? 40 200 1000

Male
Number of animals 10 5 5 10
Pupillary reflex 100 100 100 100
Eyelid reflex 100 100 100 100
Visual placing 100 100 100 100
Withdrawal reflex 100 100 100 100
Prayer's reaction 100 100 100 100
Startle reaction 100 100 100 100
Righting reflex 100 100 100 100

Female. dam

Number of antmals 5 5 5 5

Pupillary reflex 100 100 100 100
Eyelid reflex 100 100 100 100
Visual placing 100 100 100 100
Withdrawal reflex 100 100 100 100
Prayer's reaction 100 100 100 100
Startle reaction 100 100 100 100
Righting reflex 100 100 100 100

Female, satellite gray,

Number of animals 5 5

Pupillary reflex 100 100
Evelid reflex 100 100
Visual placing 100 100
Withdrawal reflex 100 100
Praver's reaction 100 100
Startle reaction 100 100
Righting reflex 140 100

SMO:Sarbitan, monooctadecanoate
Values represent % of animals showing normal respanses.
® vehicle control, distilled water (5 mL/kg)



Table 6

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Functional findings of males and females at the end of the recovery period

Compound SMO

Dose (mg/kg) o? 1000

Male
Number of animals 5 s
Pupillary reflex 100 100
Eyelid reflex 100 100
Visual placing 100 100
Withdrawal reflex 100 100
Prayer's reaction 100 100
Startle reaction 100 100
Righting reflex 100 100

Female, satellite group
Number of animals 5 5
Pupillary reftex 100 100
Eyelid reflex 100 100
Visual placing 100 100
Withdrawal reflex 100 100
Prayer's reaction 100 100
Startle reaction 100 100
Righting reflex 100 100

SMO:Sarbitan, monooctadecanoate
Values represent % of animals showing normal responses.
* velicle control, distilled water (5 mL/g)



Table 7

Combined repeat dose and teproductive/developmental toxicity screening test of SMO by oral administration in rats

Body weight of males (g)

Compound SMO

Dosc (mg/kg) 0 40 200 1000

Days of treatinent
1 (initial body weight) 38.6 + 168 (12) 386.0 + 183 (12) 3859 + 202 (12) 3853 = 182 (12)
7 4128 + 216 (12) 4112 £ 222 (12) 415.1 = 232 (12) 4133 £ 232 (12)
14 4401 £ 238 (12) 4377 + 246 (12) 4414 £ 267 (12) 4414 = 254 (12)
21 4576 £ 252 (12) 4570 £ 275 (12) 4637 £ 329 (12) 4629 + 292 (12)
28 4832 £ 278 (12) 4784 + 246 (12) 4907 £ 366 (12) 488.9 + 326 (12)
35 5044 + 282 (12) 4999 = 280 (12) 5115 + 401 (12) 5156 + 348 (12)
42 5231 £ 285 (12) 5169 £ 259 (12) 5281 + 426 (12) 5370 £ 420 (12)

Days of recovery
1 5074 £ 360 (5) 5093 £ 329 (5
7 5267 £ 416 (5 5257 £ 370 (5
14 5372 £ 439 (%) 5418 £+ 380 (5

SMOQ:Sorbitan, monooctadecanoate
Values represent mean+S.D. (N)

# vehicle control, distilled water (5 mL/kg)



Table 8-1

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Body weight of females, dams (g)

Compound SMO

Dose (mg/kg) 40 200 1000

Days of treatment
1 (initial body weight) 221.0 9.9 (12) 2228 = 9.9 (12) 2248 = 7.8 (12) 2204 + 9.6 (12)
7 230.8 11.0 (12) 2268 + 105 (12) 2277 + 114 (12) 2289 + 116 (12)
14 240.8 163 (12) 2404 £ 142 (12) 2362 + 140 (12) 2392 + 127 (12)
21 293.9 40 279.6 (1)
28 309.3 o)

Days of pregnancy
0 253.6 233 (1) 251.1 + 200 (11) 2465 = 148 (12) 2467 £ 115 (12)
7 291.9 158 (11) 2896 + 236 (11) 291.1 = 163 (12) 286.0 = 115 (12)
14 330.9 150 (11) 3253 + 241 (1D 330.1 £ 179 (12) 3213 £ 141 (12)
20 4112 188 (11) 3990 £ 230 (11 4075 £ 30,1 (12) 396.1 £ 258 (12)

Days of lactation
0 301.4 134 (11) 291.0 £ 185 (11) 3043 £ 23.0 (12) 2915 £+ 164 (12)
4 331.0 147 (A1) 309.1 £ 182 (11) 3249 + 295 (12) 3214 £ 140 (12)

SMO:Sorbitan, monooctadecanoate
Values represent mean+S.D. (N)

* yehicle control, distilled water (5 mL/kg)



Table 8-2
Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Body weight of females, satellite groups (g)

Compound SMO

Dose (mg/kg) ot 1000

Days of treatment

1 (initial body weight) 216.0 <+ 82 (5 2162 + 55 (5
7 226.6 + 7.5  (5) 2289 % 44 (5
14 238.2 + 87 (5 2364 % 6.9 (5
21 2437 = 106 (5) 2419 £+ 69 (5
28 2539 + 84 (& 256.1 + 9.0 (5
35 261.1 % 87 (%) 2657 = 110 (5)
42 2622 + 76 (5) 268.0 = 140 (5)

Days of recovery

1 2648 £ 90 (5) 273.0 £ 142 (5)
7 2723 + 75  (5) 2748 £ 124 (5)
14 2798 = 73 (5) 2011 + 191 (5

SMO:Sorbitan, monococtadecanoate
Values represent mean+S.D. (N)
* vehicle control, distilled water(5 mL/kg)



Table 9

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Body weight gain of males (g)

Compound SMO
Dose (mg/kg) 40 200 1000
Days of treatment
1-7 26.2 72 (12) 252 &+ 9.0 (12) 293 % 63 (12) 280 + 7.9 (12)
7 -14 27.4 6.8 (12) 265 + 18 (12) 263 = 66 (12) 281 = 52 (12)
14 -21 17.5 45 (12) 193 = 6.1 (12) 222 % 7.4 (12) 215 = 7.5 (12)
21 -28 25.7 55 (12) 213 = 66 (12) 270 £ 49 (12) 261 = 65  (12)
28 -35 21.2 55 (12) 215 = 86 (12) 208 =+ 6.6 (12) 266 7.2 (12)
35 -42 18.8 3.5 (12) 170 + 7.8 (12) 165 = 55 (12) 214 + 9.1 (12}
Days of recovery
1-7 19.4 93 (5) 164 = 6.1 (5)
7 -14 105 45 (5 16.1 + 1.9 5y *

SMO:Sorbitan, monpoctadecanoate
Values represent mean+S.D. (N)

? vehicle control, distilled water(5 mL/kg)
* significantly different from control, p<0.05



Table 10-1

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Body weight gain of females, dams (g)

Compound SMO
Dose (mg/kg) 40 200 1000
Days of treatment
1-7 9.8 6.4 (12) 40 + 83 (12) 29 + 6.2 (12)* 85 + 55 (12)
7 -14 10.0 73 (12) 135 £+ 75 (12) 85 + 68 (12) 104 = 43 (12
Days of pregnancy
0-7 38.3 102 (11) 385 £ 109 (11) 46 = 77 (12) 393 + 88 (12)
7 -14 38.9 3.5 (D 357 % 3.8 QD 39.0 % 8.9 (12) 354 + 6.0 (12)
14 -20 80.3 1.2 (11) 737 £ 161 (1D 774 £ 152 (12) 748 + 133 (12)
Days of lactation
0-4 29.5 182 (11 181 £ 192 (1 206 £ 232 (12) 209 = 12.0 (12)

SMO:Sorbitan, monooctadecanoate
Values represent meantS.D, (N)

* vehicle control; distilled water (5 mL/kg)
* significantly different from control, p<0.05



Table 10-2

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Body weight gain of females, satellite groups (g)

Compound

SMO

Dose (ing/kg) 1000
Days of treatment
1-7 10.6 1.9 (%) 127 £ 73 (%)
7 -14 11.6 2.7 (5) 74 + 27 (5 *
14 -21 5.5 57 (5 55 # 14  (5)
21 -28 10.2 4.7  (3) 142 + 3.1 (5)
28 -35 7.2 51 (5) 9.6 + 24 (5
35 -42 1.1 53 (5 22 + 3.6 (5
Days of recovery
1-7 7.5 4.7  (3) 18 + 43  (5)
7 -14 7.5 70 5 163 + 85 (5

SMO:Sorbitan, monooctadecanoate

Values represent mean+S.D. (N)

* vehicle control, distilled water (5 mL/kg)

* significantly different from control, p<0.05



Table 11

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Cumulative body weight gain of males (g)

Compound SMO

Dose (mg/kg) 40 200 1000

Days of treatment
1-7 26.2 72 (12) 252 + 9.0 (12) 293 + 63 (12) 280 = 7.9 (12)
1-14 535 122 (12) 517 £ 112 (12) 556 £ 114 (12) 56.1 £ 103 12)
1-21 71.0 134 (12) 71.0 £ 133 (12) 778 £ 166 (12) 776 £+ 145 12)
1-28 96.6 159 (12) 924 + 102 (12) 1048 £ 191 (12) 1036 = 179 (12)
1-35 117.8 173 (12) 1139 + 137 (12) 1257 £ 230 (12) 130.2 + 211 12)
1. -42 136.5 189 (12) 130.9 £+ 124 (12) 1422 £ 258 (12) 1516 + 281 (12)

Days of recovery
1-7 19.4 93 (5 164 + 6.1 (5)
1-14 29.9 122 (5) 325 % 7.6 5)

SMO:Sorbitan, monooctadecanoate
Values represent mean+S.D. (N)

* vehicle control, distilled water (5 mL/kg)



Table 12-1

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Cumulative body weight gain of females, dams (g)

Compound SMO
Dose (mg/kg) 40 200 1000
Days of treatment
1-7 9.8 64 (12) 40 + 83 (12) 29 =+ 6.2 (12)* 85 + 55 (12)
1-14 19.8 11.0 (12) 175 + 9.2 (12) 114 =+ 77 (12) 188 =+ 6.5 (12)
1-21 59.8 ) 533 ¢))
1-28 75.2 ey
Days of pregnancy
0-7 383 102 (11) 385 £ 109 (1D 44,6 + 77 (12 393 + 88 (12)
0 -14 77.2 120 (1D 742 = 108 (11) 836 + 137 (12) 746 £ 115 (12)
0 -20 157.5 123 (11 1479 £ 199 (11 161.0 £ 226 (12) 1494 + 195 (12)
Days of lactation
0-4 29.5 182 (1) 181 £+ 192 (1) 206 £ 232 (12) 299 £ 120 (12)

SMO:Sorbitan, monooctadecanoate
Values represent mean+S.1). (N)

? yehicle control, distilled water (5 mL/kg)
* gsignificantly different from control, p<0.05



Table 12-2
Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Cumulative body weight gain of females, satellite groups (g)

Compound SMO

Dose (mg/kg) 0 1000

Days of treatment

1-7 106 £+ 19 (5 127 £ 73 (5)
1-14 222 = 27 (5 202 £ 98 (5
1-21 277 £ 54 (5) 257 £ 99 (5
1-28 379 £ 67 (5 399 + 122 (5)
1-35 451 £ 45 (5 495 £ 142 (5)
1 -42 . 462 £+ 56 (5 518 = 171 (5)

Days of recovery
1-7 75 + 47 %) 1.8 = 43 5)

1-14 150 + 53 (5 18.1 + 57 (9

SMOQ:Sorbitan, monooctadecanoate
Values represent mean+S.D. (N)
® vehicle control, distilled water (5 mL/kg)



Table 13

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Food consumption of males (g/day)

Compound SMO

Dose (mg/kg) 40 200 1000

Days of treatment
1-2 30.5 27 (12) 310 + 3.7 (12) 31,1 29 (12) 316 + 24 12)
7-8 28.1 31 (12) 286 =+ 3.1 (12) 282 + 29 (12) 297 = 2.7 12
14 -15 27.4 24 (12) 292 + 3.7 (12) 294 % 26 (12) 30.0 + 3.3 (12)
29 30 30.1 28 (12) 304 + 26 (12) 319 + 24 (12) 322 + 2.8 (12)
35 -36 28.6 26 (12) 284 = 22 (12) 293 £ 25 (12) 304 =+ 2.8 (12)
41 -42 30.8 20 (12) 316 =+ 24 (12) 307 =+ 3.0 (12) 331 % 38 (12)

Days of recovety
6 -7 304 20 (% 329 &+ 22 ®)
13 -14 29.1 29 (%) 314 =+ 2.5 5)

SMO:Sorbitan, monooctadecanoate
Values represent mean+S.D, (N)

* vehicle control, distilled water (5 mL/kg)



Table 14-1

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Food consumption of females, dams (g/day)

Compound SMO
Dose (mg/kg) 40 200 1000
Days of treatment
1-2 18.8 42 (12) 193 =+ 21 (12) 189 + 4.0 (12) 186 + 3.6 (12)
7-8 20.1 1.8 (12) 199 + 28 (12) 186 £+ 29 (12) 206 + 19 (12)
14 -15 20.4 28 (12) 192 =+ 3.9 (12) 18.0 = 26 (12) 198 + 3.6 (12)
Days of pregnancy
0-1 19.8 24 (11 219 + 26 (11 210 % 27 (12) 21.0 = 3.7 (12)
7-8 274 2.8 (11 272 +£ 34 (11 28.8 + 21 (12) 273 + 3.8 (12)
14 -15 20.7 2.1 (11 204 = 3.6 (1D 204 £ 26 (12) 188 = 39 (12)
20 -21 214 6.3 (11) 190 =+ 59 (11) 216 = 57 (12 215 46 (12)
Days of lactation
3-4 451 6.0 (11) 369 £ 127 (1) 455 =+ 84 (12) 457 + 58 (12)

SMO:Sorbitan, monooctadecanoate
Values represent mean+S.D. (N)

? vehicle control, distilled water(5 mL/kg)



Table 14-2
Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Food consumption of females, satellite groups (g/day)

Compound SMO

Dose (mg/kg) 0 1000

Days of treatment

1-2 190 £ 15 (5 186 + 2.3 )
7-8 191 £ 28 (5 198 + 10 )
14 -15 207 £ 24 (5) 201 + 3.0 %)
29 -30 188 = 23 (5 192 + 3.3 (5)
35 -36 211 = 24 () 214 £ 23 (5)
41 -42 181 £ 20 (5 188 + 32 ()

Days of recovery
6 -7 20.7 + 2.2 &) 184 + 2.8 5)

13 -14 219 + 42  (5) 237 3.6 (5)

SMO:Sorbitan, monooctadecanoate
Values represent meanS.D. (N)
* vehicle control, distilled water (5 mL/kg)



Table 15

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Hematological findings of males and females at the end of the dosing period

Compound ] SMO

Dose (mg/kg) o 40 200 1000

Male

Number of animals 5 5 5 5

RBC (x10% u L) 822 28 834 % 28 819 + 28 349 =+ 24
Hemoglobin (g/dL) 146 =+ 0.4 148 + 0.4 146 = 0.5 147 + 0.3
Hematocrit (%) 444 = 1.3 47 + 0.9 444 £ 2.0 446 + 0.8
MCV (fL) 54.1 + 0.8 53.7 £ 2.0 542 + 2.0 52.6 £ 0.8
MCH (pg) 17.7 = 03 177 + 0.7 17.9 0.6 174 + 0.3
MCHC (g/dL) 328 = 03 331 + 0.4 329 + 0.4 33.0 + 0.4
WBC (x100/u L) 729 15.9 86.4 + 15.4 770 = 17.3 65.7 + 10.1

Differental leukocyte count (%)

Neutrophil 14 % 3 12 £ 5 13 % 3 15 + 6
Eosinophil 2+ 0 2 % 1 1 + 1 2 =+ 1
Basophil 0+ 0 0 = 0 0 % 0 0+ 0
Monocyte 5 + 2 6 = 3 4 * 1 6 = 1
Lymphocyte 79 + 4 81 + 3 81 + 2 77 = [
Platelet (X104/u. L) 97.2 £ 87 99.6 + 5.0 917 £ 8.7 99.8 + 149
PT (sec) 16.6 = 32 186 + 3.6 16.5 + 2.0 18.4 + 39
APTT (sec) 231 + 3.1 229 + 1.9 221 = 0.6 233 < 2.6
Eemale, dam
Number of animals 5 5 5 5
RBC (X104/ wL) 709 + 37 653 =+ 30 659 = 70 669 41
Hemoglobin (g/dL) 136 < 0.6 13.0 + 0.4 131 « 0.8 13.1 = 05
Hematocrit (%) 41.6 + 1.8 396 + 1.4 393 = 2.6 39.8 = 1.6
MCYV (L) 587 + 1.3 60.8 + 2.6 59.9 + 34 59.7 2.5
MCH (pg) 192 + 0.3 200 £ 0.7 199 =+ 12 19.6 + 0.8
MCHC (g/dL) 327 + 0.3 329 % 03 333 + 02 * 328 + 0.3
WBC (x100/u L) 80.7 + 27.8 93.8 =+ 18.0 795 % 20.9 96.3 + 222

Differental leukocyte count (%6)

Neutrophil 27 * 5 26 + 8 22 8 24 £ 6
Eosinophil 1 + 0 1 + 0 1 £ 0 1 + 1
Basophil 0 % 0 0+ 0 0 + 1] 0 + 0
Monocyte 7 + 3 4 = 2 6 3 5 1
Lymphocyte 66 * 5 69 + 8 71 + 7 69 + 7
Platelot (x10% ¢ L) 106.4 + 6.8 115.7 + 8.6 1189 + 10.8 1114 11.5
PT (sec) 13.1 =+ 0.8 133 < 0.8 12.8 = 0.7 127 % 0.8
APTT (sec) 200 * 0.8 19.6 =+ 0.7 19.2 = 1.7 189 + 11

SMO:Sorbitan, monooctadecanoate

Values represent meantS.D.

® vehicle control, distilled water (5 mLAg)

* significantly different from control, p<0.05



Table 16

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Hematological findings of males and females at the end of the recovery period

Compound SMO
Dose (mg/kg) o2 1000
Male
Number of animals 5 5
RBC (x10%/ L) 787 = 111 828 + 15
Hemoglobin (g/dL) 148 = 06 148 + 0.2
Hematocrit (%) 423 * 5.5 447 = 0.6
MCV (fL) 539 + 14 540 + 14
MCH (pg) 192 + 32 178 + 05
MCHC (g/dL) 355 + 54 33.0 £ 03
WBC (x100/ L) 827 = 139 747 £ 8.1

Differental leukocyte count (%)

Neutrophil 13 = 5 13 = 3
Eosinophil 1 + 1 2 % 1
Basophil 0 =% 0 0 =% 0
Monocyte 6 + 4 5 =+ 0
Lymphocyte 79 = 8 81 =+ 4
Platelet (x10% 1 L) 1022 £ 7.9 987 £ 6.7
PT (sec) 19.0 + 53 194 = 25
APTT (sec) ’ 245 = 138 245 = 13
Female, satellite sroup
Number of animals 5 5
RBC (x10% 1 L) 756 £ 27 756 = 23
Hemoglobin (g/dL) 140 = 0.4 142 = 04
Hematocrit (%) 419 = 1.5 424 « 1.1
MCV (fL) 554 + 14 56.2 + 1.4
MCH (pg) 185 £ 05 188 = 0.5
MCHC (g/dL) 334 = 0.2 335 + 03
WBC (x100/ 1 L) 322 £ 90 51.0 = 223

Differental leukocyte count (%)

Neutrophil 13 + 5 15 = 4
Eosinophil 1 =+ 1 2 = 1
Basophil 0 + 0 0 £ 0
Monocyte 6 = 3 4 £ 1
Lymphocyte 80 + 8 79 + 6
Platelet (x10% 1 L) 982 + 145 932 + 66
PT (sec) 121 = 04 11.9 + 04
APTT (sec) 18.7 % 1.6 195 £ 08

SMO:Sorbitan, monooctadecanoate
Values represent mean=S.D.
* vehicle control, distilled water(5 mL/kg)



Table 17

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Biochemical findings of males and females at the end of the dosing period

Compound SMO

Dose (mg/kg) o 40 200 1000

Male
Number of animals 5 5 5 5
Total protein (g/dL) 59 £ 0.1 57 + 0.1 56 + 03 55 £ 02 v
Albumin (g/dL) 38 =+ 02 37 £ 02 35 £+ 02 * 3.4 £ 01 **
AG 183 + 0.13 1.81 £ 0.24 1.59 + 0.09 161 = 0.12
Blood urea nitrogen (mg/dL) 18 &= 2 18 + 2 17 2 17 + 2
Creatinine (mg/dL}) 0.7 = 0.1 0.7 + 0.1 06 = 0.1 07 = 0.1
Glucose (mg/dL) 168 * 14 166 = 13 171 = 8 163 + 15
Total cholesterol (mg/dL) 48 = 17 49 = ) 51 =+ 12 40 * 9
Triglyceride (mg/dL) 38 & 3 42 = 14 37 = 19 34 = 10
ALP (U/L) 197 =+ 43 209 + 20 184 = 22 164 = 21
ALT (GPT) (U/L) 28 =+ 3 34 =+ 7 25 + 4 29 + 5
AST (GOT) (U/L) 62 = 7 69 =+ 6 60 = 8 70 = 6
v-GTP (UL) 1 % 1 1 = 1 1 + 0 0 £ 1
Total bilirubin (mg/dL) 003 = 002 003 = 001 0.05 = 002 0.05 = 0.01
Inorganic phosphorus (mg/dL) 64 = 04 67 £ 04 67 =+ 02 68 + 0.8
Calcium (mg/dL) 9.7 £ 0.2 9.6 * 0.2 9.4 % 0.3 9.4 = 0.2
Na (mEq/L) 1429 = 04 1429 =+ 1.0 1430 =+ 06 1434 = 09
K (mEq/L) 415 = 031 413 + 0.18 410 = 024 400 = 024
Cl (mEg/L) 1065 £ 1.5 1057 = 13 1063 + 09 1058 = 1.1

Female. dam
Number of animals 5 5 5 5
Total protein (g/dL}) 58 + 04 57 £+ 03 60 = 03 57 £ 03
Albumin (g/dL) 37 £+ 03 37 £ 01 38 = 02 38 £ 02
A/G 1.86 = 0.22 190 £ 0.11 1.76 + 0.25 192 + 0.21
Blood urea nitrogen (mg/dL) 21 + 2 19 = 3 18 =+ 2 17 + 2
Creatinine (mg/dL) 07 £ 01 0.6 = 0.1 06 = 0.1 06 = 0.1
Glucose (mg/dL) 136 + 20 128 + 13 131 = 6 142 =+ 9
Total cholesterol (mg/dL) 39 =+ 15 49 = 6 54 + 8 48 + 4
Triglyceride {mg/dL} 16 =+ 6 41 = 13 % 25 + 8 28 =+ 12
ALP (U/L) 65 + 9 93 + 36 100 £ 31 76 + 18
ALT (GPT) (U/L) 33 = 7 39 = 7 38 + 13 32+ )
AST (GOT) (U/L) 83 = 17 76 = 3 82 = 22 76 £ 14
v -GTP (UL) 1 % 1 1= 0 2+ 1 2 = 1
Total bilirubin (mg/dL) 0.07 = 0.01 0.09 + 0.03 0.09 + 0.04 0.07 = 001
Inorganic phosphorus (mg/dL) 77 £ 07 74 £ 07 72 + 04 71 £+ 04
Calcium (mg/dL) 95 = 0.1 95 £ 04 95 =+ 0.2 96 = 03
Na (mEq/L) 1404 = 21 1396 + 13 1392 = 26 1407 = 1.7
K (mEq/L) 401 + 0.21 411 £ 043 409 = 065 394 £ 035
Cl (mEq/L) 1065 = 2.4 1074 = 17 1074 = 23 1080 + 13

SMO:Sorbitan, monooctadecanocate

Values represent mean+S.D.

# vehicle control, distilled water(5 ml/kg)

* significantly different from control, p<0.05

** significantly different from control, p<0.01



Table 18

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Biochemical findings of males and females at the end of the recovery period

Compound SMO

Dose (mg/kg) 1000

Male
Number of animals 5
Total protein (g/dL) 59 0.3 57 £ 02
Albumin (g/dL) 3.8 0.2 35 + 03
A/G 1.73 0.11 1.63 = 017
Blood urea nitrogen (mg/dL) 16 2 16 = 2
Creatinine (mg/dL) 0.8 0.1 07 £ 0.1
Glucose (mg/dL) 196 52 164 + 11
Total chelesterol (mg/dL) 54 13 44 = 9
Triglyceride (mg/dL) 48 18 33 & 19
ALP (U/L) 180 25 147 = 25
ALT (GPT) (U/L) 42 33 30+ 7
AST (GOT) (UL) 84 45 66 = 10
¥ -GTP (U/L) 2 1 2 = 1
Total bilirebin (mg/dL) 0.03 0.01 0.03 + 001
Inorganic phosphoras {mg/dL) 6.6 1.4 64 £ 05
Calcium (mg/dL) 9.5 0.3 93 £ 04
Na (mEq/L) 1413 1.0 1425 £+ 0.9
K (mEq/L) 5.40 2.40 392 + 0.3
Cl (mEq/L) 104.5 3.6 1052 = 13

Female, satellite proup
Number of animals 3
Total protein (g/dL) 6.0 0.3 60 = 02
Albumin (g/dL) 3.9 03 39 = 02
AlG 1.91 0.25 1.87 £ 025
Blood urea nitrogen (mg/dL) 19 2 20 = 3
Creatinine (mg/dL) 0.9 0.1 09 = 0.1
Glucose (mg/dL) 147 11 154 = 6
Total cholesterol (mg/dL) 60 9 64 * 3
Triglyceride (mg/dL) 13 5 15 + 2
ALP (U/L) 82 15 105 = 14
ALT (GPT) (U/L) 25 7 24 + 7
AST (GOT) (U/L) 62 16 66 =+ 10
vy -GTP (U/L) 1 1 1 £ 1
Total bilirubin (mg/dL) 0.06 0.03 0.07 £ 002
Inerganic phosphorus (mg/dL) 36 0.6 40 = 05
Calcium (mg/dL) 9.2 0.3 93 = 04
Na (mEq/L) 1416 1.0 1405 = 1.1
K (mEq/L) 3.88 0.15 392 + 0.5
Cl (mEq/L) 108.9 2.1 1079 = 16

SMO:Sorbitan, monooctadecanoate

Values represent mean+8.D,

* vehicle control, distilled water (5 mL/kg)
* significantly different from control, p<0.05



Table 19

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Absolute and relative organ weight of males and females at the end of the dosing peried

Compound SMO
Dose (mg/kg) o? 40 200 1000
Male
Number of animals 5 5 5 5
Temminal body weight (g) 5014 £ 205 4693 £ 135 4793 £ 41.1 533.5 + 200
Brain (8 202 = 007 206 + 0.10 212 = 0.07 204 £ 006
(g%) 040 + 0.02 044 + 002 044 £ 003 * 038 + 0.02
Thymus (mg) 3503 £ 764 3347 £ 932 3251 = 4938 3029 = 715
(mg%) 69.8 = 147 714 + 204 682 = 116 568 £ 136
Heart (8 154 = 019 138 £ 0.14 146 £ 0.11 154 £ 0.09
(g%) 031 £ 0.04 029 = 0.02 030 = 001 029 + 001
Liver (&) 1485 = 145 1322 + 040 1327 + 153 1496 + 1384
(g%) 296 + 024 282 + 0.11 276 = 011 280 + 025
Kidneys (g 341 = 032 3.10 £ 040 332 £ 0.14 362 + 017
(g%) 068 = 0.05 066 + 0.08 070 £ 005 068 + 0.03
Spleen (2) 076 + 0.10 0.78 = 0.05 0.82 = 0.15 0.82 = 0.09
(g%) 015 = 0.01 0.17 = 0.01 0.17 £ 0.02 0.15 £ 0.02
Adrenal glands (mg) 638 = 155 583 + 7.9 573 = 43 661 £+ 06
(mg%) 127 £ 27 124 + 18 120 £ 11 124 £ 04
Testes (8 332 £ 029 334 = 0.15 338 + 040 340 = 0.07
(8%) 066 £ 0.05 071 = 0.05 0.71 £ 0.07 0.64 + 0.03
Epididymides ® 127 + 0.05 1.19 £ 0.05 126 £ 0.12 1.15 £ 0.03
(g%) 026 + 0.01 025 = 001 026 = 0.04 022 £ 001
Female. dam
Number of animals 5 5 5 5
Terminal body weight (g) 2817 £ 150 2836 = 131 2798 £ 212 2888 + 174
Brain () 190 £ 007 188 + 0.04 195 + 0.06 192 + 003
(g%) 0.68 = 006 067 = 004 070 =+ 0.05 066 = 0.04
Thymus (mg) 2432 + 1035 1865 = 372 1894 = 532 250.1 + 324
(mg%) 854 = 320 657 £ 122 67.0 = 159 864 + 83
Heart (® 094 = 006 099 = 0.02 093 = 0.04 097 = 014
&%) 033 = 0.02 035 £ 0.01 033 £+ 003 034 = 003
Liver (® 928 + 042 967 + 0.66 958 + 075 953 + 0.74
(g%) 330 = 0.19 341 = 017 343 £+ 011 330 £+ 023
Kidneys (2) 196 + 0.07 1.92 = 0.15 202 £ 0.18 190 = 0.05
(g%) 0.70 = 0.03 0.68 + 0.02 072 £ 006 066 £ 0.05
Spleen (@ 063 + 0.08 0.78 £ 0.09 067 £ 0.10 068 = 0.10
(g%0) 022 = 0.03 028 + 0.03 024 £ 004 024 + 003
Adrenal glands (mg) 832 = 116 752 £ 128 786 £+ 64 726 = 108
(mg%h) 295 =+ 40 264 + 35 281 + 1.6 251 + 25

SMO:Sorbitan, monooctadecanoate
Values represent mean+S.D.

? vehicle contrel, distilled water (5 mL/kg)

* significantly different from control, p<0.05



Table 20
Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Absolute and relative organ weight of males and ferales at the end of the recovery period

Compound SMO
Dose (mg/kg) o 1000
Male
Number of animals 5 5
Terminal body weight ® S06.0 = 407 509.1 £ 357
Brain () 205 £ 006 1.97 = 0.07
(g%) 041 £ 0.03 039 = 0.02
Thymus (mg) 2833 + 1033 2660 = 505
(mg%) 71 = 240 524 + 109
Heart (g 151 + 009 144 £ 010
(g%) 030 £ 0.01 028 + 0.03
Liver (2 1447 + 190 1398 = 140
(2%) 285 = 016 274 = 010
Kidneys (® 338 + 029 330 = 011
(g%) 067 £ 001 065 = 004
Spleen (2) 0.82 + 0.11 0.77 £ 0.10
(g%) 0.16 £ 0.02 015 £ 002
Adrenal glands (mg) 614 = 122 531 =+ 83
(mg%) 121 + 20 104 + 13
Testes (2) 326 =+ 017 330 £+ 026
(g%) 065 £ 008 065 = 007
Epididymides (2) 130 £ 0.04 1.36 + 0.02
(8%) 026 £+ 002 027 + 002

Female, satellite group

Number of animals 35 S
Terminal body weight €3] 2584 = 6.1 2681 = 149
Brain (g) 179 = 009 193 £ 009
(%) 070 = 003 072 = 005
Thymus (mg) 236.1 + 628 2637 + 874
(mg%) 91.2 + 235 985 + 326
Heart (2 0.85 = 0.09 0.87 + 0.10
(%) 033 = 0.03 032 £ 003
Liver () 6.40 = 028 7.08 £ 1.02
(g%) 247 £ 006 263 + 024
Kidneys (2) 164 £ 008 177 = 020
(g%) 0.64 £ 0.03 066 = 0.06
Spleen (@ 046 + 006 049 = 0.14
(g%) 0.18 =+ 0.02 0.18 = 0.05
Adrenal glands (mg) 622 = 6.0 659 = 117
(mg%) 241 £ 22 245 £+ 35

SMOQ:Sorbitan, monooctadecanoate

Values represent mean+S.D.

® vehicle control, distilled water (S mL/kg)

* significantly different from control, p<0.05



Table 21

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Macroscopical findings of males at the end of the dosing period

Dose(Group) Control(MXO01-) 40 mg/kg(MX02-) 200 mg/kg(MXO03-) 1000 mg/kg({MX04-)
Grade - + - + - + - +

(All organs) [7] [12] [12] [7]
Abnormality 7 0 12 0 12 0 7 0

-, Negative; +, Positive; [ ], Number of animals examined



Table 22

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Macroscopical findings of females at the end of the dosing period

Dose(Group) Control(FBO1-) 40 mg/kg(FB02-) 200 mg/kg(FB03-) 1000 mg/kg(FB04-)
Grade - + - + - + - +
(Stomach) [12] [12] [12] [12]
Spot, black, mucosa,
glandular stomach 12 0 12 0 11 1 12 0
Elevated area, mucosa
glandular stomach 12 0 12 0 11 1 12 0

-, Negative; +, Positive; | ], Number of animals examined



Table 23

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Macroscopical findings of males at the end of the recovery period

Dose(Group) Control(MX01-) 1000 mg/kg(MX04-)
Grade - + - +

(All organs) [5] [5]
Abnormality 5 0 5 0

-, Negative; +, Positive; [ ], Number of animals examined



Table 24

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Macroscopical findings of females at the end of the recovery period

Dose(Group) Control(FB05-) 1000 mg/kg(FB06-)

Grade - + - +
(All organs) [5] [5]

Abnormality 5 0 5 0

-, Negative; +, Positive; [ ], Number of animals examined



Table 25
Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Histopathological findings of males at the end of the dosing period

Dose(Group) Control(MX01-) 40 mg/kg(MX02-) 200 mg/kg(MX03-) 1000 mg/kg(MX04-)
Grade - &+ Pos. A Pos. -+ttt Pos. P R Pos.

(Testis) (71 [12] [12] (71
Atrophy, seminiferous tubule, focal 6 11 1 0 0 0O 1
Cell debris, lumen, seminiferous tubule 7 ¢ 0 0 0 0 12 ¢ ¢ 0 0 0 11 1 0 0 0 1 6 1 0 0 O 1
(Epididymis) [7] [12] [12] [7]
Cell debris, lumen 7 06 0 0 0 0 11 1 0 0 0 1 11 i 0 0 0 1 6 1 0 0 0 !
(Brain) [5] [0] [0] [5]
No remarkable change
(Spinal cord) [5] [0] [0] (5]
No remarkable change
(Pituitary gland) [5] [0] [0] [5]
No remarkable change
(Heart) [5] (0] [0] [5]
Degeneration/fibrosis,
myocardium, focal 4 1 0 0 0 1 4 1 0 0 0 1
(Lung & Bronchus) [5] [0] fol] [5]
Cellular infiltration, neutrophil,
focal, alveolus 4 1 0 0 0
Metaplasia, osseous, focal, alveolus 5 0 0 0 0
(Trachea) (5] [0] [0] (3]
No remarkable change
(Thyroid gland) [5] {0] (0] [5]
No remarkable change
(Thymus) [5] [0] {0] [5]
No remarkable change
(Mandibular lymph node) [5] [0] (o] (51
No remarkable change
(Liver) (51 [0] (o] [5]
Fatty change, hepatocyle, periportal
Microgranuloma
Necrosis, focal, subcapsule 4 0 1 0 0 1 5 0 0 0
(Stomach) [5] [0] [0] [5]
Cellular infiltration, lymphocyte,
lamina propria, glandular stomach
{Duodenum) [5] [0] [0] [5]
No remarkable change
{(Jejunum) [5] [0] " 0] [5]
No remarkable change
(Neum) [5] [0] [0] [5]
No remarkable change
(Cecum) [5] [0] [0] [51]
No remarkable change
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-, Negative; +, Very slight; +, Slight; ++, Moderate, +++, Severe; Pos., Total of positive grade; [ ], Number of animals examined



Table 25(Continued)

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Histopathological findings of males at the end of the dosing period

Dose(Group)
Grade

Control{MXO01-)

+

+

++

Pos.

40 mg/kg(MX02-)

+

+ ot At

Pos.

200 mg/kg(MX03-)

+

+ A+

Pos.

1000 mg/kg(MX04-)

+

+ o+t et

Pos.

({Colon)
No remarkable change
(Rectum)
No remarkable change
(Mesenteric lymph node)
No remarkable change
(Adrenal gland)
No remarkable change
(Spleen)
Hematopoiesis, extramedullary
Deposit, pigment, brown
(Kidney)
Basophilic tubule, cortex
Mineralization, focal, cortex
Cyst, focal, cortico-medullary junction
Cellular infiltration, lymphocyte,
focal, interstitium
{(Uninary bladder)
No remarkable change
(Prostate ; ventral lobe)
Cellular infiltration, lymphocyte &
neutrophil, epithelium/interstitium
{Seminal vesicle & Coagulating gland)
No remarkable change
(Sciatic nerve)
No remarkable change
(Bone marrow of Femur)
No remarkable change
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[3]
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-, Negative; +, Very slight, +, Slight, ++, Moderate, +++, Severe; Pos., Total of positive grade; [ ], Number of animals examined



Table 26
Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Histopathological findings of females at the end of the dosing period

Dose{Group) Control(FB01-) 40 mg/kg(FB02-) 200 mg/ke(FB03-) 1000 mg/kg(FB04-)

Grade - 4 At Pos. -k o+ 4+ Pos. -+ 4 Pos. = e Pos.

(Ovary) [12] [12] [12] [12]
Cyst, follicular 11 1 0 0 0 1 12 0 0 0 0 0 12 0 0 0 0 0 12 0 0 0 0 0
(Brain) (5] [0] (ol (51
No remarkable change
(Spinal cord) [5] [0] [0] [5]
No remarkable change
{Pituitary gland) [5] [0] [0] [5]
No remarkable change
(Heart) [5] [0] [0] [5]
Degeneration/fibrosis,
myocardium, focal 4 1 0 0 O 1 5 0 0 0 O 0
(Lung & Bronchus) [5] [0] [0] [5]
Accumulation, foam cell,
focal, alveolus 4 1 0 0 0 1 5 0 0 0 O
Mineralization, arterial wall, lung 4 1 0 0 0 1 4 1 0 0
(Trachea) [5] [0] [0] [5]
No remarkable change
(Thyroid gland) [51 [0] [0] [5]
No remarkable change
(Thymus) (5] [0] [0] (5]
Hyperplasia, epitheliar cell, focal 4 0 1 0 0 1 5 0
(Mandibular lymph node} [5] [0] [0] [5]
No remarkable change
(Liver) [5] [0] (0] (5]
Fatty change, hepatocyte, periportal
Microgranuloma
Necrosts, focal, subcapsule
(Stomach) [5] [0] [1] [5]
No remarkable change
(Duodenum) [5] [0] [0] [5]
No remarkable change
(Jejunum) [5] (0] (0] (51
No remarkable change
(Tleum) [5] [0] [0] . [5]
No remarkable change
(Cecum) [5] [0] [0] [5]
No remarkable change
(Colon) [5] [0] [0] [5]
No remarkable change
(Rectum) [51] [0] [0] [5]
No remarkable change
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-, Negative; &, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade; [ ], Number of animals examined



Table 26(Continued)

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Histopathological findings of females at the end of the dosing period

Dose(Group)
Grade

Control(FBO1-)
- 4+

Pos.

40 mg/kg(FB02-)
T+ 4+

Pos.

200 mg/kg(FB03-)
+ +

Pos.

1000 mg/kg(FB04-)
S o

Pos.

(Mesenteric lymph node)

No remarkable change
(Adrenal gland)

No remarkable change
(Spleen)

Hematopoiesis, extramedullary

Deposit, pigment, brown
(Kidney)

Basophilic tubule, cortex

Cast, hyaline, cortex

Cyst, focal,

cortico-medullary junction

(Urinary bladder)

No remarkable change
(Uterus)

No remarkable change
(Vagina)

No remarkable change
(Sciatic nerve)

No remarkable change
(Bone marrow of Femur)

No remarkable change

[5]
[5]
[3]

[5]

[5]
[3]
[5]
[5]
(5]

(0]
(0]
[0]

(0]

[0]
(0]
[0]
(0]
(0]

[0]
[0]
[0}

(0]

[0]
(0]
(0]
o]
[0]

[5]
[3]
[5]

[51]

[5]
[5]
[5]
[5]
[5]

—_

-, Negative; +, Very slight, +, Slight, ++, Moderate, +++, Severe; Pos., Total of positive grade, [ ], Number of animals examined



Table 27

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Histopathological findings of males at the end of the recovery period

Dose(Group) Control(MX01-) 1000 mg/kg(MX04-)

Grade + 4+ Pos. - E N i o = Pos.
(Testis) [5] [5]

No remarkable change
(Epididyms) [5] [5]

No remarkable change

-, Negative; +, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade; [ ], Number of animals examined



Table 28

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Histopathological findings of females at the end of the recovery period

Dose(Group) Control(FB05-) 1000 mg/kg(FBO06-)
Grade - 4+ Pos. e Pos.
(Ovary) [5] [51]

No remarkable change

-, Negative; £, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade; [ ], Number of animals examined



Table 29

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Estrous cycle of dams

Compound SMO
Dose (mg/kg) g2 40 200 1000
Number of dams examined 12 12 12 12
Pre-treatment period
Number of antmals showing type of cycle
4-day cycle 12 12 12 12
Treatment period
Number of animals showing each type of cycle
4-day cycle 11 11 10 10
4/5-day cycle 1 0 2 2
5-day cycle 0 1 0 0
Frequency of animals of which type of estrous cycle
was changed after the treatment 1/ 12 1/ 12 2 /12 2 /12
Mean times of vaginal estrus during meating period; mean=+S.D. (N) 1.0 = 00 (12) 1.0 = 00 (12) 1.0 = 00 (12) 1.0 = 00 (12)

SMO:Sorbitan, monooctadecanoate
* vehicle control, distilled water (5 mL/kg)



Table 30
Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats
Reproductive performance of animals

Compound - SMO

Dose (mg/kg) o? | 40 200 1000
Number of pairs examined 12 12 12 12
Number of pairs copulated 12 12 12 12
Copulation index 100.0 100.0 100.0 100.0
Number of pregnant females 11 11 12 12
Fertility index 91.7 91.7 100.0 100.0
Pairing days until copulation; mean= $.D. 33 £ 35 32 £ 33 25 = 14 28 = 12

SMO:Sorbitan, monooctadecanoate
* vehicle control, distilled water (5 mL/kg)

Copulation index = (number of pairs copulated / number of pairs examined) X 100, %
Fertility index = (nmumber of pregnant females / number of pairs copulated) X 100, %



Table 31

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Development of pups up to day 4 of lactation

Compound SMO

Dose (mg/kg) o 40 200 1000

Number of pregnant females 11 11 12 12

Number of pregnant females

with live newboms 11 11 12 12

Gestation index 100 100 100 100

Gestation length in days 222 + 04 (1) 224 + 05 (1) 223 £ 05 (12) 222 + 04 (12)

Number of corpora lutea 158 £ 1.9 (11) 154 + 1.7 (11 154 + 27 (12) 150 £ 25 (12)

Number of implantations 151 + 13 (11) 144 = 17 (A 147 + 24 (12) 143 + 26 (12)

Implantation index 959 + 68 (11) 937 + 82 (1) 955 + 44 (12) 955 £ 5.1 (12)

Day 0 of lactation (at birth)
Number of newborns 142 + 19 (1) 133 + 24 (1) 133 = 27 (12) 133 + 28 (12)
Delivery index 937 + 57 (11) 922 +£11.1  (11) 905 £123 (12) 925 = 96 (12)
Number of live newboms 139 = 19 (1) 122 + 39 (1D 127 £ 3.6 (12) 133 £ 28 (12)
Males 75 + 21 (1) 62 + 33 an 57 £ 2.1 (12) 66 + 22 (12)
Females 6.5 = 14 (11) 6.0 £ 28 (11 70 £ 25 (12) 68 £ 2.1 (12)
Birth index 919 + 59 (11) 84.8 +£253 a1 86.8 +203 (12) 925 £ 956 (12)
Live birth index 98.1 £ 33 (11) 90.1 +244 11 943 £162 (12) 1000 = 0.0 (12)
Sex ratio on day 0 531 £116 (11) 468 £229 (11) 442 +120 (12) 497 + 120 (12)

Day 4 of lactation
Number of live pups 138 + 19 (1) 103 + 6.1 (1D 127 + 36 (12) 133 + 2.8 (12)
Males 75 = 2.1 (11) 52 £ 40 (11) 57 £ 21 (12) 66 + 22 (12)
Females 64 £ 14 (D 51 £ 35 (11 70 £ 25 (12) 68 = 2.1 (12)
Viability index 994 + 21 (1) 755 +£427 (1) 1000 + 00 (12) 1000 = 00 (12)
Sex ratio on day 4 53.5 £11.6 (11) 482 +20.4 9) 442 +£120 (12) 497 £ 120 (12)

SMO:Sorbitan, monooctadecanoate

Values represent meantS.D. ()

* vehicle control, distilled water (5 mL/kg)

Gestation index = (number of pregnant females with live newboms / number of pregnant females) X 100, %
Implantation index = (number of implantations / number of corpora lutea) X 100, %

Delivery index = (number of newborns / number of implantations) X 100, %

Birth index = (number of live newbomms / number of implantations) X 100, %

Live birth index = (number of live newboms / number of newbomms) X 100, %

Sex ratio on day 0 = (number of male live newboms / number of live newborns) X 100, %
Viability index = (number of live pups on day 4 of lactation / number of live newboms) X 100, %
Sex ratio on day 4 = (number of male live pups on day 4 of lactation / number of live pups on day 4 of lactation) X 100, %



Table 32

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administation in rats
Mean body weight of pups up to day 4 of lactation

Compound SMO
Dose (mg/kg) 40 200 1000
Day 0 of lactation
Number of live newborns
Male 7.5 21 (1D 62 = 33 an 57 + 2.1 a2 6.6 % 22 (12)
Female 6.5 14 (b 6.0 £ 2.8 an 70 £ 2.5 (12) 6.8 = 2.1 (12)
Mean body weight (g)
Male 6.8 04 (1D 6.7 £ 0.6 10) 70 = 0.5 (12) 68 % 05 (12)
Female 6.4 04 AD 6.2 = 05 an 66 = 06 12) 65 £ 0.5 (12)
Day 4 of lactation
Number of live newborns
Male 7.5 21 (1D 52 £ 40 {an 57 £ 21 12) 6.6 £ 22 (12)
Female 6.4 1.4 (11 51 £ 3.6 an 70 £ 2.5 (12) 6.8 % 2.1 (12)
Mean body weight (g)
Male 1.1 £ 1.0 (D 10.6 £ 1.9 ) 118 = 17 (12) 113 £ 14 (12)
Female 10.6 1.1 (11 100 £ 16 (%) 114 £ 16 (12) 109 + 1.4 (12)

SMO:Sorbitan, monooctadecanoate
Values represent mean+S.D. (N)
? yehicle control,distilled water (5 mL/kg)



Table 33

Combined repeat dose and reproductive/developmental toxicity screening test of SMO by oral administration in rats

Morphological observations of pups

Compound SMO
Dose (mg/kg) o? 40 200 1000
Dead pups
b
Number of dead pups 4 33 7 0
Number of missing pups 1 19 0 0
Number of dead pups examined 3 () 14 (10) 7 0
No. of dead pups with external changes 0 0 0 0
No. of dead pups with visceral changes 0 0 0 0
Live pups
Number of newboms examined (Day 0 of lactation; at birth) 153 134 152 160
No. of newborns with external changes 0 0 0 1
Types and numnber
Filamentous Tail 0 0 0 1
Number of pups examined (Day 4 of lactation; at necropsy) 152 113 152 160
No. of pups with external changes 0 0 0 1
Types and number
Tilamentous Tail 0 0 0 1
No. of pups with visceral changes 0 0 0 0

SMO:Sorbitan, monooctadecanoate
# vehicle control, distilled water(5 mL/kg)
b mcluding mussing pups

° parenthesis indicates number of dead pups with rotten internal organs
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