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1. B
B L EHE OB 2 BT 5720, 33-FA LR (T rsy
FE) @0 (BEED 0.5 wv%CMC-Na 7KIREDO HE5), 100, 300 33 & T8 1000
mg/kg/day %7 v FOASERT 14 B H2SECHIRE, AHRMIMS KU 3
0 CEFHaRREO&RE L, £ - BECRITTEELR L.
FORERIIRO L HITENEIND.

1) Hawo ke

1000 mg/kg £5-CHE 1 Fl3 L OME 2 BRI ER G ORE L EZ LN
AILTEMWD D L.

MERE & DR E R SRR T 2 —RREEOEITRO bz o T

EEB L OMEEE T, BN L CREEBROERSOREIFRD O
otz MR LT 1000 mgkg B TIREERN 38D b, HHRWER
BOEEITE ST,

MERE & b BnE ERICIIERME RS OREIRRD SN ho T, REE
BRE CIHEREREIZRBVT, Ho 300 mgkg A EOEEFETHL 200
FE T ARETTRAERD bk, A8, 1000 mg/ke BEOFE TRV A
7 NATITH BRI B 5 O BT b T,

2) AERAR AR

SR B s LORBRICESRME RS OREIIRD b,
WEREC LA BRI EESh R o T, xR LU 300 mgkg
BHo2BIU T TIIZBRO SR o 72, 300 mg/kg BEOREIZ-OWT
TR E THREOBHE SRS ORI RAEED 5, 300 % 72131000
mgkg BFEOM OB CREEOATEEESRE CREFFANRO LA TS Z
CEREBETD L, ZHRICET AR ERSOREN RS NI

SIMRRRELES CII BN IERIC oM L, R, MRS, BHRIEL,
HAEE RS, HEE RS, MEbb, BERS, HER, HARB IUSHRRIIHK
BE RS ORBIIEED Lo T,

BERE D AR OAEFEER LOHER 0 BL V4 HOMREHERE, FHERD
SNFk, FECIRBIODWE 4 BOTRICLEBRWEREIZ L 28I
2y AWAGIEEPY ol

PLEDRERD G, AREBRSET Tl 3.3-FF R (a8 O 1000
mg/kg/day DEIEIR G L 0 TR TEMA, MTHRER L UEBHEEDE
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EIEIADE8D BT, e 300 mgkg U EDOBERECITERFREIZRW
THRICHT2EMEE L THRRESEMR, B LEER{bE XUOZZEM
FEFERDSRR b, £z, BEEEMEIIARE TIZRVPRIZRIZ ST 5E
{EHIRD BTz, LIz - T, HEniontT 5 B EREITH T 100 mgke/day,
MET 300 mg/kg/day & ¥R,

ATEREL RIE T RERIZ OV T T 300 mg/kg/day 512 K 0 ZEHRICEE
TEHEENEDNZZ D, BREET 100 mgkg/day & fErsi iz, i
DOAFEREIZ RITTEER LR OREICRETEEIIFIRD LT
EAERIT T 1000 mg/kg/day & KBTS 7z
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13. BEBAEB X UHE
13.1. #BRE
333-FF R (FusuEE) (CAS No. 111-17-1,
Lot No. HHEE99.4 %, SHFE17821) IZRBROREHFTHY, {f

Rk THBRWEREERTF L (RFESRM: :E;’é =R, BH). 33-
FFER (Fa X)) OB OWTHMW LIRS, Reference data 1
IR L7, BEBRWEIT 0.5 wv% D AR F 3 A %/v-‘z/m—xf PR
(CMC-Na) 7K##K (CMC-Na : FItsiZE T3 E1, Lot No. CKL1938,
SRR RIS A, LotNo. A36ACH, A34TT1) [ZERE L CEREIL
7= (10, 30, 100mg/mL). #ERHED 0.5 wiv%CMC-Na KIER THOEREME
i, 1350100 mg/mL OEEEIZOVWTTEENE, 8 AN (M4°C) B#F
BERBMEUFERIEETHLI I NS ¥ —ITBW RSN TS
[FRERES : 6877 (115—174 )]. Lo T, HEFKIIRES T THOREENC
RIFL, A% 7 BUNICER L.

BHEEOBESITE, #IEB X ORKHRRRCRE L -2 TowsmE
WREBROBERIZOWTIToT., ZORR, REBE K LYERRET
96.6~100.3%, BRI T 100.8~1104% T o7~ (Referencedata2). L
7280 T, BERIITIZHEHERD 33-F AR (Fu B BNeh &
NTWAZ &Rz,

FEMRTHITBETIOER LR EIC>W\WT, BE T THELO L
FER, MEIX 995%TH Y, HBRMEIIREHEPRE TH-722 L3
FENT- (Reference data 3) .

132. AR X UHEESRY

RERZIY, BERTF v — R« VAN OBA LT-A£% 8 Bio
CD(SD)IGS [SPF] RMEES ~ + (K 6200) 2EHL-. BALFEWILT
ARE - BLERE L7-%, AEHSB IU—HRIREBICEENED b
Molzics, 2FlEFRETICBT L.

B, 1B 24+3°C (EHEHE : 23.6~24.3°C), 1B 55420% (EHEME
48~68%), HAKEIEL 15 [B]/FEfH], BREE 150~3001x, PREARFR 12 e (4
BT 7 BEAULT, P18 7 BRELT) [CEBREINANY T VAT AD 505 BREE
(W57xD10.0xH25m, 1425m’) THRE L. ST FREEF—
AOEBARERFTRAERL, 7LV IHIE -KAT LV AEEFE 7 —
P (W158xD250x H16.0cm, 6320 cm?®) IZEMW% 1 IEFOINE LES L

-10 -
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7o 727170, BEIREEAET, FAIKEE - FAT ULV AEBERE S —
T (W36.8xD25.0xH16.0cm, 14720 cm’) 12N L. #HE 18 B LD
HEWIINGHE 4 BETTAIREIE - RAT VUV XEARE —Y (W
368 xD25.0 x H16.0 cm, 14720 em®) IZME F L—B L FHAF y—1 % -
U AR—HREHBIOBEV MR (Fr7V—2) ZANTEELE.
FEr—iIEA 1 [E], HREHEA | [Ei L.

fAphE, V=2 2B T EGNEHEE D CRF-1 ERGE (HEHR
WEHE ; LotNo. 030606) ZFA L, FABEHMTEBEICERI . fuk
%, AKEKRERAK, VLY BEICERS . 44 LgEs Uiz
IZ Reference data 4 3B X OS5 IR L7220 < REBRICKE 2 S /B DB 2 &
N BIFLE DRI R o T2,

L7cii» T, REHRT, F—FOfEEkicEE8rRIFLZLBbhD
RIRBER ORI 7.

133, BEQT - MESHRRB

BEVTIMERE & B 1T - BIMEEIRIR T4, 8 BRITREASE L7=%&IZ 10
BECITo7. 72720, MEIEES RIS 8 BEIOMAMER 2TV, EF
RS EE TS EESTITRAV.

B TROEOERETRED T RN O} &S DT EEIHEED 20%L4
MIZIRE > TEY, BT TEROKEEIL, HET335~399 g, MT 208~241
g DEFH TH o7 BN HOBREABICEMELHHEIC LY | BN
R 12 IERR Y 437 7. BT RO ORI EMIBEEEB L UEN
EBEEZABTD LRI —VICEWES (Animal ID-No.) 7 — F&-DiF 7z,

2L, BERTRTE TIHREMMESICLVER L.

SREWIIREEY AT L Y RIS T,

134. #®E5E, THREL, BREHMBLICRESE

AUBME D 2 BEHRETHAR 33-F4 X (FusXv@) oy
FE AW B ATEEMRR 2 BRERE T RRER —  HBRES 6877 ( 115
—174 )1 %0, 30, 100, 300 3 LT 1000 mgkg/day DB TEBL=. +
DR, BRAETH D 1000 mgkg BEIZ L > THHE LB IER BT
B Lol LIBsT, ARABRTIEIT A FT74 U CLIRAEIZRE
ER TV 3 1000 mg/kg/day ZEBEE U, ATF4EE 3 TR L 300 38 XU 100
mg/kg/day & B L MEHARIZERE L.

BB DR ERBILOECD H 1 R A v 21 THEREN TV HREE

- 11 -
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BICEC TR RS L L.

REREIY, KE 100 g47-0 1.0mL & L, EERCEE L - EHEE
WWESWTER L. 28, miREE L Uikt oL, E8R0, 7, 14,
20 BL O HRE 0 HIZHEIE L2 BEBEEIZE SO TER L. 5K,
FY LT ERAWT B 1 EFET8 B 504y ~11 BE55 3 5aHE niRE L.
STRBEEIZIT 0.5 wA%CMC-Na KIS DA &5 L.

SRR, HEIIAQECRT 14 B & AECEAE 14 B REIS KSOCECHARIRE T
#% 24 ARIOERE 52 AWM E Uiz, MEIZSERRT 14 AR & RRECHARED (B &S
AR BLORERSIMEIIERERR 28 U Tork% 3 BE T @41~45 BRE)
&L ETr, RERIMES TR LAV MR 25 BOSERIR £ T @o~
44 BE) & L7
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14. B8, JEBLIURE

140, —RURIBOBER
MRS &, 2FCOVWTREYMGER 2 BRLE BRI 1 E) TV,
BEBIUVRCOFELRHELIC.

142. #HE
HiXikE 1 (R5BERE), 8, 15, 22, 29, 36, 43, SOBLUS3 A GH
BE) ICHEL, BE1D 53 BETORERNEZEH L.
MEIRE 1 (RERMEE), 8BXVNIS BIZHEL, BE 125 158F
TOREMMEZBH L. 7, KERBCIEOMY, R0, 7, 148X
20 BiZ, S LMo mi o BLU4 B (@A) IClIEL, £0LF
FUER 0 255 20 BRI UG 0 6 4 BE TOREMNEZEH L.
BIEITBFFRALPG2002-S (A hF—- L Fib) ZHWTITV, B L.

143. EEE

MRS 1 (BERAR), 8, 15, 22, 29, 36, 43, S0BXUS2 B (&
BETH) (CEEEEZRIEL, AIEENLROBIER F TOEMEELRDE
¥ REERZEHTZELLIIRE 1L ISABLIURE 2 652 H
FTOREEEEZEN L. MIRE5 1 (&E564H), sBLVI5 HIC
FHERZPHAIEL, BIERLOKROEIER E TCOBERE RO 1| BEEE
BEREHTALEBICRE 1D 15 BETORBEEELEH L.

77, REIHA L3R 0, 7, 14 BXR20 Biz, Stk L7-#x
S 0 BLU 4 BICEEEREZAIEL, BIERMLRORAIEHR £ TOEEE
BAROEY | QEFESEHTH L L LITERE0 7520 B TORMERE
SHEZEMH L.

REVTETFRFE PG2002-S ZAHWTITW, Figk L7, B, ZEHMT -
REEI TR AIE Lo 7o

144. KB
ZECIIZRECAT 14 B EI ORI LT o /oM & FIBENORER 1 3 1 TH
£ 5 BfEmEESYE, T8, BREIIBHEDOBFHESEL Lo TR
Ry L, #OBEEROBE LT,
MERFETS U 7o Fo DI AZEC DA A AT TE VIOV T, REXHE
b, FOEERERET, OB RERIZHE -,
MRS ERIITREMT B E TTY, EESENSROBBEHE coMoB
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HEMEEEE LR EEH L. 7, HABEESNETO
BEEWHRAE ¢ 75 RUAOHER) #5E [(REHEHZ I
Y BIRMENE) < 100] 2EHLE.

REEEPLBBHIZIOWTRER (BRI FEBHE) ~
100] Z#EH L.

BRI L UHAIROBZ

BEOEER

HREMIZ 2 T HARS ST

BRI SRR DB R 21T o 7. DROBERE IR 20 »5 25 B
DR 8 BF 30 43 ~10 BEDRNTATVY, Z OBRRIFICORTET L TNDH T L
PR L-EYRB X OSHME B L BIIShE T I TR, 0B
W% 0 B & Lz, A0 10 B2 E Cotha B LB 18 A 2ok
0B& L7 £, MR (%0 BOEA B OIEEO BOFERARB%
BUZBE), =IhE [(ZReE RERIEMWE) = 100], HESR [(£
R HHEEMEST I RIERD) < 100], BRR [ GERERE 1THREREH) * 100],
SR [(RHERE BREH < 1001, WA [(HEAIRE HHE
B0 x 100] 2BEH L=, fHR 25 BHOFET 9 BFE CIoohn A biv/e
BV TRERAES] L, FARROFRD b RWIEE (BMES 2007, 2011, 2201),
RS EHE U, it 4 BICEEMIRERS L, BEEBIOV
ERRNZ BBIRAICREOEELR .

HAER (F1) o#gs

HE%, HERE ERRECIE) 257/, BEROEIZHEL, &
EvpiEictEe (REHAIREL MHARE) 2#BHLE. £, AREED
HEEHAS, BBYEBCARESRER [(EEHARE BENE R
x100] ZEH L7 HAEROEEL, HAER OB IU4 BICHEEBERIZ
EFFFLPG2002-S #AWTHIEL, | BEOMEN EEHEELSBEH L.

HAERITHAR 4 Bii2fldo—T VR T CHRINZHEE S, 8B -
FMBEOWIEBERITo 7. Tz, MBHRPOECRIIT T ARIZEEL,
BE - BBORNRBEAER L. -, HARD 4 BATR [((HE# 4
AARSE HEARE x100] #BEHL-.

-14 -
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146. JREFRE

14.6.1. ERBIUOREEE

R CIXEMONE, Dl BB X UEEERE, Bk, MBI UFEHO
S18 L IlrE, BlE, REEER X OVEMRREL oW, SEE O/ XU
BARELE. 2TORBHEREIZONT, B/, KX, BIXALSFEH
L7,

REERL, FEERREREERFE PE360 (X FF—- ML FHD) %
AOTAIEL, FOREXTHE L. EBZRE LESEICOWTE, B
BEER EL FBXNER) 280N 3REOEESIVEBREEEND
BHU [(GEEE HRBOEKE) x100].

Qe @ES - 1304, 2302, 2303)

FET B3R RS E TIOBEICRE L, ATHELETHIET A0,
R LW S L7, BiISZIR, W5, IR, 7, BEBIUCERFEIMLI
10 vol% FIEAEE KL~ U LR, BRI OBERE EEIZT 7 i CRIEE L
2%, 10 vol% P EAEE R~ U K CEE L.

OrEEYY

52 AR EGOER, =—7 VBT THROLERFEI 2. 3E - Hio
RIRBREZIT->721%, BRBIUVEELEAEREZRE L. /-, 289
W OWTHNCAR, RS LI ORESLIL 10 vol%e i HEE R~ Y VIR, B
BB IUOWER ERE 77 IR TRIEE L%, 10 vol%e @@k L~ o
B CEE L.

@ BRI LT

St% 4 BIC, =T VBT CHRILEESESE, BE - EkoRRE
BEiTol%, SIREEZAIE L. £/, £8MII>WLTIRE, 745,
fE3 L UEEEALIL 10 volYe PR /L < ) LR CTEE L. 728, ik
RAZ R L SRR E R,
DERDWHBORD LIVRWIE (EBWES 2007, 2011, 2201)

1R 25 BT, =—F VRRERT CHMERIEEE, BE  EoRIREE
BiTo00%, DR, FEB I UL 10 volse PSRRI~ U VIR TEE L
2. WO L FERNICERREDTED I Do 7o - DIFEIRARRST &
HIE LT

14.6.2. JREEEFRE
TREIZEAS T A B >V ORI R E 2 R L7z

-15-
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FHAE AR DOVERIIHSA St SRERMEATICEE L, BEICiE> TR
F7 4 PR EERL, ~v bEFV YL o U RAERE R .
EAXERE (v~ MERESD) TERE L. £, BRII-SWVWTR
PAS » ~ bR UV VIREERPERL L 7. 8T, KR 2 —REEER
AR TITV, WEOREE, BEICSWTRELE. REERITEEAEFE (v
< MEERIUST) TERE LT

¥, FBBRIZOWTIIPAS  ~2 b ) R I i~ F ) v -
AV Y LR, ~T PRV v AU R EER TR E S
BEL, @B LUTDIZOWTIIPAS - ~= b F 3 ) U YEiER TR TR
A7 (VIEZEZI ZHRELRED.

TR A MERISE

B S S A AR ZEET

FTTEH : E{EE 5 873-0511

Koy R E AR ERET/ MR 1200-2
OECEMYY @WES 1304, 2302, 2303)

B, ¥, IR, B8 KBERLE B8 BB LCEEREIEE
(B : B&ES 1304, 2302, 2505 : Ev& 5 1304, [EIRG : BMES 1304,
ER5 : 1304, 2302, +3E05 : &R 2302, Bf : §MpEE 2303). =
L, &S 2303 DEEWRERA (B, 8B, KB) oW TIEHREHT
BEEE LI DR FRENER T o7,

O & RS S BT

XTRREE L GAHEBHOS 5 5 (@ipES 1001~1005, 1301, 1303, 1305~
1307) DR, BEEE, BE, i RB L0 TOEERETHER (B -
BiES 1001, 1012, 1308, Bl : BifpEE 1108, 1207, ¥ . BWES
1210). FER L FISLRZOW TR ER S OREREDN -, KB
FUHFREREDOE S 5 EEE 1101~1105, 1202~1206) 2OV THiR
HL7-.

@B AL T

XTRREE BAERDE S EMES 2001~2005, 2301, 2304~2307)
DOIRR, 75, BB IO TORTRETHES: (iR : 2 &2 2008, 2105,
2307, Bf : BWipES 2207, ATEE : VRS 2301, 7 S 2202, BR
EME 5 2202).

DIIRA RN SR e o T (B E S 1007, 1011, 1201) BLUSHER
HSLOME (BhipE S 2007, 2011, 2201)

-16 -
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R R EE, BE IR B FE, JIRB IURERETER
(B - B 1201).

14.7.  #EFHENT

FE, FEHENE, BHE REEEE, FONEH, B ERR
%%, EAREARE, HHPEVRER, FERERER, AR, BRRE M, B
HASE, g ARBERBEE H4ERD 4 BEFE, FEEEBIU
BEER MAEIIC OV I EEHBIARICEY, BAIIBartlettDE5H
BREYSEM LT, S5 OBEIIDunett DE EH R E) CHIBRE L K
EBMOEEERRE L. BatletDESHBE CRESB OB 13 Steel
ORECTH B L FRSHHOEEEERE L.

HEER, RWRERBIUERRIIOVWTIR X BREEZ AWV

BEEMEMRERE, SBETRE X OREEERIT ROBARIZOWVWTIX
FisherD BB TRE L.

TREKERERT R0 5 HbRREOBBEPRO LN RIZ—% 1], +1 & [2],
+2 % [3], +3 % (4] 2%V 24 CT Mann-Whitney ® U REZ FEHE L7-.

K HEI T Bartlett DESEHRRTEIZ DUV T 5%, FOMORREIT 5%3 X

V%D ERNRE TEm L7z,

=L, HREES | B2 & 2 FILITOBE, BEEREIITOR
AT,

B, WEHMFOHAIRICET ZA0ENT 1 BN OFHE | ER
& LUTES L.

-17-
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15. HPER
151. #Hg Fo) IRIFTRE

15.1.1. FECBIU—RRRRE (Table 1-1~1-4, Appendix 1-1~1-4)

FELEMDHIHED 1000 mgkg BETEE 49 BiZ 1 ) @& E 1304), MED
1000 mg/kg BETIREG 15 AR XU 6 BIZE 1 6] EES 2302, 2303)
B b,

—fRARBEDZEE(L & LT, BETIZHREEDY 1000 mg/kg BEC 5 FlicBB I h iz,
FECEMWTIL, B0, RRIET, BHRPR, £, HEOEN, RE
TEB LOMRRESFECT2H B 55D LN, ZTOM, XHEHEE
MO ERBEMLEZONAFFRE LT, MER L UL 100 mgkg B
T plCEB I

METITREE, #EDOIEN, B JUBRE T DS 1000 me/kg B TR
—0 1, WEFEN 1000 mgkg 3T 1 FlCBEINE. ECEW T, &
¥, RieTE, KFEPRE, BRESHET, FEET, #HEOHEN, BEE
MR X UREEREASS 1 AR bz, OB EMICIZREITEED LN
2hxoto. FOM, BRBEMEEZIONSLFTRAE LT, FE &N B
SO TREET 1 FICBB I Nz,

15.12. {&E (Figure 1~2, Table2-1~2-2, Appendix 2-1~2-2)

HETIE, %EHMEZBU T, <R - SR ER S L ORITHFTFER
REEEIED bR,

HETIE, STRRBEIZEER 1000 me/ke BECHRE 1 225 15 HOKEBMNE,
PEIRIARI R (AR 14 BUARE) OEEES LTYER 0 225 20 B OIFEH
MEBEIZRHFRRFEEIRO R0, BEERMBRD L.
1000 mg/kg B CIIARIRIAM A HAkEE L T B IR C O AR EEA XTI
~MEEEREZ R L72D, WEHRPOEEENEICIIERRD N ho
7.

15.1.3. #EfHE (Figure 3~4, Table3-1~3-2, Appendix 3-1~3-2)

T, BREHMZ@EL T, SR EBRYEREH & ORICREERY
REEEIBROD LN

METIE, XTEREEICEL 1000 mgkg BETHRE 1 226 15 H, R0 55 20
B O RREBEEL L UDHE 0 205 4 HDFE | HISfERICHHSNRE
BEIIRD o2V 00, KEFEMPERD b,

-18 -
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15.1.4. RESERE

15.14.1. E¥EEER (Table4-1~4-2, Appendix 4-1~4-2)
BERE L W TNORIEREIC SRR & B ER 58 L OBICHET
FRRAEEIRD bR T

15142, FRRFTR (Table 5-1~5-5, Appendix 5-1~5-2)

1000 mg/ke BECHE1 5] EES 1304) BIME 2 ) (EMiHSEE 2302,
2303) IT3D LN FHTEMICENT, HETER L UKRIBONEELE,
HET/NBOWNEILR, HETioRAal, BORGIH XKk LOVNEOR
B RIS ERICEE ST

HRE RS S BETIE, ROBEE Rk LR AR Xk, Bk
OERB L URBEOFHIERPICBE SN/, MBEICH, R E
RERHTRALNERITENLAFRIIFRD Shiehot.

SHREERS TR 300 me/kg BET 2 BL U1 HICERD bR & AL S8
7eino Tk (BvEEE 1007, 1011, 1201) TiE, 300 mgkg BEOBM TREEL
BIUWE LEOERE Moatil XipsgEshr:.

Syt 4 RICETERES| L-METiE, BiROBER, RS EI,/ XI5,
FEOfEE, TEORER L VBOREBBERENICEBE SN, SHREIC
R, SRy ER S TRREDABITEM LI IR b 7.

R O (@SS 2007, 2011, 2201) TiE, WIRREFTRIGE
D ORI T.

15.1.43. #B#EFTR. (Table 6-1~6-7, Appendix 6-1~6-3)

1000 mg/kg B TRO b1 1 ] EWHES 1304) BSIUME2 5 &
F5 2302, 2303) DOIFECEMWTIL, HTREOBWESHE, BEEEOE
PABREZRE B L ORISZ AR D BREETLSR S, #ETHIOBIL, fileN~Z7 o7 7 —
VEBEBIOBLE, BBRONEIBES ERICBE N

FHR% RRAL S 72RETIE, XTFBEE, 100, 300 38 KTV 1000 mgke B THE
DOREMESEHESTNTNO, 1, 2B X2 4, B BROBRISEESN 0, 1, 1
BLO 2 flicBEIh, BEtFENREEZEIRD LNV EOD, 1000
mgke HTEBEIN. Fio, BRERNICBIT 2 EZEMIERARIT 300
B ETN1000 mghkg BETH 1 flicBES N, £oft, XBHEZELETO
BEH TR ROBNMIRERE, Vo BKREE L UREDRSHMIZRE
NEEFNT, HRYEREH CIDEROB ERERY, BEREEOENM
FaF%IE 1 L ORI ROESMIIRES ERICBRE I . JIRICER
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FREPRD DT, FOBeE, MoORBTRIZEEMEME, Big
O, V2 BREB L URME FHEEL S BRI BE S L.

RTEREER L TR 300 mekg BETC2 BLU FUTEED SN HER R &8
ol (EHEE 1007, 1011, 1201) D5 b, MORENTAREE
ERIUELAE, BROBHEEHRL LU EEZL, BE LEOEN
FERRZEIE DS 300 mg/kg B, RISROBENHIREERER LUV o/ BRgEA %
BB L U300 mgkg B, R EAD Y L BRiZHEE X UHBORAMKE
BENTTRE T TN D EENICEE SN,

Sit% 4 BICEHERED) L7-HECIY, MR SOREBTTEORRK
BIUROENMINEB S SEBER INN, BB R L gy
WAL OB TABERRD N7, £, HREBCEEREEN
PDERINZFEOREHBLOEOREL EES 2202) 12, FEON
BHERAB I OEBOENMIRER Thotz. oM, FHNIBIT 2 MmN
RARRAEESE, IR BIREESE, BIROEIE X USRS LIS ERAN
BEIh:.

IR ALSZOME (BES 2007, 2011, 2201) TiX, JREOHRMEEMNER
LU EOFENELYEDR, *BEE @SS 2011) BLU300 mgke &
T& 1 BlicBESh.

FEFRY A 7 OB T, XREER L UV1000 mgkg HOBREIZOW
TRAT—=UVI~VIORERBE OFE L RABIE A JIE L= fER, FBEMIE (ype
A), VL7 T UBRERR, T U RARE L UHEE FER
BOWTIUICHOERARZIIRD oot e, HRER S ¥
T B OV TR TR Y 7V EBR LUEER, Ehhomiaiit
fhDBEEY L FRETH T

152, A4 RN

152.1. REBIUSAREE (Table 7, Appendix 7-1~7-2)
RRIINBEELZ S22 TOREFH TEFINESL Lz, ZIRITRELS X
TR300 mgkg T2 BLU FIBRIET, ZHRIBIIZNENBIBIV
91.7% ThH-oTz. TOMDEETIINTND 100%TH o7,
HESHE T, EFHRASL R TEYIEET 1 FlIc@D b,
EFMRANBHEL OO RY T, R LR ERER L DR
THRIFENRFEEIRD N7
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1522, B LOWEE (Table8, Appendix 8, 10)
HRBELZ SOV TIOREH THoRREBR EEIIBE I hoTe.
1000 mg/kg B CEREE, HERE, HEEREG SOV RN, HEHE
R FBZEIIRD bW b OOKEFEMEZR Lz, FHOEREH, &
B3, HER, BRE, HAR MBI UES 4 BEESRICHBRLH
B E R SR L ORIZEITFRD GhvehoTe. HAER 0 HOFEL RS 100,
300 B L UN1000 mgkg BETOEFNIT, Fiz, BFRIEI 100 mgkg BET 1 4]

BEINTE.
1523, FA&EIROWAE, FEL IUHIRATR (Table9, 10, 11-1~11-2, Appendix 9,
11-1~11-2)
BEROHNERETIT, BE~L=T7 ) 100 mgkg HOHET 1 FIIFED
bz,
HBEETIE, HEZOBLU4 AL bREE L HRYERSE L OM
TEHBED LN Tz,

WEHRFOFECIROFRTIE, BRILEN 300 mgkg FHORET 1 Filiz
S BT (Table, Appendix (ZI37R L TRV,

AR 4 BOTIR T, REIOREH,RIKDS 100 mg/kg BHORER X
UHET 6 BT 4 BB S, HETITREIC L ~ERICHEIRE M
Liz. ®Ofh, MHETERIE REILE BRONY, FROBEHR,
X1k, AFRBOFEED, FFETRIRSE, FFRORE, MoRE Kk LU
BRIV O BREM, K IEFIcB R S hi.
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16. EBRB L UNER

16.1.  HEMCRIEIRE

1000 mg/kg BECHiERE (B 1, M2 F) B DOLNIZFETEMTIL, B
BLOWED 1 FITRET BFBTICHFERREICEET 5 & & 2 b DERYE
BXhi-. ZhbORECEHOREBRE CIIFEROEEIL TE R o720,
1000 mg/kg BEDOHZTORBETH D Z & M OERYMEREORENEDN.
—RREED I L & U, HETILHEDS 1000 mg/kg B CEBNCEER N
B3, JERODFEHRI G5 30~60 DHO—IRMETH - 77 DB b2 3Ry
RGO LIIEZ 2o T, BT 1000 mg/kg #ED 1 FITTHGE, FEE
B, IR TEB IUMEOENONBE SN, MIRFHOFEIZ 1 &
BT 2 ARERERR LARIXERREBIZEE L CWD 2 b, HERYEH
WEOFEBLITHE Lotz

RER L OMEEER T, HIoR L CidBmE R 5 oREIIR D bhvR
otz MEZE LTI, 1000 mgkg B CAREMESHRME OB ENOHE
BT CEREEZ, BEESFEBREEERIZE > TEE@EMEZRL
B ER S O EI TR I N

IRERERAE T, M E bR B ERICHBMER S OREIFED LN T,
BB CERINEZFTRITVTR O EBNTH Y, B ERE L OBEIT
RN EEZ b, MEFRETIE, HEEM CRBROBHEERER U
SLARO BRIEYEIR DRI R E 1 51 THINT 2 RM[25580 bl
FEELIZ DUV T 300 mg/kg TRE_EREZEfaE, 300 mgke A EOBERE TR
EABEAL B3R b, R EAIZ-OW T 1000 mg/kg BETE MRS
BAZED b, £, 1000 mykg O THITHBEOBME SR, MR
HEOBENHRRERE B X ORILIRO BETLIRAS, 300 mg/kg BEOEIRE )L
e o T | FITRBROEBEZNREL LU LR 2=k, BRLEED
BB AT bz, I OB L URE RO i REE
TiZ 1 FILERD N T RN LR ERSOEBLEZ L.
AISLAROBGIZ OV T, FEICEE L7280 b2 b 0o 300
meg/kg BETENHIRFRE S 5 BT 4 Bl CBE SN, HRWEREOREN
SEbihv. B, BIERYA Z7A0h 7y bTE, FRENOMBREIC
KTAREE L 1000 mg/kg BETENRRD Lieh o7, METIIHBHERF DX
BIIFBO oo,
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PbDz edb, 33-FFE R (FaXUE) O 1000 mgkg/day BE5IT
& v G EM)S, M TIMAER X URREEEDIKEFMIFESH b,
HED 300 mgkg A EOREH TIHEBEREICB O TERISH T 5EBHE
fbe U OIS ER, B LRSS I UEEEMBERIED LN, F
7=, FEEEMIIARE TRV T38RO bk, Lk
BoT, ARBREGTIZBITD 33-FA LR (P U Bg) OREMWIZL
T 5 R RITHET 100 mg/kg/day, HET 300 mg/kg/day &M Siiz.

TSR

EHEER A, RRERLUCZREICHBRYERSEOREIRD LN
3, SWBREREICLAEBHAMVHAEIN T

SRR TIY, 2N ERICSHR L aTRREBICEEIIREI N -
7o, XHHBEEIS KO0 300 mg/kg B CHERAERSL & H)E S T-MERED B Z >
W, REERE CIIMEY CREE TR T SFTRIIED bhvzdoT.
—7, 300 mg/kg BEDOMETIE, AIRETR THEAAIDBERS L UNBE A DOZEHE
PEREIN, AERFRETIIRROBMEER, B LRERIBS I UER
HEOERNMBRFEESEE SN, 300 B X0 1000 mgkg BEOIIRE BRI
SRTHETIIRRSOARBESREICH LT, MBRFRECRERRND
R EREDEENBRO LN TWAZEE2EBFT D L, 15 TIEH D,
300 mg/kg BEDIEIRARRSLHEN) CRBROREFTRABOH LN TN LD,
ZRRREICB T AR ER G OREEN TR SN,

1000 mg/kg BETHEFRIREL, HERE, HEARES I UOHRIMEER
MZR LI, ZOBET 1 FINERER S BLCHERS4 2L, £,
fhod 1 FITEREEL 15 T3 LHERE 7 (5ihsE 46.7%) AL TWeZ
EREREEZ BN, UL, ThHOEERERED HEBHRE(L
LEZ, WBRYMEREORELITHE LT,

AR OARRE T, 100 mpkg BECEE~LV =T REE I 1 f)
DHDOREFTHD Z LD LIKBRMEREDOEE L IIEZ )T

FAEROHAR 0 BLU 4 HOREFEICHKBRYERSHTEIEED LN
7, HER 4 BATRICLEEIIEED N2 0T

HEHETORTIEB IOHAER 4 AOAFEROHRTIY, #HEBRYER
BIZERTA EEX0NBRFIETFED ooz

FOfth, FHREHAER L UHREAEIC BRI EREOREIIRD LT,
b, HESR, FRERBIUCHARICLEEIRD LR
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PEDZ &0, 33-FFER (v ORI KT TREIX
HET 300 mg/kg/day B EIZ X D ZRRRRICET BN RDONI-Z L0, #
EEEN T 100 mg/kg/day & WSz, MEOATEREC RITTRER L UEE)
MOBRECRETHEIBIRDODONTEEZEREIIVTHL 1000
me/kg/day & T X7z
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Table 1-1. Clinical observations in male rats Exp. No. 6878 (115-175)

Days of experiment

Signs Dgse level Total
{mg/kg) g8-14 15-21 22-28 29-368 36-42 43-49 50-53 ( 1-53)

[
~!

number per gruop 108
300
1000

——
ok ek ek
sl sy ey

—OOO MNMNNN
=PRI

1
1
1
1

—_ s

1
1
1
1

— ek ek
JR G Py

dead 0
190
300

1000

norma | 0
100
300
1000

—_——

COOoOO0O OO0 OOOO OO-—O QOO0 OCOO WR—N OOoCOo PPRNMNN
— sk

—OO00 OO0O0OO COOO0O —=OOO orrNoN
b

——t b
—O00 ~=O00 —OO0o O0O—0 O0—0O —0O00 AR SO0

COOO OO0O0OOC OO0 OOOO OOQOQ OOOC NN QOO MNMNINN
———

COOCS OOO0C COOO0 OO0 OO—C OO0 MNRN—RN OOOO PR
——h

SOO0O oo OO OO0 OO QOO NN QOQO .

— ek ek i
OO0 OOoOOC OO0 OOCOO OO0 OOGO ORI OO0 PRNMNMN

OOOO OO OO0 OOO00 OO~—O OOOO —N=N COOCOO MNP

QOO0 0o OO0 QOO0 OO0 OOOO NN QOO0 PPN
o
~—

piloerection 0 a)
100

300
1000

trauma 0
100
300
1000

crust 0
100
300

1000

dirty hair 1]
100
300
1000

subnormal temperature 0
100
300
1000

el eslen Taon]

tosis of eyelid 0]
P Y 100
300
1000

—000o

ag No. of animals with clinical sign in group
b} Total no. of animals with clinical sign group
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Table 1-1. -continued Clinical observations in male rats Exp. No. 6878 (115-175)

Days of experiment

Signs Dgse level Total
mg/kg) 1-7 8-14 15-21 22-28 29-35 36-42 43-49 50-53 { 1-53)
nasal discharge 0 0 0 0 0 0 0 0 0 0
100 0 0 0 0 0 0 0 0 0
300 0 0 0 0 0 0 0 0 0
1000 0 0 0 0 ] 0 1 0 1
salivation 0 0 0 0 0 0 0 0 ¢ 0
100 0 0 ] 0 0 0 0 0 0
300 0 0 0 0 0 0 0 0 0
1000 0 ] 0 1 3 2 3 0 5
bradypnea 0 0 0 0 0 0 0 0 0 0
100 ] 0 0 0 0 0 0 0 0
300 0 0 0 0 0 0 0 0 0
1000 0 0 0 0 0 0 1 0 1
dyspnea 0 0 0 0 0 g 0 0 D 0
100 0 0 0 0 0 0 0 D 0
300 Q 0 0 0 0 0 0 0 0
1000 Q 0 0 0 0 0 1 0 1
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Table 1-2.  Clinical observations in female rats Exp. No. 6878 (115-175)
(Before and during mating period)

Days of experiment
Total
7 B-14 15-20 ( 1-20)

Signs Dgse level
J ?mg/kg)

—
|

number per group 108
300
1000

LN T ey

COOoC0 OOoO0OC OO0 OOO0 OEOC OO0 MPNMNN OO MPRMNMNM
—b e ek ek

OO0 COOO OO0OOO OO0 OO OO0 MRMNNN QOO PMNMNMN

1
1
1
1

dead 0
100
300

1000

normal 0
100
300
1000

— e o ek
———aa

——— ek
-mOO0 =000 —OO0O0 —OO0O —=OoOO0 —=OoOO0 —NRN —=Oooo

— e e
~OOO —SOoO0O0 —OOoO0 —=OQ0 —O0O00 —COCOoOO —NNN OO0 RRNR

a)

(=3
~

dirty hair 0
100
300

1000

subnormal temperature 0
100
300

1000

tosis of eyelid ¢
P Y 100
300

1000

salivation 0
100
360

1000

abdominal distention 0
100
300

1000

rone position 0
P P 100
300
1000

a; No. of animals with clinical-sign in_group
b) Total no. of animals with clinical sign in group
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Table 1-2. -cont inued

Clinical observations in female rats
(Before and during mating period)

An-Pyo Center

(2026gs
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Exp. No. 6878 {115-175)

Signs

oo

se Ievel
mg/kg)

Days of experiment

-7

8-14

15-20

decrease spon.motor act.

abnormal resp. noise

0
100
300

1000

0
100
300

1000

OOoOo0D OOoODO

OCoO0 OOoOoo

—O00 —=OogOo

—OO0 OO0
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Clinical observations in femaie rats
(Gestation period)

Table 1-3.

k! 12

10

Days of gestation

Dose level
{mg/kg)

Signs

ON—O

o o — y—

QN—O

——p——

OoON—O

ONe—O
—rre—

ONe—O
—rre e

ON—D

N

————

ONr—r—

———r—

O r—r—

——— —

O r—=—
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ONr——

—————
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number per group
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[ee]enlonlon ]

OO0~

(e Len Law Tan

CcCOoOOoO

[wlo ol ]

000

OO

oooo
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—r
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y———

DN —O

—_———

NN

———

AN —O

ON—D

——r—

DANN—O
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M Or—r—

y————

O =
——

O v
—rre—

O ——
Y y———

OO e v—
Y y—

ON—r—
—————
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300
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ooo0O

oCOoOOo

OOoOO0

OO

[o{e]e]es]

OOoOOO

[e]a il

OOoOoo

OO

(o] lewlan)

ocOooo

oo00o

OO

100
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loss of hair

—_—000

— oo

—00

-0

—OoOoo

~ooo

—OO00

—o0o0

QOO0

oCOoOooO

ocooO

cooo

CoOoo

100
300
1000

induration
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a) No. of animals with clinical sign in group
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Table 1-3. -continued Clinical observations in female rats Exp. No. B878 (115-175)
(Gestation period

Days of gestation

Signs Dose level

{mg/kg) 0 1 2 3 4 5 8 7 8 9 10 11 12
o T T T T T T T O T I
300 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 0 0 0 0 0 0 0 0 0 0 0 0 0
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(Gestation period)

—continued Clinical gbservations in female rats

Table 1-3.

Days of gestation
16 17 18 19 20 21 22

15

13

se level

D?mg/kg)

Signs

O =T 0

ON— O

—————

OoON—O

—y—y—y—
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—r————
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O =D

—— e —
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a) Total no. of animals with clinical sign in group
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Table 1-3.  -continued Clinical observations in female rats Exp. No. 6878 (115-175)
(Gestation periad)

. Days of gestation
Signs Daose level Total

(mg/kg} 13 14 15 16 17 18 19 20 21 22 23 (0-23)
. AR
300 ¢ 0 o0 0 0 6@ 06 o0 0 0 O 0
1000 6 o6 o0 0 0 0 i 1 0O 0 0 i
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Table 1-4. Clinical gbservations in femaie rats Exp. No. 6878 (115-175)
Lactation period}

) Days of lactation
Signs Dgse level ( Total

(mg/kg) 0 1 2 3 4 0- &)
number per group 0 10 10 10 10 10
100 12 12 12 12 12
300 11 11 3] 1 11
1000 10 10 10 10 10
normal 0 g 9 9 9 9 9
109 12 12 12 12 12 12
300 11 11 3! 11 11 11
1000 10 10 10 10 10 10
loss of hair ] 1a) 1 1 1 1 1 b}
100 0 0 ¢ 0 0 0
300 0 0 0 0 0 0
1000 0 0 0 0 0 0

a; No. of animals with clinical sign in group
b) Total no. of animals with clinical sign in group
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Table 2~1.  Body weight change of male rats Exp. No. 6878 (115-175)
Unit 1 g
Dose level (mg/kg) 0 100 300 1000
No. of animals 12 12 12 12
Mgan = S.D. {( N) Mean = S.D. (N) Mean & S.D. (N) Mean &= S.D. (N)
Days of experiment 1 368 18 (12) 68 £ 18 (12) 367 = 17 (12) 368 £ 18 (12}
8 35 £ 23 (12) 33 £ 25 (12) 389 4+ 21 (12) 397 = 22 (12)
15 416 = 27 (12) 413 29 (12) 4098 £ 24 (12) M7 £ 27 (12)
22 434 £ 31 (12) 430 = 32 (12) 426 = 27 (12} 436 £ 29 (12)
29 454 + 38 (12) 447 + 35 (12) 44 £ 29 (12) 458 = 33 (12)
36 480 £ 41 (12) 472 £ 38 (12) 467 = 30 (12) 481 + 39 (12)
43 496 = 42 (12) 480 = 35 (12} 480 = 33 (12) 497 = 44 (12)
50 516 £ 51 (12) 500 = 38 (12) 490 = 35 (12) 510 £ 58 (11)
53 523 = 54 (12) 507 £ 38 (12) 498 = 37 (12) 516 & 60 (11)
Gain 1-53 156 £ 43 (12) 138+ 26 (12) 131 = 24 (12) 148 £ 48 (11)
Significant difference from control group; ¥ p = 0.06 ¥ p =< 0.01
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Table 2-2. Body weight change of female rats Exp. No. 6878 (115-175)
Unit ' g
Dose level {(mg/kg} 0 100 300 1000
Before mating pericd
No. of anlma?s 12 12 12 12
4 Moan £+ S.D. (N)  Mean £ S.D. (N) Mean £ S.D. (N}  Mean x S.D. (N)
Days of hefore mating 1 224 = 10 (12) 225 £ 10 (12) 224 = 9 (12 224 = 9 (12)
8 234 + 14 (12) 23 £ 13 (12) 235 = 10 (12) 231 £ 10 (12)
15 242 £ 15 (12) 244 + 13 (12} 243 £ 12 (12) 234 £ 14 (12)
Gain 1-15 18+ 10 (12) 19+ 8 (12) 19+ 7 (12) 9+ 14 (12)
ﬁg.stg}iggmgeriod 10 12 11 1
Mean + S.D. (N) Mean £ S.D. {N)  Mean * S.D. (N) Mean + S.D. (N)
Days of gestation 0 247 £ 18 (10) 251 + 16 (12) 250 £ 15 {11) 241 £ 13 (1)
7 277 £ 20 Q0) 286 £ 19 (12) 280 £ 15 (11) 270 = 15 (10)
14 32 £ 25 (10) 3w 21 (12) 314 £ 15 (11) 297 = 22 (10)
20 386 + 32 (10} 39+ 26 (12) 388 + 22 (11 368 £ 30 (10)
Gain 0-20 138 = 18 (10} 144 + 15 (12) 138 = 13 (11) 126 = 30 (10)
Lactation period
No. of dams 10 12 " 10
Mean = S.D. (N}  Mean £ S.D. (M) Mean £ S.D. (N) Mean & S.D. ( N)
Days of lactation 0 303 &£ 25 (10} o+ 21 (12) 305 & 18 (1) 292 £ 19 (10)
4 3£ 24 (0) 37+ 25 12) 318 £ 23 (1) 303 & 19 (10)
Gain 0- 4 10 £ 8 (10) 16+ 10 (12) 13 £ 15 (11) 11+ 13 (10)
Significant difference from control group; ¥ p = 0.09 ¥ p = 0.01
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Table 3-1. Food consumption of male rats Exp. No. 6878 {115-175)
Unit : g/day
Dose level (mg/kg) 0 100 300 1000
No. of animals 12 12 12 12
Mean & S.D. (M)  Mean & S.D. (N Mean £ S.D. (N  Mean X S.D. (N
Days of experiment 1- 8 25 + 2 (12) 24 + 2 (12) 25 + 2 (12) 27 3 (12)
8-15 %+ 3 (12 2+ 2 (12 240+ 2 (12) 26+ 3 (12
15-22 a) - - - 31 x - {1
22-29 2%+ 3 (12) 25+ 2 (12) 2+ 2 (12) 27 4% 2 (2
29-36 28 & 3 (12) 26 & 2 {12) 26 + 2 (12) 28 + 3 {12}
36-43 27 = 4 {12) 26 £ 2 (12 26 + 2 (12) 28 *+ 3 (12)
43-50 28 & 4 (12) 27 + 2 (12) 26 + 2 (12) 29 + 4 (1)
. - 50-52 27 & 4 (12) 27+ 2 (12 2+ 2 (12 2 8 Q)
Cunulative consump“mb(?% b) 353 + 34 (12) 344 = 28 (12) 345 £ 26 (12) 369 + 38 (12)
22-52 809 £ 112 (12) 778 + 59 (12) 777 £ 55 (12) 831 £ 101 (1)

ag Mating peried
b} The sum of individual values on each measurement dag
Significant difference from control group; ¥ p %005 *:p =00
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Table 3-2.  Food consumption of female rats Exp. No. 6878 (115-1785)
Unit : g/day
Dose level (mg/kg) 0 100 300 1000
Beforg matln? period
No. of animals 12 12 12 12
Mean & S.0. (N}  Mean £ S.D. (N} Mean = S.D. ( N) Mean £ S.D. { N)
Days of before mating 1- 8 17 £ 2 (12) 17 + T (12) 18 + 1 (12) 17 + 1 (12)
) ) ? 18 - (12) 17 = 1 (12) 18 =+ 1 (12) 17 + 2 (12)
Cumulative consumption (11; a)
3+t 23 (12 22 &£ 9 (12) 285 = 17 (12) 233 + 20 (12)
Gestation period
No. of dams 10 12 11 11
Mean % S.D. (N} Mean = S.0. (N) Mean £ S.D. (N) Moan &+ S.D. ( N)
Days of gestation 0- 7 21 2 {10} 22 (12) 21 %= 2 () 20 + 2 {10
7-14 24 & 4 (1D 25 + (12} 20+ 1 (10 22 + (10)
) 14520 24 + 2 {10) 25 + (12) 24 =+ 2 Q1) 24 {10)
Cumulative consumption (g) a)
0-20 458 £ 55 (10) 476 £ 29 (12) 458 + 27 (11) 439 = 28 (10)
Lactation period
No. of dams 10 12 11 10
Mean * S.D. ¢{ N) Mean + S.D. (N) Mean £ S.D. (N}  Mean £ S.D. (N)
Days of lactation 0- 4 N+ 5 (10) 33+ 5 (12) 32+ 5 (11) 28+ 5 (10)
a) The sum of individual values on each measurement dag
Significant difference from control group; 05 * p = 0.01



-1717-

An-Pyo Center (2081ow ) 012412 Page 001
Table 4-1. Absolute and relative organ weight of male rats Exp. No. 6878 {115-175)
Dose level (mg/kg) 0 100 300 1000
No. of animal examined 12 12 12 11
Mean £ S.D. Mean * S.D. Mean £ $.D. Mean X S.D.

Body weight (g} 523 + 54 507 *+ 38 498 -+ 37 516 =+ 60
Testes 2g2 3.34 & 0.25 3.52 + 0.28 3.22 + 0.42 3.39 % 0.45

g%) 0.644 = 0.081 0.700 = 0.087 0.648 = 0.089 0.667 = 0.127
Epididymides Smgg6 1219 =+ a0 1218 + 132 1135 + 178 1239 & 117

mg¥%) 235.117 & 29.379 242.721 = 39.053 229.537 £ 42,329 242.942 + 36.260

(%) (Organ weight / body weight) x 100
Signifigant digference ¥r g

om control group;

% p < 0.05 *:p = 0.0
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Table 4-2. Absolute and relative organ weight of female rats Exp. No. 6878 (115-175)

Dose level {mg/kg) 0 100 300 1000
No. of dams examined 10 12 11 10
Mean * S.D. Mean *+ S.D. Mean £ S.D Mean £ S.D
Body weight (g) 313 + 24 37 £ 25 318 %= 23 303 & 19
Qvaries émg) 103 & 17 101 £ 19 106 x 15 98 + 12
mg) 32.954 = 4.329 31.714 = 4.854 33.476 £ 5,136 32.490 = 3.691

(%) (Organ weight / bod¥ weight) x 100
Significant difference from control group; *1p =005 ¥ p=x00
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Table 5-1. Summary of gross findings ( dead, male ) Exp. No. 6878 (115-175)
Sex: Male Generation: FO
Dose level ( mg/kg ) 100 300 1000
No. of animals necropsied 0 0 1
Organ Findings
DIGESTIVE SYSTEM
stomach dilated lumen - - 1
small intestine
dilated lumen - - 1
large intestine
dilated lumen - - 1
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Table 5-2.

Summary of gross findings ( sacrificed, male )

Exp. No. 6878 (115-175)

Sex: Male Generation: F0
Dose level ( mg/kg ) 0 100 300 1000
No. of animales necropsied 10 12 11 11
Organ Findings
RESPIRATORY SYSTEM
lung brown patch/zone 1 0 0 1
white patch/zome 1 0 o 0
URINARY SYSTEM
kidney cyst 0 1 1 0
REPRODUCTIVE SYSTEM
seminal vesicle
atrophic 0 0 1 1

Significant differemce fram control group;

&

P < 0.05

%k

P <0.01
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Exp. No. 6878 (115-175)

Table 5-3. Summary of gross findings ( non-pregnancy, male )
Sex: Male Generation: FO0
Dose level ( mg/kg ) 0 100 300 1000
No. of animals necropsied 2 0 1 0
Organ Findings
RESPIRATORY SYSTEM
lung white patch/zone 0 - 1 -
REPRODUCTIVE SYSTEM '
testis atrophic 0 1 -
epididymis atrophic 0 1 -
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Table 5-4. Summary of gross findings ( dead, female ) Exp. No. 6878 (115-175)
Sex: Female Generation: F0
Dose level ( mg/kg ) 0 100 300 1000
No. of animals necropsied 0 0 0 2
Organ Findings
RESPIRATORY SYSTEM
lung reddish - - - 1
DIGESTIVE SYSTEM
gtamach autolysis - - - 1
black patch/zone - - - 1
dilated lumen - - - 1
small intestine
autolysis - - - 1
black patch/zone - - - 1
large intestine
autolysis - - - 1
dilated lumen - - - 1
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Table 5-5. Summary of gross findings ( sacrificed, female )

Sex: Female Generation: F0

Exp. No. 6878 (115-175)

Dose level ( mg/kg ) 0 100 300 1000
No. of animals necropsied 10 12 11 10
Organ Findings

RESPIRATORY SYSTEM

lung nodule 0 0 1 0
DIGESTIVE SYSTEM

liver brown patch/zone 0 ¢ 0 1
URINARY SYSTEM

kidney scarred 1 1 0 1
REPRODUCTIVE SYSTEM

uterus nodule 0 0 1 0
vagina reddish 0 0 1 (o]

Significant difference from control group;

*

P £ 0.05

*k

: P<0.01
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Table 6-1. Summary of histological findings ( dead, male Exp. No. 6878 (115-175)
Sex: Male Generation: FO
Dose level { mg/kg ) 0 100 300 1000
No. of animals initially in study 0 0 0 1
No. of animals necropsied 0 0 0 1
No. of animals examined histologically 0 0 0 1
Organ Findings 1 2 3 T 2 2 3T 1 2
REPRODUCTIVE SYSTEM
testis (1)
atrophy, seminiferous tubule - - - - - - - - 10
epididymis (1
cell debris, lumen - - - - - - - - 1 0
prostate (1)
dilatation, gland - - - - - - - - 1 0
1: slight 2: moderate 3: marked T: Total -: Not applicable.

{): No. of animals examined microscopically at this site.
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Table 6-2. Summary of histological findings ( sacrificed, male ) Exp. No. 6878 (115-175)
Sex: Male Generation: FO
Dose level { mg/kg ) 0 100 300 1000
No. of animals initially in study 10 12 11 11
No. of animals necropsied 10 12 11 11
No. of animals examined histologically 6 6 7 6
Organ Findings 1 2 3 T 1 2 3 T 1 2 3T 12 3 T
RESPIRATORY SYSTEM
lung (2) 0) 0) 1)
interstitial pneumonia 6 0 0 O R - - = - 1 0 0 1
osseous metaplasia 1 0 0 1 - - - - - - - o 0 0 O
URINARY SYSTEM
kidney (0) 1) 1) o)
basophilic tubules - - - - 1 0 0 1 00 0 o0 - -
cyst - - - - 1 0 0 1 1 0 ¢ 1 - - - -
cellular infiltraticn,lymphocyte - - - - 1 0 0 1 0 0 ¢ 0 - - - -
REPRODUCTIVE SYSTEM
testis (5} 5) 5) 5)
atrophy, seminiferous tubule 0 0 0 0 1 0 0 1 2 0 ¢ 2 2 0 0 2
multinucl. giant cell formation 0 0 0 0 6 0 0 O 1 0 ¢ 1 1 ¢ 0 1
vacuolation, seminiferous epithelium 0 0 0 O 0 0 0 O 1 0 ¢ 1 ¢ 0 0 O
epididymis ( 5) 0) 0) 5)
cell debris, lumen 0 0 0 0 - - - - - - - - 10 0 1
prostate ( 5) 5) 5) 5)
cell debris, lumen 1 0 0 1 2 0 0 2 4 ¢ 0 4 10 0 1
dilatation, gland 0 0 0 0 1 0 01 1 ¢ 0 1 2 0 0 2
cellular infiltration,inflammatory cell 0 0 0 0 1 0 0 1 o ¢ 0 0 ¢ 0 0 0
cellular infiltration, lymphocyte 3 0 0 3 4 0 0 4 3 ¢ 0 3 4 0 0 4
seminal vesicle ( 5) 0) 1) 5)
cellular infiltration,macrophage 1 0 0 1 - - - = 1 0 0 1 i 0 01
1l: =slight 2: moderate 3: marked T: Total -: Not applicable.
{(): No. of animals examined microscopically at this site.
Significant difference from control group; # : P<0.05 ** : p < 0.01
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Table 6-3.

Summary of histelogical findings ( non-pregnancy, male )

Exp. No. 6878 (115-175)

Sex: Male Generation: FO
Doge level ( mg/kg ) 0 100 300 1000
No. of animals initially in study 2 0 1 0
No. of animale necropsied 2 0 1 0
No. of animals examined histologically 2 0 1 0
Organ Findings 1 2 3 T 2 1 2 3 T 1 2
RESPIRATORY SYSTEM
lung (0 (1)
accumulation of foamy cells,alveolar - - - - - 1 0 0 1 -
osseous metaplasia - - - - - 1 0 0 1 - -
REPRODUCTIVE SYSTEM
testis {2) (1)
atrophy, seminiferous tubule ¢ 06 0o 0 - 1 0 0 1 - -
vacuolation, seminiferous epithelium ¢ 0 0 0 - 10 0 1 - -
epididymis (2) (1)
cell debris, lumen g 0 0 0 - 1 0 0 1 - -
cellular infiltration, lymphocyte 1 0 ¢ 1 - 0 0 0 0 - -
prostate ( 2) (1)
cell debris, lumen 1 ¢ ¢ 1 - 1 0 0 1 - -
cellular infiltration, lymphocyte 1 0 0 1 - 1 0 0 1 -~ -
seminal vesicle (2) (1)
cellular infiltration,macrophage 1 0 0 1 - 0 ¢ 0 0O - -

1: slight 2: moderate 3: marked T: Total
(): No. of animals examined microscopically at this site.

-: Not applicable.
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Table 6-4. Summary of histological findings ( dead, female ) Exp. No. 6878 (115-175)
Sex: Female Generation: FO0
Dose level ( mg/kg ) 0 100 300 1000
No. of animals initially in study 0 0 0 2
No. of animals necropsied 0 0 0 2
No. of animals examined histologically 0 0 0 2
Organ Findings 1 2 3 T 1 2 2 1 2 3 T
RESPIRATORY SYSTEM
lung (1)
congestion - - - - - - 1 0 0 1
accumulation of macrophage,alveclar - - - - - - 1 0 0 1
osseous metaplasia - - 1 0 0 1
DIGESTIVE SYSTEM
cecum (1)
dilatation, lumen - = = = - - - 1 0 0 1
1: slight 2: moderate 3: marked T: Total -: Not applicable.

(): No. of animals examined microscopically at this site.
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Table 6-5. Summary of histological findings ( sacrificed, female ) Exp. No. 6878 (115-175)

Sex: Female Generation: FO

Dose level { mg/kg ) 0 100 300 1000
No. of animalg initially in study 10 12 11 10
No. of animals necropsied 10 12 11 10
No. of animala examined histoclogically 6 1 2 5
Organ Findings 1 2 3T 1 2 3T 12 3 T 1 2 3

RESPIRATORY SYSTEM

lung (0 ( 0) (1) (0
accumulation of foamy cells,alveolar - - - - - - = = 1 0 0 1 - - -
DIGESTIVE SYSTEM
liver Q1)) ( 0) (0 (1
necrosgis, focal - - - - - . - - - - - - 1 0 0
URINARY SYSTEM
kidney (1) { 1) (0 (1)
cyst 0 0 0 0 1 0 0 1 - - - - 0 0 0
fibrosis, scar 1 0 ¢ 1 0 0 0 0o - - - - 1 0 ¢
REPRODUCTIVE SYSTEM
uterus { 5) (0 (1) ( 5)
arteritis 5 0 0 5 - - - - 1 0 0 1 5 0 0
post delivery lesicm g 0 0 O - - - - 1 ¢ 0 1 0 ¢ O
vagina ( 5) ( 0) (1) { 5)
cell debris, lumen 4 0 0 4 - - - - 190 0 1 4 0 0O
1: slight 2: moderate 3: marked T: Total -: Not applicable.

(): No. of animals examined microscopically at this site.
Significant difference from control group; * + P <0.05 ** . P <£0.01
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Table 6-6. Summary of histological findings ( non-pregnancy, female ) Exp. No. 6878 (115-175)

Sex: Female Generation: FO
Dage level ({ mg/kg ) 0 100 300 1000
No. of animals initially in study 2 0 1 (4]
Na. of animals necropsied 2 0 1 0
No. of anilmals examined histologically 2 0 1 0
Organ Findings 1 2 3T 1 2 3 T 1 2 3 T 1 2 3
REPRCDUCTIVE SYSTEM
ovary ( 2) (1

corpus luteum, increased 10 0 1 - - - - 1 0 0 1 - - -
uterus (2) (1)

degeneration, endometrium 1 0 ¢ 1 - - - - 1 0 0 1 - - -
1: slight 2: moderate 3: marked T: Total -: Not applicable.

(}+ No. of animals examined microscopically at this site.
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Exp. No. 6878 (115-175)

Table 6-7. Cell type and number per Sertoli cell in seminiferous tubules of rats at VI - VII
stage of spermatogenesis during dosing period

Dose level (mg/kg) 0 1000
No. of animals examined histologically 5 5
Spermatogonia type A 024 <+ 0.05 0.22 + 0.03
Preleptotene spermatocyte 229 £ 0.29 240 + 0.23
Pachytene spermatocyte 370 £ 044 3.63 + 043
Round spermatid 745 £+  0.80 6.99 + 1.15

Mean + S.D.
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Table 7. Copulation and

fertility results in rats

An-Pyo Center (211Imt

) 000000  Page 001

Exp. No. 6878 (115-175)

Dose leve! (mg/kg) 0 100 300 1000
No. of pairs mated 12 12 12 11
No. of pairs copulated 12 12 12 1
No. of pregnant females 10 12 1 11
Copulation index (%) 1) 100.0 100.0 100.0 100.0
Fertility index (%) 2) 83.3 100.0 91.7 100.0
Estrous cycle
No. of animals examined 12 12 12 12
Mean®S.D. ( N) Mean=S.D. { N) Mean£S.D. ( N) MeanL$.D. ( N)
Mean estrous cycle (days) 4.2& 0.3 (12) 4,1% 0.2 (12) 4,2+ 0.3 (12) 4.1% 0.1 (12)
g
Irregular estrous cycle a) () 3), -, o) 0 (0.0) 0 (0.0) 0 (0.0)

No. of pregnant animais

No. of animals having irregular estrous cycle

No. of animals havnn? irregular estrous cycle
rom control group; :

3
a
Significant difference

/ no. of animals with successful copulation) x 100

% gNo. of animals with successful copulation / no. of animals mated) x 100
/ no. of animals examined) x 100
P =005 = pP=0.0
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Table 8. Findings of delivery in dams(F0) Exp. No. 6878 {(115-175)
Dose level (mg/kg) 0 - 100 300 1000
No. of pregnant females 10 12 11 10
No. of dams delivered live bups 10 12 11 10
Duration of gestaﬁlon + 5.0.) 22.2 £ 0.4 22.7 £ 0.5 22.4 £ 0.5 22.3 + 0.5
ean
No. of cor?o iuteg 0. 172{17.2+ 3.0) 198(16.5+ 3.7) 184(16.7+ 1.0) 158(15.8+ 1.3)
Mean
No. of |mp|antat|on sut?s 149(14.9% 1.9) 177(14. 8% 2.1) 165(15.0% 1.3) 136(13.6+ 3.2)
No. of pups( born— + 5.0, 141001412 2.1) 167(13.9% 1.7) 152(13.8+ 1.7) 122(12.2+ 3.9)
Mean =+
No. of live pups born (Mean X S.D.)
Total H41(14.1% 2.1 165(13.8% 1.7 14913.5+ 1.6 121(12.1+ 3.8
Male 76¢ 7.6%F 1 92( 7.7F 2.8 77 7.0% 2.4 62( 6.2% 2.4
Female 65¢ 6.5+ 1.7 73( 6.1+ 3.0 72( 8.5+ 2.2 59( 5.9x 2.6
Sex ratio (Mean % S.D.) 1.25 4+ 0.41 1.5t + 1.70 1.34 =+ 1.04 1.19 &+ 0.54
No. of live pups on day 4 (Mean x S.D.)
To’talp P Y 133(13.3+ 2.2 157(13.1% 1.9 143(13.0% 1.8 12012.0% 3.7
Male 710 7.1+ 1.7 88( 7.3+ 2.8 73( 6.6 2.4 61( 6.1 2.4
Femaie 62¢ 6.2+ 1.4 69( 5.8%+ 3.0 70( 6.4% 2.3 59( 5.9+ 2.6
No. of deacz pups a)S D) 0{ 0.0% 0.0) 100.1£ 0.3) 3( 0.3% 0.6) 100.1% 0.3)
Mean £
No. of cannibalisn gS y 0{ 0.0+ 0.0) 1( 0.1+ 0.3) 0( 0.0% 0.0) 0( 0.0% 0.0
ean
Gestation index (%) 1 100.0 100.0 100.0 106.0
Implantation index (%,Mean=S.D.) 2) 87.8 +£11.5 91.0 £10.1 89.7 + 6.4 86.8 +21.0
Delivery index (%, Mean£S.D.) 3) 94.4 + 4.3 84,7 X 5.4 92.1 £ 7.6 89.1 +16.4
Live birth index a) (%, Mean$5.D.) 4 100.0 £ 0.0 98.8 + 3.0 98.1 + 4.4 99.3 *+ 2.1
Yiability index on day 4 (%,Mean=S.D.} 5)
Total 94.6 = 9.8 95.7 +11.2 96.0 & 7.1 99,3 & 2.
Male 93.6 412 96.7 +11.5 95.1 = 7.1 98.3 *+ 5.3
Female a) 9.5 £ 8.2 94,7 £11.9 97.0 +10.1 100.0 %= 0.0

No. of implantation sites / no.of corpora Tutea) x

No. of pups born é no. of implantation sjtes) x 100

No. | ive pups bor ne, of pups born) x 100

No. of live pups on day 4 after blrth / no. of live pups born} x 100
It could not he anal¥zed by Bartlett s test

3 No. of females with live pups / no. of pre?nan't females) x 100
i rom control group; P =008 ¥ P = 0.01

U)ﬂ) LN A N —

ignificant difference
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Table 9. External observations on live

pups(F1) from rats

An-Pyo Center {2141exto) 012115 Page 001

Exp. No. 6878 (115-175)

Dose level (mg/kg) 0 100 300 1000
No. of litters 10 i2 11 10
No. of live pups examined 141 165 149 121
ggie?;alizﬁogg??egiEQ,MsanjtS.D.) a) 0.0j? 0.0 0.6:g 2.1 0.0jg 0.0 0.0jg 0.0
SR g pyee of xterna

abdominal hernia a) 0 ( 0.0 1 ( 0.8) 0( 0.0 0 ( 0.0)

a) It could not be ana
Significant difference

'}

zed by Bartlett’s test
rom control group;

13 (No. of live pups with external ancmalies / no. of iive pups examined) x 100

¥ p = 0.05 *:p < 0.01
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Tabie 10. Body weight change of pups(F1) from rats Exp. Wo. 6878 (115-175)
Unit 1 g

Dose level {(mg/kg) 0 100 300 1000

No. of litters 10 12 1 10

val Mean <+ S.D. (N Mean * S.D. (N) Mean *+ S.D. (N Mean £ S.D. (N

ale

Days after birth 0 6.7 X 0.6 (10} 7.1 £ 0.5 (12) 6.7 £ 0.3 (11) 6.7 £ 0.5 (10)
4 9.5 + 1.8 {10} 10.1 =+ 1.7 (12) 9.6 £ 1.7 an 9.6 £ 1.2 (1

Female

Days after birth 0 6.4 & 0.4 {10) 6.6 £ 0.5 n 6.4 £ 0.4 (1 6.2 £ 0.5 (10)
4 8.2 + 1.5 (10) 9.3 £ 2.0 an 3.1+ 1.6 (1) 9.0 = 1.1 (10$)

Significant difference from control group; ¥ p S 005 ¥ p =001
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Table 11-1. Summary of gross findings of pups(F1} from rats ( sacrificed, male ) Exp. No. 6878 {115-175)

Sex: Male

Dose [evel (mg/kg) 0 100 300 1000

No. of pups necropsied A 88 73 61

Organ_______ Findings

HEMATOPOIETIC SYSTEM

thymus small 0 1 0 0

DIGESTIVE SYSTEM

liver brown patch/zons 0 0 1
nodule 1 1
hepatodiaphragmatic nodule 0 1 0

URINARY SYSTEM .

kidney dilated pelvis 2 3 0

ureter dilated lumen 0 0

INTEGUMENTARY SYSTEM .

planta red patch/zone 0 6* 0 0

Significant difference from control group;

¥ p=0.05 ™ p =00
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Table 11-2.

Sex: Female

Summary of gross findings of pups{F1) from rats ( sacrificed, female )

Exp. No. 6878 (115-175)

Dose level (mg/kg) 0 100 300 1000
No. of pups necropsied 62 69 70 59
Organ _ Findings

DIGESTIVE SYSTEM

liver reddish 0 0 1 0
URINARY SYSTEM

kidney dilated pelvis 0 0 1 0
ureter dilated lumen 0 0 0 1
NERVOUS SYSTEM

brain black patch/zone 0 1 0 0
INTEGUMENTARY SYSTEM

planta red patch/zone 0 4 0 0
OTHERS

brown fat btack patch/zone 1 0 0 0
Significant difference from control group; ¥ p = 0.05 *: p = 0.01
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