BREHREE

2-AFIN2-TONFA=INDZw hEHANS
FKEROBGHNE - LR AFEEMEHER

20064E 8 A 11 H

RREE . BEAYHEAERERREEEERFMERENRE
REHTREXENE1TH2% 25 (T100-8916)

HEAMER . BRABHNFTIIF—LA-TIRIFY—X
REA IR+ i SER T 1285 Bt (7869-0425)

P041487




N
/

P041487

1. BX

1. ELZR ottt ettt sttt bR Rttt 1
Bo BB st e eSS bbbt e 11
5. BRBRIBL R TUNTE oottt ss s sass sttt 14
510, BEBIVEIRCUMEIK oottt bttt nes e 14
510, BEBRIE (BATEEBE 1) oottt ss st s snesseae 14
SUL20 BEER e bbbtk 15
5.2, BRBRTR ottt bt bbb AR s et 16
52,10 FEIRTETRIE .ooorvvveerereoreestsnsssaseeesssesssssesssssesssssssssas st st e ess st st s s s sas s e ss st nsssresn 16
522, RBRBEROIEH oo et e e 16
52,3 BEATIIIEIC TR ..ottt 16
52,4, BT oo AR AR R 16
52,5, FEBELG oottt st e bR ettt R st sr st be s 17
526, TBBE .oooooeeeeeee et ettt as eSS A e Rs b eSS e e b s et n e 17



P041487

527, ATHIEIREE (..ot sss e s ss e ss st s st et s s e s s 17
5.2.8. BRIE, BIE oottt bt 17
5.2.9. BRIEFMEIARTIR DFEBITTTE oot ss st ss st s st st ssssssssenns 17
S22 0.3 UT oAbtk 17
5211 BEF TR DFRIIITTE oot ss s sttt b st 17
5.3, BB R DB I BRI s e et 18
530 FABBRI .ot SRRt 18
532 BBE oo bR bRt 19
5.3.3. BRIK oottt e A b a bRt et 19
5304, BREH.cooveeeieriesisesstses s ssssessie sttt sses s st bs eSS sttt 20
53.5. BB R DBTHBEE ....oovvveee ettt sttt b st bttt ns st 20
5.3.6. YEIFB ELTTHTE oo iiecerecrinecstsesseesesses s sessessases s sas s sorase s s it sss e nsss 20
54. B SRS OREGY OFRBNE R FTBBEE ...cooooooe e ssssssessssanes 20
540, FHBLE oot R st an e 20
5.4.2. FHBUEEE oot bbb R RS Rsb S at S e bt 21
5.4.3. AWM TORBYE DREMER T TE oot sestesseessesnene 21
544, B HIDBRIE R OTRTFIIII oot ss ettt sss s sst st ssrasiens 21
5.4.5. FHEIRDBBNE s S, 21
55. AR OBEBIVEIREEBUTE .cooooooeeeeeeeeeeesseess et eenessss s sss st ssssss 21
550, BEIEMIEL ...t e ss s A s aenns 21
5.5.2. BRZE et aA RS A s SRSSS sttt 22
5.5.3. FEENAH A DFHEL ..ottt sttt 22
554, FBENFH B DFREL ..ottt bbbt b s 22
5.5.5. FERRIBIEDTIEL ..ottt sttt sbs st eneene 23
5.5.6. FEEZREHETE DFHEL..oooo et sssse e ss s ssssss s ss s s s ss s sss s st assss s st ensen 23
5.5.7. BUEZERUERBE DR cooooe ettt ss ettt 23
5.5.8. HPLC GEfH ettt sttt bbb bttt 23
5.5.9. BEEEDEIITE ..ooooee ettt sttt ss bbbt 24
55.10.7—% OB .......... OO OO OT OO SOTO TP OO O TR O TSROSO 24
5.6, FFBITE oo eeeeaetaeattet et bt s er e eb A AR A bR et RS ntes s Ea s aes s e st b eas 24
5600 FRBEITETE B .cooooieeesiereriees i ssees s s st st sb bbb st a bbbt 25
2



//—\\

5.6.2.
5.7.

5.7.1.
5.7.2.
5.7.3.
5.7.4.
5.7.5.
5.7.6.
5.7.7.
5.7.8.
5.7.9.
5.8.

5.8.1.
5.8.2.
5.9.

59.1.
59.2.
5.9.3.
5.94.
5.9.5.
5.9.6
5.9.7.

6.1.

6.1.1.
6.1.2.
6.1.3.
6.1.4.
6.1.5.
6.1.6.
6.1.7.

P041487

FHRE B DB BIE B DERIEUY oot sesssssesssssssssss e ssssssssssssssessssssssssaessssssssssssnees 25
BHH, BEGBILUEEREAR ccooooeeeee ettt ssa s sass s 25
FEETBEE oo eeees sttt e ke s s e RasAeesRest st 25
PEEAEBE DIBIRNTEEH .....ooooseeseesseeeesesens s s ss e sss s s st s sss s sas s ss st ss s 25
FEEGTTE ottt sss s css s as s A S RR RS RSAbsbbnebt 26
BGTTEDBIREH .cccccoovvveeresinssssse s s s ssssssss s sssssssse 26
FZEIFA oottt en sttt a bbbt r st ba bbb s bbb aeba bt reenesbannans 26
L EE, BEROEEHM, WNTZEORRFEIH oo csseseesseesesssessessans 26
BE G BR ottt ettt A RS S e E bbbt e R e bR bbb 26
FEGEFRTE DRI c.ooooeee et sssss s e s s seensnns 26
BB IR ettt et ek bbbkt 27
B, REROBIEDBE I TNITHIE oo essnssassesessssnnne SR 27
FRENY) B ONAITE FIBEBIN ..oovoeees et sessss st sttt 27
B B D ettt etk Rk n et 35
FRETPIIILER ...t sa st sa et s bttt s bbbt 35
BB LLBARIE .ottt bbbttt 35
WiICOXON TANK-SUIN tE8L.......vvrrrvvvesresssesossesssesessssssssssssssssessssseesssssssnessessssssssssesssssesssssessssssssesssses 36
Y TBTE <ot ee sttt ettt et A e R ettt st s st et enen e nen s 36
Steel DETHLIRBRTE ......covveevveese v ase st sas st ss st b sssbe s ssnesen 36
Fisher D IEREREZRBETETE ..vvvovvveeseeeressessisssscesssssessssssassssss st ssssesssssss s sss s s st ssssssssesssssssssnsssnns 36
Mann-Whitney @ U BRIETE ..ot e sesss st se s ss s s s s sensesassassnsssans 36
Wilcoxon DNEALFIBITETE (FHVBIIE) ..ottt sas et ss s easone 36
ARBRAE R oo SO0 OT OO OT ST OOTE T OO T OO O T OO OOV ISP ORISR UPOPN 37
R G B BRI BE T DHE I oottt as e 37
REIREBBIER ...ttt st an e enees 37
R B BT R BE .ttt 37
PRI ettt e a R bk RS RS enteseS A A At n ettt enees 38
FEBHER oottt ettt at et ts SRRt 38
FREBZ oo cteeseensecsne st st sesas st ses s ssase st ss s £t 4RSS b S e bttt 38
HLFE IR ..o ss st ssses s bbb s s eSS s sttt e 38
LI AR AL ZEEIIRTE «....ooooece et sss st sas sttt ettt ns s p s 39
3



P041487

6.1.8. THBR ...t rras sttt s et bbbt bbb st e 40
6.1.9. BB TR .cocoverreerceirenrneeiseenasemmenrenessesssens et ettt 40
6.1.10. T TR AR HBRT ..ovoeeee ettt ts e sas st b st bk sttt 41
6.2. TR B R R I T B I ettt 42
6.2.1. BT IRIZT I oottt 42
6.2.2. JEEIIT IRIET ELE .ottt sttt bt 43
To BBt st eteeeas bbbt b e A s bRttt ettt 44
5 S, 48
MR OB T —5
4



P041487

4. EW

2-AFIN2-T N FF—INOREHICETHHEMABO-REL T, 2-AF)-2-TONF
F—IV%& 10, 50 T 200 mg/kg DARET, 1 BMEHEE 12 ILO Cr:CD(SD)YR T v kT, MR
A7 14 B R OACECHIM 2/ T 42 B, ME3SRCHT 14 B, REE, HRXODMGER THE 4
HET CRRESMWIIM & RO 42 Af) FNENRKEROERE L, REZRSGEEROEERE
BHICRIETRZEBIIOVWTHRMN Lz, 51T, MEERNSHAERFIT 14 HHEOEIEHM 2R,
HREIREICHER L 28 5 & S HICDWT, M ZICEEICH WS S # RRED) %8
MU THEE D 42 ARIKER G 2T REBMICONT, ToREEZRMNLE. B, Ml
HICIIFABOBKERE L .

1. REH ST

BEMEEBEL T, —BRREICERYERSICRRLZZIZEZDSNT, BEORED R
Mmolz. i, WEEBRKRORERVRRE T, HBRHEERSICER L IR0 50
Moz,

RETI, 200 mg/kg BEOMERE T 58 %28 U TEM X 2 MR EERNED s h k.

BHETIE, 200 mg/kg FEOHE TS 4 KN 15 AiC, FBHEOHMTHRGHEZEL TERMEELIZ
SR VA 2R g el

M FHRRE TIE, 200 mg/kg FHEOMETRMERE, "NEI/OES, AT T YUy MK MCHC
OEME, M/MREOEM, PT XU APTT OEENRD S5/, 200 mgkg HEOMETIL, FRifEREK
DIEME K CHR R MERR DS ENED 5Nz, 3512, 50 mgkg BEDHET MCHC DIEEAER
Sz,

ML FAIRE T, 200 mgkg BEOMET o -7 07 DRI N IA—ADRKME, a,-707
U, PIVITI, 7v-GTP, %I L A70—)VERUN) UIEEDOEM@ENRAH SR, 50 mgkg FEORE
THRIAVATO—IVER) VIEEORENRD 5 N/Z. 200 mgkg HOMTIE, o700 K
V) a— 2D, REAHE, AGH, PIVTI2, BaLAFO-)VERY VIEEOEEN
A5, 50mgkg BEOMETRIL AT 0—)LORENED SNz,

HRR T, EEEBOEARUEEENZNEIN, 10 mgke O 14, 50 mg/kg BEOHE 3 #l )&
X 200 mg/kg BEDHE 4 FITH S, 200 mgkg FHOMH 2 FITHEOIEKNED 5N iz,

SEERTIE, 10 mgke U L OBEOH TEBOMEE R UMM ER O & E £/ RS EENNS 5
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1, 50 mg/kg FEDHE K T 200 mg/kg F DM CTHBOMEM R I EROSENRD SN F
7z, 200 mg/kg BEDOHETIIMMR O EEDKMEHMRD SNk,

SRR RE TIE, FF T 10 mg/kg BEOME 1 41, 50 mg/kg BE D20 K UM 3 41, 200
mg/kg FEDMERERHIT/NEROE DO OBRELR WL HEFEEDOIERNED 5. BRLUERF
MROMBE BN B2 R LTz, Fz, JBEOM 1 6], 10 mgkg BEDHE 2 Fi,
50 mg/kg BEDHE 4 4, 200 mg/kg BEDOME 4 $l T/NELFF OB OREDIEHENE A NVE
et THRY) BRD SN, BETI, O 10 mgkeg FED 4 61, 50 mg/kg #HD 3 #, 200 mg/kg
HORBITEER N U P EEDFREMRMEN RO SNz, BT, 200 mg/ke # OMEMES
A BITHRBBEOBREDANE DT DU (~VY D ERERE) Aasn, dEREEOM 14, 10
mg/kg BEDME 2 #, 50 mg/kg BEOME 1 41, 200 mg/kg BEDHE 2 Fl K M 3 Hil TEE O RIFERMED
B M AERD 5.

T TRORATIZ, BESHMK TR OREICT EFE, FHBIC 200 mgkg BEOHERE T
MR EROWE, HMEPNICHRES 1 #T/NELGRO M ORE DRI AIENRD s/,
BB Tld, 200 mg/kg FEDHE TS M OHMBEOEEDA SN, 1 HITRRRICEK, #%
FHNHE LB TRERV L P EEOIAREERMENZD 5N, £, BETIE, Mlrmic
200 mg/kg BEDKE 3 Bl R ORI THREEEOBEDOANED T U DILENRD SN, £z, 200
mg/kg BEDHETAES O 2 R MCHC OEAE, #ERFMIREOBEAL SN, X 5ITHEH]
I TR I B 5 7 o 7228k & LT 200 mg/kg #EOMET MCV U MCH D &, MCHC D&
BB 5Nz, INS5DORE, WIN DGR TR &R L TEORENEE T 20,
HENIBEET HRMITHERLZ D UER T SEANRO SN N6, REIRETSHO0,
EELTHW D EHERI N, £z, 200 mgkg BEOMETI, EHERIRHIZH L THREOKE K
OEIE 1 BICEBEBOEMENRD SN, M S SICEERE T OAREOHME K EIE 4 A
DBOEBHEBIIHRHEIZERE UM ENE LE>TW2I EMS, MELTWSHOEHNTL =,
ZOMIINTNDOEMLDHIHERL Tz,

U EDRERNS, KBRS FITBT 5 ERGHEICET 5 EZE B3/ Tid 10 mg/kg/day
A, METIX 10 mg/kg/day EHERI N,
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2. AN

HEp<ild, REES, BERK KEE, ZhR, KEEAR #BER HRER BK
R, HRHEFETHERONWTN THOHRBRYEZRGICER LB IERD s Naho 2. iz,
SRR R DB R ICHBMER G ICER L 22 bid@BD s iz o 7z

WEITIE, 200 mgkg B THRE 4 HOMERAE TEMENRD SN/, HERK, HAER,
AR, ZERE=R, ik, AREFEHBR, RBAER, £% 0 DOMEITARETIE, HEHEH
HBIZERL Z2id@B D o zho 2.

PAEDKS RN S, ARBREMTICHI 2 4FEMICE T 2 BB RIS 200 mykg/day, T4
TEICBEd 2 M BHE1T 50 mg/kg/day EHER I N/,
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5. HBMEIRUE®
51. HBWERUEE
51.1. #BRYE @HEFRD
51.1.1. %%
2-AFI)N2-T N FF—) [H4 ; 2-Methyl-2-propanethiol ]

51.1.2. Oy hRjE

5.1.13. CAS &FH
75-66-1

51.14. fEZEX
C4Hi0S

5115 2 TE
90.20

5.1.1.6. BHRIR

Natural Gas Odorizing

5.1.1.7. R
A OWRE

5.1.1.8. HiE
99.0-99.9 %

51.19. KkE
0.804

14
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5.1.1.10. K=
34F (1°C)

5.1.1.11. Wb
146~150F (63.3~65.6C)

5.1.1.12. RESRGRMREERT
WA BG)OREENICEE, BT FTRELE GERRE @ 17-240).

5.1.1.13. e
BROBBWE O M2k A2t =B P L ERFUIFRT  ALNINIIFERTICEM L T EfT
W GBS 1 D050050. GLP JE@EM), MBIIHTORENREMR L (RAEH 2 XU 3).

5.1.1.14. BURWIEFIH
REATF, ATROTLFREFEML, KEIHELRZNEIBE L.

5.1.1.15. RERASBRYE
ERAOY MNS 5 gBBML THEL .

5.1.1.16. BROEBRYE
2006 £E 2 A 14 HITEEFEWUS L=,

5.1.2. WK

51.2.1. &%
ryEOOaTM

15
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5122. v BB
V4F1900, V5P7775

5.1.2.3. #&T
FHh o1 7 AR E4t

51.24. MR
Y OE B DA

51.2.5. BREFHERUVRERH
BERMEEGLOREENICER TREL .

5.1.2.6. BBENWEREIER
izl L.

52. HEBR%
52.1. BERURH
Zw &, Crl:CD(SD)

522. HBRREBEROEH
TOECD HA1 K54 21T, WoEEZHWZRBRT —INBERINTWEZ &, RUERKEIX
EMHARBRICHHINTBD, N2 TS50 RF—INEBETHS.

5.23. BAEMEKRUER
HE 2 5SPT, f: 67T

524. BRI

HAF ¥ —IVA - UN—H A&t
PHZR N R AR v AL DCHT AR 3-17-6 (T 222-0033)

16
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525, EER
BEARfAFTE 5 —
M JNREARTT TR 795 B (T243-0314)

5.2.6. A
N i s MRS 6 AR
BB ML 8 EE

5.2.7. AMRHAE
e 163.4~186.6g M 1359~164.4¢

52.8. B, BWE N

ATFRFICHE, R i, BWRKOHRZHERL, RIRBRUNBZEHET L L EBITE
BEHE L. REPUCHIEISMEE S 13 BEL, ZOMIC—RREBOBRKMEFENE 217
W, —BeRETH 1 FlLIIAMER B S NZLIVERBMRERTH S Z L EMR L. 51, S
Bz DNT, HARIRE 10 BRE) 2o 7.

529, BEBHCEIMHOREAE

AR, BICIZEAT r — N TOHERNETHI DI, ME7 o)V MRUICTREICENES
AT EE DI, HRES, REUWESREANEZERLES L EEr— S OMEIH
.

5.2.10. B5F

BEEBRTHIC, €OHOEEELEICEEGEERLETHITZIT> 2. 2B, BEHHLE
BRI AEERD SNk 1 FIRCHEAMNIEREICER L TWWLE 8 flid, Ban SRt
U7z, EHEM OREIIREN 272.2~325.1 g, MEAY188.1~2359g TH D, FHEERED £20%LAA
Thol. BROEY E2TBRNAEY) X, BERBEOEL BIZT—F IV NICBIT 35K
MBI KD, REFEWUS LTz,

5.2.11. B THRORB A E
MBS ELDE L ZEEEZRMTS EEHIZ, RBRER, 8RS, REEROCENEZERL

17
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2o )& — P DRTEN AT 7z

53. ABRRORERH
531, HERE
5311 HEEES
NY T = AF L CRBANOHESE 83 &

5312. HESI—Y
AF 2 L AAF—IVEL (W260 x H200 x D380 mm)
Y AFINRT 8 (W265 x H185 x D425 mm)

53.13. F—I%RE
ATV AAF—)I)IVEYr— DB (W1300 x H1550 x D450 mm)
RYAFIAR T 28— I H (W1500xH1550xD450 mm)

53.14. NEETHMEK
REEBIM L 23 AT UV ARAF N —D
SRR 105 AT S L ARF— L —
S BLH e WS 1 0C AT L AAF— VB —

HRROELRT 1k HEHERZE)/ RYAFIIRF o=

53.1.5. REE GERNRE)
2225 °C (FF 45 %[ 21~27°C)

53.1.6. WE GEHNREE)
53~60 % (RFAXHLEE 35~75%)

53.1.7. H&H
AR 7 R sUT, AR T BT O 12 B

18
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53.1.8. #&EK
10~20 [a] K¢

53.2. fAk
53.2.1. T8
EAEREL (CRF-1, VU L2 ¥ VB TEGK AT

53.2.2. WEHE
B AR

53.2.3. WMMEAB:
B B

53.24. o

DL A INERTERRNSANMEEAN BEAREMTE Y —ICEF L TEBLZOY K
TEDHHREREAFL, FEROKRMEMAHRNT T 7 —L c TRS N — X OB ILIE &
L TWBI E2ERLE.

533. #K
53.3.1. ®E
HFEK

53.3.2. H#EHEL
KEEREE T ST LAERM (2 ppm)

53.3.3. ®WKAE
H BB (H /KRR R U KR)

53.34. o

KEBREZ 6 » A LI FI—- UK (B4 - KXSH8E) TkEL, Tos
P ROVKEFAKEEBEIES L THWB I 2R L=

19
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534. K
534.1. M
R7ANTL—27 (HEF ¥ —IVA - UN—HAE1E

53.4.2. WELZ%
= EA K
53.5. HHBEMOHEE
r—IREe : 4RI 1 EIRH
ATV ARF =)\ — : 2B 1 [E3cH
2 D1ABNIC 2 B (2720, REPIXEHRHLZ)

RUAFINR T 28— D R UFEKR
DA 2 [IRHE (722U, R 21 BRI — O
EEBLIENOT)

RUAFINRT BTG —UHFE (4RI 1IREIRBEE LN, RURAFNA T8y —
T4 ABL EOEEFETORMN - 2D, RHILERR
Ligmoiz.

53.6. HZHEBIUHEE
ﬁﬁ%ﬂ@m%%ﬁ—%ﬁb—fﬁ%bt.ﬁﬁ%@ﬁﬁ%ﬁb,%ﬁ%éﬁbt%vf?%
KLUz EHEROIKEEZER S N ARGEEGTAZRAY, 1 EBZEICK#H]LT-.

54. HRYHEIEEEORSYORME KR UHEEE
5.4.1. FRELEE

FENIE C L ICEMmL 7.

1) HEBRBELELEEOHRBRYEZIERICHORLZ.

2) BRKHBED 6~7 HOBANRA-TZE—h—iC, PRLEMEBRWEEAY—5—TREL

SIS, LK.

3) IRFRMERRME, AATU Y —ITBLI.

4) E—h—ZBATRERENLUENS, BATARATY v 7L, 20mgmLEEL 7.

5) HEBETHRL, 5K 1mgmLBEEFAEL .

20
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54.2. ABUBHEE
15N 1 B OSEE TR /-,

543. EaYHh TORBRYWEOREM RO

NTEDIAMT 2-AF)N2-TON O FF—)NOREERR GURES : P050086, KA+
NFTy—Uh IR MU—X, GLP EH) DR, 2-AF)V-2-70N>FA—ILD 1 KU 100
mg/mLIEGHIL, BENA1 TIVE, BFRE FCHRE S B+ 6 R E TERETH - 2.

544. BEBRORESERUORERN
FEXBICHRE LU LREENICELT, BITTHRELE. B, #ARERICEL, —RIER
FBODITHEIE S, Wi CTREL R GEREE : 1~7 C).

54.5. BEWEORRINE
REWEANTBENA TIVIC, ARES, HRYES, BREE, #BRYEBE, #EA, K7
FELRM, SRR EVHARERZLALEZ TV EZEML .

55. B osBRyERENE

IR < T OWIE DRRIEIR GWIC DT, TR SRR OIEED 1 5 Tih
S5ZNTNK 10 mL ML, FRISRTHEH > THRARMNF 77y —L4 - IRS MU —XT
HELRE. 2B, EEBERAEINZRBEDL15%2UNEL, WTHORESHEBOHEENT
HDIEEHRLIZ (IATEER 4).

Bl AL, RTEOODME 2-AFIL2-TONRSF AL OBEREENY F— a VR
B GEABREE 1 P041531, HARHNF Ty —L4A - FKRT M) —X) THLINEHEICH,DIEE
L7z,

55.1. E¥EHH

WERMEZEEE S L THW .

551.1. &
2-AFI2- TN FA )

21
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- 5512 Ovw MBS

200501-004

5.5.1.3. H#HGEE

Natural Gas Odorizing

5514, R
T DR

5515 REFHERTRERN
HEMEZEDOREBENICEIR TR L 2 (EHRE @ 17-247).

5.5.1.6. BHWEEHEIH
REANR, SAVRVPILAFREEZRL, KBIHELBRWESEELE.

551.7. BROEREYE
REM Sy LTz,

55.2.
72 R MUJLHPLC Al)  : FIEREEE T MK A4
2708 —)VHPLC )  : FEMISE T3k a4t

flioK MARHNT T =L TR T M) =X WTBNT, BRlkEERE
' B AT A (B3 ELIX. ASM. MILLI-Q, BA 3 U R HAL&4)
CKDKEHLZ.

5.5.3. BEIH A ORH
TR MU TEROHMAIEZESL, BEMHA &L=

55.4. BEHHB O
2-70N ) —IV9OBRUHK1BE2ESGL, B8HMEB &L~

22
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55.5. FTRBEOFH
TR MU IERR2-7ON) IV 1 BZ2BEEL, FREGE L.

5.5.6. BEHERAEHAROFR

EEVEMIE 200 mg & EHEICE D, FHFAREMZ TEMIZ100mL &Lz, 2O 1 mL % 1ERE
ICEYD, FRAEZMACERIZ4 mL ELE. 3512, ZOW 1 mL Z2ERICERD, FHREL
EMATEMREIZ10mL & U7z Gugml). FABITIHERICT- .

5.5.7. BEERREIOHRS
(1) 1mg/mL 5%

BER 1 mgml) DEED2 7L DZTNEFN 1 mL 2 ERICED, HFRABBZ ML TEREC
200mL & L7z,

(2) 5mg/mL &5
BEW 5 myml) ODEEO2 7L 0TNEN 1 mL ZERICED, FRBHZNZ TERIC
50mL &Lz, ZOWENTN 1mL ZERICEBD, HRBEZEZMA CTEMIZ20mL &L 7.

(3) 20 mg/mL 5

BE5H# 20 mgmL) ODEED 2 r L DENEN 1 mL 2ERICRD, HRBREMZ TEMK
2100 mL &L7z. ZOWENEN 1 mL ZEHEICED, HRBEZEZMA TEREIZ 40 mL &L
7z,

5.5.8. HPLC &f
BEWAZ O NI ST Waters 2690 (HA ™ 1+ — % — A RA&)

b dankr : Waters 2487(H A 4 — & — XA & 1h)

B I & , : UV 200 nm

AR : YMC-Pack ODS-A (6 mm ILD. x 150 mm, 5um, HRAEHTU1 T
hq)

715 LR : 40°C FHE D —EIREGEEIRE: 407C)

FAE ; : 50 uL.

BEH C BEIE A, T N b UJVAOKIER(7:3)

23
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BB B; 2- 7 00/% ) — L MZKIE#(9:1)
BE DX, BEHE A ROBEHE B OREMH %‘:Lk@; SITEAT

RENKHIETS.

AN D Fi BEME A BEHH B
B (99) (mL) (%) (%)

0 - 65 1.0 100 0

65 - 651 1.0—16 100 — 0 0 — 100
6.51 — 22 1.6 0 100

22 - 221 1.6 — 1.0 0 — 100 100 — 0

221 — 40 1.0 100 0

F— b7 I—RERE 4T

559. BEOHEME

HEBESICLIDESNZE—7ERBELD, TROFERXZAVWTERRYERSY T OBREY
HREZEH L.

5 RT B E RS (mg/mL) = BRMERENATR (1g/mL)/1000 X (A1/As) XD
Ar: BIEEIGREHC BT 2 HBYEOE—J HETE

Ag : BEREHATRIC BT 5 EY)E O B — 7 iR

D : FHEEEK 5 200 (1 mg/mL), 1000 (5 mg/mL), 4000 (20 mg/mL)

BREOEGHWICDE, TNTNERD 2 > TTOHBWHIRE ZKD, TOFIEESHEE
DEGHPOHBYWERE S L.

5.5.10. —% QOEEKW

FREERVE-7EEREREZER L. HBRYERERVZOEESEIRF 4 HiIB%E
WREAALTAHPERT 3ME L. N—t 2 FTRIBRIINTNG/NMGEET 2 iH Z Mg H
AL, MNERUTF1Hr& L.

5.6. HEHlE
BUEELEETAEAE, UTOED ELED, ZUBRHIIRAEL aho/z.
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5.6.1. BHHIEHEH
BAEZLEETHEHEEE, ROBDETS.

) EHEBIC NS TADECEHA

Q) %707 NI T ARRENRD SNEHE

(3) BHoDREE GRERUVHTES) 2 ANEUEES

@) ASHOEE F— > 77— OREQRUBHEESES) 1ICkDHEN I LSS, &
Wik S COERHABIOBENSHBHTAHIENTES., Z0EE, BEIC 1 EHIE L -EE
AR RIE S SYE O E— 7 R ERAIC 3 [BIHlE U2 BEER AR, S & s = lle
HNEYEOE— 7 mREO I LT 100£2.5% N TH 5 & &3, B3 BElEL -
BREGBHAE D 5 15 & N7 T E it S4B D Response DM IZXERZE (RSD) EHIHT 3.
RSD 7 3% AN THIUL, EEBIZIEFICERL, HEFERICERBINZEHEL THED
LM EFET 5.

5.62. BHEKUVBAEBEOREN

(1) AlEZERLZSEE, £75—FIc8d (FUEOZ4M) &AM EMLEELS
Zri# L, BRI Z 8 Uik ZER T 5.

(2) 25.11.1. (4) HUAOFHFIZICX D EGRMENMTONLM- 5EE, BEICET5E
Feg E LT fix BF, BROMBEEOMERNSEET L CHNETS.

(@) EFERTONZREICEOESNZT—F (fix SNZIRE) MHEEEEHZI2ro k&
BE%E, HBoNkT— I OHEROLZDICHAET 256, REREFICEINEDFEE
AT HEEBIT, RBERICIT—J2MTRELTHAUTEEZRBLEZEZEEZHSMNITS.

57. BE5HE, BREBRUBEBE
5.7.1. &5
ROKsS

572. BEREOBINEH

OECD ##MiB 1 R4 O THEINTWVAERERIETHD, FHIND I MAORBRK
D—DTH5.
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573. &5 FHE
HE RZ-1, 770 8, AAR7 L 7HASt) 2HWTEGRO#KEG L. #RE5EIISEIRIC
RLE®BICHES L. :

574. BE5HFEOBRREH
Zy hOROKRGTEEANVWSONDSHFIETHS.

5.7.5. RERA
FRTFICEE L. 72720, BP0k T LR () ITkE L.

57.6. #®’EEEK, HBERUEBERE, BEXCEOREHEH

B SIS R 5 I, TOECD BB 1 K51 > 1o e,

W GHIRNE, HETIASERAT 14 AR S A R T 42 OIS L, SR IC A U 7 Tl Sl
W14 BB SRR GRRERRY ET) ROMEIRAIN £ TRE 4 HETEL, MEICALEIE
GIERE R ORI BBEOA 5 Bl) TIREEERBD 42 AME L. b, 2 ER0 i
AR N Ao T B SRR 42 HRIE Lo, 7o, SRR OV M RE O & U
BTG ES 5 BT DV T, BERE T HIZ 14 HIRO RSN 221 72

WOAEESIE 1B 1 EETEL, BEMERERE 1A (day 1), RGHEEEERS 1 (wek
1), EHERMBAZRIE 1 H (recovery day 1), [BIEBLAEZFIE 18 (recovery week 1) EEEEL
Jo. E7e, SRARS LT BALER O B, ABHR SN0 240 0 XUIHE 0 B & L.

577. BER

10, 50 %7K 200 mgkg & L7z, BEFRBIT 10 mLkg &L, REBERICBRABZEOEAKZRSL
7. BEWBEIBRFEAERZRLICEHLE. 2EL, RELAMICDWTIE, KERIBITEE 0
B, #igidotto QokEZRLICEELZ.

578. HERBEOHH

AR > TEBLEZFHAR (14 BEXKERORS, H&58; 100, 300 R 1000
mg/kg, MEHES 5 VB, MXAHNFT7—L4 - SKRT NU—X, GLP E@M) TiE, ERZE
& U T, 100 mgkg DA EOBOMH THEBRUEBEROSE, MBEEARVIEEORED D
WISHEE OKMEANFED 531, 300 H 20X 1000 mgkg FEOMM TRIMHEDE(L, REERDOH
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1, AERCEHBOEENED SNEZ. LN T, 22AFIIN2-7aNXFF =)Dy h %
AWk KERNESEE - ARAFEGHROKRGRIZ, HSMRHEENRE TS ETHS
N5 200 mgkg ZRAREL, ATFALK 4 THRLUZ 50 XX 10 mgkeg 22NN HHBER MK
MEITEREL 7=,

5.7.9. FEHERR
. BRE5& BE BERE i &
ARERTE | . & s
(mghkg)  (mg/ml)  (mLkg A1 WK
1 12 101~107, 108"~112V
pogicle 0 0 10 ;
i3 17 201~212, 2139~217?
- i3 12 113~124
EHE -~ 10 1 10
i3 12 218~229
B 1 12 ‘ 125~136
hHE 50 5 10
i3 12 230~241
I i3 12 137~143, 144Y~148"
EHE 200 20 10 .
i3 17 242~253, 2549~258%

a: BAREERS, 1) FIEIMEH, 2): BEICEHR CRRED.

58. BE, RERCHIEOHEN N Hik

5.8.1. HEWMEUEEREEY
58.1.1. —ARiRER

TORRTEFET 2HBELFIICDONT, RSP RIEARERIETESE R5HE01~3
Ky @218l MNCHES 36 B (EREFMTIIRNHO TR S AN 5) NoREBEZREED 3
o], ERROTEC OFBEBE L. FEIMRFIL L H 1, R RO Of E 2B,

5.8.1.2. BEEBSKRORE

DFOEEIZOWT, 8% 5 Y MELEREIGICHER 2T 510 > RREE L. 2R
L, #5606 G20 ) OBRREBRSEEAREIRIT > MMbEiTOT, BRBIHICKREZE
L7z, B 0BH OBRKHEIT TN b %558 1~3 Rt o 2.
(1) HEREEIZ: GEMIBIZY)

REBGRTRIC 1 |, BEMEHIIRIC 1 BIOEE THHBEFICDOWTERL 2. B
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TN, TR 7 RO 14 B, WKEE 4 BICREET->7Z. 728, BEHEPORETH
BHMBERSICERLEZENRD NNl EMNS, FEMMOREIIERLEZN .
B—LT— A TOBRIIEM E TITH - ERIC, ZORICH—T > 74—V BNT 2~5 5718
BREOBRET-> 2. FHEIIM 1R TEEICTRaT kL.
O r—yNBigR L%, KE, R -EETE, Rk
@ r—VSBER  IROBOBE, BEREA, B, S R9 R RE R W
LB, IRERZEH, H - B0y, K&, ME, EBAAH, TTHEEE, R
REE, MR, AR
@ 74—V KBRS : EERRE, STRW, BY-wFETE, BRTE TR % R

(2) BREHRERE

B S 6 I, MIIME 4 BiIZ, SHEOFMBSD/NIWEN SRS SHITDNWTHRER
EhiL 7z, 72B, HO®RL 6 ERCHEOWE 4 HORE THBRYERSITER L 2ENRH 5
Nighoel &G, EEHBOBREIIERL sMho/z. 2B, 50 mgkg HOMETIE, RNERD
T RENIKBZ, THEHEL TEHES 235 TOWTBEKICREEERL 20, 26TH
MARRD SNTlzd, FEYOT —F LB OFMICHEA Lisho 7z,

T4 )V RERIIEREEG ETHEE, \%, ME, BE ERKEATEBLRFICOWTREL
7o, FRATABIE 1 IR TR AT L,

(3) EBHRE

HEIHS 6 I, MIIHE 4 BIZ, SHOBMESDO/NSVWENSKES S FIZTDWTHEZ
KLz, 2B, HOBRS 6 BROMOME 4 HORE THBRMEREICER L 2228 5
Nixpo72l Ens, REMBORBIIERBL 2N o7z, 128, 50 mgkg HOMETIZ, RiEkD
F g RAITHA, THIWEL THMES 235 KOWTHRMICHEZEHLER, 26TH
BARD SNTle), ABYOT —F I LRABOFEICEA Lo 7z,

#BHE (CPU T —2: Model 95024, 74— P72 7HAEHE) 2ANT, MRS
BEOBAEZENTN 2 FRIEL, TOEHEEZRERLZ. 2 BHOHEN 1 B E ORIEMED
12U TR 2B EOSEIE, 3RBOREEERL, 5t 3EIOMEBD D EENENS 2 5K
EHRAL, EHEERENLU.
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(4) BFEBRNE

HI3RE 6 I, MIIWE 4 HIC, SHOBYESD/NEWEN SRS S FITDOWTHIEE
EiaLiz. 728, HOHRS 6 HERUHOWME 4 HOWUTE THBMERSICER L ZZ3RD 5
NigmofzZ ENS, RIEMMOBEEIZERL 2o/, 2B, 50 mgkg HOMETIZ, RERKD
F—FRAHZ, THREME L TEHYBS 235 TOWTHRBRICREEZERL 20, 2FTH
WD SNl D, REYOT—FITRBROTMICHER Lo 7.

EHMITERE (SCANET SV-10, REEENKRRM) ZHVT, R AFNRF L8y —D
NTOBEREGHRZFPNICHELZ. F—FONEHERIZ 10 2HEL, WERIS1RMEL
7.

58.13. (KE

HEHIZDOWT, 51, 4, 8, 11, 15, 18, 22, 25, 30, 32, 36, 39 kU 42 HICHIEL %.
RENHER S N/ZHT, EIR0, 7, 14 RT'20 H, XLNTHE 0 R4 HITRIE L. £7=, [
HEYNE, EE 1, 4, 8, 11 kU 14 HITHREL 2. 72, HkAOMITREWIRMEAE
ZREL 7=,

58.1.4. HER

AN ONT, #51, 4, 8,I 11, 15, 30, 32, 36, 39 RTr42 BiCHE L. [EIEICH
Wz 5 Bilid, #8518, 22 kU 25 HICHRIFEL 2. KENHRE I NS, Eik1, 7, 14
KUO20H, HOCHE 1 R4 HICRI@E L2, £, HESYE, BE1 4, 8, 11 XU 14H
ZHHRlEL 2.

FRIPIC, fRIEANREBEREBL Tr—2iIy ML, O 0K 24 BEBICHEREZ
F—YPO5ROHLTEEZNELE. ZOELGIZZ1HYEZDOBHEEE L. 2, #i
BOFRRAEZ, BEOHEH &L

58.1.5. MHEHIBRE

RECHA L2 DNWT, H&5HmANSRBHZEB £ T, HRFRIO—EREICHEIZT
BIRERRL, HEAMoBRRE2To 2. HAMIIKIENED), BEHE), BEHEROEER
HMIZHHEL, BREREHIZBIT 2 RIEE)D 5 KOREHE) E TORER YR OHERK %
BHLE. 8, KENESROREISET—F L.
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5.8.1.6. EFEFESIRE

Mkt & D 10 Bl TREETo 2 (BHEICHEA LS 5 BlERR<). F—REHAOMHE %
1: 1 05T KRBz E, Hd, BRETOR T XIERMHER SN2 DEREBRILEL
. TNSORERNS, REFEAR, RERERUZEREEZRE L.

58.1.7. RERHRE R UHERIRE

REICHEA LI DONWT, HBEESD M REEZRREL, BIYORIL, BERRED
HEREEWE AR EEBERT S L &b, MRMMECERERH L. HROMERILT
IR E L, FRTHRICO R TR SN R 2R & Lz, 7ab, KRR, 24 OKTH
DL IR WEMMII RSB & LTt 2FIAEENR 24 H £ TITHMRL 7=.
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58.1.8. RB#E
85 6812, SHOBOBYRED/NIVENS SHIZODVWTREZERKLZ. ZOKR, #%
BYERSICERLZZENED S NN EMG, MHREMIFOBERERKL mh o7,
R —Z2HNT, R - HBAKTTHFET (9~11 FrORREH, #5500 OFMBERZHIL .
FfPRERER, #AfH - /KT T 24 REIE IR ZERELL 72

REEHROBRE LA

HH T3 B X3 FER
R AR 2 —E mL
3 IR AOBIEE
REE KM% OSMOMETER OM801, VOGEL#:  Osm/kg
Rl NUAVFN EIE  PVA-alll, YRASEETHITA0-A0RINAY mEq/24hr
VARIRNN BHRE  PVA-olll, SRINSHETTITA0- 1229040 mEq/24hr

_ 7 oa—)l BEWEE PVA-alll, ¥ALTHIT4IV-17A9047) mEg/24hr
PLED 6 HEIR, 24 KEHERZAVWTREZT .
PH AERHLE 5,5.5,6,6.5,7,7.5,8,85,9
%E‘E gﬁgﬁ%ﬁii T t’ +> ++, +++’ ++++
AN A BRHRIA R N
PANVZ/N AR BHTE -y,
E U )]/E ‘\/ gﬁ:%ﬁ%ﬁz% =+, ++, +++
=ik ERY G iRES - s,
vnovy /=7 HBRE <1,1,4,8,12 mg/dL
Plko 7 BB, FERKEANWTTLTZ R 8all (%utﬁﬁiﬁﬁﬁ’—*ﬁ) TEDEEETo
7z,
RILH

RIML7=HER % 470xg T 5 ﬁf"ﬂm@ﬁ%ﬁ (K 4°0) L, Bonkit@zERLZ. Sid, 9996
K100 B TEHFZHEL, EANOERKAANHZIIAML TNDE I LEZ2HELL. XNT,
3@%k(400%)'@&?ﬁ$%%%%3b, BRBTOHF EKBOEEZTY, UTORETHEL .

- + ++ +++
By 1)) 1 fREFIZ 3 @1 HEFIC 3 k|1 HEFIC 10 LA L] BEFIT 20 fELL L
PR 10 B A iE 20 fiE A
T JRImER 1 B2 10 1 HEFIC 10 ELL B BT 30 ELLE]1 BEFICRMERNELRDE -
‘ P 30 fBIAE 100 B A5 0, BERETEROHER
‘ MAT eI A
=Hikz3 1 R 3 @1 HEFIC 3 AL BB 20 BEL L1 HEFIC 0 @ E
A 20 AR 40 fE A
M TRTOBRFITRTOEET 1)-
=5 Y
JEM R TEE* |1 BRI 10 81 FREFIC 10 TEEL 1 BRI 20 LA L1 REBICEENERDES -
Al 20 f&E £ i 30 B K V)ﬁmkA ETHODOMRNER
nJRE/RIB G

EICHRR, SRR
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5.8.19. [MIEFEHIRT

BEMMATE (I8R5 43 H, HIME S B) ORETIE, SHOBMEEDNIVENS
MERES SBICDWTHEML 2. EEE& TR (B 15 B) oRETIER, BEESHMEFAICONT
EEL . £z, 50 mgke HOME 1 5 (@WES 238) ITDOWTIL, LR HFHRAZBRET
L%, FHRICREZERLZ. 2B, BSHRK 7RO 50 mgkg BOMICTOWTIY, REF
DF—H RINHAZ, FTHEHE L TEMERS 235 bERICREEZERL 2D, 26 THEGE
DoND, KEYOT—FITRBOFEMICHER Lsh - k.

RYMNNNVEF—)V-F MU T A 30 mghkg ZREBERNICIRG U THREEL 2%, BREIRIEEEL D
M 2.0~2.5 mL 2R L7z, MKREERREICIE, 3.8wv %7 T BHF MU UL 01mL ZAN
TR BRE I 0.9 mL 2431 L, 1870x g T 15 /3R L4 BE (K 4°C) LTHELSNHMEEH N
7. MOREICIE, D DMK % EDTA-2K 2 mg fIERME > (SB-41, A A w7 A¥AK4) 1T
SELESOEHAWE. Bid, RILATIC 18~20 RFfiRE L 72,

REEERORES L
H H 5k B fr
F i BR %K L —H =ik x10°/uL
FRILERE (RBC) L —H— Kk x10*/uL
ANEFOEZE (Hgb) ST UARMNESTOE ik g/dL
AT Uy M RBCEMCY, %
EHRMREE (MCV) L—H—A%ik fL
TR MR AER (MCH) ;‘Bgz x10° g
0 : i ey _I;Igb— %10’
R MR AKRE (MCHC) "1 10 g/dL
HEIR IR I Bk 2R RNA 3t L —H — 28k %
/RS | L—Y—k x10*/uL
H MERE 77 % L—Y = - BRRABCEERELCR P EE %

Pl kD 10 HE IR & MK FHERERE (ADVIA 120, Bayer Diagnostics Manufacturing Ltd.) % i\
THIE L.

7o ko2 e CRR (PT) AL ERR T R »
v o8 g y > /;\ = ~ H—:t

AT SO 2R T 5 AF R WSR2 ”
fH(APTT)

LLED 2 HE R 2H B MKEEENEEBE (Sysmex CA-5000, AX v 7 Akt 2RWTH
E L7z,

32



=

P041487

5.8.1.10. M#&E(LFEIBRE

# 5 R TR (135 43 H, HITWE S B) ORETIE, SHOBMEBSO/NSNENS
MEMES S BIICDWTEIMEL 2. EEHIBKTE (B 15 B) ORETR, BEFMEEICDONWT
EL7m. £z, 50 mgkg FEOME 1§ @ES 238) ILDOWTIE, BELB>HREEERT
B, FRRICHREZEBLZ. kb, REHMBKTHO 50 mykg BEOMIZOWTIE, FiEk
OF—F RPEZ, FHREMEL THYES 235 BRKRICHREZEMBL 7205, 26 THENE
DHENZD, KEHOT —FITEHBROFMICHEMA L k- 7.

M FERRE R ORMICT EheE, FREY MICRRFEIRIEE X 0 SR L 72 1f1#K 3~4 mL 2R/ T
% 60 SRIER, 1870 x g T 10 AR LIBE (K 4°C) LTHESNBMEEZRA W Bid,
FRIMATIT 18~20 e L 7=,

BEHHRORERE

¥ H RS ‘ B fr
#HEHAE (TProtein) Biuret % g/dL
HEUILE S (TBilirubin) Vanadate oxidation % mg/dL
GOT UV-rate i IU/L
GPT UV-rate & IU/L
v-IWNIINKT ARTFF—E  Ly-Glutamyl-3-hydroxymethyl-4-nitroanilide ZE%E UL
TNWHUETA AT 75— p-Nitrophenylphosphate F:E % IU/L
(ALP) ‘

a3l AF50—)b (T.Cholesterol)  COD-HDAOS i mg/dL
cNJZUESAR GPO-HDAOS %, glycerol blanking i ‘ mg/dL
U IRE Choline oxidase-DAOS % mg/dL
JNa—2A Hexokinase-G-6-PDH i% mg/dL
RE=Z# (BUN) Urease-GLDH % mg/dL
7V7FEZr Jaffé % mg/dL
ki) > (Ip) PNP-XOD % mg/dL
FIN 7L (Ca) ‘ MXB & mg/dL
Pt 14 BHIZEESTEE (7170, At HSI8ER) 2 AW TRAIEL /.

MmEE A E 5 Cellulose acetate &K IKENF: %
TINTI REAERVOCMBEERBESEO7 IV T I VEFEK gdl

DEH

AG Lt MEEBE T ELDE

Lo 3 HEZ2HHELKKE P EE (FED-II, JXEMALM) Z2AVWTHRIEL .

F R UL (Na) BARE mEq/L
F1U L (K) B mEq/L
7 1—)b (Cl) . BEWEE mEq/L

P ED 3 EHBIXBRAMTERE PVA-olll, BRKETF VT2 I - 1 AV A D) 2R
THIEL=.
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5.8.1.11. HRR

P 5 AR TR R ONEIE HARTRE TREIC, MERERFICDWTHERL 7.

2f1% 18~24 FifftR I B2 (5.8.1.9. KT 5.8.1.10. HORE N REMMIIRMAK TH), Bith%E
MMBIEL, EOPIEHNL TIRTOBRERCHBRIIOVWTEEDFEEZREL . B, K
BliZWRIEE, FEERML, BEEKRTEREREEEL .

58.1.12. HEER

HIRREE, 5.8.1.9.% 0 581LI0HDKREXRNREMICONTIE, TROBEER (HMER) 20l
EL, HIMHORELZAICHAEILBEER HMER) 2BHLE. 3512, HREAURE LK
IBHERFICDWTRIE L. X7z, 50 mgkg HOME 1 # (@ES 238) ITDOWTIE, BEE
o REREBIET B0, FRICHIEEZERLZ. 28, SR TRO 50 mgkg RO
KDOWTI, AEROT—FRAZKHZ, THREME L TEES 235 BRKICRIEZERL -
N, 2 THENRD SN2D, KEOT —FITRBROFMICHE Lah- 7.

¥ JF R R
D 5 KB EARY
)i (=1

FRR R R

1 REICOWTEBL-.

5.8.1.13. JRERRFRIRE

EFNZONT, KEDOEHE HMMHE 10vol BHEEE R <) Bl (220, IRER, He
RUON—F—Ri3 25 wvB T IVY =V 7Tt RBIKT, BREOER EERIT 7 D WTENE
NHIEE) TEEL TRELZ. B5HIRR 7RO 58.1.9.% 0 5.8.1.10. DR RENM) O xR
HEROGHERIIOWTIE, KEOTAF YR TR E -MEE/NXT7 740 U/ ELED
B, AR IFDOREEBL TERL, KRYELS OZENRD SNZIFR, B
B I DWW T, HESHM&TROTMASRHEMEAERO 5.8.1.9. %0 5.8.1.10.HOK
ERREY), WRCEELEK TROMEERVOREARRICOVWTHRKICREEZERKLZ. %
1z, FFBICDOWTHAIVEEE, BRRIZONWTAINY D RERDNY 2 B IVRIGEEBLZ. X
51T, HEFIZDOVWTIE, BREAR->RKNEZBIRT 57280, FkICBEZFERL 2.
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N KET 21 AV AY: (i

N & 73
 HERE™ e fi * BE

E L JHR* RITSLAR*

HHE (ER) el KR LR

IREk o i * it

T pRE B G B>

N5 — I Bl T

TEEER U /it g=3L| fiE*

HTFIR H* AKRE (BlHzED)*
RN + 5 e (BHEEZEO)*
H TR \ Za g+ FLIR

SN [ * & (FHEER)

E R MR B KEWMR (BER)
DB e A TR

fifi (REXESE) ™ BEiG* N -

582. HER

5.8.2.1. R R OVHE R

HE 0 FICH RN EBRL, SHETXTOHERIZDWT, HERE, H4aRKERUEE
W EEREL, HAEROEIHE, KRAERONEREERITo7. £i2, AR K OSHE
Btk D HERE, ARREOBRIOARRFHBREFH U2, HAERIIWE 4 HETEA
HEROHERZTY, BAEFREEHNTAE DI, WHE 4 HIAREZHUEL .

5.8.2.2. Higk
WH 4 BICT—F)VREF F CHRILEF X |, HE - HBORIBMBIRE2ITo7=. £, %E
WZOWTHEIRL, h—hARAEMITY /—IVICEEREL=.

ol

5.9. WMEatFEAME

TFRUCHEV, HEtEMAEZTo k. WIThOBAL AR KEL 1 KU 5%& LTz,
59.1. ZEILBEE

HRE, BEE, HEBRROSBERTR, filkiES, kg, aREHR, RRE FHBNR
HBICL DR, RAFARCRLEZIRS) MKFRE, LRELCFRE, HEEBRUEKELSE
BEE, REMEAR, MMM, BEE0, BHEER ShR BSRER HEORAE B
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B Ol ERRMEE Liz), HERBKRCMAERS

FROBEHIZDOWT, S8OH % Bartlett JKICLDREL . 2BIE—EEEIT,
Dunnett D% 5 ILBHIRFE & W THEER & OHEETD, S8 TRWEEIL, Steel DLE
tigke & D OB & Otk & 17 - /2.

5.9.2. Wilcoxon rank-sum test

HEEBRR EXRVCIRZRL), BREHERE

593. xBE
RREE (GRREWE ZEEME) X 100]

(AEIRENMIE WA R B %K) X 100)
((GEiREMI A HESZ R ENI%0) X 100]
< ((4 R P I RIS X 100)
PELE (i A VR 5 it H A DE 4]

EE & W
B 5 T
# 4 /& &%

5.9.4. Steel DZEHLBBRE
REBREDS S, dABREEIC LR, ROFRORILE
FREHIZOWTIE, VL —REHMEICERLEZDBiT- /-,

5.9.5. Fisher D IEHERERBEHE
el

5.9.6. Mann-Whitney ® U BRE#H:
SRR AR A

5.9.7. Wilcoxon DB FIBREE (FifIRE)
FERE [(FEKEB/#EARE)x100)
SR ((BERE R By B 80)x100)
MR [(H AR KRR X 100]
AEREEHBIR (REREFERE) X100
IRAEFE [FTERD 4 B4R/ A R E) X 100]
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6. MBRR
6.1. REHSHBEARICETHHR
6.1.1. —RHREBSBIE

B R % Table 1 U0 2 W TNIT Appendix 1~3 IZ7RT .

200 mgkg HOMETIE, #5536 HEVHEEKRTHE TREERICHREIRD 5N, i,
fEH 2720 L 3FITRD SN, BE5R 1~3 B TIAWEL TWz. £/z, 200 mgkg BEOHE 2 4
TG 38 AL DEEK THE THENRZIN/Z. 200 mgkeg BOME 1 #ITIE, HE 15 B&D
BREHEKR T HE THENZRD SN/, 50 mgkg FEOME 1 41 @HFS 238) TIL, WHE 3 HIZ
EFHE PR SN, WE 4 HITESHEET, PRER, REER, BEED, BAEEEEED
THEHEENRD N, BEORETH-> =, HEBETIE, EHEICERLM 1 fITERS 17 8
KOEHEHRT BETHEE (HERERKT) MREI N,

6.1.2. HREESSBARE
6.12.1. REEHR FFHEHR

BERAE R Z Table 3~12 I TNIZ Appendix 4~20 IZ7RT.

B EHM (ERERCHERREEE) OVTHOBRBICBNTS, F—UNER, 7— U
BERUT 4 —)L REEEBIC, SFITH S REIZRD 5Nah- 7z,

BFEN (50 meke BEOHE 1 Bl) THL, Wi 4 HORBETHEEOWEFS, EUHOEN, ¥
AR RE D IE T %380 5.

6.1.2.2. EEMAERE
KR #E R % Table 13 & O 14 386 TNZ Appendix 21 KUK 22 IZR T
BOBKE 6 BRUHOWE 4 HORETIE, RESSEEHFTHSRERRD SNRho .

6.1.23. EAHE

PIE#E R % Table 15 J T 16 M TNIT Appendix 23 & TX 24 IZRY.

HORS 6 HORETIE, MERCEEORSEbIC, RRWIE SRR L 23R 5
Nisio k. WEOWE 4 HOBRZETH, &RERIER SR CHIHER ) OEE XU EEE
BN, BERWERSHOBICERRDSNT, BRERIKELAVELTSHSE I NS,
HRWERY & B0 EE &L 7.
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6.124. BHEEBRAE

HI5E#E R 2 Table 17 KON 18 M TNT Appendix 25 KT 26 IZR T

oL 6 WEUMOWE 4 HORETIE, WINOMERX SO BREFHRDO DD > M
BRI 5 IR U L2385 B NAh o 7.

6.13. #E

(KT DOHER % Figure 1~3, Table 19 2 T 20 M TNZ Appendix 27~29 1277

BEHIRTIE, 200 mykg BOMMKE TS 4 BROBREHMKTHEZIWE 4 HETEMAE
T VR E AR D 5 Tz,

AT TIE, 200 mgkg OB TRIE 1 BICEEERAA SN, F#EOH TIIEEHMEZ®
U T E £/ IR E 2580 5 k.

BIEHI T, WE 4 BITRAONRD 5N,

6.14. EEE

B E OHER % Figure 4~6, Table 21 & T 22 W TNT Appendix 30~32 IZ7/R Y.

HEHMTIX, 200 mgkg HOHETIZ, #45 4 R 15 B TRENZD SNz, FEOHETIE,
BE54R0X0ME 4 DEAZBRSHMRTHEET, BEEZEEERNBRINGZ. Z0ED,
mmygﬁwmfm,&%wanﬁﬁﬁ%@%&tﬁ,ng@ﬁfaéhrmmm%mf%
BT EMS, HBRMERS SIIMEEORNE KL .

EE IR TI, 200 mgkg O TEIE 4 BICRENRD SN/, FFEOHTIE, BIiE 1 HIC
KEARD 5Nz,

BISERITIE, WiE 1 KO 4 BICERMEASRD 517z,

6.1.5. RBRE
FREAE R % Table 23 e UF Appendix 33 IR T
HOHEE 6 BORETIE, BBMERSICERL ZZREIRD SN, o7,

6.1.6. M¥EZEHBRE

BRERE R & Table 24~26 Wi TMNZ Appendix 34~38 IZ/RT .

12 BRI TR ORAETIE, 200 mgke BEOMTRMIEK, AE/OEY, AYRIUy MK
X MCHC O{EfE, Ifi/MREDEME, PT kU APTT OEENH SN, 50 mgkg FDM#T MCHC
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DARMENRD 5Nz £z, 200 mgkg BEOMETHRMIREL DAL K IR IR MLERER D B BATH 5
N, 50 mgkg LA OO T APTT DEHENRD SN, £z, 10 mgkg HOMETIE, #RARMm
ERBDBMHRD S5NZD, FEOEED 50 mgkg A EDOBEETHSN TN EMG, HER
W e SIIBIE O WA L S HIBT L 7. 10 mg/kg BEOMETHIER R MERR O B EARD 5N7208,
FEREDZELD 50 mgkg HETHLSNTWRENI E, NOMOFRIMER/ST A —F —TENA LN
TNRNWZ EMS, HBEYEKRE SIZBEEDRWEL LB L.

AE R TRFOMRE TIL, 200 mgkg HOHETANES DY > R MCHC O fE K OHIR R i
HKROBEMENH 5N, RO T MCV KU MCH D Eif, MCHC OEENRD 5Nz, ZDIF
2, 200 mgkg BEOME THIERIROBENRD SN0, B TROBRE TREOZELD
AHENTWENIZ NG, KBRYMERS SEBEEDIRNELEHRTL .

WREHITIE, ARMERE, NEF/OES, AYRIU v N, RFROERFRTY 2N OERE
MH 5N, MCH, MCHC, M/MEEKRCBIRLO®E M, PT (HIERR) KO APTT OEENRD
S5z, '

6.1.7. MAE{LEHIBRE

RREE#E B % Table 27~29 I TNZ Appendix 39~43 IZ/R 9.

B 5 HIHE TR OBETIE, 200 mgkg HOHT o, -7/ 07 >, A —AKRTT O—)L O
B, @xZ07U, FATIS, 7-GTP, RALAFO—LERY SIREOBERS SN, 50
mg/kg BOH TR IV AT 0 —)L R CIEEORENRD 51k, 200 mgkg BEOMTIE, -
Fa7Y ROZIIaA—-ADKME, REOHE, AG H, TIVTI, BRaALZAFo—)ILERUYY >~
B DOEMEMNA S5, 50 mgkg HOMTRILV AT O0— )L OBENRD SNz, ZDEFDR, 50
mg/kg BOMET ALP DEEAEED 51720 200 mgke BTHSNTWENWELTH DI ENS,
R 5 S IRBE D7 AL & HI L 7.

M PR TR ORE TIL, 200 mgkg HOHETY L7 F 2 OEMENRD SNEH, BN
2, DOBGHFKR TROMETAHASNTWERWRETHDZ 05, HRYEKRES S i3MEE
YAQRY (el o111 O o

BFEHITI, BEOE, o, -/07Y, GOT, GPT, v-GPT, NUZUESA R, £alL X
To—=)b, UVIRHE, JNVId—X, RERER, JLT7F>, BRI, WV TLRUAUY
LOFEE, F MU IARKY O—)LOEMENRD 517z,
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6.18. Hik

R R % Table 30~32 i TNT Appendix 44~48 IZ/RT .

B HHARK T OBRETIE, D 10 mgke BED 14, 50 mgkg FED 3 #1200 mg/kg RED 4
FITELABBOIEK, 10 mgke D 141, 50 mgkg FD 3 HlK T 200 mg/kg FHED 4 HITLEAEBO
#B65, 200 mg/kg BED 2 HITHFBOEKAZED 502, ZDIED, 200 mg/kg BEOME 1 FITHEMN
ROOSNEN, EFHOBETII RN E, DD 1HAOADERTHHIENS, HRYMERS
VIO WEL EHIWT L7, 72, 50 mg/kg HOUME 1 HITHRER HADROAKEHNRD S
NN, 200 mgkg BETRBOENGRD 5NN &5, HBRWERS S 3BEEDORNWEL
CHIBr L7z, MBEEETIE, M1 I THBRO#ENRD 5.

EIE MR TREORE TIE, 200 mgkg O 1 FITELABBOERNRD SN, ZOFh,
200 mg/kg FEDOHE 2 FITMENRD SN, 2HHEOELTII AR, BEFARDDZNHI EM
5, WRWHERS SIMEEORVELEHN L. HERTIE, I 1 SITE FOREAEE (5
BRI s 5.

BEAITIE, EABBOREAL, REMKOBRAR, BWRKOCHEBO/NULRRD 5Nz,

6.19. RHEHRE

JUE#E R % Table 33~35 I TNIT Appendix 49~59 IZ5RT .
&5%@%7%@Mﬁfm,mmyguxmﬁ@mf%ﬁ@mﬂ&UMﬁEE@%@itm%
EMEFNA SN, 50 mgkg BEOHEKR TN 200 mg/kg B DM THIE O #xd K OHH E & O SENR
D5z, £z, 200 mgkg HOETIIMWROMNEEOEKMENRD 5Nz, ZDIEFH», 200
mg/kg BHOMETOR, FRE, BRROEREEROHEMEEOSME, REOH TLBOMNEER
DEENRD 5NN, ENMERIZEHIASNT, HOBBT HMEAGEORE THRYE
BHICERLZZENAH SN TN ENS, REREMEEEZIMEEERNZRLZZ &I
KDENT LOEB B L. £z, 50 mg/kg HOMTHE LA R UM EREOREN
RO SNA, FIED 200 mgkg B THREVHEHRGICERLIZEEDRHSNTHRNI EMS,
BB ERS EIIEEORNWEB EHIM L. X 51T, 50 mgkg FEOME TR DM & O4Ex &
ROBEENRD 5NN, 200 mgkg BOMTRBOEBNASNTHARNI ENS, HRYWE
B EIIEE O WES S HIET L 7.

EE AR TREORETIL, 200 mg/kg FEO M TEB OMN R OHMERBORENIA SN, 200
mg/kg FOMEHE THBOMMERORENRD SNL. ZDIEHN, 200 mgkg HOHTREIBOH#
MEBOEMENAALN, FHOM TEROENEROEMENRD 5NN, FEROLEHN 54
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I THRHCIZRBD s N T &S, HBRMERS CISBEDRWE AL 7.

BEFEHTIL, fthod 200 mg/kg BEDME & FERIC, REBMEKRGITERLZ2EELELT, FBEDY
BROMEMEROSENRD SN, £, WEROME OSSR U EROKE, BIEOH
X R OHAERORENRD SNz

6.1.10. JREMRFENIRE

RREE R R % Table 36~38 i TNT Appendix 60~67 IZRT .
B 5K TR ORE TIE, JFETI10 mg/kefE ORI, 50 mg/kefED k26 KR UME3F, 200
e ke BEDIERE & 1T /NI e D OFFRIILD B 75 L SR DIEASE80 B e, A L 7AT
HIR ORIBVE bR — a2 B LT, £, MIBEEO@IF], 10 mg/keEE D251,
50 mg/kgRE D AR, 200 mg/kght DHEAFT/INEDBEROFF I OB E DRI N RD S .
ZDOEAEIE, HERAUEADSEE TN O MO EROBEMR A5 ND, SHORE
BB DNWTFHFAINVERBEEMLZEZA, RELLZIENS, ZOZEMIHHIENTH
HEHWL, HHBOEWEETHS EMEL. BT, 10 mgkell E OO M 2HITHA
RHAE EEAOHZEELNWLEEOHETRILENRD 6N, HAEEIMIMH-> TREME®RT 54
MZRUZ. ZOEMERME EEMEOMH TS 1RO 5N BEHORKRFAEIFNITDONT
agy-7 TV > DRIFGEEENE LT AER, BT HEIE L TS REFTCo,-7 07 ) > OEFE
MRS, & 510, KETI0 mekeBEOM, 50 mgkgl D3R, 200 me/keBtO2 I TR
WU EEOIFREERME RO o5 N/z. M TIE, 200 mg/kghf OMEME 46 THRHEED B E
DONEDT Y B MH LN, WREOH I, 10 mg/kefE DG, 50 mg/kghE DHELF], 200
mg/kgBE DRI S N3G TEREDQRIREORILEMARD 5. NEDTY SUHER, &
FORBHZIFNZDONTR)VY D REEEBUMER, BRIDETI>THRLE. 20
R, V) RaXDBBEEKICOEERZTFVHODBEERL D, £MMICEU-HER
ENRBEINZHDOEEZ SN ZDIEH, 200 mgkefE T, MBI THO A, MRS
B THRENR DILE IS RO 1) ThHiORRIBMAGED SNz, BE Ty McBWThans
THSNDEATHOY, FRRTHEREFRMNDRNT ENS, KBRYERS SIZBE O
BAEEHIR U e, Eiz, SHRBEOREIF R OMEH], 10 mg/kehE D K205 B OME3FI, 50 mg/kghtD
HE1H1, 200 me/kghE D KE1F] K M) THFBE O Bz iR E, SREEOM 16, 200 mg/kgBE D4
1)} Ot T HARAR O RAS AT, R EREE DM 161 K TR200 mg/kgBE O HE1 B THtEA O F A
DR, XA 17200 mykgBEOME & 1T THME XM, XHIBROHBHIR 200 mekght Ok
BITRINIRD ) 2 NBRBENED Sz, NS DOEIE, RBAFMEUCREEICHETEN RN
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TG, HRMERS SIIEEOIRWE LSBT L7z, 51T, 50 mykeBEOBE1H TERRD
FFHEREIBSE B TS50 mg/kgfE D141 TE B B OIEILE DFRD 5N720%, 200 meg/kghE TRBD
BAEDRD ENBN -T2 ENS, BRYERG LIIHEDNEL S L 2. dIREETIE,
HE1 BT D BRI R AR S Tz

[ IR TREOBA TIE, 5 HIRHE TRICEIR S Nz /RO O IR AB R B DGR AR
B LR OB FRILEIIERD SNaho iz, 200 mgkg BETIE, MEHESR 1 FT/NEELBERDH#E
FIOBEEORIIAN, HEF TRBOBE R LS OIFHEERME, &% 3 ROt T
PO R OBREDOANED T JIRENRD SN, Z0IFD, MREEOME 3 # kO 1 41,
200 mg/kg FEDHE 2 Bl O 3 4 THEEICEEMRENZRD Sz, FBEFARRUREEICE
BIDENBNZ ENS, HWHRMERS SIZBEEORWEEHE Uz, MR O/ 1 #ITIE, B
ROFFHEETE N D s N .

BSERITIE, BRI PSR O IR, R PR X ONRRINE O i D Ir & 75380 S 7z,
Erz, AT, NEEOE ORI O B R O B R ORI 25 3 TN 822 00 Bk O P e i s
NRDHENF. T6I, BBORBMOBEEONED T 2UHE, MIRK OO TZEOZER,
RIERRTEEMBEOREDELR, REMEOBREDODLS A, BHICB T 3BEORERREN
DL, HiOEREORIRH fATRD 5Nz,

62. ATARAEBMRBICHT BRE
6.2.1. BEMICRIZTRE
6.2.1.1. MEHRE R ERERE IRE

RAAE R % Table 39 A TNIT Appendix 68, 69 IZ/RT .

HAMRE T, REAREHEEEL T, HAMKUREEREBIC, HBRIERSICER
UTZABEZRBD 5 Nsh-o 7.

AEFEEEIRRZETIE, 200 mgkg BEO 1 I TREAHRINAN 52D, ZOMTIITNTIIR
EARERIN, KRRIIMIEEE, 10 %50 mg/kg BT 100 %, 200 mgkg BT 91.67 % TH Y,
STHERE & 200 mgkeg HEDOMIZAEBREEFED SN -, £, KREVPERIN 8T
EHITHRNAB SN, ZHRITSTHEEE, 20, 80 XU 300 mgkg BOWTNTSH 100 % TH D, &
EITEAR THHBMERGITER L 22i3RD s Nah- k.
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6.2.1.2. DHBRUEHERE

FREAE R % Table 40 X T* Appendix 70 IZ7R9 .

BEED, PHROHEREBIIRIFTHO, EREM, HER, SR SRR OHEKSR
CHBRYERSICERLUEZBIRD sNaho/z. £z, BEEHZER < 2F THBRRUER
EICEBIRD Shah-o Tz, |

WESEHITIE, A HRREAUEE 1 HOMEREBICEEIRDSNEM- 720, WE2 L0
ILTFEAasNz<AD, BE3IHEOHAERORENBD SNZMo /. RFITIE, WHE3H
KO —RRETIHHER TR EDERMBREINTNE I ENS, EHREOE/ICLD, WHE
REOFRENALNIZEEZ SN

6.2.2. REMIICKITTRE

BREKE R % Table 40 & TN Appendix 70 IZ/RT .

SEERETIE, HAEROAREFEKRE T 200 mgkg BHO 1 HlICHRE, IREBEE (G) RO
%%&ﬂ%@%htﬁ,@%@ﬂ%ﬂ%ﬁﬁ%tﬁﬁﬁ&&%LT%%E%M%@5&@#9&.
HEEE S, AR, HAERE, MERKE, FEERROHAROEL TIIRBRMER S ITER L
IR sNaho Tz,

HEHORE TIX, HAER 4 OOFKETHREE BITK@EIGRD Sz, BREFRRUEIRTII,
BRI 1R L= 2380 BN fe.
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7. E®

22 AFIN2-FTONF AN OREMEICETHHESEABRO - REL T, 22AF)IN2-TO/)XF
F—)V% 10, 50 % TX200 mgkg DAET, HEIIAERT 14 A R OREMM AR T 42 B, M
VIACECAT 14 HIE, KB, MIRRUOGERTHE 4 HET CREEBEMWIIME & FERD 42 HH)
TNENREROHEG L, KEKLSEEROCEEREERICKTTEZEEIIOVWTRHALE. £,
MEFHROCEHEFICDOW T 14 HMOREMFZ R, #ISSRICHERL Z8h 5% 5 6
IZDWT, MEEETZICEEIC AW 5 6 RESED) Z8 L T & RMkD 42 R EHR S %

TOZEMIDONT, ZOREEZRFL 2.

LS

50 mg/kg BEOME 1 FITIE, WHE 3 HXDIKEMNEMRL, WE 4 HITIXIFEER T, MRS,
MR, IREREE, SERGRR O PG AR b, APITH, KR B
MR TRILE TR T EEAB5H, BTN BB aM, NI L ZE R
BB 5. CREDTEND, Bl 5 OHINICHE - iR 1 5 % W T EH
REEEIBEORN £ A 5NE. BEOZIIL, ZOREREIRHTSB, AHOMRE
HENEBETH D, 200 mgkg BOMIC FEEOIALNZD SNEM- T EMD, HRIER
5B S M L. E7n, FEERR A TIFRIC 3 5 N NE L ORF
R OREZRES, HUL I > (5 S92 1 BT L Tl B FTREMEASE A 5N >, (I (LR
CHENEIFER/NT A5 — DAL d COBICRE L b D EEZ SNk, AEDIENS,
—RPRIE, ESUEAERE, MUWCERRE, MBELARE, R, BEE R OGN
WA THA DTEARD SN, WIS —RIREOELIC Mo 2k & HK L7z

2. R S

HE5MEZBE LT, ECORERRGN - .

—HREETIY, #E536 HRDEEKR THET, 200 mgkg FEOM TRHRENRD SNz, FEE
KEHEZICHED SN, #H5E2~3FMICITHEET S ENI — @O THD, ZToMmoaHE
HRERNOIEMZRE T 52 (WlE, RIRE) RO 5NN M5, BEMRERAD
ERIZE D ERINZHOTIRZL, HBRPHEOHBECLOFERIN-ZbOEEZ SN, FHt
ZHBERIZHVBO LML,
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BRERRRARERVRRE TIE, HRYERGICERL 223 5RO s aho .
RETIE, 200 mg/kg BEOMEME TR SR &8 U TIEME £ 72 1B M ERNRD 5 H . £,
EHE T, 200 mgkg HEOHETHREG 4 TN 15 BIT, FEFFOM TG 28 U TEME £ 7/Z2134K

fEErRA A E N7,

M FHRRE TIL, 200 mg/kg BEOHETHRIMERE, NEJOES, AY K7 U v b KT MCHC
DARMER, RO THRMIRBOEMA KRR FRMIREDOEMANA SN, 50 me/kg BEDHETIX
MCHC OEEN RO 5Nz, £z, HEMASEIBRE TIX, 200 mg/kg B OMERE TR IMHEDRE
DANETFY DLE (UL CEREBE) 2R 5Nk, COMBOFRMSEONEDTY DU
EFi, #HBYEHRSCEIABMMEDOREENE Z SNz B, KHEHEBFHRE TEEIC
FRIMERFE B N2 EORMIIRD S Nxhoz. T 51T, FRIFRE O/ EMAY 200 mg/kg BED
HWRUOMBRAEASODEHOMICED SN, 200mgkg HTESRETHHEAIZH DI NS, 200
mg/kg BEDZMLITARMERE DKM I U T TOBMIAERECZbDEEZ SN, LML,
METIE, MHEHETHEDLNTHY, TOREHEICENRN &, R - HEICK 5E 1 THi
SLSMMATTHE I NS Z &EM5, 10 KT 50 mgkg FHEOMEDZLIT DWW TIIHERMEIR 5 & O
BN EHIE L. £/, 50 mg/kg BLEDOREDMET APTT OEMNRD Sz,

FHETIE, AWIREIT 200 mg/kg BEDHE TR, MM FHIC 10 mg/kg LA EDFFOHER T 50
mg/kg B L DOREOMET/AER.OEOFMIE DR E /RO U P EEDOEANRD 517z, FHREX
i, VA F— 4, BE/NMUER EOHIRA/NSEDBINICL > THEL S 2 ENF SN TN
%9, BB T, EBRMWNERIMEIZEUTWEZZ &, BRIz oMRE»NERHR T
<, WEMYELFBEEZL TWEIENS, < OLEPE THRE TN TV 2 EMHEESR
OFFEE, TabbiFE/MIEOEMILbDEEZ N, 51T, HEHEZZUORHOMT
INESURRER DT D82 E D IEMI AN (A N BEREATHRE) MNRD 5Nz, TR, o
BOFRET, HEHNMSEBDENTZDOD, 50mgkg L EOHTERETHHEMICHD Z &M
5, HEBEMERGTHEEL ZFBOBREEA#MRANOEZELZRETIbOEEX N, £z, o
WAALZERIRA T 50 72 U 200 mg/kg BEOMEM TR O L A7 00— )V RN U IFE O EEDH 5
N, THSOEMRBETHESNTLSHO0, MEOFBOFERBRNOEEE BT 5%
fbEEZ N/

BT, 10 mgkg A LOBIZAIRMICIER R OHE G, HEFEHIGEAMRME LE~OPEE
BNWLEEOMTFHILENA SN, E5ICH KM EROSE E/Z IR EFEANZD 5Nk,
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W RLAEL, AEBEMCHE TRENEMT SEMNED 5N, JOEMEME &IOS
FRIEBENASNZEINTIE, ap-7 07U > OEENHREIN, ZOBEITHEES » MEE
DELTHDZEMMAENTNE Y. £, FHREAMRMEL, MTFRORENHE 25 E XK
MICRIEGEEZBETHZEDNMSNTNS Y. KB TH N2 LI, RS ERCibE
U FRORBENTN 10 mgke H THOHEEMERMEDORENZNWI ENS, HRMEDHE
BB TECRARENE L oN. COBROELICEEDHHEMEL T, mkELE
FIRRE T 200 mg/kg FEOHEIC A SN 7 O— )L DRENRD 5z,

DLEDED, MRZARRZE T, 200 mgkg BEQM TI/MRE D&, PT KK APTT DEEN
wHoNiz. Fie, MEEERRETIL, 200 mgkg HOBETa-7/07) >, VI —ZADE
i, a,- 77U, 7ITI kK y-GTP DEEN, 200 mgkeg HOMT o -/07) PR
TN aA—ADKME, REHHE, AGHRRUOTIVII CORBENRADLNEZ. s OEMS, I
OB FIck 22 b EE A 5N, HEMAGEORE CHBICEEEZLIERD Shix
Mole. TNHDIEN, FEERT 200 mg/kg FEOHEICMIR DM HEDKMEAFRD 5N 7.

B FIERK TR OMRE T, H#E5HEKTROZLIZSIEFE, HIET 200 mg/kg BEOMH T
MBFRNELGE OO BEDRW AR UHEMBRORENED SN/, LhL, IR
MZMOFEFBIHDO L, BELABOREDEML TBD, mMBAEFHRETH S NFE
RNTA—F—OELDAD SNAH oL, BIHTIE, 200 mgkg BOBICHRTIA, Ml
HNCBRE /2 U S B QIFEEMIRMIENA SN, X 5ICHNRUHEMERDOSENED 51/
A, EALRME ERICBI AMTFRIEMEEL TWE, MR TIE, 200 my/ke BE DM THRESFH
WCHRMEEOBREDOANT DT VLA, MIKFHRE T 200 mgkg BOHETAE/OE > R
MCHC DKMl SRR MIREOFER A SN, S5 RXHREGEHEKR TR TASNTWAWELE
L T 200 mg/kg BEDMET MCV K U MCH D il & MCHC DARENRD 51248, RFERIEDEE
ABEMIEHEL THD, RMEREPAT T Uy MIEkidaholz. ZN50ER, Wih
LR GHIFR TR EHRL T, CORENRET S0, H50WIIEET 2EMITHEKR N UK
THHEANBD N EMNG, HEIZETLZHOD, EHRL TR D E#HRINSE. £,
200 me/kg BEOHETIEEE 1 AICHEOEALHEINAS 5N, FREOMTIImME IR £E L kS
OEMEREE 1 HICEHEEORKMENGRD SN0, M &b BRI S OAE O INE KL
[ 4 BEAREOBHBIINEBE S IFER UM ENE LE> TWEZENS, EELTHEHDE
HE L., ZoMENThOBEBHEL Tz,
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U LDRERNS, KABREMTIIBT 2 REHRGHEICET 2 BEERIIM T 10 mg/kg/day
i, METIX 10 mg/kg/day EHERIN/Z.

3. KGR

BETid, HESRE, AR, REER TEE, @R, KEMEHRK, KK,
ERER, BRE, WRUMERCHEROWTN THHEBYER GITER L 22 RRBD 5
Mol Eiz, SHRERVHEREBICESIIRD SHho 7.

IREM T, 200 mg/kg BETH T 4 HOMMED BAE TERMNED SN, F2, 200 mg/ke B
D 1 HITHEBEICHE, BT () KOERHNASNEZD, ZNSOREIIHTAD 1
FlOHCBRINZEBTH D, ARBENCHASNEFAELTREINTNWEIENS 97,
HHWERS SEORWE L ST Uz, HERS, AR, HARK, SEER, i, 4
REFMBH, WEFR, £k 0 HOMEIRARTIE, BBRYHKSICERL 22RO 5h
oz,

UEDFERMNS, KABREATITHBIT 245 5 EEEEIL 200 mg/kg/day, FAERH
P B BRI 50 me/ke/day & HEERI NIz,
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Clinical signs in male and female rats
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Clinical signs in male and female rats

1 - continued
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Study No.P041487

Table 1 - continued Clinical signs in male and female rats
Sex Group Days of recovery atment
and Clinical sign
dose 1 2 3 4 5 ] 7 8 9 1w 11 12 13 14
Male Control Number of examined 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality 5 5 § 5 5 5 5 5 5 5 5 5 5 5
200 mg/kg  Number of examined 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Loss of hair 2 2 ) 2 2 A 2 2 2 2 2 2 2 2
Female Control Number of examined 5 - 5 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Mass 1 1 1 l 1 | 1 l i 1 1 1 1 1
200 mg/kg  Number of examined 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5
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Clinical signs in Fo dams - gestation and lactation period -
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Table

2 - continued

Clinical signs in Fo dams ~ gestation and lactation period -
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Study No.P041487
Table 3 Detailed clinical observation in male and female rats - before administration -

Group Number Cage side observation
Sex and of - X X
dose animals Posture Convulsions Stereotypies and/or bizarre behaviors Tremors
2 1 1 1
Male Control 12 12 12 12 12
10 mg/kg 12 12 12 12 12
50 mg/kg 12 1w 12 12 12
200 mg/kg 12 12 12 12 12
Female Control 7 17 17 17 . ' 17 17
10 mg/kg 12 12 12 12 12
50 mg/ke 12 12 12 12 12
200 mg/ke 17 17 17 17 17

Not significantly different from control.

Observation and score. )

Posture: 1, Completely flattened. Lying on side or upright; 2, Normal; 3, Hunchback position. ) ) . ) ,
Convulsions: 1, Nome, 2, Extension convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic flexion or tonic exiension convulsion.
Stereotypies and/or bizarre behaviors: 1, Nome; 2, Occurrence. ) _

Tremors: 1, Nome; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.
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Table 3 - continued Detailed clinical observation in male and female rats - before administration -
Group Number Hand held obsrevation
Sex and of - - - —
dose animals Handling reactivity Vocalizations Tremors Twitches Convulsions Respiration
2 | 1 l 1 l
Male Control 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12
Female Control 17 17 17 17 17 17 17
10 mg/ke 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12
200 mg/kg 17 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

Handling reactivity: 1, Easy; 2, Normal: 3, Distress
Vocalizations: 1, None; 2, Abnormal vocalization.
Tremors: I, None; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.

Twitches: 1, Nome; 2, Head twitch; 3, Repetitive symmetrical jerks or twitches of the limb or body; 4, Body strong twitch. ) i
Convulsions: 1, Nonme; 2, Distensible convulsion of limb or/and head shivering: 3, Clonic convulsion: 4, Tonic flexion or tonic extension convulsion.

Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure: 4, Extreme respiration failure.
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Study No.P041487
Table 3 - continued Detailed clinical observation in male and female rats - before administiration -

Grgup Number Hand held obsrevation
Sex an 0 -
dose animals Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal secretions Skin
1 | 2 1 1 2
Male Control 12 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12 12
50 mg/kg 12 19 o 12 12 12 12
200 me/kg 12 12 12 12 12 12 12
Female Control 17 17 17 17 . 17 17 17
10 mg/kg 12 12 12 12 12 12 12
50 meg/ke 12 12 12 12 12 12 12
200 mg/kg 17 17 17 17 17 17 17

Not significantly different from control.

Observation and score. )

Salivation: 1, Nome; 2, Wei margin submaxillary area; 3, Slight(wet entire submaxillary area); 4, Severe (wet thoracxc area).
Lacrimation: 1, None; 2, Wet lid margin; 3, Wet eye 1id; 4, Wet over eye lid.

Pupil size: 1, Clear miosis; 2, Normal; 3, Clear mydr1as1s

Exophthalmos: 1, Normal; 2, Sllght exophthalmos 3, Clear exophthalmos.

Ocular or nasal secretlons 1, None; 2, Clear secretion.

Skin: 1, None tension; 2, Norma]; 3, Tension.
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Study No.P041487
Table 3 - continued Detailed clinical observation in male and female rats - before administration -

S Grgup Nu?ber Hand held obsrevation

ex an 0
dose animals Piloerection Fur Mucous membranes Incontinence of uarine Muscle tone Body temperature

1 1 2 1 2 2

Male Control 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12
50 mg/kg 12 12 o ' 19 19 19 19
200 mg/kg 12 12 ‘ 12 12 12 12 12

Female Control 17 17 17 17 . 17 17 17
10 mg/ke 12 12 12 12 12 12 12
50 mg/ke 12 12 12 12 12 12 12
200 mg/kg 17 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

Piloerection: 1, Normal; 2, Slight piloerection; 3, Clear piloerection.

Far: 1, Normal; 2, Slightly soild fur; 3, Extreme soild fur.

Mucous membranes: 1, Blanching; 2, None(pink tone); 3, Deep dusky rose.

Incontinence of urine: 1, None; 2, Incontinentia urinae.

Muscle tone: 1, Complete flaccid or slight flaccid; 2, Normal; 3, Extreme resistance.
Body temperature: 1, Hypothermia; 2, Normal; 3, Hoperthermia.
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Table 3 - coniinued

Detailed clinical observation in male and female rats - before administration -

N
/

Study No.PO41487

g Grgup Nu?ber Observation on the open field

ex an 0
dose animals Arousal Gait Stereotypies and/or bizarre behaviors Ptosis Diarrhea

2 2 1 1 1

Male Control 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12
50 mg/ke 12 12 ' 12 12 12 12
200 mg/kg 12 12 12 12 12 12

Female Control 17 17 17 17 17 17
10 mg/kg 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12
200 mg/kg 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

Arousal: 1, Low activity(inanimation, stupor, coma); 2, Normal(exploration); 3, High activity(excitement, hypersensitivity).
Gait: 1, Abasia; 2, Normal; 3, Abnormal gait; 4, Extreme abnormal gait.

Stereotypies and/or bizarre behaviors: 1, None; 2, Occurrence.
Ptosis: 1, None(eyes wide open); 2, Ptlosis; 3, All closed.
Diarrhea: 1, None; 2, Present.
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Table 3 - continued Detailed clinical observation in male and female rats - before administration -
Group Number Observatlion on the open field
Sex and of
' dose animals Defecation(number) Urination(number)
Male Control 12 4 0
+2 +0
10 mg/kg 12 3 0
+2 +0
50 mg/kg 12 3 1
+3 *1
200 mg/kg 12 2 0
+2 *1
Female Control 17 0 0
: +1 +0
10 mg/kg 12 0 0
*1 +0
50 mg/kg 12 0 0
+0 +0
200 mg/ke 17 0 0
*1 +0

Not significantly different from control.
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Study No.P041487

Table 4 Detailed clinical observation in male and female rats - week 1 -

Group Number Cage side observation
Sex and of -
dose animals Posture Convulsions Stereotypies and/or bizarre behaviors Tremors
2 1 1 l
Male Conirol 12 12 12 12 12
10 mg/kg 12 12 12 12 12
50 mg/kg 12 12 12 12 12
200 mg/kg 12 12 12 12 12
Female Control 17 17 17 g 17 17
10 mg/kg 12 12 12 12 12
50 mg/kg 12 12 12 12 12
200 mg/kg 17 17 17 17 17

Not significantly different from control.
Observation and score.

Posture: 1, Completely flattened. Lying on side or upright; 2, Normal; 3, Hunchback position. ) . 4 .
Convulsions: 1, Nonme, 2, Extension convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic flexion or tomic extension convulsion.
Stereotypies and/or bizarre behaviors: 1, None; 2, Occurrence.

Tremors: 1, None; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.

S
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Table 4 - coniinued Detailed clinical observation in male and female rats - week 1 -

Group Number Hand held obsrevation
Sex and of - - ——

dose animals Handling reactivity Vocalizations Tremors Twitches Convulsions Respiration

2 | | 1 1 |

Male Control 12 12 4 12 12 12 12 12

10 mg/kg 12 12 12 12 12 12 12

50 mg/kg 12 17 19 19 12 19 12

200 mg/ke 12 12 12 12 12 12 12
Female Control 17 17 17 17 17 17 17

10 mg/kg 12 12 12 12 12 12 12

50 mg/kg 12 12 12 12 12 12 12

200 mg/kg 17 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

Handling reactivity: 1, Easy; 2, Normal; 3, Distress.

Vocalizations: 1, Nome; 2, Abnormal vocalization.

Tremors: 1, Nome; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.

Twitches: 1, None; 2, Head twitch; 3, Repetitive symmetrical jerks or twitches of the limb or body; 4, Body strong twitch. . )
Convulsions: 1, Nonme; 2, Disiensible convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.
Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure
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Study No.P041487

Table 4 - continued Detailed clinical observation in male and female rats - week 1 -
Group Number Hand held obsrevation

Sex and of : :
dose animals Salivatlion Lacrimation Pupil size Exophthalmos Ocular or nasal secretions Skin

1 i 2 1 l 2

Male Control 12 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12 12
50 mg/ke 12 12 Y 19 12 12 12
200 mg/kg 12 12 12 12 12 12 12

Female Control 17 17 17 17 . 17 17 17
10 mg/kg 12 12 12 12 12 12 12
50 mg/ke 12 12 12 12 12 12 12
200 mg/kg 17 17 17 17 17 17 17

Not significantly different from control.

Observation and score. , . .
Salivation: 1, None; 2, Wet margin submaxillary area; 3, Slight(wet entire submaxillary area); 4, Severe(wei thoracic area).
Lacrimation: 1, None, 2, Wet lid margin; 3, Wet eye lid; 4, Wet over eye lid.

Pupil size: 1, Clear miosis; 2, Normal; 3, Clear mydriasis

Exophthalmos: 1, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos

Ocular or nasal secretions; 1, None; 2, Clear secretion.

Skin: 1, Nome tension; 2, Normal; 3, Tension.
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Study No.P041487
Table 4 - continued Detailed clinical observation in male and female rats - week 1 - ‘

Group Nu?ber Hand held obsrevation
Sex and 0
dose animals Piloerection Fur Mucous membranes Incontinence of urine Muscle tone Body temperature
| 1 2 1 A 2
Male Control 12 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12 12
50 mg/ke 12 12 12 12 12 12 12
200 me/kg 12 12 12 12 12 12 12
Female Control 17 17 17 17 - 17 17 17
10 mg/kg 12 12 12 12 12 12 12
50 mg/ke 12 12 12 12 12 12 12
200 mg/ke 17 17 17 17 17 17 17

Not significantly different from control.

Observation and score. ) ] 4

Piloereciion: 1, Normal; 2, Slight piloerection; 3, Clear piloerection.

Fur: 1, Normal, 2, Slightly soild fur; 3, Extreme soild fur.

Mucous membranes: 1, Blanching; 2, None(pink tone); 3, Deep dusky rose.

Incontinence of urine: 1, Nonme; 2, Incontinentia urinae. .
Muscle tome: 1, Complete flaccid or slight flaccid; 2, Normal; 3, Extreme resistance.
Body temperature: 1, Hypothermia; 2, Normal; 3, Hoperthermia.
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Study No.P041487

Table 4 - continued Detailed clinical observation in male and female rats - week 1 -
Group Number Observation on the open field

Sex and of : ; : :
dose animals Arousal Gait Stereotypies and/or bizarre behaviors Ptosis Diarrhea

2 2 1 1 1

Male Control 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12
50 ng/kg 12 T 12 12 12 12
200 mg/kg 12 12 12 12 12 12

Female Control 17 17 17 ) 17 17 17
10 mg/kg 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12

200 mg/ke 17 17 17 17 17 11

Not significantly different from control.

Observation and score. ,

Arousal: 1, Low activity(inanimation, stupor, coma); 2, Normal(exploration); 3, High activity(excitement, hypersensitivity).
Gait: 1, Abasia; 2, Normal; 3, Abnormal gait; 4, Extreme abnormal gait.

Stereofypies and/or bizarre behaviors: 1, Nome; 2, Occurrence.

Ptosis: 1, None(eyes wide open); 2, Ptosis; 3, All closed.

Diarrhea: I, None; 2, Present.
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Table 4 - continued Detailed clinical observation in male and female rats - week 1 -
Group Number Observation on the open field
Sex and of
dose animals Defecation(number) Urination(number)
Male Control 12 2 0
+2 +0
10 mg/kg 12 3 0
+3 +0
50 mg/ke 12 2 0
+2 +0
200 mg/kg 12 2 0
+2 +0
Female Control 17 0 0
+1 +0
10 mg/ke 12 I 0
+2 +0
50 mg/kg 12 0 0
+0 +0
200 mg/ke 17 0 0
+1 +0

Not significantly different from control.
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Study No.P041487
Table 5 Detailed clinical observation in male and female rats - week 2 -

Group Number Cage side observation
Sex and of ‘ : : -
dose animals Posture Convulsions Stereotypies and/or bizarre behaviors Tremors
A 1 1 {
Male Control 12 12 12 12 12
10 mg/ke 12 12 12 12 12
50 mg/kg 19 o 19 12 19
200 mg/kg 12 12 12 12 12
Female Control 17 17 17 : 17 17
10 mg/kg 12 12 12 12 12
50 mg/kg 12 12 12 12 12
200 mg/ke 17 17 17 17 17

Not significantly different from control.

Observation and score.

Posture; 1, Completely flattened. Lying on side or upright; 2, Normal; 3, Hunchback position. _ ) , ‘ .
Convulsions: 1, None, 2, Extension convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.
Stereotypies and/or bizarre behaviors: 1, None; 2, Occurrence. )

Tremors: 1, None; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the Iimb or body; 4, Body palindromic tremor.
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Table 5 - continued Detailed clinical observation in male and female rats - week 2 -
Group Number Hand held obsrevation

Sex and of - - —
dose animals Handling reactivity Vocalizalions Tremors Twitches Convulsions Respiration

2 1 ] 1 1 1

Male Control 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12
50 ng/kg 12 1 2 2 12 2 12
200 mg/kg 12 12 12 12 12 12 12

Female Control 17 17 17 - 1T 17 17 17
10 mg/kg 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12
200 mg/kg 17 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

Handling reactivity: 1, Basy; 2, Normal; 3, Distress

Vocalizations: 1, None; 2, Abnormal vocalization. .

Tremors: I, None; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.

Twitches: 1, None; 2, Head twitch; 3, Repeiitive symmetrical jerks or twitches of the limb or body; 4, Body strong twiich. _ .
Convulsions: 1, Nome; 2, Distensible convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.
Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure.
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Table 5 - continued Detailed clinical observation in male and female rats - week 2 -

g Grgup Nu?ber Hand held obsrevation

ex an 0
dose animals Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal secretions Skin

1 1 2 1 1 2

Male Control 12 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12 12
50 me/ke 12 12 Y Y 12 12 12
200 mg/kg 12 12 12 12 12 12 12

Female Control 17 17 17 17 . 17 17 . 17
10 mg/kg 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12
200 mg/kg 17 17 17 17 17 17 17

Not significantly different frem control.

Observation and score. ) )
Salivation: 1, None; 2, Wet margin submaxillary area; 3, Slight(wet entire submaxillary area); 4, Severe(wet thoracic area).
Lacrimation: 1, Nome; 2, Wet lid margin; 3, Wet eye lid; 4, Wet over eye lid

Pupil size: 1, Clear miosis; 2, Normal; 3, Clear mydriasis.

Exophthalmos: 1, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos.

Ocular or nasal secretions; 1, None; 2, Clear secretion.

Skin: 1, None tension; 2, Normal; 3, Tension.
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Table 5 - continued Detailed clinical observation in male and female rats - week 2 -

3

Study No.P041487

Group Number Hand held obsrevaiion
Sex and of - -
dose animals Piloerection Fur Mucous membranes Incontinence of urine Muscle tone Body temperature
| | 2 1 2 2
Male Control 12 12 12 12 12 12 12
10 mg/ke 12 12 . 12 12 12 12 12
50 mg/kg 12 19 Y 12 12 12 12
200 mg/ke 12 12 12 12 12 12 12
Female Control 17 17 17 7 . 17 17 17
10 mg/ke 12 12 12 12 12 12 12
50 me/kg 12 12 12 12 12 12 12
200 mg/kg 17 17 17 17 17 17 17

Not significantly different from control.

Observation and score. ) ) . ,

Piloerection: 1, Normal; 2, Slight piloerection; 3, Clear piloerection.

Fur: 1, Normal; 2, Slightly seild fur; 3, Exireme scoild fur.

Mucous membranes: 1, Blanching; 2, None(pink tone): 3, Deep dusky rose.

Incontinence of urine: 1, Nome; 2, Incontinmentia urinae.

Muscle tone: 1, Complete flaccid or slight flaccid; 2, Normal: 3, Exireme resistance.
Body temperature: !, Hypothermia; 2, Normal: 3, Hoperthermia.
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Table 5 - continued Detailed clinical observation in male and female rats - week 2 - .
Group Number Observation on the open field
Sex and of - - - -
dose animals Arousal Gait Stereotypies and/or bizarre behaviors Piosis Diarrhea
2 2 : 1 1 I
Male Control 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12
Female Control 17 17 17 . 17 17 17
10 mg/kg 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12
200 mg/ke 17 17 17 17 17 17

Not significantly different from control.

Observation and score.

Arousal: 1, Low activity(inanimation, stupor, coma): 2, Normal (exploration); 3, High activity(excitement, hypersensitivity).

Gait: 1, Abasia; 2, Normal; 3, Abnormal gait; 4, Exireme abnormal gait.
Stereotypies and/or bizarre behaviors: 1, Nonme; 2, Occurrence.

Ptosis: I, None(eyes wide open): 2, Ptosis: 3, All closed.

Diarrhea: 1, None; 2, Present.
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Study No.P041487
Table 5 - continued Detailed clinical observation in male and female rats - week 2 -

Group Number Observation on the open field
Sex and of
dose animals Defecation (number) Urination(number)
Male Control 12 2 0
+2 +0
10 mg/ke 12 2 )]
+2 +0
50 mg/ke 12 4 0
+3 +0
200 mg/kg 12 4 0
: +2 +0
Female Control 17 1 0
+2 +0
10 mg/kg 12 0 0
+1 +0
50 mg/kg 12 0 0
+1 +0
200 mg/kg 17 0 0
*1 +0

Not significantly different from control.
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Study No.P041487

Table 6 Detailed clinical observation in male and female rats - week 3 -
Group Number Cage side observation
Sex and of - : :
dose animals Posture Convulsions Stereotypies and/or bizarre behaviors Tremors
2 1 1 I
Male Control 12 12 12 12 12
10 mg/kg 12 12 12 12 12
50 mg/kg 12 12 12 12 12
200 mg/kg 12 12 12 12 12
Female Control 7 1 7 7 7
10 me/ke 2 2 2 2 2
50 mg/kg 4 4 4 4 4
200 mg/kg 10 10 10 10 10

Not significantly different from control.
Observation and score.

Posture: 1, Completely flattened. Lying on side or upright; 2, Normal: 3, Hunchback position.

Convelsions: 1, None, 2, Extension convulsion of limb or/and head shivering; 3, Clonic convulsion: 4, Tonic flexion or tonic extension convulsion.

Stereotypies and/or bizarre behaviors: I, -None; 2, Occurrence.

Tremors: 1, None; 2, Head tremor; 3, Repetitive symmeirical jerks or tremors of the limb or body; 4, Body palindromic iremor.
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Study No.P041487
Table 6 - continued Detailed clinical observation in male and female rats - week 3 -

Group Number Hand held obsrevation

Sex and of - - —
dose animals Handling reactivity Vocalizations Tremors Twitches Convulsions Respiration

2 1 1 1 1 1

Male Control 12 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12 12
50 mg/kg 19 VR 12 12 12 12 19
200 mg/ke 12 12 12 12 12 12 12

Female Conirol 7 7 7 . 1 7 1 1
10 mg/kg 2 2 2 2 2 2 2
50 mg/kg 4 4 4 4 4 4 4
200 mg/kg 10 10 10 10 10 10 10

Not significantly different from control.

Observation and score.

Handling reactivity: 1, Easy; 2, Normal; 3, Distress.

Vocalizations: 1, None; 2, Abnormal vocalization. ) ) ]

Tremors: 1, None, 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.

Twitches: 1, Nome, 2, Head twitch; 3, Repetitive symmeirical jerks or twitches of the limb or body; 4, Body strong twitch. , .
Convulsions: 1, Nome; 2, Distensible convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.
Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure.
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Table 6 - coniinued Detailed clinical observation in male and female rats - week 3 -
Group Number Hand held obsrevation

Sex and of — - -
dose animals Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal secretions Skin

l 1 2 1 1 2

Male Control 12 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12 12
50 mg/kg 19 12 o 12 12 19 19
200 mg/kg 12 12 12 12 12 12 12

Female Control 7 7 7 7 7 7 7
10 mg/kg 2 2 2 A 2 2 2
50 mg/ke 4 4 4 4 4 4 4
200 mg/kg 10 10 10 10 10 10 10

Not significantly different from control.

Observation and score.

Salivation; 1, Nome; 2, Wet margin submaxillary area; 3, Slight(wet entire submaxillary area); 4, Severe(wet thoracic area).

Lacrimation: 1, None; 2, Wet lid margin; 3, Wet eye lid; 4, Wet over eye lid.

Pupil size: 1, Clear miosis; 2, Normal; 3, Clear mydriasis
Exophthalmos: 1, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos.
Ocular or nasal secretions; 1, Nome; 2, Clear secretion.
Skin: 1, None tension; 2, Normal; 3, Tension.
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Table 6 - continued Detailed clinical observation in male and female rats - week 3 -
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)
Study No.P041487

Grgup Nu?ber Hand held obsrevation

Sex an 0
dose animals  Piloerection Fur Mucous membranes Incontinence of urine Muscle tone Body temperature

| | 2 l 2 2

Male Control 12 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12 12
50 mg/ke 12 12 o 12 12 | 12 12
200 mg/kg 12 12 12 12 12 12 12

Female  Conirol l 7 1 T 7 1 1
10 mg/ke 2 2 2 2 2 2 2
50 mg/ke 4 4 4 4 4 4 4
200 mg/kg 10 10 10 10 10 10 10

Not significanily different from control.

Observation and score.

Piloerection: 1, Normal; 2, Slight piloerection; 3, Clear piloerection.

Fur: 1, Normal, 2, Slightly soild fur; 3, Extreme soild fur.

Mucous membranes: 1, Blanching; 2, Nonme(pink tone); 3, Deep dusky rose.

Incontinence of urine: 1, Nonme; 2, Imcontinentia urinae.

Muscle tone: 1, Complete flaccid or slight flaccid; 2, Normal; 3, Extreme resistance.
Body temperature: 1, Hypothermia; 2, Normal; 3, Hoperthermia.
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Study No.P041487
Table 6 - continued Detailed clinical observation in male and female rats - week 3 -

Group Number Observation on the open field

Sex and of ; - - -
dose animals Arousal Gait Stereotypies and/or bizarre behaviors Ptosis Diarrhea

2 2 1 1 1

Male Control 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12
50 mg/kg 19 12 ' 12 12 12 12
200 mg/kg 12 12 12 12 12 12

Female Control 7 7 7 . 7 7 1
10 me/ke 2 2 2 2 2 2
50 me/kg 4 4 4 4 4 4
200 mg/kg 10 10 10 10 10 10

Not significantly different from control.

Observation and score.

Arousal: 1, Low activity(inanimation, stupor, coma); 2, Normal (exploration); 3, High activity(excitement, hypersensitivity).
Gait: I, Abasia; 2, Normal; 3, Abnormal gait; 4, Extreme abnormal gait.

Stereotypies and/or bizarre behaviors: 1, Nome; 2, Occurrence.

Piosis: 1, None(eyes wide open); 2, Ptosis; 3, All closed.

Diarrhea: 1, None; 2, Present.
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Detailed clinical observation in male and female rats - week 3 -

~
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;

Study No.P041487

Group Number Observation on the open field
Sex and of
dose animals Defecation{(number) Urination(number)
Male Control 12 2 ]
+2 +0
10 mg/ke 12 2 0
+2 +{
50 mg/kg 12 3 0
+2 +0
200 mg/kg 12 2 0
+2 +0
Female Control 7 0 0
+0 +0
10 mg/kg 2 0 0
50 mg/kg 4 0 0
0 +0
200 meg/kg 10 1 0
+2 +0

Not significantly different from conirol
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Table 7 Detailed clinical observation in male and female rats - week 4 -

Group Number . Cage side observation
Sex and of - - —
dose animals Posture Convulsions Stereotypies and/or bizarre behaviors Tremors
2 1 1 1
Male Control 12 12 12 12 12
10 mg/kg 12 12 12 12 12
50 me/ke 12 1 12 12 12
200 mg/kg 12 12 12 12 12
Female Control 5 5 5 . 5 5
10 mg/kg 1 1 1 1 1
50 mg/kg 1 I 1 1 1
200 mg/ke 6 6 6 6 6

Not significantly different from control.

Observation and score. _ ) )

Posture: I, Completely flattened. Lying on side or upright; 2, Normal; 3, Hunchback position. ) ) .
Convulsions: 1, None, 2, Extension convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.
Stereotypies and/or bizarre behaviors: 1, None; 2, Occurrence.

Tremors: I, Nome; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.
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Table 7 - continued Detailed clinical observation in male and female rats - week 4 -
Group Number Hand held obsrevation
Sex and of - : —
dose animals Handling reactivity Vocalizations Tremors Twitches Convulsions Respiration
2 l 1 l 1 1
Male Control 12 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12 12
50 mg/kg 12 19 12 12 12 19 19
200 me/ke 12 12 12 12 12 12 12
Female Control 5 5 5 : 5 5 5 5
10 mg/kg | 1 1 1 1 1 1
50 mg/ke 1 | 1 1 1 1 1
200 mg/kg 6 6 6 6 6 6 6

Not significantly different from control.

Observation and score.

Handling reactivity: 1, Easy; 2, Normal; 3, Distress

Yocalizations: I, None; 2, Abnormal vocalization. ) i

Tremors: 1, None; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor

Twitches: 1, Nome, 2, Head twitch; 3, Repetitive symmetrical jerks or twitches of the limb or body; 4, Body strong twitch. . .
Convulsions: 1, None; 2, Distensible convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.
Respiration: I, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure,
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Table 7 - continued Detailed clinical observation in male and female rats - week 4 -
Group Number Hand held obsrevation
Sex and of :
dose animals Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal secretions Skin
1 1 2 1 1 2
Male Control 12 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12 12
50 mg/kg 12 12 BERY) 12 19 12 12
200 mg/kg 12 12 12 12 12 12 12
Female Control § 5 5 5 5 5 5
10 mg/kg 1 1 1 1 1 1 1
50 mg/ke 1 1 1 1 1 1 1
200 mg/ke b 6 6 6 6 6 6

Not significantly different from control.

Observation and

score.

Salivation: 1, None; 2, Wet margin submaxillary area; 3, Slight(wet entire submaxillary area); 4, Severe(wet thoracic area).
Lacrimation: 1, Nonme; 2, Wet 1id margin; 3, Wet eye lid; 4, Wet over eye lid

Pupil size: 1, Clear miosis; 2, Normal; 3, Clear mydriasis.
Exophthalmos: 1, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos
Ocular or nasal secretions; 1, None; 2, Clear secretion.
Skin: 1, None tension; 2, Normal; 3, Tension.
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Table 7 - continued Detailed clinical observation in male and female rats - week 4 -

Group Nu?ber Hand held obsrevation
Sex and 0
dose animals Piloerection Far Mucous membranes Incontinence of urine Muscle tone Body temperature
1 1 2 1 2 2
Male Control 12 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12 12
50 me/kg 12 12 Y 12 12 12 12
200 mg/ke 12 12 12 12 12 12 12
Female Control 5 5 5 5 . 5 5 5
10 mg/ke 1 1 1 ] 1 1 1
50 mg/kg 1 1 1 1 ] 1 1
200 mg/kg 6 ] 6 6 6 6 6

Not significantly different from control.

Observation and score. . )

Piloerection: 1, Normal; 2, Slight piloerection; 3, Clear piloerection.

Fur: 1, Normal, 2, Slightly soild fur; 3, Extreme soild fur.

Mucous membranes: 1, Blanching; 2, None(pink tone); 3, Deep dusky rose.

Incontinence of urine: 1, None; 2, Incontinentia urinae.

Muscle tone: 1, Complete flaccid or slight flaccid; 2, Normal; 3, Extreme resistance.
Body temperature: 1, Hypothermia; 2, Normal; 3, Hoperthermia.
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Detailed clinical observation in male and female rats - week 4 -
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}

Study No.P041487

Group Number Observation on the open field
Sex and of - - : :
dose animals Arousal Gait Stereoiypies and/or bizarre behaviors Ptosis Diarrhea
2 2 1 1 1
Male Control 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12
200 mg/ke 12 12 12 12 12 12
" Female  Control 5 5 5 5 5 5
10 mg/kg 1 ! 1 1 1 1
50 mg/ke 1 1 I | 1 1
200 mg/kg 6 6 6 6 6 6

Not significantly different from control.

Observation and score.

Arousal: 1, Low activity(inanimation, stupor, coma); 2, Normal(exploration); 3, High activity(excitement, hypersensitivity).
Gait: I, Abasia, 2, Normal; 3, Abnormal gait; 4, Exireme abnormal gait.

Stereotypies and/or bizarre behaviors: I, None: 2, Occurrence.

Ptosis: I, None(eyes wide open); 2, Ptosis; 3, All closed

Diarrhea: 1, None; 2, Present.
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Table 7 - continued Detailed clinical observation in male and female rats - week 4 -

Group Number Observation on the open field
Sex and of
dose animals Defecation (number) Urination(number)
Male Control 12 | 0
+3 +0
10 ng/kg 12 1 0
+1 +0
50 mg/ke 12 A 0
+12 +1
200 mg/kg 12 2 0
*12 +0
Female Control 5 0 0
+0 +0
10 mg/kg 1
50 mg/kg 1 - -
200 mg/kg 6 0 0
' +0 +0

Not significantly different from control.
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Table 8 Detailed clinical observation in male and female rats - week 5 -
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Study No.P041487

Group Number Cage side observation
Sex and of : :

dose animals Posture Convulsions Stereotypies and/or bizarre behaviors Tremors

2 1 1 1

Male Control 12 12 12 12 12

10 mg/ke 12 12 12 12 12

50 mg/kg 12 12 12 12 12

200 mg/kg 12 12 12 12 12
Female Control 5 5 5 5 5

200 mg/kg 6 6 6 6 6

Not significantly different from control.

Observaiion and score.

Posture: 1, Completely flattened. Lying on side or upright; 2, Normal; 3, Hunchback position.

Convulsions: 1, None, 2, Extension convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.

Stereotypies and/or bizarre bebaviors: I, Nonme: 2, Occurrence.

Tremors: 1, None; 2, Head tremor; 3, Repetitive symmeirical jerks or tremors of the limb or body; 4, Body palindromic tremor.
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Table 8 - continued Detailed clinical observation in male and female rats - week 5 -

' Group Number Hand held obsrevation

Sex and of - —
dose animals Handling reactivity Vocalizations Tremors Twitches Convulsions Respiration

2 l 1 1 i 1

Male Control 12 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12 12
50 mg/ke 12 12 12 12 12 12 12
200 mg/ke 12 12 12 12 12 12 12

Female Control 5 5 5 5 5 5 5
200 mg/kg 6 6 6 6 6 b 6

Not significantly different from control.
Observation and score.

Handling reactivity: 1, Easy; 2, Normal; 3, Distress
Vocalizations: 1, None; 2, Abnormal vocalization.

Tremors: 1, None; 2, Head tremor; 3, Repetitlive symmeirical jerks or tremors of the limb or body; 4, Body palindromic tremor
Twitches: 1, None; 2, Head twitch; 3, Repetitive symmetrical jerks or iwitches of the limb or body; 4, Body strong twitch. ' )
Convulsions: 1, None; 2, Distensible convulsion of limb or/and head shivering; 3, Clonic convuision; 4, Tonic flexion or tonic extension convulsion.

Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure.
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Table 8 - continued Detailed clinical observation in male and female rats - week 5 -
Group Number Hand held obsrevation
Sex and 0 — - -
dose animals Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal secretions Skin
1 1 2 1 1 2
Male Control 12 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12 12
50 mg/kg 12 12 Y 19 12 12 (2
200 mg/kg 12 12 12 12 12 12 12
Female Control 5 5 5 5 5 5 5
200 mg/ke 6 6 6 6 6 6 6

Not significantly different from conirol

Observation and score.

Salivation: 1, None; 2, ¥ei margin submaxillary area; 3, Slight(wet entire submaxillary area); 4, Severe(wet thoracic area).
Lacrimation: 1, Nome; 2, Wet lid margin; 3, Wei eye lid; 4, Wet over eye lid.

Pupil size: 1, Clear miosis; 2, Normal; 3, Clear mydriasis.
Exophthalmos: 1, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos.
Ocular or nasal secretions; 1, None; 2, Clear secretion.
Skin: 1, Nome tension; 2, Normal; 3, Tension.
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Table 8 - continued Detailed clinical observation in male and female rats - week 5 -

D
Study No.P041487

g Grgup Nu?ber Hand held obsrevation
eXx an 0
dose animals Piloerection Fur Mucous membranes Incontinence of urine Muscle tone Body temperature
1 1 2 1 2 2
Male Control 12 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12 12
50 mg/kg 12 12 BT 12 12 12 12
200 mg/ke 12 12 12 12 12 12 12
Female Control 5 5 5 5 5 5 5
200 mg/kg 6 6 ] 6 6 6 6

Not significantly different from control.

Observation and score. ] ] ]

Piloerectiion: [, Normal;, 2, Slight piloerection; 3, Clear piloerection.

Fur: 1, Normal; 2, Slightly seild fur; 3, Extreme soild fur.

Mucous membranes: 1, Blanching; 2, Nonme(pink tome); 3, Deep dusky rose.

Incontinence of urine: 1, None;, 2, Inconiinentia urinae. 4
Muscle tone: 1, Complete flaccid or siight flaccid; 2, Normal; 3, Extreme resistance.
Body temperature: !, Hypothermia; 2, Normal; 3, Hoperthermia.
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Study No.P041487

Table 8 - continued Detailed clinical observation in male and female rats - week 5 -
Group Number Observation on the open field

Sex and of - - - - - :
dose animals Arousal Gait Stereotypies and/or bizarre behaviors Piosis Diarrhea

2 2 1 1 1

Male Control 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12

Female Control 5 5 5 5 5 5
200 mg/kg ] 6 6 6 6 6

Not significantly different from control.

Observation and score. ) ) ) ) ) o
Arousal: 1, Low activity(inanimation, stupor, coma); 2, Normal (exploration); 3, High activity(excitement, hypersensitivity).
Gait: 1, Abasia; 2, Normal; 3, Abnormal gait; 4, Extreme abnormal gait.

Stereotypies and/or bizarre behaviors: 1, Nonme; 2, Occurrence.

Ptosis: 1, None(eyes wide open): 2, Piosis; 3, All closed.

Diarrhea: 1, None; 2, Present.
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Table 8 - continued
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Detailed clinical observation in male and female rats - week 5 -

N

Study No.P041487

Group Number Observation on the open field
Sex and of
dose animals Defecation{number) Urination (number)
Male Control 12 1 0
+2 +0
10 mg/kg 12 1 0
+2 +0
50 mg/kg 12 | 0
x2 +0
200 meg/kg 12 2 0
+32 +0
Female Control 5 0 0
+0 +0
200 mg/kg 6 0 0
x0 +0

Not significantly different from control.

)
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Table 9 Detailed
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clinical observation in male and female rats - week 6 -

-~

Study No.P041487

Group Number Cage side observation
Sex and of - - -

dose animals Posture Convulsions Stereotypies and/or bizarre behaviors Tremors

2 1 1 1

Male Control 12 12 12 12 12

10 mg/kg 12 12 12 12 12

50 mg/kg 12 12 12 12 12

200 mg/kg 12 12 12 12 12
Female Control 5 5 5 5 5

200 mg/kg 6 6 6 6 b

Not significantly different from control.

Observation and Score.

Posture: 1, Completely flattened. Lying on side or upright; 2, Normal; 3, Hunchback position.

Convulsions: 1, None, 2, Extension convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.
Stereotypies and/or bizarre behaviors: 1, Nome; 2, Occurrence.

Tremors: 1, None; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body: 4, Body palindromic tremor

/
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Table 9 - continued Detailed clinical observation in male and female rats - week 6 -
Group Number Hand held obsrevation

Sex and 0 - - - —
dose animals Handling reactivity Vocalizations Tremors Twitches Convulsions Respiration

2 I { 1 1 1

Male Control 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12

Female Control 5 5 5 ) 5 5 5
200 mg/ke 6 6 6 6 6 6 6

Not significantly different from control.

Observation and score

Handling reactivity: 1, Easy; 2, Normal; 3, Distress.
Vocalizations: 1, None; 2, Abnormal vocalization.

Tremors: 1, Nome; 2, Head tremor; 3, Repetitive symmeirical jerks or tremors of the limb or body; 4, Body palindromic tremor.
Twitches: 1, None, 2, Head twitch; 3, Repelitive symmeirical jerks or twitches of the limb or body; 4, Body strong twitch. ) i
Convulsions: 1, Nome; 2, Distensible convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.

Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure: 4, Exireme respiration failure.



0§

. N N
S ;} S ) - )

Table 9 - continued Detailed clinical observation in male and female rats - week 6 -

N
)

/

J

Study No.P041487

g Grgup Nu?ber Hand held obsrevation
ex an 0
dose animals Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal secretions Skin
1 1 2 1 1 2
Male Control 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12
Female  Control 5 5 5 5 : 5 5 5
200 mg/kg 6 6 6 6 6 6 6

Not significantly different from control.

Observation and score. ]

Salivation: 1, None; 2, Wet margin submaxillary area; 3, Slight(wet entire submaxillary area); 4, Severe(wet thoracic area).
Lacrimation: 1, None; 2, Wet lid margin; 3, Wet eve lid; 4, Wet over eye lid.

Pupil size: 1, Clear miosis; 2, Normal; 3, Clear mydriasis.

Exophthalmos: 1, Normal; 2, Slight exophthalmes; 3, Clear exophthalmos.

Ocular or nasal secretions; 1, None; 2, Clear secretion.

Skin: 1, None tension; 2, Normal; 3, Tension.
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Table 9 - continued Detailed clinical observation in male and female rats - week 6 -

N

)
Study No.P041487

. Group Number Hand held obsrevation
Sex and of : -
dose animals Piloerection Fur Mucous membranes Incontinence of urine Muscle tone Body temperature
i 1 2 1 2 2
Male Control 12 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12 12
50 mg/kg 19 12 Y 2 12 19 19
200 mg/kg 12 12 12 12 12 12 12
Female Control 5 5 5 5 5 5 5
200 mg/kg 6 6 6 b 6 8 6

Not significantly different from control.

Observation and score. ) ) ]
Piloerection: 1, Normal; 2, Slight piloerection; 3, Clear piloerection.
Fur: 1, Normal; 2, Slightly soild fur; 3, Exireme soild fur.

Mucous membranes: 1, Blanching; 2, None(pink tone); 3, Deep dusky rose.
Incontinence of urine: 1, Nome; 2, Incontinentia urinae.

Muscle tone: 1, Complete flaccid or slight flaccid; 2, Normal; 3, Extreme resistance.

Body temperature: I, Hypothermia; 2, Normal; 3, Hoperthermia.
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Study No.P041487

Table 9 - continued Detailed clinical observation in male and female rats - week 6 -

Group Number Observation on the open field
Sex and of - - - - -

dose animals Arousal Gait Stereotypies and/or bizarre behaviors Piosis Diarrhea

2 2 1 1 1

Male Conirol 12 12 12 12 12 12

10 mg/kg 12 12 12 12 12 12

50 ng/kg 12 12 ' 12 12 12 2

200 mg/kg 12 12 12 12 12 12
Female Control 5 5 5 . 5 5 5

200 mg/kg 6 6 6 b 6 6

Not significantly different from conirel.

Observation and score. ) _ .
Arousal: 1, Low activity(inanimaiion, stupor, coma); 2, Normal(exploration); 3, High activity(excitement, hypersensitivity).
Gait: 1, Abasia; 2, Normal; 3, Abnormal gait; 4, Exireme abnormal gait.

Stereotypies and/or bizarre behaviors: 1, None; 2, Occurrence.

Piosis: 1, None(eyes wide open); 2, Ptosis; 3, All closed

Diarrhea: 1, None; 2, Present.
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Table 9 - coniinued Defailed clinical observation in male and female rats - week 6 -
Group Number Observation on the open field
Sex and of
dose animals Defecation(number) Urination (number)
Male Control 12 | 0
+1 +0
10 mg/ke 12 0 0
+0 +0
50 mg/kg 12 1 0
+2 +0
200 mg/kg 12 1 0
+2 +0
Female Control 5 0 0
+0 +0
200 mg/kg 6 0 0
+0 +0

Not significantly different from control.

3
/

Study No.P041487
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Table 10 Detailed clinical observation in Fo dams - day 7 of gestation -

Study No.P041487

Group Number Cage side observation
Sex and of - -
dose dams Posture Convulsions Stereotypies and/or bizarre behaviors Tremors
/A 1 1 1
Female Control 12 12 12 12 12
10 mg/ke 12 12 12 12 12
50 mg/ke 12 o 19 12 12
200 mg/ke 11 11 11 11 11

Not significantly different from control.
Observatlon and score.
Posture: Completelv flattened. Lying on side or upright; 2, Normal;

Stereotypies and/or bizarre behaviors: 1, None; 2, Occurrence.

3, Hunchback position.
' Convu1510ns None, 2, Extension convulsion of limb or/and head shlverlng

3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.

Tremors: 1, None; 2, Head tremor; 3, Repetltlve symmetrlcal jerks or tremors of the limb or body; 4, Body palindromic tremor.
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Study No.P041487
Tabie 10 - continued Detailed clinical observation in Fo dams - day 7 of gestation -

g Grgup Nu?ber Hand held obsrevation
ex an 0

dose dams Handling reactivity Vocalizations Tremors Twitches Convulsions Respiration

2 1 1 1 1 1

Female Control 12 12 12 12 12 12 12

10 mg/kg 12 12 12 12 12 12 12

50 mg/ke 12 T 12 12 12 12 12

200 mg/kg 11 11 11 11 11 11 11

Not significantly different from control.

Observation and score. )

Handling reactivity: I, Easy; 2, Normal; 3, Distress

Vocalizations: 1, None; 2, Abnormal vecalization. )

Tremors: 1, Nome; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromie tremor.

Twitches: 1, None; 2, Head twitch; 3, Repetitive symmetrical jerks or twitches of the limb or body; 4, Body strong twitch. ) _
Convulsions: 1, None; 2, Distensible convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.
Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure.
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Detailed clinical observation in Fo dams - day 7 of gestation -
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Study No.P041487

S Grgup Number Hand held obsrevation

ex an 0
dose dams Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal secretions Skin

1 1 2 1 1 2

Female  Control 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12
200 mg/kg 11 I 11 11 13! 11 11

Not significantly different from control.
Observation and score.

Salivation: 1, None; 2, Wet margin submaxillary area; 3, Slight(wet entire submaxillary area); 4, Severe(wet thoracic area).
Lacrimation: 1, Nome; 2, Wet lid margin; 3, Wei eye lid; 4, Wet over eye lid.

Pupil size: 1, Clear miosis; 2, Normal; 3, Clear mydriasis.

Exophthalmos: 1, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos.

Ocular or nasal secretions; 1, None; 2, Clear secretion.
Skin: 1, None tension; 2, Normal; 3, Tension.
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Table 10 - continued

Detailed clinical observation in Fo dams - day 7 of gestation -

N\

) '/)
Study No.P041487

g Grgup Nu?ber Hand held obsrevation
ex an 0
dose dams Piloerection Fur Mucous membranes Incontinence of urine Muscle tone Body temperature
1 1 2 1 2 2
Female Control 12 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12
200 mg/kg 11 11 11 11 11 11 11

Not significantly different from control.

Observation and score.

Piloerection: 1, Normal; 2, Slight piloerection: 3, Clear piloerection.

Fur: 1, Normal; 2, Slightly soild fur;

3, Extreme soild fur.

Mucous membranes: 1, Blanching; 2, None(pink tone): 3, Deep dusky rose.

Incontinence of urine: 1, None; 2, Incontinentia urinae, .
Muscie tone: 1, Complete flaccid or slight flaccid; 2, Normal; 3, Exireme resistance.
Body temperature: 1, Hypothermia; 2, Normal; 3, Hoperthermia.
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Table 10 - continued

Detailed clinical observation in Fo dams - day 7 of gestation -

)
Study No.PO414ST

g Grgup Nu?ber Observation on the open field
ex an 0
dose dams Arousal Gait Stereotypies and/or bizarre behaviors Ptosis Diarrhea
2 2 1 1 l
Female Control 12 12 12 12 12 12
10 mg/ke 12 12 12 12 12 12
50 mg/ke 12 12 12 12 12 12
200 mg/kg 11 it 11 11 11 11

Not significantly different from control.

Observation and score.

Arousal: I, Low activity(inanimation, stupor, coma); 2, Normal(exploration); 3, High activity(excitement, hypersensitivity).
Gait: 1, Abasia; 2, Normal; 3, Abnormal gait; 4, Extreme abnormal gait.

Stereotypies and/or bizarre behaviors: 1, None: 2, Occurrence.

Ptosis: 1, None(eyes wide open); 2, Ptosis: 3, All closed.

Diarrhea: 1, Nonme; 2, Present.
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Table 10 - continued

Detailed clinical observation in Fo dams - day 7 of gestation -

Study No.P041487

Group Number Observation on the open field
Sex and of
dose dams Defecation(number) Urination (number)
Female Control 12 1 0
+1 +0
10- mg/kg 12 0 0
+0 +0
50 mg/ke 12 0 0
+0 +4{
200 mg/kg 11 0 0
+90 +0

Not significantly different from control.

~
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Study No.P041487

Table 11 Detailed clinical observation in Fo dams - day 14 of gestation -
Group Number Cage side observation
Sex and of - :
dose dams Posture Convulsions Stereotypies and/or bizarre behaviors Tremors
2 1 1 1
Female Control 12 12 12 12 12
10 mg/ke 12 12 12 12 12
50 mg/ke 12 12 12 12 12
200 mg/kg 11 , 11 11 11 11

Not significanily different from control.
Observation and score.

Posture: 1, Completely flattened. Lying on side or upright; 2, Normal; 3, Hunchback position.

Convulsions: 1, Nome, 2, Extension convulsion of limb or/and head shivering: 3, Clonic convulsion; 4, Tenic flexion or tonic extension convulsion.

Stereotypies and/or bizarre behaviors: 1, Nome; 2, Occurrence.

Tremors: I, None; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body: 4, Body palindromic tremor



19

’ Study No.P041487

Table 11 - continued Detailed clinical observation in Fo dams - day 14 of gestation -

Group Number Hand held obsrevation
Sex and of - ——

dose dams Handling reactivity Vocalizations Tremors Twitches Convulsions Respiration

2 1 1 | 1 1

Female Conirol 12 12 12 12 12 12 12

10 mg/kg 12 12 12 12 12 12 12

50 mg/kg 12 12 12 12 12 12 12

200 mg/ke 11 1t 11 11 11 11 11

Not significantly different from control.

Observation and score.

Handling reactivity: 1, Easy; 2, Normal; 3, Distress.
Vocalizations: 1, Nonme; 2, Abnormal vocalization. . , .
Tremors: 1, Nome; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic iremor.

Twitches: 1, None; 2, Head twitch; 3, Repetitive symmeirical jerks or twitches of the limb or body; 4, Body sirong twitch. . _
Convulsions: 1, Nome; 2, Distensible convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.

Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure.

N
)
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Table 11 ~ continued

Detailed clinical observation in Fo dams - day 14 of gestation -

Study No.P041487

Group Number Hand held obsrevation
Sex and of ’ :
dose dams Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal secretions Skin
1 1 2 1 1 2
Female Control 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12
50 ng/kg 12 12 Y 12 12 12 12
200 mg/ke 11 11 11 11 11 11 11

Not significantly different from conirol.

Observation and score.

Salivation: 1, None; 2, Wet margin submaxillary area; 3, Slight(wet entire submaxillary area); 4, Severe(wet thoracic area).
Lacrimation: t, Nome; 2, Wet lid margin; 3, Wet eve lid; 4, Wet over eye lid.

Pupil size: 1, Clear miosis; 2, Normal; 3, Clear mydriasis

Exophthalmos: [, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos.

Ocular or nasal secretions; 1, None; 2, Clear secretion.

Skin: 1, Nome tension; 2, Normal; 3, Tension.
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Table 11 - continued

Detailed clinical observation in Fo dams - day 14 of gestation -

RN
\

g Grgup Nu?ber Hand held obsrevation
ex an 0
dose dams Piloerection Fur Mucous membranes Incontinence of urine Muscle tone Body temperature
1 1 2 1 2 2
Female Control 12 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12 12
50 mg/kg 12 12 BT 12 12 12 12
200 mg/kg 11 11 11 11 11 I1 11

Not significantly different from control.

Observation and score.

Piloerection: 1, Normal; 2, Slight piloerection; 3, Clear piloerection.

Far: 1, Normal; 2, Slightly soild fur; 3, Exireme soild fur.

Mucous membranes: 1, Blanching; 2, None(pink tone); 3, Deep dusky rose.

Incontinence of urine: I, None, 2, Incontinentia urinae. )
Muscle tone: 1, Complete flaccid or slight flaccid; 2, Normal; 3, Extreme resistance.
Body temperature: 1, Hypothermia; 2, Normal; 3, Hoperthermia.

|
/

Study No.P041487
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Table 11 - continued

»

Detailed clinical observation in Fo dams - day 14 of gestation -

Group Number Observation on the open field
Sex and of : _ : -
dose dams Arousal Gait Stereotypies and/or bizarre behaviors Piosis Diarrhea
2 2 1 1 1
Female Control 12 12 12 12 12 12
10 mg/kg 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12
200 meg/kg 11 11 11 11 11 11

Not significantly different from control.

Observation and score.

Arousal: 1, Low activity(inanimation, stupor, coma); 2, Normal(exploration); 3, High activity(excitement, hypersensitivity).
Gait: 1, Abasia; 2, Normal; 3, Abnormal gait; 4, Exireme abnormal gait.

Stereotypies and/or bizarre behaviors: 1, Nome: 2, Occurrence.

Ptosis: 1, None(eyes wide open); 2, Piosis; 3, All closed.

Diarrhea: 1, None; 2, Present.

)
Study No. PO41487
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Table 11 - continued

Detailed clinical observation in Fo dams - day 14 of gestation -

B

)

Study No.P041487

Group Number Observation on the open field
Sex and of
dose dams Defecation(number) Urination(number)
Female Control 12 0 0
+1 +0
10 mg/kg 12 0 0
+1 +0
50 mg/kg 12 0 0
+1 +0
200 mg/kg 11 0 0
*1 +0

Not significantly different from control.
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Table 12 Detailed clinical observation in Fo dams - day 4 of lactation -

Study No.P041487

Group Number Cage side observation
Sex and of :
dose dams Posture Convulsions Stereotypies and/or bizarre behaviors Tremors
2 1 1 1
Female Control 12 12 12 12 12
10 mg/kg 12 12 12 12 12
50 mg/kg 12 12 12 12 12
200 mg/ke 11 11 11 11 11

Not significantly different from control.
Observation and score.

Posture: 1, Completely flatiened. Lying on side or upright: 2, Normal; 3, Hunchback position. ) ) ) , .
Convulsions: 1, None, 2, Extension convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.

Stereotypies and/or bizarre behaviors: 1, Nonme: 2, Occurrence.

Tremors: 1, None; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.

)
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Table 12 - continued Detailed clinical observation in Fo dams - day 4 of lactation -

,\)
Study No.P041487

Group Number Hand held obsrevation
Sex and of : - —
dose dams Handling reactivity Vocalizations Tremors Twitches Convulsions Respiration
2 1 1 1 1 1 3
Female Control 12 12 12 12 12 12 12 0
10 mg/ke 12 12 12 12 12 12 12 0
50 mg/kg 12 12 12 12 12 12 11 1
200 mg/kg 11 11 11 11 it 11 11 0

Not significantly different from control.
Observation and score. :

Handling reactivity: 1, Easy; 2, Normal: 3, Disiress
Vocalizations: 1, None; 2, Abnormal vocalization.

Tremors: 1, None; 2, Head tremor; 3, Repetitive symmetrical jerks or tremors of the limb or body; 4, Body palindromic tremor.

Twitches: 1, None; 2, Head twitch; 3, Repetitive symmeirical jerks or twitches of the limb or body; 4, Body strong twitch. ' .
Convulsions: 1, None; 2, Distensible convulsion of limb or/and head shivering; 3, Clonic convulsion; 4, Tonic flexion or tonic extension convulsion.
Respiration: 1, Normal; 2, Slight respiration failure; 3, Moderate respiration failure; 4, Extreme respiration failure
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Table 12 - continued

Detailed clinical observation in Fo dams - day 4 of lactation -

ey
A\

Study No.P041487

Group Number Hand held obsrevation
Sex and of : - :
dose dams Salivation Lacrimation Pupil size Exophthalmos Ocular or nasal secretions Skin
{ 1 2 1 I 9
Female Control 12 12 12 12 12 12 12
10 ng/ke 12 12 12 12 12 12 12
50 mg/kg 12 12 12 19 19 19 12
200 mg/kg 11 11 11 11 11 11 11

Not significantly different from control.
Observation and score.

Salivation: 1, None; 2, Wel margin submaxillary area; 3, Slight(wet entire submaxillary area); 4, Severe(wet thoracic area).
Lacrimation: 1, Nome; 2, Wet lid margin; 3, Wet eve lid; 4, Wet over eye lid.
Pupil size: 1, Clear miosis; 2, Normal; 3, Clear mydriasis.

Exophthalmos: I, Normal; 2, Slight exophthalmos; 3, Clear exophthalmos
Ocular or nasal secretions; 1, None; 2, Clear secretion.

Skin: 1, None temsion; 2, Normal:; 3, Tension.

/
e
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Table 12 - continued Detailed clinical observation in Fo dams - day 4 of lactation -

N

Study No.P041487

g Grgup Number Hand held obsrevation
ex an 0
dose dams Piloerection Fur Mucous membranes Incontinence of urine Muscle tone Body temperature
| 1 3 2 1 2 2
Female Control 12 12 12 0 12 12 12 12
10 mg/kg 12 12 12 0 12 12 12 12
50 mg/ke v 12 o1 19 2 12 19
200 mg/kg 11 11 11 0 11 11 11 i1

Not significantly different from control.

Observation and score. ) _ ) _

Piloerection: 1, Normal, 2, Slight piloerection; 3, Clear piloerection.

Fur: 1, Normal; 2, Slightly soild fur; 3, Extreme soild fur.

Mucous membranes: 1, Blanching; 2, Nome(pink tone); 3, Deep dusky rose.

Incontinence of urine: 1, None; 2, Incontinentia urinae, .
Muscle tome: 1, Complete flaccid or slight flaccid; 2, Normal; 3, Exireme resistance.
Body temperature: 1, Hypothermia; 2, Normal; 3, Hoperthermia.
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Table 12 - continued

S

Detailed clinical observation in Fo dams - day 4 of lactation -

)

Study No.P041487

Group Number Observation on the open field
Sex and of : : : :
dose dams Arousal Gait Stereotypies and/or bizarre behaviors Ptosis Diarrhea
1 2 2 1 | 1
Female Control 12 0 12 12 12 12 12
10 mg/ke 12 0 12 12 12 12 12
50 mg/kg 12 1 11 12 12 12 12
200 mg/kg 11 0 11 11 11 11 11

Not significantly different from control.

Observation and score.

Arousal: I, Low activity(inanimation, stupor, coma); 2, Normal(exploration); 3, High activity(excitement, hypersensitivity).
Gait: 1, Abasia; 2, Normal, 3, Abnormal gait; 4, Exireme abnormal gait.

Stereotypies and/or bizarre behaviors: 1, None: 2, Occurrence.

Ptosis: 1, None(eyes wide open): 2, Ptosis; 3, All closed.

Diarrhea: 1, None; 2, Present.
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Table 12 - continued Detailed clinical observation in Fo dams - day 4 of lactation -

)

Study No.P041487

Group Number Observation on the open field
Sex and of
dose dams Defecation (number) Urination (number)
Female Control 12 0 0
+1 +0
10 mg/kg 12 1 0
+2 +0
50 mg/kg 12 ) 0
+1 +0
200 mg/kg 11 0 0
*+1 +0

Not significantly different from control.
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Table 13 Sensory reactivity to stimuli in male rats ~ week 6 -

\3
Study No.P041487

Group Number Sensory reaction
Sex and of — :
dose animals Visual Auditory Touch response Pain response Righting reflex Pupil response
2 2 2 2 1 1
Male Control 5 5 5 5 5 5 b
10 mg/kg ) 5 5 5 5 5 5
50 mg/kg b 5 5 5 5 5 )
200 mg/kg 5 5 5 5 5 5 5

Not significantly different from control.

Observation and score.

Visual: I, Low reactivity or disappearance of reactivity; 2, Approaching or sniffing ; 3, Jumping, biting or attacking, i
Auditory; 1, Low reactivity or disappearance of reactivity; 2, Pulling back or showing auricle reflex; 2, Jumping, moving rapidly or violently.
Touch response: 1, Low response or disappearance of response; 2, Turning arounfd or evasion; 3, Jumping, biting or attacking.
Pain response: 1, Low response or disappearance of response; 2, Evasion, turning around or biting;

o 3, Abnormal vocalization, turning around rapidly or attacking excessively.
Righting reflex: 1, Return to normal posture at once; 2, Taking over 2 seconds to return to normal posture; 3, Hold present posture
Pupil response: 1, Appearace of response; 2, Disappearanse of response.
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Study No.P041487

Table 14 Sensory reactivity to stimuli in Fo dams - day 4 of lactation -

Group Number Sensory reaction
Sex and of -

dose dams Visual Auditory Touch response Pain response Righting reflex Pupil response

2 2 2 2 1 1

Female Control 5 5 5 5 5 5 5

10 mg/kg 5 5 5 5 5 5 5

50 mg/kg 5 5 5 5 5 5 5

200 mg/kg 5 5 5 5 5 5 5

Not significanily different from control.
Observation and score. )

Visual: 1, Low reactivity or disappearance of reactivity; 2, Approaching or sniffing ; 3, Jumping, biting or attacking.

Auditory; 1, Low reactivity or disappearance of reactivity; 2, Pulling back or showing auricle reflex; 2, Jumping, moving rapidly or violently.
Touch response: 1, Low response or disappearance of response; 2, Turning arounfd or evasion; 3, Jumping, biting or attacking.

Pain response: 1, Low response or disappearance of response; 2, Evasion, turning around or biting;
o 3, Abnormal vocalization, turning around rapidly or attacking excessively.

Righting reflex: 1, Return to normal posture at once; 2, Taking over 2 seconds to return to normal posture; 3, Hold present posture.
Pupil response: I, Appearace of response; 2, Disappearanse of response.
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Study No.P041487
Table 15 Grip strength in male rats - week 6 -

Group Forelimb grig strength Hindlimb grig strength
Sex and (g (g
dose
Ma]e Control N 5 5
Mean 1002 495
S.D. +144 +57
10 mg/ke N 5 5
Mean 1198 461
S.D. +365 +104
50 mg/kg N 5 5
Mean 1124 519
S.D. +226 +189
200 mg/ke N 5 5
Mean 1093 498
S.D. +161 +128

Not significantly different from control.
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Study No.P041487

Table 16 Grip strength in Fo dams - day 4 of lactation -
Group Forelimb grig sirength  Hindlimb grig strength
Sex and (g (g
dose
Female Control N 5 5
Mean 1037 449
S.D. +229 +79
10 mg/kg N 5 5
Mean 573%% 409
S.D. +171 +95
50 mg/kg N 5 5
Mean 695 452
S.D. +258 +66
200 mg/ke N 5 5
Mean 598+ 346
S.D. +198 +48

$: P<0.05, %%; PL0.01 (significantly different from control).
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Table 17 Mortor activity in male rats - week 6 -
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Study No.P041487

Group Mortor activity
Sex and
dose Time in minutes
0-10 10-20 20-30 30-40 40-50 50-60 Total
Male Control N 5 5 5 5 5 5 5
Mean 3029 1883 1862 1225 1415 1259 10674
S.D. +1302 +512 +1261 +1047 +977 +1581 +6219
10 mg/ke N 5 5 5 5 5 5 5
, Mean 3009 1644 1087 449 1398 267 1854
S.D. +486 +1040 +999 +226 +1124 +308 +2416
50 mg/kg N 5 5 5 5 5 5 5
Mean 3254 1878 1352 1356 1429 1146 10415
S.D. +837 +436 +255 +149 +379 +496 +1131
200 mg/kg N "5 5 5 5 5 5 5
Mean 2496 1516 1158 952- 1030 880 8032
S.D. +384 +406 +248 1628 +745 +619 +2122

Not significantly different from control.
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Table 18 Mortor activity in Fe dams - day 4 of lactation -
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Study No.P041487

Group Mortor activity
Sex and
dose Time in minutes
0-10 10-20 20-30 30-40 40-50 50-60 Total
Female Confrol N 5 5 5 5 5 5 5
Mean 1284 1127 670 513 495 509 4598
S.D. +287 +1712 +560 +401 +383 +1231 +2025
10 mg/kg N 5 5 5 5 5 5 5
Mean 1326 585 1112 798 513 486 4320
S.D. +573 +295 +220 +304 +503 +712 +1897
50 me/kg N 5 5 5 5 5 5 5
Mean 1614 1068 1019 892 759 780 6133
S.D. +1187 +921 +1021 +1201 +705 +1011 +5507
200 mg/kg N 5 5 ) 5 5 5 5
Mean 1506 585 502 520 - 489 702 4304
S.D. +420 +515 +520 +376 +382 +481 +1048

Not significantly different from control.
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Table 19 Body weights in male and female rats

Group and dose Male
Control 10 mg/kg 50 mg/kg 200 mg/kg
Body weight (g)

Days of treatment 1 305.0+ 14.5 (1 303.9+  15.3 (12) 303.1+&  13.5 (12 302.5+ 15.9 (1)
4 322.2+  18.8 (12 7.7+ 19.17 (12) 316.3+ 14.0 (12) 307.0+ 171 (12)
8 339.7£  22.0 (12) 336.2+  22.8 (12) 336.2+ 18.6 (12) 326.8+  20.5 (12)
11 354.5 25.0 (12 350. 6+  27.0 (12) 350.3+ 19.3 (12) 340.3+ 22.8 (12)
15 3.1+ 213 E 12) 367.1%  30.1 ( 12; 366.7+  22.2 (12) 354.6 247 § 12)
18 384.8t 26.4 12) 380.8+ 31.2 (12 3172+ 4.1 (12) 364.4+ 21.3 12)
22 406.4+  30.3 E 12; 399. 1+  33.5 (12) 396.8+  25.7 (12) 381.0=  28.0 (12)
25 420.2+  32.12 12 408.2+  35.2 (12) 409.5+  26.2 (12) 390.1£  29.7 (12)
30 441.6+ 32.5 (12 427.9%  36.6 (12) 431.1&£  27.1 (12 410.1+  32.9 (12)
32 446.8+ 32.8 (12 434.6+  36.3 (12) 435.9+  28.1 (12) 415.6x 31.8 (12)
36 466.7 35.4 (12) 449.7+  37.4 (12) 453.9+  30.4 (12 4311+ 337 (12)
39 472.8+  35.4 (12) 453.1+  38.2 (12) 458.4+  29.6 (12) 434.6+ 34.6%x (12)
42 483.3+  33.1 (12) 463.1+  38.3 (12) 470.3+  31.1 (12) 443.5+  33.4%  (12)

Days of recovery 1 468.3+ 32.5 (5 . 4541+ 25.9  ( b)
4 472.0+  33.9 ( 5) 469.6+  28.5 (5
8 479.5+  36.8 ( 5) 483.1+  31.3 ( 5)
11 487.3+ 38.4 ( b 491.8+ 32.9 ( 5)
14 495.1+  34.9 ( 5 498.4+ 33.0 ( 5

%: P<0.05 (significantly different from control).
Values are mean=S.D. and the values in parentheses represeni the number of animals.



6L

Study No.P041487
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Table 19 - confinued Body weights in male and {emale rats

Group and dose Female
Control 10 mg/ke 50 mg/kg 200 mg/kg
Body weight (g

Days of treatment 1 210.6x 10.0 (1D 209.1+  11.0 (1D 213.0x  10.9 § 12) 210.8+  10.1 (1D
4 221.7£  13.2 (17 218.6+ 11.0 (12) 220.1+  13.6 12) 215. 1+ 10.7 (1D
8 231.9% 14.3 (17 228.8+ 12.5 (12) 230.3+  17.5 ( 12; 220.5  11.3 (17
11 239.24+  16.6 (17) 234,20+ 14.7 (12 2377 20,0 {12 2274+ 12.8 (1D
15 248.3+  20.3 (17) 240.3+  16.1 (12) 244.9+  20.3 (12) 232.54+  14.1% é 17
18 266.7+ 24.6 (D 251. 6% - ( 2) 247.5+ 217 (4 236.9+ 18.3 10)
22 211.3  12.9 ( b) 273.6+ - g l; 277. 9% - g 1) 248.1+  17.4 (D
25 272.9+  17.3 ( 9 275. 6+ - t 300, 8+ - 1) 249.3+  16.7 ( 6
30 284.3+ 19.3 ( 5 249.6+  17.9% § 6)
32 287.8+ 18.0 ( 5 255.3+  16.6% 6)
36 294.8+  21.6 ( 5 259.1+  17.8%+ ( 6)
39 295.8+  20.7 ( 5) 259.44+ 19.0¢ ( 6)
42 295.7+  21.0 ( 5) 261.9+ 20.3%+ ( 6)

Days of recovery 1 300.4+ 18.9 ( 5) 262. 1+  20.5% ( 5)
4 300.5+  20.3 ( 5) 267.4+  21.1x (5
8 304.1+  20.1 ( 5 273.9+  21.2¢« ( b)
11 308.0+ 19.9 (5 278.3+  23.6 ( 5)
14 310.8+  20.0 (B 284.5+  25.17 ( 5)

%: P<0.05 (significantly different from control).
Values are mean=®S.D. and the values in parentheses represent the number of animals.
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Study No.P041487
Table 20 Body weights in Fo dams - gestation and lactation period -

Group and dose Female
Control 10 mg/kg 50 meg/kg 200 mg/kg
_ Body weight (g)
Days of gesiation 0 250.9+  25.9 (12) 249.0+  20.4 (12 256.7+ 25.1 (12 236.4+  15.5 (1D
7 285.6 10.5 (12) 282.8%  20.0 (12) 201.3+  21.3 (12) 265.8+ 14.8%+ (11)
14 321.5+  23.3 (12) 314.0+  20.7 (12) 325.5+  24.3 (12) 206.9+ 15.9%+  (11)
] 20 395,24+ 26.9 (12 389.8+  32.5 (12) 402.2+  33.0 (12) .1+ 21.5 (1)
Days of lactation 0 303.2+ 22.1 (12) 295.4+  22.7 (12) 307.56=  21.2 (12) 277. 6+  21.8% E 1%
4 316.2+  20.2 (12) 304.6+  20.4 (12) 316.2+  30.6 (12) 288.4%+  16.5% 11

+: P<0.05 (significantly different from control).
Values are mean£S.D. and the values in parentheses represent the number of dams.
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Values are mean£S.D. and the values in parentheses represent the number of animals

¥: P0.05, **: PL0.01 (significantly different from control).
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Table 21 - continued Food consumption in male and female rats
Group and dose Female
Control 10 mg/kg 50 meg/kg 200 mg/kg
Food consumplion (g)

Days of treatment | 19. 2+ 1.8 (1n 18.2+ 2.5 (12) 19.8+ 2.2 (1D 19.0+ 2.2 (1D
4 16.3+ 2.6 (17) 15.8+ 1.2 (12) 15. 1+ 2.1 (12) 13.9+ 2.05x (17
8 15.1+ 2.7 (17D 15. 1% 1.3 (12) 14.9+ 3.2 (12) 13.5+ 2.1 ( 17;
11 15.5+ 3.3 (17) 14.9+ 2.8 (12) 14.9+ 3.1 ( 12) 4.6+ 3.0 (17
15 15.9+ 3.0 (17 14.1% 1.6+ (12) 15.0% 3.6 (12) 4.7+ 2.1 ( 17§
18 14.8+ 1.8 ( 5) 12. 1+ 1.65 (5
22 15.3+ 9.7 (5 13.1% 2.3 (5
25 14.0% 2.9 ( 5) 4.2+ 4.0 (5
30 13.8+ 3.7 (5 9.7+ 2.5 ( 6)
32 15.3+ 1.9 ( 5) 13.3% 2.8 ( 6)
36 15.8 1.5 ( ) 12.4+  1.5%¢x ( 6)
39 14.2+ 1.4 ( 5) 11.9+ 1.9 ( 6)
49 15.3+ 3.7  ( B) 1224 2.0 ( 6)

Days of recovery 1 15.4+ 0.8 ( 5) 13.4+ 1.2« ( 5)
4 19.8+ 2.4 (5 21.0+ 2.1 g 5)
8 20.5+ 3.5 ( 5 19.3+ 3.2 5)
11 21.2+ 3.4 ( 5 20.4+ 5.0 ( 5
14 23.5+ 1.5 ( 5 24,1 3.0 ( 5

%: P<0.05, #*%: P<0.01 (significantly different from control).
Values are mean®S.D. and the values in parentheses represent the number of animals.



€8

' Study No.P041487

Table 22 Food consumpiion in Fo dams - gestation and lactation period -

Group and dose Female
Control 10 mg/kg 50 mg/kg 200 mg/kg
\ ' Food consumption (g

Days of gestation 1 1.7+ 2.2 (12 11.5+ 2.2 (12 12.3+ 2.3 g 12) 11,24 2.1 (1
1 16.3+ 1.1 (12 14.9% 1.8 (12) 15.7+ 1.9 12) 13.7+ 2.1 (1)
14 17.0+ 2.6 (12) 16.1+ 2.3 (12) 16.0% 2.4 (12) 14.8+ 2.5 é 11)
) 20 19.1% 2.9 (12) 19.3% 3.8 (12) 19.1% 2.5 (12) 20. 5+ 3.2 1)
Days of lactation l 11.9+ 4.6 (12 12.7+ 6.0 (12) 12. 8+ 5.0 (1D 10.2+ 3.9 é 1)
4 31.9%+ 3.2 (12 27.5% 9.9 (12 30.6 10.8 (12) 29.0+ 6.3 1)

$%: P<0.01 (significantly different from control).
Values are mean%S.D. and the values in parentheses represent the number of dams.
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Table 23 Urinary findings in male rats - week 6 -

g Grgup Urine volume Osmotic pressure Na K Cl
ex an
dose (mL/24ht) (0sm/kg) (nEq/24hr) (mEq/24hr) {(mEq/24hr)
Male Control N 5 5 5 5 5
Mean 9.2 1.678 0.764 1.733 1.322
S.D. +6.4 +0. 781 +0.296 +0.371 +0. 408
10 mg/kg N 5 5 5 5 5
Mean 13.4 1.124 0.680 1.338 0. 966
S.D. +8.8 +0.535 +0.228 +0. 307 +0.168
50 mg/ke N 5 5 5 5 5
Mean 6.9 1,730 0.683 1.461 1.084
S.D. +1.5 +0.398 +0. 165 +0.218 +0. 209
200 mg/kg N 5 ) 5 5 5
Mean 8.9 1. 702 0.902 1.490 1.055
S.D. +2.3 +0.433 +0. 286 +0. 279 +0. 407

Not significantly different from control.
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Table 23 - continued Urinary findings in male rats - week 6 -

Study No.P041487

Group Number Color pH Protein Glucose Ketone body Bilirubin
Sex and of

dose animals

Y 7.5 8.0 8.5 - + + + - - -

Male Control 5 5 1 2 2 1 3 1 0 5 5 5

10 mg/kg 5 § 1 3 1 4 1 0 0 5 5 5

50 mg/kg ) 5 . 2 3 0 2 2 0 1 5 5 §

200 mg/kg 5 5 0 5 0 2 2 1 0 5 5 5

Noi significantly different from control.
Abbreviation: PY, pale yellow; Y, vellow.
Grade sign: -, none; £, trace; +, slight; ++, moderate; +i+, severe; ++++, very severe.
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Table 23 - continued
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Urinary findings in male rats - week 6 -

N
T

S

Group Number Occult blood Urobilinogen
Sex and of (mg/dL)

dose animals

-t <1

Male Control 5 5 0 5

10 mg/kg 5 4 1 5

50 mg/kg 5 5 0 5

200 mg/ke 5 5 0 5

Not significantly different from control.

Grade sign: -, none; +, slight; ++, moderate: +++, severe.

Y

Study No.P041487
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Table 23 - continued Urinary findings in male rats - week 6 -

Study No.P041487

Group Number Urinary sediment
Sex and of
dose animals Epithelial cells Erythrocytes Leukocytes Casts Crystals
- —_ - + - -
Male Control 5 5 5 5 0 5 5
10 mg/kg 5 5 5 4 1 5 5
50 me/kg 5 5. 5 50 5 5
200 mg/kg 5 5 5 5 0 5 5

Not significantily different from control.
Grade signs are as follows.

Epithelial cells: -, ( 3/tield; + 3/field < and < 10/field; ++, 10/field < and < 20/field; +++, = 20/field.
Brythrocytes - < 10/f1eld b 10/field < and < 30/field; H, 30/field < and < 100/field: Hi, countless
Leukocytes - < 3/tield: 4, 3/field < and < 20/field; ++, 20/field < and < 40/field; +i+, = 40/field.
Casis -, none: 4, 5> 1/all field.

Crystals - < 10/tield: +, 10/field < and < 20/field; ++, 20/field < and < 30/field; ++, countless.



Hematological findings in male rats - day 43 -

Grgup Erythrocytes Reticulocyte

an

dose (102 /L)

Confrol N ) 5 5 5 5 ) 9 5 5
Mean 9.4 815 14.9 42.2 51.8 18.3 35.3 2.3 95.1
S.D. +2.5 +29 +40.5 +1.2 +1.1 +0.3 +0.2 +0.2 +5.9

10 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 11. 04 820 14.9 42.9 52.3 18.2 34.9 1.8% 96. 1
S.D. +1.25 +21 +0.6 +1.6 +1.3 +0.5 +0.2 +0.3 +5.9

50 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 10. 54 768 14.2 40.9 53.3 18.5 34. 7% 2.2 106.6
S.D. +0.48 +39 +0.3 +0.9 +1.7 +0.7 +0.5 +0.2 +9.1

200 mg/ke N 5 5 5 5 5 5 5 5 5
Mean 9 T434% 13. T4% 39.8 53.6 18.5 34, 5%% 3.5 121. 4%
S.D. +1 +28 +0.5 . =*1.8 +1.7 +0.6 +0.3 +0.9 +19.2

88

¥: P0.05, #%: PL0.01 (significantly different from control).

Study No.P041487
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Table 24 - continued

Hematological findings in male rats - day 43 -

;
S

)
Study No.P041487

Group PT APTT
Sex and
dose (sec) (sec)
Male Control N 5 5
Mean 14.1 26.1
S.D. +1.1 +1.9
10 mg/kg N 5 5
Mean 14.8 27.9
S.D. +1.8 +4.3
50 mg/kg N 5 5
Mean 16.5 27.0
S.D. +4.2 +3.8
200 mg/kg N 5 5
Mean 21.9% 38. 1##
S.D. +8.9 +7.5

$: P<0.05, *%: P<0.01

(significanily different from control).
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Table 24 - continued Hematological findings in male rats - day 43 -
Group Differential leukocyte count
Sex and -
dose Eosinophil Neutrophil Lymphocyte Basophil Monocyte Large unstained cell
%) €3] 3] €3] ) 9
Male Conirol N 5 5 5 5 5 5
Mean 1.0 21.6 74.8 0.1 1.8 0.7
S.D. +0.3 +6.3 +6.8 +0.1 +0.8 £0.3
10 mg/kg N 5 5 5 5 5 5
Mean 1.1 19.8 76.5 0.1 1.8 0.6
S.D. +0.4 +6.5 +7.0 +0.1 +0.4 +0.1
50 mg/kg N 5 5 b 5 5 5
Mean 1.0 20.7 75.4 0.1 1.9 0.8
S.D. +0.2 +3.6 +3.8 0.0 +0.4 +0.1
200 me/kg N 5 5 5 5 5 5
Mean 0.7 24.5 71.9 0.1 1.7 1.0
S.D. +0.2 +6.8 +7.6 0.0 +0.9 +0.4

Not significanily different from control.
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Table 25 Hematological findings in Fo dams - day 5 of lactation -

g Grgup Leukocytes Erythrocvtes Hemoglobin Hematocrit MCV MCH MCHC Reticulocyie Platelets
ex an
dose (10 /ul) (0% /nl) (g/dL) &% (fL (r® (g/dL) %) (102 /u1)
Female Confrol N 5 5 5 5 5 5 5 5 5
Mean 10. 24 656 12.5 35.3 53.9 19.0 35.3 4.4 108.9
S.D. +1.76 +36 +0.4 +1.2 +1.4 +0.6 +0.4 +0.7 +13.2
10 mg/ke N 5 5 5 5 5 5 5 5 5
Mean 10. 07 634 12,3 35.2 56.5 19.4 34.9 7. 0% 115.5
S.D. +1.36 +12 +0.4 +1.7 +1.8 +0.3 0.7 £1.8 +20.4
50 mg/kg N 5 5 5 5 5 ] 5 5 5
Mean 10. 25 640 12.6 36.2 56. 6 19.7 34.8 5.7 123.1
S.D. +2.42 +121 +0.5 +2.2 +3.2 +0.7 +0.8 +2.1 +20.1
200 mg/ke N 5 5 5 5 5 ) 5 5 )
Mean 8.97 607+ 11.9 34.2 56. 4 19.7 34.9 6. 4% 137.3
S.D. +2.18 +37 +0.7 +2.2 +1.3 +0.4 +0.3 +0.5 +19.4

%: P<0.05 (significantly different from control).
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Table 25 - continued Hematological findings in Fo dams ~ day 5 of lactation -

Group PT APTT
Sex and
dose (sec) (sec)
Female Control N 5 5
Mean 12.6 19.6
S.D. +0.4 +1.6
10 mg/ke N 5 5
Mean 13.1 17.8
S.D. +1.0 +1.0
50 mg/kg N 5 5
Mean 12.0 17. 1%
S.D. 0.4 *0.8
200 me/ke N 5 5
Mean 12. 4 16. 8%
S.D. +0.8 +1.4

$: PC0.05, *%: PC0.01 (significantly different from control).
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Hematological findings in Fo dams - day 5 of lactation -
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Study No.P041487

g Grgup Differential leukocyte count
ex an
dose Bosinophil Neutrophil Lymphocyte Basophil Monocyte Large unstained cell
) ® 9] %) 3 )
Female Control N 5 5 5 5 5 5
Mean 0.7 38.1 57.2 0.1 3.3 0.6
S.D. +0.2 +6.5 £6.0 +0.1 +0.8 +0.2
10 mg/kg N 5 5 5 5 5 5
Mean 0.6 32.17 63.1 0.1 2.9 0.6
S.D. £0.4 +2.8 +3.4 +0.0 0.6 +0.2
50 mg/ke N 5 5 5 5 5 5
Mean 0.6 29.2 66.0 0.1 3.1 1.0
S.D. +0.1 +11.0 +11.3 10.1 +1.2 +0.3
200 mg/kg N 5 5 ] 5 5 5
Mean 0.5 29.2 66.8 0.1 2.5 0.9
S.D. +0.3 +38.2 +8.7 +0.0 +0.6 +0.5

Not significantly different

from control.
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Table 26 Hematological findings in male and female - recovery day 15 -

g Grgup Leukocytes Erythrocytes Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte Platelets
ex an
dose (10 /L) (02 /ul) (g/dL) ® (fL) (rg) (g/dL) &) (10% /L)
Male Control N 5 5 5 5 5 5 5 5 5
Mean 9.01 818 15.5 43.2 52.9 19.0 35.8 2.3 91.3
S.D. +2.04 £37 £0.5 *1.8 +2.5 +1.0 +0.8 +0.2 +4.17
200 mg/kg N 5 5 5 5 ) 5 B 5 5
Mean 11.03 799 14. 5% 41.7 52.3 18.1 34. 7% 2. 8% 96. 5
S.D. +3.68 +27 +0.6 +1.4 +1.8 +0.7 +0.6 £0.3 +7.2
Female Control N 5 5 5 5 5 b 5 5 5
Mean 5.93 780 14.8 40.7 52.3 18.9 36. 2 2.2 105.7
S.D. +1.58 +20 +0.4 +£0.7 +0.9 +0.4 +0.4 +0.4 +18.2
200 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 6.72 735 14,3 40.3 54, 8%% 19. 5% 35. 6% 2.5 109.0
S.D. +1.88 +39 +0.8 2.3 +1.2 0.3 +0.3 +0.4 +11.8

$: P<0.05, $%: PCD.01 (significantly different from control).
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Study No.P041487
Table 26 - continued Hematological findings in male and female - recovery day 15 -

Group PT APTT
Sex and
dose (sec) (sec)
Male Control N 5 5
Mean 18.4 28.1
S.D. +2.7 +2.3
200 mg/kg N 5 5
Mean 23.1 29.4
S.D. +6.3 +4.1
Female Control N 5 )
Mean 11.8 19.4
S.D. +0.5 +3.0
200 me/ke N 5 5
Mean 1.8 21.0
S.D. +0.4 +0.7

Not significantly different from control.
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Table 26 - continued

Hematological findings in male and female rats - recovery day 15 -

N

Study No.P041487

g Grgup Differential leukocyte count
ex an
dose Eosinophil Neutrophil Lymphocyte Basophil Monocyte Large unstained cell
% ) * ) ® )
Male Control N 5 5 5 5 5 5
Mean 1.3 15.1 79.9 0.1 2.9 0.8
S.D. +0.3 +3.4 £3.5 *0.0 +0.5 +0.2
200 mg/ke N 5 5 5 - 5 5 5
Mean 1.1 17.6 77.3 0.1 2.9 0.9
S.D. 0.5 3.1 +2.5 +0.1 +0.8 +0.1
Female Control N 5 5 5 5 5 5
Mean 1.6 18.6 76. 8 0.1 2.0 0.9
S.D. +0.6 +5.4 +5.7 +0.0 £0.4 +0.3
200 mg/ke N 5 5 5 5 5 5
Mean 1.1 17.9 78.1 0. 2% 2.0 0.7
S.D. +0.3 +5.1 +5.1 +0.1 +0.7 +0.2

¥; P<0.05 (significantly different from control).
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Table 27 Biochemical findings in male rats - 43 day -

N

)

Study No.P041487

g Grgup T.Protein A/G ratio @1 -Globulin @= -Globulin B-Globulin ¥ -Globulin  Albumin T.Bilirubin GOT
ex an

dose (g/dL) ® @ ) &) (g/dL) (mg/dL) (1U/L)

Male Control N 5 5 5 5 5 5 5 5 5

Mean 5.4 1.19 17.9 7.6 16.6 3.9 2.92 0.0 12

S.D. +0.2 +0.15 +2.6 +0.7 +2.2 +0.4 +0.22 +0.0 +15

10 mg/ke N 5 5 5 5 5 5 5 5 5

Mean 5.6 1.20 17.8 8.0 15.7 4.1 3.04 0.0 73

S.D. +0.3 +0.06 +1.6 +0.4 +0.5 +1.0 +0.18 +0.0 +5

50 mg/kg N 5 5 5 5 5 5 5 5 5

Mean 5.4 1.21 16.8 8.2 17.1 3.3 2.93 0.0 64

S.D. +0.4 £0.12 +2.3 +0.6 +0.9 +0.5 +0.16 +0.0 10

200 mg/kg N 5 5 5 5 ) 5 5 5 5

Mean 6.0 1.33 13.7 8. 8% 17.17 2.8 3. 43%% 0.0 61

S.D. +0.6 +0.06 +1.4 +0.8 +0.4 +0.4 +0. 30 +0.0 +13

¥: P<0.05, #%: PC