Efle—2

B AERRTHE

y2) | A= R,

200946 H



R

O%%@ﬁf'fﬁ ............................................................................................. 3
oﬁﬁf%%é%;é%% ........................................................................... 3
Oﬁﬂﬁé%%%ﬂ%ﬁﬁE%%ﬁﬁﬁ%ﬁ%@lﬂﬂ;ﬁ%% .................................... 3
OBRRLERLMNAELSEFINELHDTMHEERAT oo 4
OE%{J ...................................................................................................... 5
nﬂﬂﬁﬂ%@fl@lfﬁ@inn@m% .................................................................. 5
1 }Eﬁﬁ ................................................................................................ 5
2. ;ﬁ;y”;k- \0) ﬁg;g .............................................................................. 5
3. ,ﬂ:i% ............................................................................................. 5
4. ﬁ?it ............................................................................................. 5
5. ﬁ?i ............................................................................................. 5
6. *%fﬁ;._t ............................................................................................. 5
7. (€8 E"J&Uﬁﬁﬁﬁ:ﬁ ............... i ressrrseensaaEasnrsarE T r s s AR R 5
. ngﬁ[:ﬁéﬂﬁwmg ........................................................................ 6
1. uﬂlll . ﬁ?ﬁ . ‘['tﬁg"] . ﬁgﬁgﬁgﬁ ............................................................... 6
(1) EYBERE (S b, AX. ERUE) oo, 6
(2) y%gﬂgﬁ (L-l;) .............................................................................. 6
(3) ﬁf%‘é‘ﬂﬁﬁ (BE)  srerrrrrrrs i e 7
o %ﬁ%ﬁé@fﬁ .................................................................................... 7
3. E%ﬁ%ﬁ%—ﬁsﬁ .................................................................... earaniurneran 8
4. fﬁﬂ%ﬁ& Uﬁfﬁﬁ,ﬁﬁtgﬁ ....... T e e L L P e PR P PR P PP PRI 8
5. Eﬂﬁ%i%ﬁﬁgﬁ .............................................................................. 8
6. Iﬁ{ﬁﬂﬁ‘-‘—ﬁgﬁ .................................................................................... 8
7. %a){m ............................................................................................. 9
(1) &ﬁﬁt{fﬁ;ﬁsﬁ (BT ) e RCLL I TP PP CO PR T CPEPP TP REPPEPCTR a
(2) BERFIEHEESREE (YHX) i 9
(8) EFIZTEBIHFBHIER oo g
(4) !ﬁ&i%ﬁﬁ{}ﬁﬁ .............................................................................. 9
(5) %g)ﬂil .......................................................................................... 10
iI. ﬁnn{@ﬁ %njﬁﬁ ........................................................................... 10
1. ADI DEESEIZDULYT  rerrrrrerii it e 10
2. BREEREEEEMIZ DT oo, SITTIIE 10
ﬁ G ST T T P P T T P P T TP P PP PEP TP 11
ﬂgjﬁ N T T T L L T L L T E T P P PP PP TP PP PRI 12
é;ﬂg‘ ................................................................................................... 18



(BHBOER)

20054 11 A29H
20074 2H 5H

20074 2H 6H
2007 2H 8H
20084 4 H23H
20084 6H25 8
20084 THI16H
20094 1A 8H
20094 1A 8H
20094 6A23H
20094 6 H25H

WEEEER (B8 1) ,
BEAFBRE LV EREEEREIUR I EREBEREEFT Mz oW
TER (EEFBERAETE 0205008 %)

RfRER DS
£ 177 BRhmEe2EES (EFFEERHA)
% 5 BB B R L E T E ST
% 6 EE A ERLEMFESHERIHINS
% 96 BBV A EESEMHES

% 268 IR LEEEES (HE)

X 2009E2H6H ERNMLOIEBR - HBROEE
B ERELEMRELEE LV RRERAEESZEE~HE
% 291 AR EEEES (BEF)

(R Bt CEASBREICEL)

(BERELERSERLW

(20072 A 1 B b)
RE ®E (ZEE)
MR BT (EREEAEY)

BRE #

By —IE

WRIT BT

BEUR  TEME

Zfiﬁiﬁ 7%“—

*: 200748 10 b

(BRRAEEANREES S A SMEASE)

(2007828 11 % T (200759H 308 £ )

=% Ef  (EE) =% EHE (EE)

HE BA (BEAE) HE BA  (BERE)

H#A OF pe:qss e TR H FA B
HAE #HE FA OB HE {#R BB EET
T = BR &7 iE B R B
KEF R A B M KEF # B
NI KEF # K BE B FiE B
Ba = BEE 1E— IBHE  HFER BEH E—
WEE FEIER HH & gk Bt =FH OB

Ak Bt

BH Ein



(200853 H31H £ )

=% HEkx (EE)

HE SR (ERAE)

'R H HA BE-
S R e IEE
AH HET FiE #—
TE B AT BsE
M AET 7o =
Th BRF g
#=EH & HH O
FM Ef

(BAREERSHYAERREMNEREETENREMERLE

(200759A 30 E )

=H Em
W B
BA =
g FERER
wmAR Bt
FAR BEZ
FiE W

(BEf)
(HEf UED)

(20084 H 23 72 B)

=F HE&x
HE BA
SH Bk
EH &S
F4& BT
584 IEiE
X @z

(EE&)
(BERAVE)

(200848 1R 2 5)

=% EE (ER)
HE BA  (EBRAE)
AR B SFA
aH &R Ré
SH HEF FiE
Ik &K it
/I AEF EEES
T BT HLl
BB 5 HH
¥ E

(2008’f|54ﬂ 20T

=F B
# E
FE BA
EF HBR
BEH Eh
FA BEZ
B4 TFiE

(EEE)
(BEE )

7
Ef#

B
(=32
&8



E#H

WEEICHD THATrT x] (CAS No. 53716-49-7) {22\ T, &L
% (EMEA L F— %) 2HWTRLBEZENME2EBELE,

PRI B LRI, EPHERER (v b 41X, BRUSH)., E¥R
B (FERUE), REEERR (v ARV T7 v M), EEHEERR (T » M.
BHBEERUENAERR (VX Zy PRUBA X)), AHBEEERER (5
v TURARVUTR), BEEEEHERRETH D,

REOBEENS, AATuerz B R2BEE®HEIRVEZ AL,
BRAERBRICBWTERAERED LR T RN b, ADI 2RET S
ZEREERTHD EHWFEINE, '

ZEERRTELN-BEMEEOR/MEX. 7y b 2 FEEBHFERRD 1
mg/kg RE/H ChoTz, ADI DB FEIZY - Tk, B&FEEe LT, BE 10,
BEAEZI0DI00ZEHAL.0.0lmgkegBE/R L THZ EABEH LB ENE,

REXD, ANTar=rvor@EREHmcoWTiX, ADI & LT 0.01
mg/kg KEB/BEZHRE LT, '



I. FENRBYAEESIOBRE
1. F&
T & Al

2. EHEGO—K4A
fng - AT T 2
¥4 : Carprofen

3. {bFE4A
IUPAC
¥4 : 2-(6-chloro-9H-carbazol-2-yl)propanoic acid
CAS (No. 53716-49-7)
¥4 . 6-Chloro- @ -methyl-9H-carbazole-2-acetic acid

4. 3FK
C15H12CINO;

5. 2F&
273.71

6. #HEX
Cl 0

OQ o

ﬁ CHs

7. FRENRVERARRE (28 2~4)

AANTa7 A7 INTaobd VBIIAEINDGIERAT oL FRARE
# (NSAID) T, BAOLHRAERVERERAZAE TS, £/, A1+ v7 =
VIXTEIREMTHY., DEIILEL D EBRFENEN,

ANTa 72 OEABFIR. TurRE 70V AREBROBOEAN
BEERICL 270 RE2 550V Bk Fooa DAERMEITHY . & M /ME
DT F% FYBR- Y RE 7T —PBRERCA LTLBVWEEERERT L
EhtTtns,

PREEIRBWTIE, ANV 720288 T58MAERRIX, 4 XEX
BEWE L TERREINLTWS,

WA TIX, DPRHEERR L LTONREBMIIFRVETHY ., £ TiX 14
mg/kg FEXBEEIFRAIIETEE L, BT 0.7 mgke KE/H % 10 H



ME THRIRAXIZEBORET B, '
2B, BT 4TV A MIEEANCESBEERESRESNLT NS,

I. REMCHEINROME
AFEENL, EMEA LR— b &2 b Lic, BCETAERERLER L
bOTHB, (BE 2~9)

1. WAL - 08 - R A BR
(1) EMBBER (Sy bk, 11X, BRUHF) (2R 2, 3)

WTHOEMBICRBN T 72 ORIIZESHTHY , BTl
BOBRERBCTI5~100% L W B WEMERNFHAERE L TWDS, E70.
FELRETRIORUALOBOMIESF R BEERBIERZ I TS,

S MERVAXTIE, IA7ur7xzridBEe k0Bl FHEnD,
FTITRLPZABETRL, FE., BRECEHFIZIIZCREEI B Y
ENTN3, BEBVWTHRBEBRE L LTHEAERUVBILOBEEREBEINT
BY., FERFDITIIN TS0 720 OIN T VB AT ATH B,

AX, FRUVBETHVWERDERRBR TR, v 7200500308
T, 2R 7 VTV AEBSLITHo, 41X TH, 7f\ﬁA%E%%®
BEHHENT A —FIEEME T EMRE L L L T,

BEUVHTIE, MFEFOEKEEIIE P>, BEBTA2HARNEEEZD
Tz ik 28.7~43.3 B[, R=—"TiX 25.7~32.3 B:fTH v, fhodo NSAID ¥5

WHERTEHEEREERZRD b, FIZOVWTHRAKT, T i 44.5~64.6
ﬁ@&i%m D ENT, BED LS, ArFurd=rd Ty X, B
EELELTHEAEIN TS NSAID HEOBREIZHRTENL o, £ TiX
%%@% IMEORERBD LN, 4~TEBOFTREDIZ 6 BHEZRESE

ZHRT TR 2EEL. 2527 V77 VAN 12 ERot,

AX, Ty PROS TR, BHSWBICEL LTEPHREINZ R, BIZ
BiF 5 EBEHERRIIRP TH -7,

(2) REAE (F) (B 2~49)

F A8 KEBINVT 7 o (EBREALTH, UTHEE) Z2ETERSE
(1.4 mg/kg KHE) L& OMBIRETRIE L, B, B, FE. B
B EEIHRE 3 RETEREN 500, 1,580, 1,350, 1,740 pg/kg, 8 A%
X FN2h 180, 730, 650, 780 pgrkg T TIERT Lz, REMMOEE X,
®ESHEW14 BETERETN 1,700 T 720 uglkg Th - 7o, MIHHEME
D) BREMEDED HBI5E. FFETH 70%., BBEUCHATHK 80 %, &
BT o0 %Tholz, HYDORBEBIEIANT 07 2 OREEXIIE PR
FUHEBTHo, RFETR, LEBCBY2EBPORBIEERTE

VR 1T EREFBHEETE AN BT E > THLEED b REEER
6



TIEOEER & DICFFICHRTELS (BXE¥Ey), B#ESAEOREL
EOBIBITREBEED 48~80 % Th - 77,

WHE (BFR, WHHHEOERY . & 45) I UC-ERINV TR T = VB
THREL-EEOLHTHPEBEZNE L, AV IARREE 7 B, 12
BERIERT 1 B 2E2F8ERLE, AHPOREAEEIEIED TEET
bHol, BREHEE (23.2 ugkg, Bx ORKE : 31.8 pelke). 13B 5 36
RER%ICRASh, 85 168 BRI%ICIE 5.4 pgke IKIET L, HPLC i &
BEAHFTHEH, WTFThoVry7ARVCHERA Y MZBOWTHLEERRBR (25
pe/kg) R TH o, Radio-HPLC KU LC-MS/MS iz L 244 Tk, #E&
36 X TF 96 ROV TNICREBEEERD 66%DES CREMEN, RN
L LTT NI A a= FASERBHINE,

WHH (328 ETH#E 128, ¥RAKE 208, &, . BRALSF : &
11, 12, 9FR) AN T e 7 =2 2R TXIERARSE (1.4 mg/kg FEH/B)
Lict EOAMFREZHE L, LIRS 96 REEE T 12 REHERT
1 B 2E2808B L, HPLC (&R : 25 pe/ke) ICX 25 EITo 72,

ETHREEHTR, BRREHBEIVWTROAIERA v P THRE ST,
MBI I OREKRIMEX 26.1 pglkg (BE5 72 M%) Thors,

BIRAREHOILHEERID I IHELZ R L. RREHEE (25.4 pg/ke)
s 12 BRERBICBHIL, TORREEBRARFG 2oz, BE 12 B
Bz 206l 8FlMLINT O T = U RBHEN . BREBEEL 49.6 ng/ke TH
o, WTFENROF VI ALEE T2EBUBICIIERBRAERB L 2o,

(3) BMER (B (8 3)

BIREBINT a7 2 28RN (0.7Tmgkg FKE) #E5 L L &0MET
BEZHELE, R, B, FRECERBRTBRELIRES 6 BB CENLTE
fU 180, 340, 3,420 B TF 4,620 pg/kg. 96 Ff% CHFREVCER TELE
AU 270 BTN 460 pglkg, FHA R TOHER TR 20 pglkg TH -7, H&E 6 FFHE
BORBATEED 5 LREED 5D ZEEEFET 37 %, B TIX 27 %
ThoT,

2 SESERER (2R 2, 3)
An7u7zryeBERELEBEOBEEIES, vV ARVPIT v F~DHE
EROTESICBIT S LDso 2N Fi 282 KT 149 mgkg BFE Th o7z,



3. ESESHER (3R 2. 3) :

Zy P RAWERARE (BREETFH) IZBT 5 6 »ry AROHEAEELER
BRTIL. 5 mgkg RE/HETHCHIIRO LT, HOOLREHEHFTALRED
bhiahmot, 28, BTHIX 10 mekeg FE/BU LB EBHTRD LI,
ARBRIZEBT 5 NOAEL 13 5 meg/kg KE/H TH o 7,

4. EHSHERURNAEEER (R 2, 3)
RURAEFRAWEROBREICRITS 80 BRI OFENB AR T, BR AL
Db ol,

Fo beRAWERERE (0. 1, 3. 10mg/kg BE/H) BT 2E[MD
BYEBME/ RN AERBR CIX, Sme/kg BE/BREB T/HBOBEME X IXE
TOBRELICLIEERPZRBD bz, 10 mg/kg FE/BREBHTITELTH,
BEERVEERADOEMBIBD N, BB, BRAERRD LRI o7,
AREBRICIBIT S NOAEL ¥ 1 mg/kg BE/H TH -,

AXERWEROFZEE (2, Tmg/kg KRE/R) BT H 1EBMETCOBESE
HERBCHRECHIFDIONT, IAREVFEEEABRENRECELIIRD L
hiphot, KRBRIZBIT 5 NOAEL i3 Tmg/kg BE/A TH - 2,

5. EERAEEFEHUEE (R 2, 3, 5)

Sy FeRAVWEROBREC XD I(REAMECIERE, LB R, T
RBREEASRERR] RO THEHEXVCELHKRERE) (REE: 0, 2~
20mg/kg RE/R), v~ U AZAVWE TIREBEERBKRSHER) (BEE:0,
10, 20, 40 mg/kg BE/R), v FE2HAWE RBERERERHHRE SRR (&
E8:0, 2, 6, 20mg/kg AE/B) BERBINLZE, IV 7 VLT
EMECESEEEIRDOARD2, THLHORBRICBITAELEY
NOAEL X, T v bo BT R CEIRE ., AR 5HE) O TREH
EOEIHFRERR] 2B 25 NOAEL ® 2 mg/kg FB/BTH o7,

6. RizHHERER (K 2, 3)

®1, 20X DI invitro, invivo TRBRAEREI NN, WTHHLEHET
bofe, COZLhbAINTe T o I RIBEERER2VLDLE
J?_ E)j,l/.f-:do



F1 invitroRE

AR A ' BRRR X 5 HE E R

. . , 25, 250, 500, 750,
Salmonella typhimurium 1.250. 2.500

Ames PAER =t
TA98, TA1535. TA1537 we/plate (+89)
S. typhimurium 10. 50. 100. 500
Ames RE& TA98, TA100, TA1535, p,giplatt‘e (iS‘Q) i

TA1537, TA1538

o r |20 625 195,250
e e =—2NARE— |pgmL (+89 ,
wETRAERRB | Tabd “ioavRn) P00 50, 125 | B

pg/mL  (-S9)
Rt RERER SRS S PR2E Ga.apy 200 nelml | g
# 2 invivoBRE
RE A REA & & R
N ~ U AR B Wut0% 20 melke | o

7. Dt
(1) ERBEENRER (ELEY M) (BR2, 3)
ENEY PERWEEBREERER T, BRIEEERD O o T,

(2) EMABHERR (09F) (2R 2. 3)
7Y E AW TR ERIEERR T, AEEEEY R 0T,

(3) eErIZHITHHA (2, 3)

BRE, srervzride PVAEERE LTORBIXZR I TRV,
B TILBEIT 150~600mg/ HORAETCI0FEU LOBRERAR -1,
T, BERBREMPLRFLWAEERL. ERBERR—BMEMNOBRE
REBOTRBXIIES, BHThHot, BIERAORAERIT ALY oM
? NSAID To#@#E L EEHU LT,

£, b FOEBERICET S NOAEL RRHMIZ OV TOHERIZE O
TR,

(4) WMEPEHARHE (2R 2, 3)
B OMEDFERFBEICETAERIZ VA, NSAID B TiIREDEN
RERERIICOWTOREF IR,




(5) FOfth (B8 2~4)
SRR TRAZHCEAZ ) —=r 7RBRTCIR.BOR/DEDHEIZ L
mg/kg FHE/H LBEINTVWD, A X T, IV 7% 72IREY
(4 mg/kg) & LT, XX SH) & ROE (% 2 mg/kg) Z#HEMEBEE LUEBRIC,
MEPLED bR A F Y Bey XBREKEBHBFOTRRAF TP B
& O* 12-hydroxy-5, 8, 10, 14-eicosatetrenoic acid PEAE ZH Uirdo7- =
Lo, vruFF S —EHEEZN T HHERDO NSAID LIZRR5ERT
HOHFREN TR INTVWS, EMEA TBWT, IA7nr=voiRoks
i L AR NOAEL iIHRBIIE TR 6T, REPoEAEBEMEIZONT
HARATH D,

I &ERdEeEEl
1. ADI OBEIZDNT

HANTAT 2l onTR, BEEERBRIIBWIHELRIEREEMNIX
nEEZDN, BRABRBRIEBWTENAENRED O TWRWI &2
b, ADIZ#BRETHZLERARTHD EHET ST,

EMEA OFEMICEB W T, v M TIREHEMEHICET S NOAEL R UMHIS
OEBERIZOVWTOFERBIELA TV ARWVWI LD, ERBYIZLZFEME
HRBEOBEZBLICADIZRETHAZILAZYE L ERATWVWS, EHRBICB
WT, ZHIEWVWNOAEL T v b 2 ERBHEERREROD | mg/ke KE/R T
bole, ADIZHRET DAY - Tk, EMEA OFf & B4RIC, Z O R»
LR : UCHZE 10, 4= 10 © 100 2@EH L. ADI i 0.01 mg/kg &
E/RLRETHIEDEY LB SN,

2. BEREEERFEMICONT
REEY, Ao 7crofgR@EEEFTMIzOVWTIE, ADI L LTK
DEZHEATAIZLBREY:EIONS,
AT T 0.01 mg kg BE/A

RERICOVWTE, SFMERZBEATEEREORE L 21T 2 IRITHE
BIdZE LT 5,

10



£ 3 EMEAICETSEBHRORSHKE

BhipfE HER ®E5 8 EEMERE (meg/ke KE/RA)
(mg/kg KE/H)
Sy b {65AM - 5
WA EERR
, : 10 mg/kg A E/B LA ECHTH
<A 80 & [ - FEBAERL
BB AERR
S b | 24EM 0, 1, 3, 10 |1
BTN A |
MR 3 mg/kg RE/A C/HBOBBFRE -
i i % '
10 mg/kg A/ TR H., BIEE -
MR :
FBAMERL
A X 1428 2, 7 7
BiEERR
AohREERL
7w b, HEFEFE A T AR 2~40 2
T A,
A
EMEM ADI 0.01 mg/kg R H/H
NOAEL : 1 mg/kg {5 8E/H
SF : 100
S ADL 3 BRI E B 5y b 2 FEMR MR AR
ADI 0.01 mg/kg K&/

11




<H#E1 BEBEFHHF>

% % T

ADI — IERFEE

EMEA |[BRINEERLT

FDA KERMERGT

HPLC BHEEEIa<w T 7 4 —

LC-MS/MS | ks u~ N5 7 40—/ BESHE

LDso IR

NSAID |ERT oA FRIAKER

NOAEL .| EHEMHEE

T 1H = B
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<BE>

1 B, BIYEoRgEE (B4 FREEEAERE3T05) O0—HERE
54 (B 174 11 A 29 B, Emk 17T EEAFBHEETHE 499 5)

2 EMEA,COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS.

“CARPROFEN” , SUMMARY REPORT (1), 1995
3 EMEA,COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS.
“CARPROFEN” , SUMMARY REPORT (2), 1999

4 EMEA,COMMITTEE FOR MEDICINAL PRODUCTS FOR VETERINARY

USE. “CARPROFEN” , SUMMARY REPORT (3) , 2004

Ty AP —HREM, IV T T2 OREERRECETIEE

#A+&E# 1,Reproduction Studies of Ro 20-5720 and Indomethacin in Rats

Phase 1 —Study of Fertility and General Reproductive Performance

AT E# 2, Reproduction Phase I Study of Ro 20-5720(Carprofen) in

Rats

WATEF 3, Embryotoxicity Study in Mice with Oral Administration of

Ro 20-5720(Carprofen) Phase I — Teratological Study

AT E R 4, Reproduction Studies of Ro 20-5720 and Indomethacin in

Rabbits Phase I —Teratological Study

WA E R 5, Reproduction Studies of Ro 20-5720 and Indomethacin in Rats

Phase II—Perinatal and Postnataly Study ; #£ & ¥t

o
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