s s e e

(xzRo70/ B > 3) &
S ¥R2 1468250
2 . 1. |

EAEGBRE
I B— B

BEREE
ZRE

B EEEEIFMOEROBHICHOWT

$ﬁ19$2HSHHHEE%@€%ﬁﬁ%OZO5008%%%QT§%#6§
HZELSITEREPRDOR AT 7 2 VIR B RABERSETEMOBRIITEDO B

Dfﬁwf\ﬁ%ﬁéﬁﬁﬁ(1&15$&¢%48H)%23%%2%®EEKE5%
WAL ET,

2B, EREREETHEOFRIIBEGO LY TY,

B

ANTa 7 =r0O—BERFEEY 0.0l mg/kg FE/R £ T2,



B RAESSIEE

H)LTOJ Y

200946 H



=]

Oﬁ%@ﬁﬂﬁ .................................................................................... eneeareua 3
Oﬁ&ﬁé%ﬁ%ﬁﬁ%% oo N E s AN EAkEMAMagrasaBmseaTieREIAR aNSEERESEENSEEIGREESuSaR AN nan ks, 3
Oﬁ&ﬁé%ﬁ%ﬁ%ﬁqE%%%Fﬁ%ﬁﬁ%ﬁfﬁ;%%% .................................... 3
ORRELRBLHYAERZEFIHESHIHERREREH o 4
Ogﬁ{g ............. e e meamt S ALk kAN AR BT NasarasenanseaT ARt s R st a e kN AR ba A nana 5
I. Jﬁﬂiﬁ%ﬁ)ﬁ%ﬁ?[ﬁﬁinawﬂﬁ P 5
1. ﬁql_ ................................................................................................ 5
o ﬁ;)]bji“;’:‘a) ﬂ&% .............................................................................. 5
3. ﬂ:%% ............................................................................................. 5
4. ﬁ?‘it ............................................................................................. 5
5. ﬁj\;ﬁ ............................................................................................. 5
6. *%ﬁit T 5
7. ﬁﬁﬁam&u‘:ﬁﬁﬁqk;ﬂ ........................................................................ 5
o, féfﬁl:ﬁéfﬂ]ﬁ@mg ........................................................................ 6
. Iy - _/D\:Fﬁ . {—tﬁ§ . g};lﬁﬁi{sﬁ ............................................................... 6
(1) %%@J%ﬂﬁ (Sv bk, 41X, ERUSE) CeneetesearemsmrsaretsnssemnaEar arrarannay <]
(2) ;%%Eﬁﬁ (4;) .............................................................................. 6
(3) ;%lég—%}tﬁ (%) .............................................................................. 7
2. %Tﬁ%»‘igﬁgﬁ .................................................................................... 7

' <] ﬁ%ﬁ%f&%ﬁgﬁ ................................................................................. 8
4. T%Tiﬁiﬂiﬁl}f%yﬁ&rriﬁgﬁ .................................................................. 8
5. ﬂi?ﬁ%i%ﬂiﬁﬁ .............................................................................. 8
6. E{iﬁﬁﬁ% .................................................................................... 8
7. %g)ﬁg ............................................................................................. 9
(1) &ﬁmﬁ;ﬁ-ﬁﬁ (:E'}l/:E w) !..) ............................................................ g
&fﬁﬁ“;ﬂfﬂfjﬁ (rb-lj-#) ................................. errsarreesnsntacasim s 9

(3) ERCEBMFAHIE s s e e e 9
(4) %&ﬂi%iﬁ’ﬁ#ﬂi .............................................................................. 9
(5) %a).ﬁ—l_jl .......................................................................................... 10
ImI. ﬁﬁ:&l@ _?'/Enjl:{ﬂﬁ ...................... R LR LT R P LT PR PP PP PP PR PT 10
1. ADI U)&EL—'DL"C .................................................................. 10
S ﬁﬁﬁiﬁ-&; gqiﬁlﬁ;:gl’\-c .......................................................... - 10
§3 ................................................................................................... 11
BUFE T orrersres et e e 12
5_'5;@\ ................................................................................................... 13



(BBOER)

20054 11 H29 H
20074 2A 5B

20074 2H 68
20074 2H 8H
20084 4 H23H
20084 6A2HR
20084 7 HI16 H
20094 14 8H
20094 1H 8H
20094 6 H23H
20094 6 A25H

HWERLEEST (B8 1
BABBKE L L BELERTEIGR S BAREFETM oW
TER (EAFEHERAEEE 0205008 7)
BEREHEOES
FEITTERGSEEEES (EHFEEAH)
% 5 B A EE AR M RESHERTMES
F 6 EEW A EE N EMRESHESIEMATS
% 96 EEMHAERSEMREES
Z 268 AIEREEEES (B
kb 20042868 ERIPSOIER - FHOEE
EAEELEMAESER IV ALREEEZESEER~HE
£ 201 AR REEEES ()
(R B cEE 5K E I @)

(BERREEESZRAE

(200742 B 1 Bhd)
RE B (ZBE)
MBS OEF (EERMAEY

®E
Bit —IE
T BT
Z N
*: 2007E4A 1B 5

(BERREERESHYAEERFMREREMZESLE

(200728 11H ET) (2007295 308 £ T)

=% BEg  (EE) =z E#E (ER)

#FE RBA  (ERAE) HFHE A (ERAE

N N EH &R FA H =R OB
HE EE FA BB HA #E EE E&EF
TE & R E&HET IE & R BrsE
REF T it B N BEEF w B
I RET R BAE = ¥ixE BB
Ba = R E— BEE  HERER Rl E—
WEFE  FEFER HH & AR Bt =H &

sk B

BH Bl



Z&EaTHYH Eﬂ:nnﬁFQﬂﬁ?ﬁﬁE

(20084E3A31E £ )
=% BE®m  (ER)
HE B (ERAE
H#AR B FA
S #k HR4:
4£H HET i
IE B gk
NN AETF K
T BT L
HE &S =H

FME

(BME

(2007&9)% 308 %)
=& BER  (EE)
% B (PE-R-ARER)
A B

BE  FERER

AR Bt

FA B=Z

g B

(20084E4 8 23H A 5)
=% B (ER)
FE BA (ERAIE)
SH HBR

R EiR

FA B

Y4 IEE

(o)
AE

iz

BE=

oL
=

(2008548 18 72 5)

=% B (ER)
HFL A (ERAHE)
FA OH A
S Bk B
4£H HEF P
B R’ Sy
AN RETF [=E
Tl EFRF Ly I
HBE & =H
FM =
AMEHESEMEE RS
(2008548228 £ )
=% Em (ER)

7 N (FERARER)
H*E A

S R

#ZH 1&E

FAR B

B4 EE

i

EE

Bz
&z
&5



B8

HERTHD N7 o7 =] (CAS No. 53716-49-7) IZ2>WT, £MEEIEM
E% (EMEAVAR—ME) 2RV TAEREBEEZSEMEEEL -,

M L-RBEREL,. EHEERR (T b A X, BROSE), BER
B (FRUE). AEEERR (U ARUT v M), EREEERERE (T v b)),
BEFSHERUVENAERE (vV R, 2y PRUAR), EREEEEEER (5
v b, VARV YYY), BEEEERRETHS.

RBROBRENIND, INVT o7 RBEL2IEEEERRVWEEZZON,
ERAERBRICBOTERAERRDLER TN b, ADI 2% ET 3
ZERERETH D LHEET S,

FEMRRTHEONEZERESHEOR/MER,. 7y FO 2 EMEEREERBD 1
mg/kg AE/BH Thotr, ADIl ORFI Y- Tk, B&FEEKE LT, B2 10,
BEHEZI0DI100EEA L. 0.0l mg/kgEE/R &35 LAY LHBFESNE,

BlEXky, aA7n7=rogm@REETMmIc >V Tk, ADL & LT 0.01
mg/kg RE/H ZHRE LK,



I. SMEXNSBDEERROBRE
1. B
HAEHE

2. BRSO —KA
i : 7w 7=
B4, Carprofen

3. {LFR
TUPAC
¥4 @ 2-(6-chloro-9H-carbazol-2-yDpropanoic acid
CAS (No. 53716-49-7)
4 . 6-Chloro- o -methyl-9 H-carbazole-2-acetic acid

4. 9FR
C15H12CINO,

5. &F=
273.71

6. BEDR

Cl o
T 3o

H CHs

7. FFEMREVFERKRESE (28 2~4)

ANTaT7 23T INT T VBICSBENRSERAT oA FRIARKE
JE (NSAID) T, MARRKERVCEBEREZHEH TS, £/, IVTrT7
YETEIREHTHY., DEIILAL D EBEEITR,

INTaT7z OERBFE, TR F S0 ARBEROBVWEAN
BEERIL LA RFI ISPV By d Foa OERIEITH Y, & M/ iR
DT TZF N IRF T —PEREECH LB VEEEFERAEZRT L
=hTnb,

bBREZBWTIE, A7 72028587 28WAEERMIT, 4 X 2%
Sl LTHERRBINLTWS,

WBATIE, BWAEER L LTONSEMITIFROETHD ., £ Tk 1.4
mg/kg KEZHEEHFRATZETHRS L. ETIX 0.7 meg/kg 5EH/B% 10 B
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ME CHIRPIXEEO®RET 5,
B, RUT 47T AMIEEACHEI BEEEFBAREERLTVS,

1. REFICRLIAROHEE
AFMEIX, EMEA VAR —FEZL LIC,. EEEEET ELARZERLE
HbOTHD, (B8 2~9)

1. BRI« 537 - (X3 - HE R A B

(1) EDEERR (Syv k. A1X, BERUE) (2R 2. 3)
NWTNOEYBIZIBNTHIL 272 ORIIZESLHLTHY ., BT

f&mﬁ—ﬁ?ﬁtgﬁ'c T5~100% & WIS BNAEMFNFIRBERFELATVWD, £k,

ELETIIOOUL EOF MY R BEEERER I TNS,

Sy FROA XTI, A7 7=ridBER0ELIC LRSI S,
FTRBECHRERBEEZRL, FE. BREECEHPICIFEICREESRE
ENTN3, BECBWTHRMPBRK L LTHARUEBILOBENRE IR T
BY., TER/RBHIIIL I 0 72T 0 B RTLTHE D,

A X, FRUBZAVWEEYERRB TR, Irrlar7zroohidbE
T, &H I VT T REBeNThotr, 41 XTI, ZEIRGPEBELD
EMEENRT A — X IR R AT MBS L L EE L T,

BEEUCHATIE., METOHEEREEIIE ok, BEBITA3HFRNESEEZD
Ty bd 23.7~43.3 B, A =—TiT 25.7~32.3 BB TH Y . fho> NSAID &
WWHERTEEREENRBD b, FIZONTHEET, Ty 1T 44.5~64.6
R EERRROONE, SEOXSIIC, IATr 7= Tip ik, B
EELLLTERENTVBMD NSAID HOBREICHRTREL oI, Tl
EWMEEIZMBOFERT DN, A~THBOF TRILIZCBBEREE
‘ WHRT Tz 2GRS, 287 V77 R 38 12 otz

AX, Ty bRUOHETIR, BHSWBEICEE LTERFRIND DS, BIZ
BT EEEMERIIRFPTH o,

(2) RBER (F) (B8R 2~9

T4 4B WERIALT a7 = (EFRBALAE, LTRER) #Z TS
(1.4mg/kg FHEH) Lct 0BT RELZRBE LE, A, . FRE. B
PR ETERS 3 B TZENEh 500, 1,580, 1,350, 1,740 pglkg, 8 B#
WiEFENRTh 180, 730, 650, 780 pglkg T TET L., RESMLOBREE,
W5 8RR 14 BETENEN 1,700 BT 720 pglkg ThH o 7o, BHSHEME
DHBEREMEDOED ZEAIX, RIETH 70%. BREUCHA T 80 %, 5
BETCIEK 0% THoTz, BOVOREBIIIN T 272 OREEXIEIE F
FOBEETHoM, RFTIR. ERRICRT 28BTORBHEEROR

1 :IZEE 17 FIEEFEESTHE 499 T L - TH L";:E&b b RBEEE
6



TEOBESGITE DICFEICHRTELS (BXF S, #5 8 ADEREL
FEDESIIRBREED 48~80 % Th o 7=,

W4 (BHH. WAMBMRUOERE : £ 45) W MCERILV T 0T 2B K
TRELZEEZOANPREZBE L, APV 7AEaRE% 7 AR, 12
PRI T 1 A 2 EefirbERLE., AT 0REEREIED CRET
Hote, BREHRE (23.2 pgkg, Hx DFEKME : 31.8 pg/ke) 11845 36
B gIcmHEh, &5 168 BER#%ICi 5.4 ug/kg IZIETF Lk, HPLC iz &
BT, WTNROV U 7LV REVRIERAS > PZEBWTHEERRBR (26
pe/kg) RETh o 7. Radio-HPLC RO LC-MS/MS 12 L 245047 Cit, &5
36 B F 96 BHlZE OV I NVICRBEED 66%DEI A TREILKN, kK
L LTT NN o= RESEREBHEENTE,

WA (328 : K THE 1288, #IRNEKRE 208/, &, F. BBLF: &
11, 12, 9FR) WANT e 7 = ER T XIEFRAES (1.4 mg/ke FEH/B)
Lt e AN PREZRE L, A RS 96 B4 £ € 12 KRR T
18 2E2HFMERL, HPLC (E&2B A : 25 pelke) W X35 21T - 7=,

ETHEHTII., BEREHREIVTHOMERAS b THHREB ST,
M—RHEShizy 7R RMEIE 26.1 pgkg (85 72 BE#%) Tho i,

IR EHOAHBRIZT DTN EBHEE R L, RRXEHRE (25.4 ugkeg)
RS 12BHBICBHEL, TORIZERBARARME ok, BE 12 BFH
B0 8P ILT e T 2 BRI ENL . BRBREN 49.6 nglkg TH
S, WTENOY A bEE 712 BUBICIIEERARE L o7,

(3) BREARB (K) (2R 3)

BIEBIN o7 xRN (0.7 mg/kg AE) RE L L X0OEETD
BEXZRELE, A, B, FEECEMDPREIRS 6 B TELE
L 180, 340, 3,420 KR T* 4,620 pg/ke, 96 BE#% CRFBEEVCBEWTENE
270 BT 460 pglkg. HHAROHENT T34 20 pg/kg Th-o T, &5 6 BFR]
B OBREFEM,ED > LREMEO 5D DENISIIFFET 37 %, FHETIX 27 %
THoi, :

2. 2 HEEHER (2R 2, 3)
Ao 7 EFHEIRELEEOEEIIELS, v URREUVRT v P~DHE
EROBEIZRT D LDl T FH 282 RN 149 me/ke FETh o 7=,



3. BREEESR (R 2, 3)

Sy brRVWERLOELES (BEEFR) BT 6 »y AMOESIMEZER
BTk, 5 mg/kg KE/RETEHECHIIRBDOLNT, HOMLRBHERALRD
bivipdhodz, 2B, BTHIZ 10 mgke FE/BU LELREETED L,
AEERIZEBIT B NOAEL I 5 mglkg S E/H ThH o 72,

4. EHEMEBEURRAESER (28K 2, 3)
2T RAEAVEROBECRBITS 0 BRHORNALERBRCIT., BRAKRT
@EDbhlehol,

Sy bEHAWERSERE (0. 1. 8, 10mg/kg{AE/R) BT S 2EMD
BHEEE/ENAMERRTIX, 3mgke AE/BRSEFH C/NBEOBERRE ILE
BEOBEHICL2EELXRRBD N, 10 me/ke RE/A RSB TIIETH,
BEERERVEREOEMARD LN, BB, BERAMEITBRD Lo i,
ARBICEBI1T D NOAEL 1L 1 meg/kg KE/B Tho T,

AXERVWERARE (2, Tme/kgFE/R) 1KBIT2 1 FEHE TOBMES
HERBRTRECHARBELSLNT., HIBEAVCHEEAEEZEORECEMNLERD L
nighrof, ARBIZEIT S NOAEL X 7T me/kg KE/H ThH - 7=,

5. £HELEEHEBRE (R 2, 3. 5)

oy bERAVWEROESICLS I(XBAIECEEN. SALHHEXRR). TH
RBREERfiRERARE] RO TAEHAROCELHESEHAR) (B5E 0, 2~
20 mg/kg FE/H), ~ UV AERVWE [BEBREFRPRERK] BE5E: 0,
10, 20, 40 mg/kg KE/H), vV X2V (RIERERATB SRR (&
58 :0, 2, 6, 20 mg/kg AFT/H) BEBENLB, VT T C &R
EHEVCEFELEEZDRBDOON o/, Thb0oRBIEBTAELEN
NOAEL X, 7 v b IZERIRUEIRE, SAHEERE | Foic [HAEH
BRI HMBRERAER] i) 5 NOAEL @ 2 me/kg AHE/RB Tho -,

6. BEEEEEER (K 2, 3)

F1l, 20X DI invitro, Invivo CREBAEHINTEZN, WTFRBEHRT
holc, ZOZEehbIANTnT7 = IHBEL2BEFER T2V LD LE
z bniz,



F% 1 in vitro E&

HERF B s AR B
Ames SLER Salmonella typhimurium %52‘5(2)50é ggg‘ 750, "
me 0 H ’ ~ ) EN
Ames RE ™ 1 A1555. | 10, 50, 100, 500 3T
es TA1537. TA1538 * | nefplate (+89) =

S 5%z 20/\ 6142-(5\51)25\ 250
Py — - i FA < ¥ A4 =—ANAREZ— | ng/ml (+59 ~
BETFREIEERE | maw (V79/HPRT) 1. 10, 50, 125 | =t
‘ pg/mlL  (-S9)
Bt (R HRB b OREAE Y R (o A09. 300 pgimli| pay
#F 2 in vivoiER
R SR Bt & A& fE R
~ 2 B, @ 4, 10\ 100\ 250 m /kg 2 )
7. TOih

(1) REBAESE (ELEY M) (B2, 3)

Ty bEAVEREREERBR T, BERIRD AR,

(2) RERBERER (DU¥) (FR2 3)
7YX E RV BEMEERR I, AERRD oo,

(3) E MBI+ HB (2, 3)
BE, IvZ7eZ7zde FNRAEES L LTORFBIEZS ATV RNV,
A TIXBEIC 150~600meg/ B OHEBT 10F LU LOBKRERENR H - 7=,
o, BERBHEARLREF2MAEEZRL, ERRER R —BMESERE
RBBOREENIIREA, BHThok, BMEAORERIZ 7T ALY 2044
D NSAID TO®E LHEL TWE,
Fi. v FOEBRERICET S NOAEL {%HHMIc >\ TOBERIELNI

TRy,

(4) BMEDEHNEE (2R 2, 3)
BEMOREDFOEEICE T IHERIT2 VA, NSAID 3 T4 w2
BRERERIESDWTOHREF T W,




(5) £t (B8 2~4)

Sy RO RERAWERAI Y- SRR TR BORMMUHBEIR 1
mg/kg FE/ALHESR TS, A X TR, ANVTT7=0%T7EIREY

(4 mg/kg) & LT, Xz 8H) & ROEK (£ 2 mgke) ZEMZE LEEIC,
mMENED bR RFHr By, XBAEBHIEFOToRF S50 By
K 12-hydroxy-5, 8, 10, 14-eicosatetrenoic acid PELEZHIH Lizr-72 2
e, 7 AR FF—YlEERMNT 5N D NSAID L IXRRA{EA T
HOFMBERTIRINTNS, EMEA ZBWT, IAr7ur7rORENFE
WX AEBEEA NOARL HBREICLEATE LT, DO EBRBEHEIZH>WT
LARHATH B,

I. MR R
1. ADI DEFEIZDINT

ANTR T2l onTiE, BEEERRICBWTHEE 22BEEMEIT
e EZ LI, BERAERBIBWTEIAEERDNRL TR &2
H, ADIZRETEHZLBHETHD LM ENTE,

EMEA OFEMIZBWTHE, b M TRFBEBEERIZET S NOAEL X ML H
DEBFEEICOVWTORERIBLN TRV b, %ﬁﬁ%hiéﬂﬁ
BRBOREADELICADI 2B ETAZERNF Y L INATWDS, SRR
WT, &LEWVNOAEL X7 o O 25 EBHEZEEHRBR DO 1 mg/ke AE/R '@
Hofe, ADIEZRETAICH > T, EMEA OFF{E & R, ZomE
bHEEHREL LTHESE 10, #4462 100 100 23 A L, ADI i 0.01 meg/kg (&
H/RLBRETAZENEY LTS,

2. BEREBEREZEREMIZONT
PlEXY, Zn7ur=rvoRmEREEFEMIC OV TIE, ADI £ LTHK
DEXERATAIELRNEYLEZ N5,

ANT 7z 0.0l mglkg AE/H

BEILOWVWTHR, SFEFREZEEATELEEORE L %175 BICH
5

=
EE EET 3,

I

10



#3 EMEAICKBUISEEABROESENEE

BhahTE B ¥ 54 MR (me/kg (KE/H)
' (mglkg K E/A)
7w b 6+ AM — 5
i 2 57 4k BBk
10 mg/kg (RE/A DL T4
- T A 80 18 H — BHRAESRZL
S8 AERR B
Zv b 2 4E [ 0.1, 3. 10 (1
B4 38 M A
P E B 3 mg/kg /B C/HBOBEEAE -
5 M5 ¢
10 mg/kg FH/E TR M, BHES -
MR AL
A R 1 4[] 2. 7 7
{88 o T3 4 BB
: Mo nipfeidlia L
VAR Az R FE A= T ME AR 2~ 40 2
<R
7
A ADI 0.01 mg/kg (AHE/H

NOAEL : 1 mg/kg K#/H
SF : 100

B LS80 ADI 7% R IR L B

F o b 2B E 5 A% A B

ADI

0.01 mg/kg {KHE/B

11




<A1 BREEFEHE>

B | &

ADI —REDFERE

EMEA |ERMEXR&RT

FDA KRERGERMT

HPLC |&EREI/I n=br774—

LC-MS/MS | mEREI v~ T 7 7 41— /HEGHE

LDso EHETEE

NSAID | AT oA FREAKIERE

NOAEL |ESEH4E

T H - HE
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<BE>

1 &bk, BHSOREEYE (B4 EFEALAEEREINE) O—HE2HIE

5 (R 1T4 11 8 29 B, ER 17T FEEFHEERE 499 5)

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
TrAY—HFREed, I T T 2 OB ERYEREICETIEER

AT EE 1,Reproduction Studies of Ro 20-5720 and Indomethacin in Rats

Phase I —Study of Fertility and General Reproductive Performance

Ift&$ 2, Reproduction Phase 1 Study of Ro 20-5720(Carprofen) in

Rats

HfrE#E 3, Embryotoxicity Study in Mice with Oral Administration of

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

WA 4, Reproduction Studies of Ro 20-5720 and Indomethacin in

Rabbits Phase IO —Teratological Study

& E# 5, Reproduction Studies of Ro 20-5720 and Indomethacin in Rats

Phase II —Perinatal and Postnataly Study ; #:R&E ¥

)

on
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