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FRIEIETH D [_"Z 77 =] (CAS No. 71109-09-6) (2o T, EMEA 4%
Z W C B SRR A il 4 FEhE L 72,

FHIIZ AW REBREGEI L. SEEiRE (v b, A XKOE)., B (B, Bk, 2t
BE (FUAKOT v N, ERMEEME (F X)), A5 EEE (T v b, vEERO X)),
bt MBI 2 REORBE CH D,

RE T 7 2 0%, BEEERBROERN S AR E > CRIE L bl mEtEa s S
WEBZBND, BRAMREBROERITGE O TRV, XL T a7 o AT AYE
XIXZEDOFIREMEAVRE SN A FEWREZ A I TINW RN T L33 EMEA 22 b ST
BY., BIEETOE AP ADERRIEITHRE SN TR, LER- T, BinEERE
203 BNMOLZEEEENZ D Z LIk > T_E T 7 =D ADI R ET 5 2 L ANATRE
Tho LA LT,

KRR OEEND, BBV HAETALNZEET, A4 X &2 HV- 90 HFHER
MR OMERE 35 T A ML, (S, MECIsT 2 MR LRI L (R 08
BT NVT I oiy) ROBEMPERIEO S ATH Y . NOAEL (% 0.125 mg/kg (K&
/B TohoTz, AR CAHALNIEEM, MFEEO—PBIRE, FRMEK O HIMER YT X — X
DOEAL, HEEDOOD A, {BESIIFEAT oA FARMKERORIER & L TREITH
HERLFEETHY ., THDOFEREZILE TR TH -7,

BN ZERERIT, 4 XZHVWZ 90 A EHAMEFRMERBRICBW T 472 » 0Bk
WHianb oo, EYERERER) D, b MIBITA_E 71 7 = 0 OROFSAZ L 5 J46,
HIA XL ENERD B, £, BIEFERER I O AMERER D FE G ST/
W2 DD, INLEREICEE L, Z2fffkl LT 10 Z:BMT 52 LY EE 2
77

PEDZ Emn, A X&Hvz 90 HEHE2MEENRERDO NOAEL 0.125 mg/kg {45/ H
2, et s LT 1,000 (FEzE 10, fE{AZE 10 X UNEMO 10) %3 L. ADI % 0.00013
mg/kg (KE/H EBE LT,



. FHESNREMAEEROHE
1. A&
PUIAESE

2. AMESTD—EA
I AN i = /At
#e4, - Vedaprofen

3. %%
IUPAC
#4, : 2-(4-cyclohexylnaphthalen-1-yl) propanoic acid
CAS (No. 71109-09-6)
#4, : 4-Cyclohexyl-a-methyl-1-naphthaleneacetic acid

4. BFR
C19H2202

5. #FE
282.38

6. BEER

HsC COOH

'l' (ZH 2)

7. EFRBMRUMERIKRSE
RETa 7 05, 7V — 7 a A U EEHEROIERT 1A R RPSESE (NSAIDs)
ThVy, vuatx 7 — (COX) ZHELREEEWE CHL T AL 7T Y
v (PG) OFEAZIHITAZ EICLY, 8 - PIRIEEH 2R, (B8 3~9)
_ETaT7 2, T A=l (SOHEKOROK) T2 IRAEMTHY ., In
vitro CIL S RIE RAEDHK) 70 (5D COX BHEIERZHT 5, £/o, "F 7 a7 = A
1%, COX-1 12k LT COX-2 & L Vi®IRWIZ (8.75 (%) PHET D, (BFR 3~5)
NIV TR, BOF « BHIERIZH O R UIRIEZTRET HHIT, ¥ 7
7 = RO VRO O EH] (1 mgkg (AEA 1 H 2[E) KOVERA (2 mgke

U BWZHHE ORI D DIFRMEARD Z Lo HEEE B D,



KEZFIRNEE) PHAVLITNS, (B 3~5)

AARIZBWNT, B HERS ST e PAEELE LT
kB, YT 47U A MRIEEE IS S R A EE2)

I. REMICHRIMEOHBE
AFHlETIZ, EMEA i (1995 £ N 1996 4F) Sa Kz, ~47m 70
FHEICRE T2 ERMA B L, (B 2~11)
TR AR 2 BRI R L=,

1. EYERE (IR - 2% - K3ED
(1) EYEheEsER (e b)) @

BE (PRATH, 5 ¥ 7a 7z (50 mg 5eHl) ZEERAFS 05
tA), 188 50mg), 2 (100 mg) Xit 4 £ (200 mg)) L. FHWEhREaRER) 3 S i
7o BIEHEMRT D EAIT, R (7 AR 0%, BIEAICER L-HEZ IS
B L, RURBRZ#EVIRLIT>72, 50mg (5 ) K100 mg (2 ) o5 2 i
Mtk & 1) WONZ 200 mg (5 ) ORREFAZRMEEFORY 7 07 = PREEIZ OV T
HPLC % W CHIE LT,
200 mg FHEHEEOIMENRE T XA —H 2K 2 TR LTz, 87 V7T 7 2 A THEHYK
MoloZ LD AEMFERIARIIE O ATREMED R SH Tz, 0N O AFEIL 10.7
L SME<, 72, ZOfEIIhd NSAIDs ERIBRE TH-7=Z Lnb, _XE¥ T a7 0%
AR 2 FE T AN AT 5 B 2 b, (B 6)

ER

=ui

AX AR

AN
RYANGAYR

#F 1 b FEEIIBIAZE 707 2 &O%E (50 mg K OY
100 mg) KfDF5- 2 KO MBEHIRE  (ug/ml)

58 50 mg $5¢5- 100 mg % 5-
PERE S 1 2 3 4 5 1 2
MAEFRE (ug/mL) 3.61 5.19 4.20 2.96 2.65 5.85 8.86

#z 2 ~_EFToTURkO0%E (200 mg) BEOIEYENRE T A —X4

Cmax Tmax ﬁﬁ%ﬁ%fﬁﬁiﬁ T1/2 AUCONIZh éé%’ﬂ U 7? y?‘i))”»@ﬁj\/f{ﬁ
(ug/mL) (FFfE) (1//5F8) (FFfH) (ug-h/mL) | A ml/%y) | BE L)
15519 [ 2.10£0.94 | 0.2568£0.053 | 2.82+0.78 | 78.20%=16.90 44.2+9.2 10.70+=3.00

HofiE: HAEESD, BRHIFRA: 0.1 pg/mL

(2) EYFREEER (EH) @
— W L7 (12 6) 10, ¥ 707 = A HEROES (100 mg (4 #) %
200 mg (8 f51)) L. HA[ER D& GREOIMENRERSR A 320 LT, T Dk, RIS 1T
52 HEMD 8 HH O£ CTHREA 12 FERR CRIER DG L, RIEHRGROEY)
ghreakBa A F20E L7- (BF 100 XUZ 200 mgX 14 [A]), HERR A58k ORIER 05
REDRRFF 2 MAFR DR 7' 7 = VREEIZ- OV T HPLC &2 W CHIE L7,

2 SRR 17 SERATHBE SR T 499 F1Z & o TESD bR A EE




B[R O e G-RE M OSSR R D B G- I8 1T A I ENRE /T A — X 2K 31T~ LT=, 100

mg & O 200 mg #H5REIC

b

BIFD

BT D& EYERE T A — &i@@&u%ﬁﬁ&@ﬁ@ﬁm
PR CRIBE CTh o7z, BRI 0BG OER OB 5R5C
) KON Tiye (83 ) 13REEIC

O LT RRE TH -7z, 200 mg j&%i@m

[ G R ER G E BICARICE» -1z, (B 6)

FRE (Crnax) KUSEMRAEMHAR TEfE (AUC) 1L, 100 mg $5-REIC e L H

# 3 EEEIIBT LY T 0 7 o B K ORAER DB S
(100 K T*200 mg) HFOIPEHRE XT A — X
\ Crnax Thmax T AUC

R (ug/mL) (K§f) (IR§fAD) (ug + h/mL)

100 mg Hi[n] 10.53+1.55 1.50+0.54 2.55+0.32 41.65+5.88
(n=4) A8 11.03+1.24 1.63+0.8 3.30+0.38 51.23+10.63

200 mg HiA | 16.24%*+1.42 1.63+0.08 2.99+0.25 68.78*+7.39
(n=8) ig 18.40*+2.35 1.44+0.18 2.88+0.23 89.05*+10.52

FEHEESE, MR 0.1 ng/mL
* p<0.05, **' p<0.025 (100 mg 5T 2 200 mg BHEEDOLHAZ1T- 7= (Student’s H7E), )

(3) FEMEhREsER (1 %)

(X (=2 VR, MERES 3 TT) ([2_¥ 71 7 = v OKEHIIEZ7 LA (0.5 me/kg
(KE/H) ZHEE EEIRNSUTROERS) IERD#ERS 18 1=, 14 AF) L.
HPEhRERABR N Elii S iz, "X 707 2 OO T T A~ —DIMmEFREIZS
W T HPLC &AW CHIE Lz,

HEFIRAN R O OB ERICBIT 5 _7 70 7 = o OEERE T A — 2 3K 4 |TR
L7c, HEREOERGRNZBT 2EM IR HZRIL 86 7% (7T0~116%) Tl -7z, HH]
E RN N OV O 5Tl T KONAUC I3FRIREE Ch - 72,

FABRE O GEREOEE- 1, 7 &N 14 BRRIZHIT DR 723 ERE T A — 2 523K 5
(R LTz, K EMENRE (T A — 2 (3K B 50 B ClRIFRE Ch o7z,

T T A —OMEFREIL, RIEPMENTHY ., SIKICHT 2 RIKOREELL (UL
T RIS v 9,) ORRRFIZRZAIE, HIElRE O 5RF & O SRR O $¢ 5-0F CHLRlF
AR G-HE & AR T - 7=,

BRI R O O BIE D 2 L X7 EREESRATE Lz & 2 A, £ 0.01% 0358
Tholz, EAMKROIEEERO RIS T RE B2 RIEOFEIIFHEEETLLI b

3.5 fEENoT (326), (B 10)
#F 4 A XIBFHIZE T a7 = HEEERN L OO &5
(0.5 mg/kg (KE/H) BEOIRYENEE/ XNT A —H
p Chnax Tnax T AUCqy_., AW=HIR | R
\X n
BT | L) (B @5 | (ng - h/mL) %)
RN 5- — — 16.8+£2.29 | 9,518+1,223 —
S quE oA 2.739+277 | 0.63%+0.14 12.7+2.1% | 7,650+1,348 86+7
S+ SE n=6

*19 filh 2 B CITIHARHEBEN IR H T & 2o T,




#* 5 KERARE (0.5 mgkg (KEH/H) FrOFEWEE T A —X

Y ¥ Cmax Tmax AUCO~24 C trough
BeF iR AL (ng/mL) () (ng * h/mL) (ng/mL)
1H 2,713+£1,108 0.47%+0.13 9,282+1,829 131+33
7 H 2,805+492 0.59+0.29 8,6565+2 502 102+41
14 H 2,390£279 0.47%+0.12 6,816 839 80+20.2
M+ SE

# 6 HEFHRMAORO#ERE (0.5 mgkg (KEH/H) KOG 60 731212817 5
2N EREETRI R OFEEETO R/S

RPN G- % H 355
=y I 5 e e AR
1.76+0.172 0.495+0.048 1.57+0.11 0.446+0.032

(4) EYEiResEiR (5)
@ mRiR

BIZBENWTRE T a7 = 0%, BROBGHZRIECHNTRIN Z 41, W 80~90% T dh
277,

BlI_Z T a7« % HEl (2 mgkg (KHE) KORERORS FF 2 mgkg (K,
RUNT 1 mglkg (RE A 12 IFfEIEIRRC 14 BEHE) L72 & & D Toax 13355 2 IEILIN
THY . Cmax L5 pg/mL (HEHE) KO 2.5pug/mL (EHRE) ThoTo,

AERE QR G CIIEREIIA BT, HCOITEFIRBIZE LT, WI OY Coax TR
IZ R VKT U7, BEERFOAY)FRIFIASRIT, £ 2 FEERT (ZERERE) 12T L, 50~60%
Tholz BEERH), (B 3~5)

R T T = OEIRNEES (BRGERH) ([ZX 2P OREZIZ MEE 720 |
T2l 6.39%+5.15 BFHEIC, FEiERERE] (MRT : mean residence time) 1% 2.49+2.31
R Ch o7z, HARNEES: (0.6 mg/kg (RE) |2 X2 MFERREZ(LOE _MIZBiT 5
Tmax (F. 5% 8~24 K], Tipld 16 KifEl CThH o722 L6, BHFEERL TNAHZ &
DWNE XN, (B 5)

@ o
NSAIDs Ol & Rk, <2707 = AZmEd 2 o7 E L ofEERNE < | I
HERIREEN 0.15~11 pg/mL OFFH CIL, i & L RV EFEEZRIZ 99% L ETH - 7=,
MR R ONBHIRTF R AAOREE X, EETEENR LV EW S IRL Y o7z, mfER T
ISR R AR E 0 HRERIZN RO, BHERS CIIFRRE Th o7z, " 7m7 =0
X R FERYEI T T AR E o T2, (BER 3~5)

@

RET T 2 OFFNTEBT AL, XUV UBRTRL, Ryt U
T Z > T, MR CIEEERBI IR Y T 0 7 = T, ROV TREVIT
(& KEREIK) ThoT-, R TIEFEERFIIGFIVIT, REERT T a7 -



TFE A ER LN IS T,

PREPEMEER IR G- BEORK 70% T, FEHPEERIT 10~14%Th 72, 2 TOREHMD
re Rty Be AR EE L. X727 22D 5~40%Th Y . FERBWThH
Zoﬁ%ﬁi%\lﬂ@ﬁ‘fiﬂi/\“ﬁ 772D BN T Tholz, (IR 3, 4)

R R OYRF OEEMGFH L, £ /KB EE ((REVIDULD) THho, BEED
9~w%%£wto%/m&m%ii—vwﬁwﬁwﬂn/&IXTw IZE S, —
M EtkE LTRiian, (& 5)

@ $itit

Nﬁfm7iy@%ﬁm%@ﬁmﬁﬁ’iém¢@$ﬁm%Nﬁfm7Iy&ww
—tHOMEHIE, &5 72 FHRZIZIZIRPISGRO S Te, BHED 95%13#%5- 10
BRI CAINIC P S 7=, (R 5)

B

55 (2~10 Fin, (AHE 180~360 kg, WEHER 2 BE/RE) ([T~ FX a7 = (F/AEAD
% BERHE (W)E 2 mg/kg (AE., DI 1 meg/kg (AE) T1 H 2[E 14 ARRAZE L,
BG4, 8 LN 12 HIZORIEERR (Fr., K, gk ONERL) Ho~x~7m~7 «
RO\ TC HPLC % VW CHIE L=,

FERER 7T IORLE, BHRAROIEFRORY 7 a7 = BT,
20 puglkg) KT o7z,

_RE 707 = OREWE. L OB Shieho 7=, gk
U‘mﬂyﬁ@ﬁlﬂHﬂWPT‘ IHEORBW IR S, k&5 4 B O 4 B+ 2 6%

BRA Q0ug ¥ 7 a7 = 1Y Bk DT Tholz, REMWNFRO L 2 4

@H?ﬂ;sm %, E /KR (VIR OVI) 23 S0, OB EIZEE 40
KRB0 ug XF 7 a7 = AN Ekg ThoTo, (B 3~6)

EERR (50 LY

KT BlBI 72707 = BARGROGHBI~NY T 07 = VRE (ngke)

Lr g s 54 B
e ik 1 3 5
J ek 112+61 44+24 24+5*
Bl 1,918+1,239 488+441 265+200
%) <1.0Q <1.0Q <1.0Q
il=tin] <1.0Q <L0OQ <L0Q

FEEESD, LOQ: EERME (iA: 50 pg/kg. AERA: 20 ng/ke)
TEBIRFUEAR ORI 20 pg/kg & U THEMT,

. EEEEHER

_EF a7 = O in vitro X in vivo BiniE!

& 3~6)

10

HERBRORER AR 8 RNV IR LT, (B




= 8 invitroi i

HERR et SOER & i
BARF225R2 B | Salmonella typhimurium |0, 33, 10.0, 33.3. 100, Gk
Favi TA98, TA100, TA1537, |333 pg/plate (+S9) * (7;;% 6)

TA1535 o
Jeta (R FEHER | b MR Y Bk 10~100 pg/mL (—S9) * fatk
100~333 ug/mL (+S9) * (M 6)
B F-ATEZEIR| F v A = — AN AKX —[10~T75 pg/mL (—S9) * fetE
AL V79 i (HRRT JA7) 33~200 pg/mL (+S9) * (M 6)
* 7 Mgk
# 9 in vivoilBR

R [t SSER & S

/IMZ R SD 7 v ~* EHEi 0. 10, 125 mg/kg {KE Ref:

(R 05 (orally by| (Z0R6)
oesophageal intubation)) . 24
REFREINRE C 2 Bl 5-

RS 5 L/

FEEDEBY . in vitro KO in vivo DEIGEERBROERIINTbEETHD Z &
MG, XEZ T 07 2 U IERICE > TR E R 5 BIEFEEEZ RS0 B2 b,

4. RS
<7 A~ORAFEIZ X D LDsolE 401~519 mg/kg (AFE, 7 v h~OfRRAOFKEIC X
% LDso 1% 222~317 mg/kg (KEETH-7-, (=M 3. 4)

5. BRMEMHER

(1) 90 BEEAMEMEAR (1 X)

AR (B—7)VHE, M, BRI, 4 3PUEE) (X7 u7=r (FUEARD) %1
H 1590 BREFRO#E (0. 0.0625, 0.125. 0.5, 1.5 XX 2.5 mg/kg (AE/H) L. X
B G EERR e e Lz, —eRBOBIE, FE (FH) ., s (%5, 8k&E (1.
6 LN 12 3H) ORIE, k7R, MEEFRILORRE (1, 2, 4, 8 XTN12 #)
FIRRE ONRER AR IR E 21T o 72, £12. _E T 0T = A KA FEEEL AW
DI TH D E D Efatd -, 13 #5142 6 B OEER: (1.5 mgkg &
/ARG REOMERES 2 DU/ Z3%E LT,

—EIRAETIE. 0.5 mg/kg R/ H LA GREOMEME Z(Hiim, Beafd, #k{H, m{ExX
KRR A BTz, 1.5 mglkg (REE/ A £ 5REOMEZ ORI O & H 233 DTz,

MIRFHIRRA Cl, 1.5 mg/kg (REH/H DL BB GHEOMER ) 2.5 mg/kg (RE/ H &% 580
HEZHRMERD /T A — 22kt T DHE (~E /e B E Hb), ~~ ~7 U » ME (Ht) .
RIERE (RBC)., PHIRMERAFE (MCV) KOVEHImMEGFEE (MCH) Ol M@k
ARIMEREL, TEARIFERER, AR BRSO O et AR M ERE O AN ONZ AR ML ER IS AR
MFRH BTz, 1.6 mglkg (RE/ B UL LR GHEOMER TN 2.5 mg/kg (KH/H & GHEOREZ,

11




RAMmMEE: (WBC) ., fFHEIERE, FBREERER, A EREU: ONBERER OB NS U
IEREE DD RO Bz, 0.125 mglkg (RE/H UL EFESREORER O 1.5 mg/kg M@/
A UL E#ESREOMES, EHAESY ha R 7T 2F U (APTT) Xid7w har b
VEE (PT) @@%ﬁ{tﬁﬁ DI HIVTZDN, RBREDOIETD APTT OGN A LI TED .,
EOZEEN L EFHANTH 72720, BEFHERITRWVWEEZ LI,
MRALFZ L E LT, 0.5 mg/ke {KE/H L/U:TQ’@ﬁi@ltﬁE&U\ 1.5 mg/kg {A=E/H LI E
BEREOREC K2 R0 (TP) KO V7 2 (Alb) OB LT,
HRETR. & L C, 0.5 mg/kg {AE/H ULTQ’?—%@%&U\ 1.5 mg/kg K8/ H LI B 5RE
DR B AP EREIRER T OB U TR EO A RN A BTz, 1.5 mg/kg (KE/HBE5-8f
DOWEZFERR K ONELRG O KRS O IR GBI 2 H A7z, 2.5 mg/kg R/ B 5HEORE &
TBREIEEER 1 D B M O i D FERARZENE 2 (o TGRS A B LT,
JRPRAARFAOFT LS LT, 0.5 me/kg (REE/ A UL 3 5 REOME B I FIEREIR DO TN A
28, 1.5 mg/kg (A AE5REOMERK 8 2.5 mg/kg (RE/ H # 58 ORE B IPIEREE O 1S
N, 2.5 mg/kg (RE/ H 5 G-EEOIE IREPH R T AR OEIE K O 214 © B &7
H BT, 1.5 mglkg R/ H UL B GREOHEI ORI TR OEIE, Hin, mE S &L O
THREER DEEFE 2L D FEBR DA BT, 2.5 mglkg (RH/ A GREOMEC BB RS F O
OO A K OYERIER 2 B de ERZPVIME, KUE SRR K OVE UL © IS, 2.5 mglkg
{RE/ B B G5 OME B HLIREE N A DTz,

1.5 mg/kg (AE/HIRERHICBWTA LN 2 TOREEFELRIT, HEKT 6 BREILINIC
EFHHFNICEE L7226, _XE T 7 x4 XITBITHFMET. FIfr 2k
Tholz, (ZH6)

PLEDZ Enn, ARBRIZE TS NOAEL % 0.125 mg/kg RE/H & 3%7E L1,

(2) BRMEMEER (Sy b, DUFX A XRUIZTE) <SET—4>

RET0 T 2 OERGEMERBE L ORAEMERER (7> F 13 @M, v G
M), X (d~21 EEKO 13 @D LS =7 % (13 ) 1B\ T, oo NSAIDs
EREEIC, ERTMEER & U CHIBICH T 2ENRBO bz (B EOVELE OIEE K
OEREDR) , EOMOFMEER & LT, MELKOEHEORD . FAMEKGEREMER N
FIMERBEZIE . AV 8T A — B ~DEEN O . R, TR OV il iﬂ%
FENHZR LI TWND, 2D DRI HOVWTC  EMEA |3, X% 70 7 = OFHEM: (PG
DERMAE) 12Xk EEZ LN EFHHL TV 5,

EMEA Tl 1 X® 13 B # SR ERERO 0.5 mg/kg K&/ HHGHCALNT-H
FIRZE DFE T HR% O FREBRIZ 81T 5 NOEL % 0.125 mg/kg KE/H & LT\ 5, (B8 3,
4)

6. BUSERURLNAMERER

T@MEREME K OFE D AMEABRI X TN S TURUY,

RET 0T 2 ATREPAMERH LB D L L TH LIV TV SRR S TVR
W, FETo, BERFEVEROHAES S TO L3RR DR AMEZ5E D BT RIZA 5
NTWRNZ LD, EMEA 281 2l Tl 18PN U503 AMRBRITLZE T
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W EHE sz, (B 3~5)

7. HREHRASMAR

(1) EREHRAESHRAR (Tv M)

fHEZ > b (SD SR, M 48 PU/EE) DR 6~18 HICA~X 7 7 = VAR O#HE (0,
5. 15 Xi% 35 mg/kg MKE/ H) L. AR Emtsingdht <N/, 35 mgke (KE/H
B ERECIIEILPHICREMENGRO b= 72D B &% 25 mg/kg (RE/HIZEE LTz,
PER 20 BICERGREO—ES (20 PELL LR DOIREIZHOWT, WIER VBRSO RE O
AP, 7R ORI EZ S, RIAPRFP E_E T o7 2 2R LT,

BEW)ClE, RGBT OREENE, BEE& ORI EITA B 7 )
72, 156 mglkg K5/ A U EERGHT, BRI OKREENE L OB E O T 234
b,

FEIRTIE, BEICLAFEITERD b oT, RERER OVEGFRICEEIIA LI
iﬁ?f))o 77

EEW)CIE. 15 mg/kg (K5/H UL B G THREOIK T RA LN, (B 6)

Zliniﬁﬁ BT A EEW K OVEEMW)IZ D NOAEL 1% 5 mg/kg (K&E/H., RIRIZxT

% NOAEL I3 HED 35 mg/kg (KE/H &5 2 HiLlz,

(2) RESHHER (OYF)

RV (NZW fE, it 16 IU/RE) Ok 6~18 BIZ_Z 7'a 7 = BN (AL
HNVRF T ATFNELa—A (CMC) ZfkA#&5 (0, 5. 15 XX 40 mg/kg {KE/H)
L. SAEFMERBRNER SN, ER 29 BIZHRIEOPIERL OVE & E I ONC 82 % 7
~7z,

FEWICIX. 15 mgke (KE/B UL EFRGEET, (REENE, BEHEROEFEOKT
MBI, 40 mgkg (RE/AEGH T, WIHIRECEOEINEL OGRE (1 fFl) BH6i
7. PIIIROFELC X —ﬁx (¥ 5 HAR T R B DR EASBEZE IR LT BRI A ST
ZEMD, RMAEMEIC LB TR LD TR RIE X T,

ifﬂﬁb%@ﬁﬂﬁ%@ﬁ% (FELOER) OIEREOVEIZESZ X D523 B
oty (BHE6)

ARBR BT 2 HEMCKRT % NOAEL 13 5 mglkg {4@/5 feIRIZxtd % NOAEL
TS ED 40 mglkg (KE/H & & % BTz, {@HEEITRRO HinoTz,

(3) HFEHRASMHAR (41 X)

A X (M4 BEEE) (ZARF T 07 = B HR 4~5 8 GEIRFH) SUIEIE 6~7 8 (UE
IREH) o 2 @R 0SS (1 me/ke (RE/ A EFHRAED 2 15) L., A5E3sAEENR
INES TRV g Wit

FEMO—ReKRE, GEREIRM]., AEFR R DR IR G X D EIT A LR
7=, (6

[V
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(4) £EEEHER (B) <&8BT7—42>

5 (e 480/ [T a 7= (FULAD %1 8 2\ (2 mgkg (RE/8] XA
B2 2H). HREY 2~371AH), FH# @~6H) KUO%H (9~11 7H) 121~
13 R O# G- U, AEFfmaiiBn s S5t S 17,

AR BB, HHEERFO.CA%EL, MRS, (IR, HEEDDNLD B3 D E TORFHE LY
HEED S EMIDIEFLE CORRICR G L BB I b oT-, (B 6)

(5) £EEMHER (Sy b, VUF A1 XRUE) <SET—432>

RETu T O EEN, RIEEEEMEFEERER (7Y h U¥F A XKD
B) NFEhE Sz,

EMEA Tid BIEFMIIERD D72 L LTEY 26 ORISR CAH LB
R ((KE, BEHEROEFEEORD ., BIEIF NG Y > SHJIER) 7D, R#E)
Wizxt9 5 NOEL % 5 mg/kg (AE/H & LT\ 5,

F 7.2 RAFEEMERBR I TONL TV, RXE T 1 7 = L OFERIT I TH Y |
Fo. HON TSR AEFHRBRORS R DIX, BIR~OE RIREME I EdT
FEAIIERD B o 7= 2 &L R OMod NSAIDs 1 3AFEIC R L7 2 E G ST
WA Z LG, 2 AR IVNAETII AN E LTS,

RET 0T 2 IR LR PGFey OB RFHEERZ AT 57280, SikERTOR
B3 IEEnTn5b, (R 3~5)

8. TMith
(1) RHEHER (BEILEY )
E/LE> b (Dunkin-Hartley %) (ZkT 5657707 = OFHENKLK ORKEEE T
L7 LA —ERIZERD b o7, (B 3~6)

(2) EEZER

H72 HEFEOW 1T 5 B G EHRBR L ORGSR AN
7'u 7 = OFEREEIL, Mo NSAIDs & FfRIC, HbEFME (BELONEER) Th
S>fe, TOMOFEMEE LT, KEKEBEEEOR) . BAEMHKERMEAN (regenerative
hypochromic anaemia), HIMEIEZIE (leucocytosis) . AALFHIET . MliE, Hf.,
g e OV gl 2kt 9~ B8 BMN A BTSN, VD OF ERFRII AR L Th o7,
LLEDS, XE 707 = OFMERBRICBWTALIVCAESESIL, EREHOHT T
&% COX DIAFEIC L D PG EEAMIIER T2 L EX bz, (BH5)

(3) BIch+5ReE <BET—42>
BIZBITHE T a7 o OHE R ONRIER 5T X 255 OBEZHERBROFE RO |
TBRHEOZSIBITHNZ EPRBR ST, XA T 7 = O AHFEG1ZX D NSAIDs
IZILEOFEEFEEG CTh D O PEREEOIR B & OVE LB OIREN D i,
FEOBRFERICIHWN T, HEHE T 2 (58 WEEREGE 2 mgkg (RE, Z0O% 1
mgkg (KE%Z 1 H 2 [B]) FHICLD2EAEMETE -T2, 3 HE0D b [FETIEHM I
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(depression) X ITFEEEEDIKT (anorexia) 734 H 4L, 5 {5 & ClIIAXMIE (septicaemia)
NIFFEIMAE (toxaemia) |Z XK DIELEHINA LN, (R 5)

(4) B MZBITHHR
@ HEEOHRES <8EFET—52>

b MBI 2R (8 1) 2MThhTng, ¥ 7'e 7 NIEEMEICE
WTEBFMHMEL | B ETHLRIWERNA LN, L L, BBRE DEMNED 722 b
FEROEEMENIR S TH D Z 0D ARBROFE R %2 ADI O EIMFEHTH 2 L1ET
7o & EMEA [3HEr L7z, (B3, 4)

@ EEZEAKRS

fEEE BYE 56 (I~ T n 7 = o AHEREOKRE (50 mg UKD L, —
HEREIC LY BEENHA~ON, IR G 24 KA1 O 24 ByE (CERAIER,
DN, MR CFRIRE, MR, RIRE K OMEOF D T~ S 7,

1 BINZRFGERIREEE D X N7 JRINI HIVIZH, ETOPERE TRAMEIIRIF TH -
7=, (&6

@ HEREOHKRE

@ E (5 B) \o_F a7 = U EERROES (0 (771 R), 50, 100 i 200 mg)
L. “EHEMEEZHAWEZ v 24— —3BRIC L0 AEENTRR G,

50 K100 mg K SRECTIXAEMEIRIF CTHo7-, 200 mg THIZE S /=58 & O
THEDREWER ORAESEIL T 7 v R GREERRRE TH Y, HEICX2ETII e
E 2 bz, 100 KT 200 mg & G REO¥ 5 24 W1 | I TP REAEDOIR TN H 7=,

(%R 6)

@ HERUKRERORE

IEhReRER [T.1. Q)] ITBWTHIERAFRGIZ L 2 BBENTH BT,

200 mg #5HEZ NSAIDs ([Z—fixFIZ2RIEH To 5 FIEE O A Bz, 100
K200 mg BE5HEE HITHREG 7T BRICBIT 2 2R MIBFTH -7,

100 }2Tr 200 mg = GHECIBWN T, MAEFIREEEORD, BlgORSZ 2 VT Z o AD
FHRNAB BN, 200 mg 58T Hb X O*RBC DR FNA ST, ML REBEEITH
BIZER LR, EFROHFANTH -7, REETIEL, HEICL BT LN
72o MR OB EHIETRED Do Tz, (B 6)

® 7 BEREROKE (B )
RAERREBES (24 ) I_F 717 =2 (100 XE 200 mg % 1 H 3[E (0 (7T &R,
300 XX 600 mg/H)) % 7 ARIEOES L, “EHERIEICE Y EARERRHLN-,

3 JRIEMEFHMERIHEIA (spondylarthrite ankylosante, ankylosing spondylitis) . ZZMERREIFE S
(coxarthrose, coxarthrosis), ZEMHEREEISIZ (gonarthrosis, gonarthrosis), Z2%IMERIHISE
(polyarthritis, polyarthritis) DREFE
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BIWER ORBUEE L, 772 R&EERE Q1L BIF 24 LHkL, ~¥ 77 = &5
B (WEGEEE B 1L Bk 7 6) TEoT-, BWEAE LT, 8. X, B8R
R, THRINROERIEESIES (300 X1 600 mg/ H 5RO 141, PRSI X VR
DA 372, 14 Bl 6 FlOFERIIARNMMEIC XV Ik Sz Z g AR &
Hrs iz, (EHe6)

® 14 BEREROEKRES (E )

ZRMEE ) 2 v~ TFHE Q06 ([cXF T a7 = (0(FF7ER), 50 X100 mg
Z 1 H 3 (150 %1300 mg/H)) % 14 HREERO#HEE L, —EERIEIC X0 ZEMER
BN,

300 mg/ A GHETIX, FENCREIWEAZHE. Q0FIF 560 L. D55 4 Fill35ER
b7z, BIEAE LT, B, HEK, Eek, g5, 3R & O £V S,
AR A IR U7z 1 AN IPRETRAIC X 0 IEE G OFR#E: L) BAb i, (B8 6)

(5) ZFDfthdaAER
NE T T = ATRIERIG, MRERITET DIER A S0z, etk O
it A LELE L7pun e EMEA TI3RfIlr L7z, £z, DA RE L L
W& EMEA Tl L7z, (BH5)

. BfmfERzzETh

1.

EMEA (2§15 5

EMEA (%, 1 X% H\viz 13 HEf M EERER O NOEL Th % 0.125 mg/kg AR/
AICZ2f250100 Z@EH L, & 717 =0 ADI % 1.25 pgkg (55H/H L% E LT,

(ZHE 3, 4)

2. BmfEREEEICONT

_E T 7 v OBRBEEERBROBERII TR LEETH T2, " Tr T
= ATAERIZE > TRIE L 72 D BEEIEE RS RN EE X BND, RO AMERREROREH
IFELNTVRVIN, R T 0 7 = AIFEN AME UTF O FREM D RIE S 5 BRikE
I IN TRV Z £33 EMEA 2 o#fiE STl Y, BIEEETO L ZARBAD
fERRMEITERE S TWRYY, LI T, B ZeZERIL, BIOL2REENZ 5
ZEIZE o TRE T T 2 D ADI ZRTET H I EMNFRETH D &I L 7=,

EHEBRMERBROERENS, ROLIEVHEBETALNIEIT, ( XEZH\W- 90 H R
SMEBEMSBROMEC I T A (R L, MAE%E, M3 2 iRAEl T2 L (TP KO
Alb DY) K OEHPIERAEO NS A TH Y . NOAEL 1X 0.125 mg/kg (KH/H THh -
7o ARFERCH DAV AR, MESEO—BAIREE, FRMERK O HIMER T A — & DZL,
HILEDOUS A, BT NSAIDs OFRIWEH & L THESN TV D EGLFERRTH D |
INLOFERRILE TR TH-T-, (BHR5, 8, 11)

B ZEFERE, A XEHW- 90 HEEAMEFEERBRICB W T— 4720 0
Brbinboo, @i [I.1. 1), QRUEG] 256, b MIBTHZT
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07 ORAFREIC D3N TA X L0 EN RO b, 7o, BRI K
O AMERBR DS STV RN 2D, ZNLEREIZER L, 2l L
T10 ZBINd 5 Z &Y & B2 7,

PIEDZ Emn, _ETr 720 ADI OREIZHT=>TE, A XZHW\= 90 HIE
it ERER D NOAEL 0.125 mg/kg (REH/HIC, Zafffks LT 1,000 (fE= 10,
EfAZE 10 ZOSENMD 10) Z5Ef L. 0.00013 mg/kg (AF/A L9 5 Z L N@UICTH 5 &

ZZ2 LT,
_RE7a7 x> 0.00013 mgke AE/H
FRBERICOWVTIE, YiHMIER 2B F 2 BEREEO RE L 21T H)BRICHERT5 2 &

%
&9 %,

el
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% 10 EMEA [CHE+5E8EHABROESHESE
- K55 e
EfE B (mgfkg KB/ ) MR (mg/kg RE/H)
A X 4~21 HHHE|— 0.125 (1 X 13 M fd e SR
PR
Zv |13 B EMRE| — B33 2 B (a&mﬁﬂ:ﬂ%(a
THE | MEERER B, MR . (RELOEEFE DRV,
A X AMOREEMEZ N, AMEREZIE., @t
=74 FHYRT A= ~OE g, MR, BT
ik, BRIk DR (B h-EARER)
v b |BFEEME, ATE| - 5
oYX | FM ﬂﬁb%%ri FHAEM: . (AEH, BREN NEFEEDORD
A X K OME BT EME JERE K OSSR D o RFiiE R (REER
S EERAE i)
ADI 0.00125 mg/kg {AE/H
NOEL: 0.125 mg/kg {AH/H
SF: 100
ADI ZEARILVE R} A X 13 AR
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<Al BREBEFIEIF>

HEFR gy
ADI —REIGFAEE
Alb TINT I
APTT TEMAEER Y b1 IR T T AT ]
AUC S R T TR
Cmax R
CMC TIVRFT ATF /L E—R
COX vrutxur—8
C trough TE H IR AR AR F R
EMEA W B FE S AT
Hb ~E/ne Ui (hGER)
HPLC EERIK v~ N 7T 7
Ht ~< ;7 Uy ME [=lFimEkEE (PCV) ]
LDso PEEILE
MCH Y1 2 5
MCHC SRR IMER 68,55 &
MCV SRR IMER AR
NOAEL il
NOEL RV &
NSAID (s) FEAT B A RRPIRIESE
PG TURRT D
PT =1 N = N N =
RBC IRIMEREL
T TH ISR
Tnax R TR P B R ]
TP O A/}
WBC (#) HimERE
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Bin, WIEOHREEE (B30 34 FEIEAE &R 370 5) O—HZtiEd 214 (F
R 174F 11 A 29 B, PRk 17 FEEA B SR 499 5)

The Merck Index, 14th Ed., 2006

EMEA: Vedaprofen: Committee for Veterrinary Products, Summary Report (1),
1995

EMEA: Vedaprofen: Committee for Veterrinary Products, Summary Report (2),
1996

EMEA: Science Discussion for the approval of Quadrisol, 2009

RSt A v —_y b, YT T = UG (RAK)

JW Tracy, LT Webster, Jr.: 5 42 T& IEHJEDLFHIEICH NS DEY). 7 R~
Vo XN CEHEIYNGRORRE LR —, &, 10, SrE T, fmHRE,
IRMIEACERRR, E)1IETE, 2001 4

Khwanjai V, Chuthatep S, Durongphongtorn S, Yibchok-Anun S: Evaluating the
effect of 14-day oral vedaprofen and tolfenamic acid treatment on renal function,
hematological and biochemical profiles in healthy cats. Journal of veterinary
pharmacology and therapeutics, 2012; 35(1): 13-18
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of nonsteroidal antiinflammatory drugs as inhibitors of constitutive and inducible
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States of America, 1993; 90(24):11693-11697
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K Takeuchi, S Kato, A Tanaka: Gastrointestinal cytoprotection by prostaglandin E
and EP receptor subtypes. Nihon Yakurigaku Zasshi (Folia pharmacologica
Japonica), 2001; 117 (4): 274-282

20



