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flick ., BoMmiEN» D UEbEEE»BE(Ld TEEBRLE FICEROEEE., RACaFy Farz
B2 ENBHB.109.1.2 BHE] 7 - $E%E F UYL (EKELT)LE
2.2 EERIKRORE DD 5 EE M/ MUEREREZRE 2 g v ~F. BREE60mg. 1H3EZEORET 2,
EBbTABENSDH B.]1[9.1.3 2HE] HRE. PEGE. EREEE EHOSEE 1. 1E60~120mg
2.3 HELFHEREDH 5HEE[0.3.1 BE] FH7¢. SHRMBOEERE. f | 2059 %,
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BIHEMEORERPEI DRI 25, [2.2 B3]

9.1.4 DMEREEREDH 2 BE (EEBIKET2DH2EEE
FR<)

Bouzy 75y VEGRMENC XV IRE., B3R
BREBOHIMAE D, DBEOHEESEINT 5720
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BE5LaWZE, SEERE, x 70— YERBREED

BWERZHRIET A D5, (2.4 ]
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FKBDESEE - EDREN D 5.
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HWELOERERUBARBOEREZZE L. BAO
W3k 2 matd 5 2 &, BMER(S Y ) TR
RAOBITHFRE SN TS, [16.3.2 2]
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INRERTRE U BEREBRITERE L T,
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LEPOHEEHET 5% ERER/NNEOMHHICEED
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1.1 EXENER

11.1.1 Yav I GEEARR), 7F 7«45+ —BEERH)
vav ., TFI745F Y —(MERT. SRS, HEHE
2, FFRREES) D S5bhb 2 ENH 5,

7<) kG Al
g7y

PUREIM R & TR 9
2BEINNHZHDT
FEL. BENFHN
XHET S &,

KEIDTaRY 7S5
D VS RBAMEIER I
& O /R B AN
S NIMEEEERE KT
U HLgtI /e A3
Shb7zbEEZILN
TWb,

11.1.2 SEEREREE (HEARH) . BMmBkEA GEEREA) . /B
MEMGEERE). BERFRUEM GEEAR). M)
MR (BEEERER)
(8.3 2]

*TMN3PEMREIBEMMBAE (Toxic Epidermal
Necrolysis : TEN) (BEEARH) . KERKIRERS
(Stevens-JohnsonfiElRE¥) (BHEAEA) . ZRZHIHE (B
NHH)



11.1.4 2UBEE GEEAH)., ®70O—CiEREE SEERHA).
REIEE B (BRE AN
AHBEEEICEVENITLNESHS5bNEI EN
HHDT, BITHEET L &,

11.1.5 S >MEDARE GEEA)

11.1.6 BEEMERHR (SEEAH)

FEN, MK, RN, BOERXAREE. WRIkESEE
PESHEMRP D SbNBEZENHEDT. DX
ITERDP DS bNLGEEICIES ICKE2HIEL,
BIERERILVERORGZEOHY) L MBEZITH I L.

11.1.7 BEMEEE GEEARR) . SEEELm (5% )
HELZHEOEBEXIZ/NNG. KE» S ok, NI,
MESOHELEHRMAHEEL, ZRICESI T a3y I7p
HobNBIERHHDT. TNEDERPBDHHN
BEEICRES IS E2HIEL., BYRMBEZITS &,

11.1.8 JB{LEZFL (BEERH)

DERE. BREOERISRD S NGEEICIXESIC
BEZFRIEL, BULZMEBEZTYZ &,
11.1.9 I\Ni& - KEBDIRZE - BAZE (BHEAHH)
NG - RIGOBBICHEWL, %% - HEIHSDNSZ
EAHAHOT, B - BN, BE. BEREESEORER
RO SN BEICRES ICHRESE2PIEL, #EY20
BEETH T &,

11.1.10 BUFERFR (BEEARPH) . FFEEBEREE (BHEAH) . &8 (30
FEARER)
FrrgRERRE (BE. ASTER. ALTER. v-GTPLER
%), BER AN D S bNBZENDH S,

11.1.11 IREFEE BHEAH)
HEFREZOSMREEEELSHS5DONDL EFH S,

11.1.12 EEHEBEEN GHEAH)

15. ZDhDEE

15.1 BEERERICE I B
JEAT O NEHERERR 2 EHBREShTw st
IZBWT, —BNZAEDSRO SN EOMENDH 5.

16. EYE)RE
16.1 MAEE
16.1.1 BORSHF
BERABELIMIcTFY a7 x> F b7 LEE60mg % BEl#R%
Q%5 L7z A, PPN ES N, Mficidasy 7oy >
(REAAR) D137, trans-OHE GEEREY) ORI THEE L. &
EMAEREEICEET ARMIITF Y 707 = > TH305. trans-
OHMA TS0 TH D FEHITVF LI/ TH > 721,

Ty a7z rF b ASE60mg%E BERECO 544 O M7 R iR
(¥y3I2v—varh—7)

(ug/mL)
6
i a
4
A
%
2r =5 A=
JEE
trar?-OHﬁi
| o ‘."\.~~
00 1 2 3 4 5 6

¥ 5t W (hr)

a¥y a7z b LAGE60mgE BRI EHOFMBRE (T X —5

WRIGEEE | SR
WAL (B TR, D - EH. JEEEE. & | Cmax |Tmax| t2 | AUC | E TS
HEEE) b 6 bNDC ENB S, BICSLEDRAH (pg/ml)| (hr) | (hr) | (ugboml) |-y | e
FEEHBROBEICRIA LT L, A1=4.04
11.1.13 KBS REARAE (S REH) HEVT | ] 504 1045 | 122 | 670 11.21 | *£0.93
ﬁjm;’gﬁ;‘ Hﬁéjﬂ?‘&\ CKJ:ﬁ\ IﬂlEF'&U‘);?EP Itrury uJzxy +0.27 | £0.03]£0.07| =*£0.26 +1.82 | 12=0.59
EREFEDSNEHAICE, REERIEL, HL pE
;@‘E"‘?”?fzﬁ" 7o, BUSURAHE I & & R PR R trans- | || 0.85 | 079 | 131 | 202 | 356 | +007
EORIEICERT 5 Lo OHfk +0.02 | £0.02|+0.05| +0.05 | +0.21 |A2=054
11.2 ZDftDEHER +0.02
0.1~ 2%Aiii 0.1% i SHEEANER mean+SE
WHEEY  |FE. £ O FE, RS 16.1.2 [R50
H kg I8, BERAMR  |NEr: THLHEE™ | B ABHESHlIcTF Y FaT 2> F b Y7 A80mg# 1 H3ESH
& BN R. B NG - KEBDE RIRERORE L & &, FIERGR & Mg ik & nE R
O Rl (R B WEERE %< BREMEED S NG 722),
U, OAZ, 163 5%
Eﬂm;ﬁ VS%E; 16.3.1 MIEFEERER
. Llidlal : BB ABESFICOFY 707 2 > F ) A5E60mg % BEEL]
EBREs i, MEL #3151 RSRIA 1 IROL 5 5B C T MR EE A R & Mt L& 5.
L2 OFv a7z, trans-OHEOKEARIZZHZHI7.0%.
18 o R IRE R, O 92.8%TH 70
% v, LU 16.3.2 AT
3 TR % R R SR I4HED S v MAC-a Xy a7 v F b LK%
7 I BRI %m m?\g;ifﬁ 2mg/kgEIIHE 545, FLA R 13 IR R 12 e L 5 4B
__ P B T4.3f, BSHROBMITIINGTH > 1. 19.6 BH]
e ASTEH. ALT |ALPEHR 16.4 1838
s aF¥yFu7rF U yLAKEIEE FFI 7Y —sxHLER
R BEAR MER. BEFREEE. HIEERBICB VT, BERABEICOFY 7072 F MY L%
FRE D 60mg# BER G U & = ORIt 0 £ 1 0/ DWEE (200
= = Y UM)THF F 70— LPA50%5 7 (CYPIA1&2, 2A6. 2B6.
TOf TP, PR H@ﬁ LS 2C8&9. 2C19. 2D6. 2E1 K UF3A4) DRE & 72 5 1 % 5 O R
Eiin (%t LT 2 5 2 72 0o 73) (in vitro).

)G EPIETE &,

14. BRALOER
14.1 FRIZMFOER
(&)
PTPREDEANIIPTPY — b A SED L TIRAT 5 &
SEETZHI L, PTPY — FOBAKICE D BELHIAE
HEEREARIA L, BICREAEB L THRERS
DEHELAELZHAT I LN DS,

16.5 HEtt
BERABEHICOFY S0 x> F b ASE60mg % HEREOR
L7z &, RbhAOFRNIES 2T RPICHRS Wiz KB Ao
¥V 707 z v Xidtrans-OH&D 7 )L 7 0 v gfa sk Tdh - 721,



u¥y a7y b AGE60mgHElE (1% 5% o R gkt
puid i3t}

4% of dose)
(n=6)
trans—OHfk
R
0 N S WO QU P
12 \ ? ?
ES
u¥ysu7 s
0 L L L N N X ) )
0 1 2 3 4 5 6 7 3
& 5 % K M)

TN a s

30} (% of dose) (n=6)

EE S
H{ZO i
.......... oo
HE i\
bliiN - -i’ - trans—OH &
¢ 10 .
F
0
0 1 2 3 4 5 6 7 3

5tk KB (hr)

15 8m51% £ ToORF R (% of dose)
JERERY JVra L EaaeT
[=E Ay =iyt 2.07£0.29 21.0+0.4
trans-OH{& 2.21+£0.47 16.0£0.6

n=6. mean+SE

) A OARRAFARIZ180ME TH 5o

17. ERREHE

17.1 BHERUREEICET 255

17.1.1 _E5RHEER

(EEERU O F DK - 1858

EAEE MAEEER

WY Y v FEEEMNRE L ZHEERRABKRICBVWT, 1V F
A% »75mg/HEMEEE UTARAI180mg/H % 685 L 7=
R ARHITORKEMEEE OWED 11323.2%(22/9561) . %
R WEL 11355.8%(53/9561) ¢dh - 7= BUERIE. KA T
15.5%(17/1106) i@ 651, Fa2bDIZBER3.6%(4/1104).
L - FE2.7%(3/11061) TH - 724,

(ERERBETREDHN - 1878)

B MiEER

ERHESERE 2R E L _EERAKRICBLT, Yru7x
F 27 75mg/H%MBEE L UTAHI180mg/H % 23 M#H 5 L /-5 R,
AHITORMEBUEEOREL £1361.8%(68/110f]) . BEW
#D 11387.3%(96/11041) Td - 7z. BIERIZ. AHIBET17.9%
(22/7123f) g8 HN. EbDIFE - EHARER6.5%(8/123
Bl BIF4.1%(5/12361) TH > 725,

PERIEDIHENX - 15578

EANE MAEHER

BRERE 2 MR E L —EERABRICBVWT, 1 7 u 7z
900mg/H % *HE%E & UTAA 180mg/H % 2RI 5 LR, &
Bl TORKEBUEEOUEL _E1362.7%(52/83f1) . ikl
LOEIEIET77.1%(64/830) TH -7z, BIEAIE. KAIBET16.5%
(16/797f) icBo 6N, EbDIFE - EEHARHES.2% (5/974)
B3.1%(3/9741) TH > 726,

(EREEREERR - SERBUERBEDEX - f878)

EAEE MAEER

R AR - EEREREHEE 2R E L “EERRBICB L
T 47787 x>900mg/H % Rk & LT AHI180mg/H % 238
G LK, AAIToE B E 8 & OBk 2 REE 0w
FHLLE1E57.4%(35/6141) . R ReELL £1£85.2% (52/6141). %
7o SETR B RE MR B B O B 2R IEE O L 11361.9%(39/63
Bl PRBELLE1E88.9%(56/6361) TH o 7z. BIfEMIE. AHIEE
T12.6%(18/143f) Ici®DH 5N, EbDIXER. FE - <A
3.5%(5/143f1) B - BEEARER2.8% (4/14361) TH > 727,
(Filitg - SHSHERDETR - BHX)

B MiEER

FieB L OIMEZROERERF L ICBEENRE L _HERR
BRICBWT, A7 2+ A4H1000mg/H % 0% & LU TAAI180mg/
HZ3HM&RE LR, FMRoEsRALEE BT LA
Bl TORKEBUEE O UL _EI1379.1% (53/67f1) . L RikEDL

(1

—

(2

-

(3

=

(4

=z

(5

<

—4—

11394.0% (63/67) . #MEZ OV %2 FHI L7z BEF BT 2 AKH|
TORBERUEEDOWREL E1371.4%(30/4241) . LRWEL L
1£97.6% (41/42f) T > 7z BUWERIE. AAIFETA.2% (5/11941)
ICRBH 6N, FE, BE, MF. DEFVWRCIRELSE1IFITH - 728,
(REE%DER - JHR)
EREE M85
WS, FRORBLIBEEZNRE L ZEERRABRICBLT,
A7 xF AB500mg/ H 2 MR E UTAAI60mgS L < 13120mg/
H2HE5 L8R, AFl60mg/HEETOBEMEDHERILL 11388.2%
(75/85f1) . AL L1298.8% (84/85f) . #A#I120mg/ H
TOENEDERLL 11391.4%(85/9361) . 2B EI395.7%
(89/93fl) TH - 7zo BUERIE. AAIBET3.9%(7/1796) 12588 5
N, Fa b DR 1.6%(3/17961) TH - 729,
G ETER EUESEIREH S ERENEZST) OFEH - 8
&)
B N8R
ALK ERBEZNRE L _EEHRHAKICBWT, 1770
7 x >»600mg/H %X IEE & UTAHI180mg/H Z5HE# S L 724
B A TORKERUEE OB F1376.5%(62/8161), B
B E1390.1%(73/8161) TH - 7z, BIWEAIZ. AFIBETLOA
P1IFIERD 572100,
Bl EFIRES
At ERERBREENGE LEZHEERRBICBWVWT, 4 770
7 = >600mg/H % %tHE%E & U CARAI180mg/H %2 3HM# 5 L /-4
B AR TORKEBRABEEOBEL E1X61.6%(69/11241) . %
BN EI1E85.7%(96/11201) TH - 7z, BIfEMIE. AREBT
6.2%(8/130f1) 1238 5. kb DIDEEE2.3%(3/13041) .
REERRE RS, ARS1.5% (2/13061) TdH - 7211,
EEE MEER
Al FSERBEEWNRE L ZEERARICB LT, AFl60mg/
H. & L<IIARAI120mg/H =B E#HS LR, REI60mg/HEE
TORBIROWEL E1X75.8%(25/3341) . BEWREL LIX
100% (33/33f) . AH#I120mg/HE COMBR RO =L 11d
75.9%(22/29%1) . #®EERELL_E1389.2% (26/2961) TH > 7=, El
ERIER®D 6z 5 7212),
17.1.2 —HRERFREER

— % i PR ERER B8 251l D B IR AR DM X IR D & B Y TdH 5 13)-20),

6

=

(7

-

8

=

(€)

=

A (%)

P ALl E PREMUL
B v~ 5 80/284(28.2) 163/284(57.4)
ZE TN B EE 96/155(61.9) 130/155(83.9)
FESIE 96/127(75.6) 112/127(88.2)
i B B FE B 7% 7/14(50.0) 9/14(64.3)
SER BEAE R RE 15/24(62.5) 20/24(83.3)
Filitk - SMER 4/4(100.0) 4/4(100.0)
% 124/177(70.1) 170/177(96.0)
Sk ERGER 64/97(66.0) 93/97(95.9)
18. ZESHEEIE
18.1 {EFAHRE

udy a7z rr b)Y LKMIPNEROREShiz & &, BRER
WAER OB OWRELADO £ FHLE XD RNSN, TOBEPPICT
Q2% 75D EGEIEIER OMOIEER# Y trans-OH& (SRS
B ICEMENTIERT 5. Y 7utx 7/ —E2 RS LT
UAY 75y Y VAGERMEERICE Y. 3 SN ERE - FRE - 7
BfEAZA L. BICERIER S Th 520, 22),

18.2 $EfE{ER

1821 BFvVy7ru7xrF M) TLKNMZ Sy MIROKS Lz & X,
Randall-Selittoi (RJE R M) 1235\ TEDsof#120.13mg/kg T
HO. FhFurzr, FTUFEY AV R TUVICHAR! 10
~20f5 DRV EREIER 2R L7223, 24,

1822 0%V 7u7xzrF M)LK Z Sy MIREROKS Lz & &,
BAIEMERIEICB WV TIDs0fEIX0.76mg/kgThH D F7uF k>
CES%, A FaT7zr AV AT Y D3~5EL EoEREIER
;;_,ﬁ—;[,tBL 24)0

1823 XV Fur7zr+ b LKNMES Yy MEOHRE L& X,
18 14 BE B R PR 1512 33 WL CEDsofE 120.53mg kg & R\ SER (R 2
MUy AV RXF Yy FhFarzzy, Fraxtrnd~6fE0
SURTER 2R L7224,

18.24 uxv7u7zxyF b LK OERIERIZRMETH 523,

18.3 FIRAEAER

u¥y a7y b LKIYE Ty MCROKRE LIEE, A
SV ERE(BEREETIV). 7Y 2Ny NEEK(BEREETT
WEIZRH LT, a7z, FraFftr & IZIEREOHRIREE
}Eﬁ%i—{bfcﬁ)‘ 24)0
18.4 fREMER

Xy rurzrF YT LKNMES Y MCROKRE L L&,
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—fg&:uFy a7 ) Y7 LK (Loxoprofen Sodium
Hydrate)

{£%4 : Monosodium 2-{4-[(2-oxocyclopentyl)methyllphenyl}
propanoate dihydrate
2F : CisH17NaOs - 2H20
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(O%Y=2$60mg)

(PTP) 100%E(10%Ex10) 1,000%%(10%E % 100)
3,1508% (218 X 150)
(- N FBHIAD)  1,0008
(OFY ZUBK110%)
() 100g
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