20244F 1G] (3516

Bk 0 IR

FREE : 34

BAEEEAPIEES
871149
100mg 200mg
AERES | 30200AMX00391000 | 30200AMX00392000
BAR5ehata 202046 H 202046 H

JEXFOA KMEHEL - $85E% (COX-2EIRMIHEH)
tLaxsJig

BLAFDJ&®100mg oK)
CLAFD T & 200mg rov Ky

Celecoxib Tablets 100mg-200mg [SANDOZ]

FIE SNIWIE | € ST
) EE-ESEOLLEICEIVHENTLI L

1. B4
HEICHEWT, »704% 25 F—+ (COX) -2 #RAY
BEFZEDREICELY ., DHIEE., BEFEODEETEHA
ICE> TSN EONERNEERMBEROUIV &
WA EATEEMIHU.ChoD) X7 IAERE”E &
HICHATHFREMIHDERESNTWVS, [7.2,
8.1. 8.2, 9.1.1, 11.1.3, 17.3.1 B8]

2. B2 (ROBHBICEIBELEVI L)

2.1 RHN OB AL ANV FR > 7 3 FI2xk LB igeE o B E
D 5EE

2.2 TR U GEAT T4 FHHE - SURAISICL D
Wi EEVEDESS) IZ OO H 5 EF [HEEE5E
B2 FRTLBENDH5.]1[9.1.6 BR]

2.3 MLEEE O & % B LS 2 LS 22 BEh
BHbH.1[9.1.4 2]

2.4 BELRIFHEEDD HEF[9.3.1 BH]

2.5 MELHEEDH HEF[9.2.1 BH]

2.6 EERLERAZODLEH[TURAY 7T 0V VA
FHECRHIZ D < F b w2 kBRI A D B 7280
BREZ BAL S B BENDDH 5.1 [9.1.2 ]

2.7 EEIR S A S A AT O BT EE YHEICB VT,
ST ZE N O NE TP O SBAEINT 5 & OME DD
5,1[9.1.1 BH]

2.8 WHHRFDLM[9.5.1 BIH]

3. HAR - MR
3.1 fHEE

B4 + L a%x > 7% 100mg L a¥x T 75 200mg
o [+ r) REAN
e | lEEPELIXY T lsheLa%s
HA) 100mg 200mg

FLBEAA, e Fusd 7ol a—2A, 77 Vgl k

=
WALy 50 2570 v s Ry 4

3.2 WA DMK

iz, L a¥x “/\7\\5? 100mg L a¥x “/\7\\%3 200mg
| 4 F)
FIE | #EAD OMIEOFEE HIFA D OFEMIE O FEE
Rk o S}
.| (o '
e =&
e $0mm Ll S mm
JE & 2.8mm 54mm
B & 180mg 360mg

4. EERIIFHR
OTREBLECITIEIRDE L - 858

BEE ) v~ F. ERMEEE. BEE. FRREHARRX. §
BBERE. B - REX
OF itk IMBEHRLEVICIREHRDBE X - 858

6. RERUVHE

(&) o~F)
HEL AL a2 7L LTI 100~200mg % 1 H
200, - HEBRICEORGT 5o

(ERA4BARE. FERE. RREMEARX. HRbERRE. R - R
W)
WEL AR LIS 7L LCLE 100mg % 1 H 2 1),
W - H RIS 5o

(FHiTth. SMERLVITHREROHR - $H58)
WL AL Ty 7L LTHIROA 400mg, 2 FH
LIFEIZ 110 200mg & LT 1 H 2 BE#EEHRG$ 5. &b &5
fIFEIL 6 RERI DL R 132 2 &
WO EE, AIEO A 400mg, EIIE LT LI 200mg
T 6 ML EDH ) CGEORG§ 5, 72720, TH2EETE
T %o

7. BERUBEICEET 3EE

74 BMERE (BET) v~ EREBEESS) 123 A T
1BV ARH DY 5-Btat: 2~4 EH %2 i LT b G
[ ZELEDTRRD LN WAL, MOEEEOEIIZOWTE
Bysz L,

7.2 KEIO 1EEE B2 2 BRI GO EEIIMHI SN TES
T HECBW T, REOREMES XY, L%, N
EEOEE T X > TEEAIY 2 DI R ke a5
BOEBEMINES D EOWENDH L, [1. BHE]

7.3 MoiE % - Al (OIMEREETFHOBNTHERT 27
A raBd) ORI AZ EATEFE L,

8. EELREXNEE

8.1 AH 2T 2413, Arhi/NE%E nThEZ2BR D W%
4221280, BIIChz 0 BREEG LT L1
ZH ]

8.2 RHIDFEGAZ LY | LHZE, WMAEPEOEETHAICX
S T 72 DS R IR ZEARR R E R T 2 BE N
HHLDOT, BEETHIIT, 25 O OIEIROIEH
I HESET A28 (1., 9.1.1 2]

8.3 AFNIE MR § 2 1ERA D 2 VT, LE RERT
BioBHWTT AEY) v oS E LT LW &, Bl
INHEE R T o TV B BEICOWTIL, KRS ICEW, #
DOEHEERIEL TE R 52w,

8.4 [EPNTHEG &t RIZIEM L /- BRHER CTld COX-2 1A L
TEIEOE CARK] & BIREOMRNIEA T O A FHEH % -
AN X B2 WHILEORWER RIS EIRDO SN o7z,
B2, MWLEREEREDY A7 77 7 ¥ —OEWEE~D



GUIZBLTEAEHOEHR I o288 xiT) 2 &,
[17.1.2. 18.3 &M&]

8.5 A4, F4%. AST. ALT. BU IV V& FH, #HD
FHPHE SN T L0T, EMMICIFEREREZIT) 2 &
B2 +51247) 2 ko [11.1.5 8]

8.6 AR, MEMEAEOERE LB EO I
NTWBEOT, B ERIERE LT 2 LB % 1451
1792k [11.1.7 ]

8.7 KFl oG &L mEMEZBEIRAE (Toxic
Epidermal Necrolysis : TEN). Bz RiFEIRFEMERE (Stevens—
Johnson FEMERE) ZEOFE CTHAIC & o TN %2 BB AE
KRBT 2820 d ), £ O%E, INLOFRRITE
HRMG% 1 7 AUPNZEI L TW 50T, AR IEEEC
HETAHZ L, [11.1.8 ]

8.8 @M (BET) v ~F. BRMEEEIES) 128 LAK %
HWAGEIZE. ROFHEEETSH I &,

EM D D VIZEIS U CHE R R, M,
RS RERAT . BPRREEMR A, ORI A K OME R IR A5 )
219 T &,
S {HZE - ERANC & 2RI L TlE 7 <L RHERREE T
HHIEIBETDLI . . FEYREDS OREL Z
BTarZ .

8.9 SR (Filve. IMEHZI ONTIRIR DN % - $F) 12
i LAFZ VDA 121, ROFBEAEET L2 &,
CEMSEROEROBEEXEE L., 5352 L,
CRANE LTRSS 2RSS 2 L,

CREREER S I N AT V., RE R BIR LG L v
o

RO G EAS 2 REDREE R 2 L IZHEL,
o IR EIc oWl 2 2 &,

8.10 AHITHE SN TV A EIEHIC XV L KYE & ABE AL
THBLTNDHHOT, BEEIEDFEIN TR LIEEC
®5THZ L,

8.11 NS T, MEEMED T, HIRSAEZ L2 LD 5
DT, ABHOBEEGER M) (EEIER T 25612130
BIEHZ L,

9. HENEEZHIIBEICHT IR

A1 AHHE - BEESEDH 285

9.1.1 DINERKBIIIZOEREEDH 2 8E (BEER/NA/N
ZEEMOEMHEE LK)

[1.. 2.7, 8.2 ]

9.1.2 DMEREEEDH 2 BE (EELOEERLDH2EEE
<)

Ky FRUT LADIRBAFRI MDD Y . LEEEEE
EALXEDLBENLDH D, [2.6 B

9.1.3 EIMEEDNH 3 BHE
Ke T MUY LADFEPR LW REMH D, MFE % A&
TLBENDD 5,

9.1.4 HLHBBEDEREEDH 3 BE
HEMEE 2 HIE sS4 BE N H 5. [2.3 ]

9.1.5 JEX70O4 N4H%K - sSEERIORARE (C K 2 HEMHE
BEDHZBET. FEORPH/EIPVETHY ., »DOIVTS
OX M—ILICKBBREBEFPITHOh TV I EE
RAN &G 53 A A, TaRRE AL L, HEIE
54252k, 3VTORAM—IZIEATO AL FEEWNE - $HE
FNC &0 & U7 b 2 2R U & L TwB A, 3
V7a A M=)V & B EEICIPUE 2 R T IHALEE S b B
5o

9.1.6 REXWMEDH2EE (FAEU CHEAXITZDEEEE
DH>BEEKRL)

W EINEEFRT HBENDD D, [2.2 ]

BB

©

9.2 BREEEERE
9.2.1 ERLEREDH28E
TH LW L, BEEZELSELBINNH L, [2.5
9.2.2 BEEXIITOEREENSH 3 BE (EELBREENSHS
BEZRC)
BT R OK, F 8 7 ADRFREANE Z 5 W RS H
D, HREELEMNIFESELBLINDD %,
9.3 frRelEERE
9.3.1 ERLIFEEDH 58F

BHLAWZ &, FEELENIELBZNMND D, [2.4
ZH]

9.3.2 FEEXIEZOREEDCH 28E EELHEEDH
BEERKRC)
HEZEO T2 LEEICKS T2 L, MHPRENESL %5
EDWREDND D, [16.6.2 K]

9.5 11i%

9.5.1 IEIRREAD 4
B LAanwZ b, HIRAH O~y 2V e v D905
IZBWT, BIROEBIRENGE S S S Tn b, [2.8 7]

9.5.2 iFl® (HEIRKEAZPRS) RIIFEIRL TWBFEEHD H B
T
EEEORMEDS R Z L2 &R SN DA IR
G452 8, BH53 B, BER/NRIZE o, BEE
KREZERT L SEBEICHEG T L, YrutFi s,
—PIHER GREOF, AHD) 2w L, R oBfEne
W ) ORI A 2 3UIHE D KB AEDE & 72 & Dk
W Do ReFEMINE % F 7o Rtk SR BRI BV T il
PEDSFRD B N5 e CYA RO BN RE (BN obE
) A5 AGH SRR TR IR IE R SEEE O BN, At
flE~ov =7, JRIBAERDEIBD LN T D, F/2T v
MZBWTEADIRIBICRATT 2 2 & s T b,

9.6 ®ILIF
EELEORRER OCBILREOF T ZE L. ZILoMkk
AT IEEREFT 5 2 8o & MREFURANOBITSImE SN T
U\Z>3>-4)o

9.7 R
INBEEG L LA Ot % $81E & L 7o R SR
WXEN L T,

9.8 EEE
BEOIRBEZBE L 206, HERIIKG 7528, —KITE
HREREAME T LT\ b,

10. #EER
AFNE, T U TEWAHRES CYP2CO TR# SN L, £
7o, AHFNEL CYP2D6 D Tld 7\ 25, CYP2D6 O [HENEH]
269 %, [16.4 ]



10.2 HFRAEE (BFRICEET S L)

S %

B AREIR - 1B

BT - el

ACE [HEH]

IZF 7)) NLV=TL
A VIR
1357 Vi
i

BT VIR

ZEREEUA)
TNV E Y
¥t
NV E v
oYy ra
/N

5

AT A MK -
%) (NSAID) &7 >
VAN oF Y =N
(ACE) BHEHI D W %)
BRI S5 WA
Wb EDIREND D,
ARH) & ACE FREH i
TUIVAFrY %
R HH & OMEAE
JHEHA S 2 Tld 2 WS,
BEF 5 % 35 613 A0 FLAE
Motz 2%
ByaZ e, (B,
TNV ERGHE L
iR AR T, BHEE 70 I
JEZACILRRS b
Sl OWENH )

AR
F7 T FRFRA
My xF7T
UK
v fgzuogs 7y
S8

LN

HBEIZL > Tidfho
NSAID #7110+ 3 FJk
OF 7 ¥ KRFRA O
F by A HEER %
KT EELTENRRE
NTns, KFL, 70
t3IFXIEF7YFAR
FIRF & oA HAE M 1
HH & 2 CldZevas, BEH
T LA IHEERD
HeZ D REE A BT
bk,

flh> NSAID Tld. B
BT L TURY T T
U UEBREEIZL S

LEZLNTWD,

TAEY) v

KHF EMMHET AEY
> (1 H325mg LLTF) %
BEH L7856, AFI O A
ERA L E X2k~
TIPS - LS I
M DS ERIE L %
LI EpHE ST
%o

TAEY YOI X
) NSAID o #1b 1% &
B - AL WIS & B R
SEBHEEZLNTY
%o

ENIIGN €
sO¥E RZ7 LV
.

ARH] &P % BF
M L7cHE KRIOzE
BRHI L7z & &1kxT
THALAE I 0 36 A FE Y
W B NS
nCTwb,

25 OFEFNL /MR
BESRMGIER 26§ 5
728 . NSAID {5
imzhEsEs &%
AHNTWE,

)T L
[16.7.1 Z]

o3

1) F 7 2 IILHE s
BEAL. VF T LDME
258§ 5 B2 s
HbHo VFTAEMA
o BE KK O x5
ZRMGE X E Ik 5 &
Xl taiclErE
= s IR

BE s 2Tl v
25, BRI A HES 2 72
DEEZLNTWD,

TNV aF =)
[16.7.2 =]

ARF) o M AE A B
L. RENOMER 25858
TELEBINKH D, 7
U= X
DEBHIERA OHSG
FEAE»SHET S
ZE,

CYP2C9 12 & % & H# @
R#zlHETLEE2
LNTwa,

TWINAY F ¥
[16.7.3 =]

KF RN T VINA Y F
> O IMLAE R EE S b5
L. REIK ST VINA S
T OERMPEERT 5

CYP2C9 (2 & % & H @
Rz HES 5720, £
72 AR & F L CYP2CY
TR#pINDBZDEE

BEND D5, ZHNTWwh,
7)) URPUEINF |7 a b a Y L EEEIAT|CYP2CY & A3 A 1t
JIT 7)Y ERETI2BENDTH 2. OBAEHEIZLL LFE

[16.7.4 ZH]

ANl A= e
W, EETHAICL-
T Ea 19 7 1A
EENRLTWDE, L7
7))y EREHPOER
AR K OF G % G H
LWIEHEEEET S
BZiEHaEE L T
BYLZ L,

ZHNTWS,

AREE ol g
[16.7.5 =]

AH O IMLAE v il 2 7 I
TL.SaFtF ol
BHREN LA L 2.
AR OVERAWIG L /3
0¥t F O fFH
B ABLNN D Do

TFTEFAMTRXMNLVT
7
[16.7.6 =]

FEFAIETRARNVT 7
> O MAE R EE S b5
L. 7F¥FAbOX L7
7 v OER RS 5
BENWNDH L,

CYP2D6 o BHEAF 12
IpLEZLNTND,

R FRRAER - FE 5 W - fEkRE T
&l AFH O LA F i BE A BRI XI5 A T

TV I = L]
TR L]

T L AFIOVEH YRS
FTEBLNN Db,

[16.7.7 8]

11. BIfEA
WRORWER 2SS HbN b 2 L3dH 5 DT 8BS % 1551247\,
BEEHRRO NG AT S 2 R IET 5 7 ) 2 WLiE &
192k,

1.1 EXLEIEA

N1 2avy, 7F747%9— (OFNLHEAW)
vavry, TFET4TFY—, WPULREE, M FEE, L.
AEHXEREOBRE LR MBIEDO I HRE SN T D,

11.1.2 HEMEE (0.2%). EEEHM (0. 1%k . HELE
I AP
M, Tl (2 LF) ZEORERARD S z8513#% 5 %
IEL. #UZMEZITH) L,

11.1.3 DEBHIEE, BiEEdh (W3S 3HEARN)

LFSE, N EOTE THA I L o TUEEG I 2 0 ImAE
RMEEETERRERE SN TV D, [1. ]

1.1.4 OF2, 5 >MEOFRE (Fh HEARH)

11.1.5 A2, R (WIS HEEAT) . FF#EES (0.1%
Fith) . FTE HEAR)

JFA4s, JF46. AST. ALT. ©) V¥ o R, #E 0%
G S Tnb, [8.5 ]

11.1.6 BERRMEN. JUMBKDE. EFERIRE (Wb
SHEEAN)

FRAEARRMEE I, FUMERFAME ., SERRERE . F IMERAE
MO AME DFEBIDS S ST\ b,

11.1.7 SHBEE. FEMHER (WINLHERH)
SMEEE, MEEERAFOREELFREOEIHI M SN
TWwh, [8.6 ]

11.1.8 hEMRKIBSERAAE (Toxic Epidermal Necrolysis :
TEN). BEFLERAEEEE (Stevens-Johnson fEfREE) . %2
. SHEARMRSHIRAE. FFEEEERX (I LH
JEAHT)

FREEIE R R BERE . R R RS R R . SR, Sk
PEEHESSIE HNIEE . BRI A EOEE T A2 LT
WEEAT R 72 REIR DSBS STV B DT, 585, M
REBESE S L <AL BMBEOE 12 B E 5 2 g SRR S A
WFE IS 2RIk L, @R REEZ T 2 &, [8.7 K]

11.1.9 BEEMHX CGHEARH)

Wk, PR, B T ORY (85E) S0 5
7oH AL eI X AR IR CT. I~ — 7 — %
OB ERT 52 Lo MAMM RGN HE I3
il L. RIBREE AV E VR OG5 O@E) 7 LUE 2 175
&,

11.2 2O DOEIEA
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0.1~1%

5%LLE | 1~5%Hi it 0. 1% | HHEAH
BUN 840 |CK 54 £ | $ bR I e )
st N3N 23, 1
L - e LDH # il ESNE:
VR g PR |
BESA TN [, B | M R L | B oo R
g T THALAR B E AL ORE I RE N G
R (AL, e [ . £l |55, T
N (%, Dok|E, Haw
EREE W | BER, 7| T M
ekl M DO 7 PRI B R
5 AL BEER| 4. K| B Bk
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TR B AR B, GO B SRR
Pk AP, H e E 5
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Ba-~ A 7 |NAG 8. |JREABE | 20K KRB |B & A E .
oz a7 R Ll AN G VAL
> B fiEkEE R AR L i
WAPR 2 A S
PSA #1
ez vy
F = HEm
ERIMUE . OO B AR, A
AL B OE MR BRIR. VR
R IR He CME
AN GERR A
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TR I BSHAS 4x
JEL T EIR
WEALAE . L
£y NNIRES
0 IR A
Sy I
MR 5. 8RB LK.
N1 A 3 TN
TP 2 UH B %
- W% PR 3
Fe
5% Z ) FEE | AU L B S 0
VR T T B | BER TSR e
KLOBE MR Rz BB, RRE | ROG. BHE
] 5. B e B E. AEME
N AN NS P
B a7 T B %%
KLBE
Hug . [l o, AL | A TR
i 5 D Fwv ([IRE D FEE [P, KM
o m . T
KF
W f| AL, N~
THiE, BAET| N2 ) v b
e DURCHs. | kA, ~NE
AIETE | 7oy o
I, ARREE| I, BT R
E N E P2 N i1
AMEGe, MG, N 3
WM | Ny 7 — I
FEEI e PRI
e, b&GE
Yeo ARG
%L PR
A5 I e
1A I e
Z DA wEEI, T
LoV F—1
L M
W g, A
A MR IE
&, #or
DI
Wi, FLEE
G, UPEE
P, PR
JAEIR L i
A b A
7 u v
IR N
R ZE ., &
EIINE=(

14, BREDZEE

14.1 EFIZFEOEE

PTP W#D#HNE PTP ¥ — bS5 ML TIRAT A &9
85325 2 L, PTP ¥ — bOREKIZ LD S AE

RiEA~FIA L I35 e B 2 L CHERRIM S50 EE 4 A
PHEZBFFET 22 DB %o

15. ZOMOEE

15.1 ERARERICE D 188
SHENZ B 5 7 0 A4 — N —"EERBERERIC BT, K
FIFEST- R TR G- B PRI B OBl & A3 hn L 72
EDOWED DB T, MOIEAT A FUEHZE - HFH 2
EWIH#HG ST BT, —R AT 5
N7z DHEDH %o

16. EHBIEE

16.1 IMmeiEE

16.1.1 BERAICH (T 2EpERE
TERER AT 2 36 B2 L 3 % 3 7 50~400mgtt) % Z2fi T H [l
G L7z & & oM 5-58 2 WM 4 S i s rp ok B
(Cmax) 1EL 725 F5~9 B O (T12) THEL. Crax
T OV MAE e i — BRI AR T IHFE (AUC) S = CHEILLDY
W RT A L7225,

RN L 2% o 72 BERECHSG L7z & & OFEWEE/ ST X

o

—%

Fi Trmax Crnax Tz AUCins
(%0 (hr) (ng/mL) (hr) (ng - hr/mL)
50mg
e 2413 | 287+100.4 | 5%2.4 1631+540.2
100mg 214 | 553+212.2 | 7%3.2 | 3429+1149.8
(34 1) ) ) ) )
200mg 2409 | 815+303.0 | 8=3.5 | 5832+1674.5
(34 1) ’ ’ ’ )
400mg 2409 |1296+457.7| 9=4.1 | 10789=3793.4
(34 1) i i i i

mean *SD

Fo BEBRABMEIFICEL XL 7 200mg ZZEE T L IE
BRICHRES Lz L &, EHRE GO Cua (X 152 EA L
W, AUC B Z 2 o729, EHERABME 3B FllctL aF
7 100mg % 1 H 2, &7 HEKERG LzL &, EwIkE
(7 HH) @ Cmax (3 607ng/mL. AUCo-12nr (3#J 2652ng - hr/mL
ThY ., TREEBRIN L2727,

16.1.2 BEICH T 2EYHRE
BAE ) w7~ T BB L OVE TS ETE RS 609 Bllc L ax o 7
25~300mg™® % 1 H 2 [, RS L7z L & oderb g 1,160
B G BEFSEM BB O R 2 REBICB I 28027
77 v A (CL/F) RUOAPTOSMER (VA/F) ORERITE
(ERRIZEE)) 13221 21.2L/hr (# 42%) K OF 335L (#9 77%)
i SNz 7o AFEROMEEILX CL/F o, M7 V7 I Vil
FEIE VAd/F OEBERTH 5 L HER S 728,

16.1.3 EMZHIEEMHER

L 3% 7 100mg [H> K]
L aF 75 100meg [ F] kL ay 7 2§ 100mg %, 7
OAF—=NWN—i 2L ZFNFN18E (L aF 7 & LT 100mg)
TR R N MRV A N AR I 5 L Tl 2 L a2 TR
2B L7, ook axy 7o ERE T 2 — 4 (AUC,
Cumax) 122 T 90% 15 HE X [ 12 THREEHIIAT 2 1T - 72 F. log
(0.80) ~log (1.25) OHIPFHNTD V. WHIOEYENFEZEEAHE
AN,
YL axy 78 100mg [~ B #5804k i iEfe

(ng/mL)
800 —— ¥ L 2% 75100mg > K

700 —e— L av7 Z$¢100mg

600

Mean=S.D., n=36

500
400
300
200

BENCHYUICTESS

100

0

O ex

6 12 18 24 30 36 42 48
P12 85 (hr)



BT A=

AUCo-4s Cmax Tinax Tz
(ng * hr/mL) (ng/mL) (hr) (hr)

tlLa¥xy T

100mg [ F | 3721.61%946.75|664 .69 +209.83|2.55+1.14(6.06+1.55

Loy s AgE

3756.80%966.90(654.10 +229.46|2.55+1.33|6.36 +2.21
100mg

(Mean+S.D., n=36)

B, MR O AUC, Coax FOIWBHENT A — 5 1%,
WeBRE OFEIR R OFRIUREL - BRI SF O MBI L > TRZ
TREMED D % o

16.3 0

16.3.1 EE#EEE
In vitro WY ex vivo |2 X AT OFER. L aFx T T olmEEH
WAETIIH 7% TH Y, FELTTIVT I VI, DT a -
PERUEICHEAET A Z LR EN0,

16.4 X35
In vitroV L O in vivo 2 S EBROKE RN H. L aF o TIEEL LT
FWCHEERE CYP2CO A LTSN 2 DL L 5T
Wb,

CYP2CO (2 B\ RN L, HeS¥—Leu™ O 7 I/ FREHLIC
LD EHN L > CERHEEDRT T 256055, HAAN 218
Bl A x5 & L7z CYP2CO O Tld, Tle¥¥—Leu®™ o kA
(CYP2C9*3/%*3) 1XAFEHE L 7 o 72%%, Lew®™ O~ F a4k
(CYP2C9*1/*3) 12 218 Bl 9 8] (4.1%) HFAEL 72 OMEDL D
%13>o

CYP2C9 0% (CYP2C9*3) oL LT, kL a¥y 7%
A I KBRS LizE &, CYP2CO O~ T o sk (1le¥¥—
Leu®, CYP2C9*1/*3) %3 LM 15 B> AUC I3HF A7
(CYP2C9*1/*1) DfEHERL A 137 BN IL_TH 1.6 5 & Bl %R
L7219,
BHERAIZEL 3% 7 100mg & HEHKSE Lk &,
CYP2C9*1/*1 (4 fl) &Ik L. CYP2C9*3/*3 (3#1) @ AUC
R 3 EEEE R LY JMEAT—%), BEREAICEL X T
200mg % 1 H 1[A® 7 HRRAER#S L7z & &, CYP2C9*1/*1 (7
) L. CYP2C9*3/*3 (3Hl) @ Cmax 1359 4 5. AUC &
WTREREERTZENME SN TVEY (HEANT— %), [10.
ZH]

16.5 HEit
BHRERABEICE L I TG Lzt EOREMEDIRKE
FEPPEIERIIACC (~3%), ELaF Ty TDr 7T AFEE L
TR VT T AL B RSN, BEERATEICIC-t
L a7 300mg™ % Zefi T HEEPES Lk EomiE, REOE
2 COX-1 M UF COX-2 FHEIGTE % 7R & 22 WKE A% 3 AR o2
S MEEHRICIEF & U TREAMEDTETE L Tz, F 72, T
DR R RIZ 2NN E DK 27% K UK 58% T @ -
721018 (EANT— %) o

16.6 FENEREZFI28E

16.6.1 BEEERE
B EEEE GREMAIERZ 35~60mL/4) 226lict L 3%
7 200mg & 1 H 2|\, 7 HE ARG L7z & & 03 EhRE 2R
A BT AL KR 57219 BHEAT—%),

16.6.2 FTlEEEE
JFBEE RS B RIS L 2% 27 100mg 7 1 H 2 |, &%
5 HB RS S- Lz L & BEFEESH (Child-Pugh Class A :
1261) @ AUCo12nr (ZBEEERAN (12 61) (ZHA_TH 1.4 F512,
SEFFREEEE  (Child-Pugh Class B : 11 ) Tl A (11
B 1ZHRTH 2.8 fFIC LR L2020 (MEAT—%).[9.3.2 &
1]

16.6.3 &
fEREE R e (66~83 1) 24 B K O IEmE M 2 (19~48 %) 24 B
2t ax 7 200mg % 1 H 20, 8 HERERSG Lz %, %
IR BT A TR G- R O E# S 200 Cnax & U AUCo-120r
(Cmax : 1808ng/mL. AUCo-12nr : 11852ng « hr/mL) (ZIEE#T 2
(Cmax : 973ng/mL. AUCo-120r - 5871ng - hr/mL) & ik L Tl
R L7ze . EELVYED Crax M U AUCo-120r (Crnax -
2362ng/mL. AUCo-125r © 15466ng - hr/mL) 13 & #EF M (Cmax
1254ng/mL. AUCo-12hr : 8238ng - hr/mL) & ) &fiiz /R L7222 (4}
EAT—%)0

16.7 EMHEEIER

16.7.1 UF9 L
TN 24 BlIct L 2% 7 200mg &) F 7 A 450mg & 1 H 2
W, %7 HBEBEH Lz & EWREICBIT2YF7 A0 Crax
FOAUC B E D WFR b 1.2/ LR LD rEAT
— %), [10.2 =]

16.7.2 ZJba+vy—Jv
TR 17 B2 7 v 3+ — )b 200mg = 1 H 1 I8, £ 7 H RHi#
H L7212, L a2+ 37 200mg & 22 T HIEGHHRS Lz &,
L aF YT D Cmax KO AUCIZBEHIC X W 2NN 1.7 K
O 2.3 512 EA L7212 (MMEIAT— %), [10.2 ZHE]

16.7.3 ZIVINZABZF >
fERER N 15 BlCE L 2% 37 200mg & 7 IVNA Y F >~ 20mg %
1H2R, EH7THEMFALEZEE, ELIF T T D Chax LY
AUCIEBEHICE DV W FNR LM 1.3 /IC LR Lz, T2, #HERA
I3HICELaF3 7 200mg & 7IVNA Y F 2 20mg % 1 H 2 [,
FEHRTHBBH LS, TUNAYF 2O Coax EBEHICE VG
1.2 512 R L72As, AUC B Z T - 722 (FEAN T —
%). [10.2 =R]

16.7.4 I 7>
RN 12827 V7 7)) v 2 HEik G Lkic, kLaxy T
200mg# 1 H2RET V7 7Y ¥ 1~bmg % 1 H 1A, 7 HEHH
Lce& . 2LIFTTIETINT7 7)) Y OMmiETEERYTT Mo
VU VR ER NIT S olze L LD S N TS
g lcBWT, vLax 7L o077 ) Y EFHLTHLES
12,78 ba v e VR OER Z ) EETHAIC L o TEEGT
7 IS SN T BD) JHEIAT— %), [10.2 ZH]

16.7.5 NxO% & F>
fERER A 18 Bllc/ S u ¥+ F > 20mg % 1 H 1 W, &% 7 HEES
L7212, 2L a ¥ 7 200mg % 220 FHEEIGFHESG Lz e &,
YL IAF YT O Crnax EPEHIZE V0.7 BT L7245 AUC 1
BT T o2, o, EERAISAICELIFTT
200mg % 1 H 2 b, £ 7 HM#HS L7-%12, 2Su ¥+ F ~ 20mg
el THEGEHES- L2 E &, S0 F 42T 2 D Cmax K ¥ AUC
AR & 0 22N 1.5 5K 0% 1.8 512 E5- L 7220 (FREIA
F—4%), [10.2 ]

16.7.6 TX¥ X MOX ML T 7>
RN 4Bl 3%y 7200mg EFFAPE X MLVT 7>
0mg#x 1 H2M, BF7HMEHALZLE, 7FAPuX b7
7 YD Cmax L O AUC IXBFHIZE ) ZNEI 2. 4 5 U9 2.6
R ER LD (BHEAT— %), [10.2 2]

16.7.7 HIEEH
TR 24 BlICE L 2% 27 200mg & HIEEH (FLVI=wa <
T AT NEREAD) 2 Z2E T ERIGEREES Lo & kL ax Y
T D Conax (I X D #50.6 51T L72A% AUC 13528 % 52 1)
o729 (MEANT— %), [10.2 ZR]

16.8 Z M1t

L aF% T8 200mg [ K]
tLaFy 78 200mg [ Fd [EEAEL LRI EHEA
DEWFHI SRR T A BT 4> CE244E2 H 29 H A%
302205 105) | 12D &, L aF T 78 100mg [V K]
R L L7k & EREEINS L (L EWFENICFEESE L Ak
7230,
1H) RENOAGE S N HE R O HEIXEE Y 7~ F  100~200mg
%1 H 2|, ZR%REEE. MRE. T8RRI, SIS WiiE s
BB BEESZ% 0 100mg 2 1 H 210, PR AMER. RO
W9 - 8 IR O & 400mg. 2 A1 H LBEIE 1\ 200mg & LT 1
H 2 M#E4%5-3 %0 B %5 M 6 Bl btdhirs 2 b, Wl
MoOBEE. DA 400mg. LEIZIS U TLFEE 200mg % 6
R & T TRI$% 59 50 7270, 1H2EFTET B,

17. BREREGHR

17.1 AspERVRLMICEEY 2 35k

1711 AMEOEELRE (ERERKEER)
FEINCRIE Y 7 ~ 7, ZIERIEE. BRE. TE B E s, SR
ARG, B - RIS, P, SMER R O EE 2 RICE
S N7 BRREERIC BT 2 A EE R EHIEILL T O LB ) T
Holz,



BIfT Y v~ T ZIRMERBIETE. MORAE. TR BIEREEN g, SR b e
BN - R

P ed BAET Y v~ F TN B A
sme | s nasge | BEH REBIH | nsme
lra|lklba|klLa L a L a
B3] e | FUTNFVT| XTI o | FVT o | FVT
Al - | 77 | 100mg | 200mg | 200mg | 7 | 100mg| 7 | 100mg
Pt 1H2 | 1R2|1H2 102 102
@ fl
s 43 128 43 438
HRE
W | 74 | 72 | 79 | 318 | 90 | 84 | 151 | 295
pel
BEO
i
<v%s> 3.4 | -7.4 | -114| —9.4 | -19.8|-26.4| - -
1) f)
o | £17.39|£20.09 £19.01) £21.15| £21.23| +24.77| 2167 | 30.6
it
(mm)
BEO
PTG
FJEay
ReaFMi | 2.5 | -7.5 | -9.3 | -9.3 | -202| -25.1| - | -
(VAS) | +19.82| £17.03| £18.07| £20.26| £20.60| +24.07| 20.07 | 27.30
v i
2Lk
(mm)
152 il >
PR
B4
#aFA | -2.3 | -8.8 | ~11.9| —9.6 | -18.6| -24.9| - -
(VAS) | +14.60| 15.81| £16.17| £19.85| £19.32| +21.66| 22.20 | 30.20
o 13y
2L
(mm)
ACR
PO
L(f‘fz 5/67 | 1272 | 19/79 | 68/318 -
S |(7.5%) |16.7%) | (21.1%) | 21.4%)
£
AL A
&
EeElsE | 173 | 2372 | 2579 | 84318 | 45/90 | 57/84 | 74/151 | 200/286
\DE % | (23.3%) | (31.9%) | (31.6%) | (26.4%) | (50.0%) | (67.9%) | (49.0%) | 69.9%)
o
se)
AR | sk
VR Preaios 15130 7%
BB JESi i P [ HE - RS 2%
s B T
A trats €L 2% 7 100mg
FIH: - 7 100mg 1H 2 [
102
e 51 43 438 43 238
N AT 9 B 414 74 80 79
B DY
Z'LWA?;%" Cggan | -33:2 -34.3 -31.5
. + + +
FEEE (om) £20.57 | =21.28 | =19.80
ER b ) £ e 2T
o @ié’;ﬁ”ﬂﬁ s | 324 ~36.0 —28.1
° + =+ +
FHEE (mm) 23.56 21.77 20.41
P
Egm@ﬂj”mﬁ . -39.9 -37.3 -33.5
FEEE (o) £22.72 | *17.38 | *19.75
BHOUFREFMG| 36/74 43/80 41/79
) (48.6%) | (53.8%) | (51.9%)

RDQ) FHZILE | o B
(2a7) :
T A L 261/401 48/74 56/80 53/79
FEIC L DWERD | (65.1%) (64.9%) (70.0%) (67.1%)

a) PPS (Per Protocol Set) : {GERFEMRTHIFE (28 & L 725 REM

b) ZEEBIEE Tl EE O

©) ZTMERHTE TIE. FEA O EHil

d) ACR UG () L08R (UTol) RU2) %ilzd4he
[U%] &9 %, 1) EmMEEHNE OEIRME A V9D 20% DL R,
2) BH O FHE (Visual Analogue Scale : VAS) . B O EIGEI 14
ReRFAl (VAS) . FERT OB BB AR (VAS), B3 O S4B aeah
(mHAQ) @ 4FHH?DH b 3HHLLEIZH T 20% L EEr#)

e) AU EEHE O IALEFMEF 12 381 B e 3 AL i AR e s e 52 1
BIF s ([HhEEYEE] U Eodls)

) GG L 2R FATHMECTH 5 720, EHFEIZO W TR
&+

g) FAS (Full Analysis Set) : 3£#1% 1 B EARM L. #5512 H b RE
TH H ASEHI S 0T Bk G4

h) BB OUGEEFMA (R ko72] Y hodld

i) RDQ (Roland-Morris Disability Questionnaire) : AEiG{TEh o |2 BE 4
% 24 JHH OB/

Filite, MG O Pt B

BB ERIE3230] MG R
AER £ AR SRER3Y) — B R B0
] . C e
T - 77 R traxy7d | rraxyy
%511 H 2H 8 H
AR VESFATHE B ) 124 248 80
‘%‘%@@f]iﬁ £2H | 79/124 (63.7%) |189/248 (76.2%) | 70/80 (87.5%)
AR Q’AS) 34.82+29.318 | 45.51+24.781 | 52.6%15.2
(mm) ©
BEL Pk eI Pkt
p 5 AR BERY 45 T a2
BERE i B
;%r%;gu . tlLaxy 7 >3 Yl a
A 4 4 | 25me | 50mg | 100mg | 200mg | 400mg | 4 | T 7
it Wi | B | M| B | M 200mg
w5 N
i LH () LH (2 )
Lyl

JEATRE | 53 58 54 54 53 58 58 64
s

BHEOD
EIE

L%
A

13/53 | 28/58 | 27/54 | 39/54 | 39/53 | 47/58 | 15/58 | 41/64
(24.5%) | (48.3%) | (50.0%) | (72.2%) | (73.6%) | (81.0%) | (25.9%) | (64.1%)

i
(VAS) -

(mm)
c)

12.3
+19.5

33.4
+24.2

a) FAS (Full Analysis Set) XX ITT (Intention To Treat) : 35| % 1 [a]

VUERRA U #5800 R 1 RFIE B A5FFE S 0T 2 0F R 4L

b) BEOHGIZL 2H%E ( [/ g [ L <7z LRl L 722

HOEE)

o) LR (VAS) (B L B3, N— AT A ¥k — &3y

d) #WElt L 3% 7 400mg #%5-%. FHICEL 3% 27 200mg %45 L.

FHIEEL Xy 7 200mg % 1 H 2 \%5 L7

e) Mt L 3 ¥ > 7 400mg ¥ 5%, FHICEL 3 F 27 200mg %445 L.

BHDREEEL 3% 27 200mg % 1 H 2 M5 L7z

f) L 3% 7 400mg $5-MHI0, HICHEmSE L L L L2 ER T RIZE

G- %47 BT O Rk % 5Pl L 72

17.1.2 HEBEICH T 28 (ERERKAER)
BEER ) v~ B (RS 12 80) . BB ESRE (%5
IR 4 ER) 2 xbs e 35 EIE IR RER 2 B oW T %
R LR HIALERE GER) 2 CoRMERREI=RIZt L a
* 3 7 100~200mgl H 2 [#% 5 T 12.6% (96/759) . *i i 35
(COX-2 |2/ L TEREDIRNIEA 70 4 FHHE - $#0HA) ©
13.4% (103/769) T - 723230 [8.4 HIE]

17.1.3 DIMERICH T 228 (ERERKRHER)
EINTIHENE L =B8N ) 7~ F B3 (5000 12:80) . 2%
HERE (PG 4 8E) x5 5 EH IR 2 Bk
WeERE T — & R LR LR, EEL OIMEFROBHEL, 1
2% 27 100~200mgl H 2 [#%5-T 0% (0/759) . *FHESE (COX-2
WZxf L GEREDIRWIEA 70 4 NP % - 5% T0.3%
(2/769) THo 7MW, Fi-, BETY v~ FEE G 48
M) ROERMEREEESRE FSHE  480) 268832575




RR IR TR E ML 3 BRI B B EE LR O
Bzt L a % 7 100~200mgl A 2 [$%5-T 0% (0/675), 75
tART0.2% (1/412) TH-720 B, 2007 FEOKBE E TIIHE
i S N7 14 F oG cR et % 57 L 72 N & ik
b 12 3B (BT v~ F . BIRUEREETE. BRE. T8 B
95, SHIE WREMETE & O - IR B 2 b G & L - fRRERER) o
BT — 5 Il B AEEL GCIEFZOFEHRI, tLaxd T
25~400mgl H 2 M5 T 0.1% (2/2398) THo72%, &5
2. A, B BIETEB 5. SBBEGEE (WL SR 4
SERD) J O - RS EE (SR 2 EM) AR L LR
S B DOWERE 7 — ¥ OEFTTIX, WEL OIMEFROEHEIT L
L 2%+ 7 100~200mgl H 2 [A#5-T 0% (0/1,304) TH - 729,
FAlith (PeGHR 02 ). 4MBH% (RS - 8 HIM) . itk
(Fe G 1 RDOx 2 |) B E R E L2k 4 3BT,
EELOMNEFEROEBIZLL %Y 7, 7T RGOS (JE
27 uA FHEH% - #EEAD) OVThoEL7ICL O sk Hh
- 7:39) 42) AT) °
17.2 BERGTHRAES
17.2.1 ENRERFEHRERRTRER (BERA O LEFEEERMEICRIF
BEDKET)
RN (G  25H) &S &9 B FEH I AR ok L
H - TR oOEEREEE (NEEETR) 13+ L 3% 7 100mgl
H 2 \$%5-CT1.4% (1/74) . xHiEdE (COX-2 (2% L CERMEOK
WIEA T O A R - A T27.6% (21/76). 7T EART
2.7% (1/37) TH-72
L axy 7THOF - T TRBOEE DA 2 HILL ORI O %
Bz, 05 AME%£10.5% (8/76). ALK 2.6% (2/76) .
FIEEE 2.6% (2/76). H42.6% (2/76). [1N%2.6% (2/76)
THo729,
17.3 ZOft
17.3.1 REIFHHRSHRER (77 €t REBXBRY — TEREFHHR)
AHENZBWT, 2L ax v TORERY — THEFHY (REHO®)
FESLERIECTlE e vy) O 2 B E 32 2B Eli S, 20
9 H APC @Bk (BFsVEREIIE R TR <id. 3EMOWE
SRR 7 TR E L L L a Xy TG COBARHMIEE
COIMAEFRIZ X D01, OZE N ZE ) DFSHIER I A
B 22 BN AT Sz BAFHIEE O 79 e RISHT 51 L
2% Y 7 OME ) A 7 1% 400mgl H 2 F#%5 T 3.4 (95%CI :
1.4-8.5), 200mgl H 2 [#%45-T 2.8 (95%CI : 1.1-7.2) TH -
7o 3AEM OB AFHME H O BB TIL, 77 1R TIZ0.9%
(6/679)., t L aF L 7 400mgl H 2 EH%5T 3.0% (20/671).
200mgl H 2 M#% 5T 2.5% (17/685) T > 72 —7). PreSAP
B CRIGHRIEYER ) — 7RSS T HiER) <t HAFHMEEH I
WT T TR REE L2 A 713 400mgl H 1 F#%5T1.2
(95%CI : 0.6-2.4) THEZLZY A7 OHKIEFZEDSNL»ro72. 3
FEHOBEAFMEE O REEIHETIZ, 77 KR TIE 1.9%
(12/628). L 2% 7 400mgl H 1 [A#%5-T 2.3% (21/933) T
721950 (BEIANT—%). [1. ]
) ARHN OGRS 7 ER O EIZBE ) ¥~ F 1 100~200mg
= 1 H 2 M, ZREREEE,. e, 5%, SEIE e
TEL OB - RS 0 100mg 2 1 H 2 [\, FAliee. AMER. RO
45 - 85 0 WE A& 400mg. 2 [ H LR 1 [ 200mg & LT 1
H 2 RO 3 5. B &KGHEIX6RMMUESITLZ L,
HOYE L, MEOA 400mg. HEIZIE U TLFE 200mg % 6 F
L ES T CROKG T 5. 7272 1H2RFTET 5,

18. EEzhEIg
18.1 1EFRF

tlLaFxs 7k, vrutrFrrr—+ (COX) xtd 5 BHERN
HEBRFAT 27200 PBEETFHBRZEREEHCERRLDY
COX-1. COX-2 & ZNZNEH L7z HERMIE % H 7 58RI
BT, COX-2 1A L TRIRMY 2 BHLEMEH 2 7R L 725259 (in vitro
AR . L X TIE. HERITICHEE SIS COX-2 & ERW
WHEL, COX2HRDTORY 7T v Y VHEOAKE I %
ZEILD, W BEREERERTEEZ SNDM,
18.2 MRIER U EERIER

L aFy TG EBEREET LV THLT Y bOT T 2Ny N
REFVIZBNWT . OF Y TO 72y KA v FAY D v LR
DPCIAE M OBIRVE % 7R L 7299757

18.3 SHILEICH T B1EH

YL aFT7iE. Ty MK L TE ROV S 2 R S 7%
Polze —H AV Ay, uxy Uy, Y rua7 )
7 B 70 F b G R AR E K OV R R R 2 % ke
L7259, [8.4 &)
18.4 IM/MREZEICXT B1EA

L a¥xy 7, e PRI IMUZBWTT T % F v BRER L)
WEELIH L 2 dro/ze —H . UF VT T2 AV KA Y
Y72 F s RO 770 T 2 R R R
N L7250 (in vitro 3UER) o
18.5 —a—%/ O RNEEE DA

—HDZa—F 0  REEIL HAMOIEAT O A FUEH%E -
PURHIZ DT 52 Ty FNICEBEFRTHLIEPMONT
WEY, klLaxy Tl F Yy S0 a—F 0y RHHE
Wh <y APHBG L Ch, ERIEHEE SN h o 7200,

19. BRIRSICEAT 2R
—REEIEFR
t L a%T7 (Celecoxib)
f(g=aE
4-[5-(4-Methylphenyl)-3-(trifluoromethyl)pyrazol-1-
yl]benzenesulfonamide
FFR
C17H14F3N302S
FFE
381.37
EZ/N
HOOREEEOR K TH %o
TERZM)IWVEPTRAY ) = VIZETRT L, =% 7 —)b (99.5)
IZRREITRT L KT E A EET RV,

eFEEX
O O
HsC \\S//\
/©/ NH:
N
\
\@//E}/\N
F F
F
22. Q&

(ELax 78 100mg [ K])
100 $2 [10$& (PTP) x10]
500 & [10 %% (PTP) x50]
300 $2 [/3F]

(ZLa*x > 7 200mg [H> K1)
100 §& [10 %t (PTP) x10]

23. FEXE
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8) BAHE) v~ F R OEEHEEESS - SEWEE (vl av s
AGE 12007 4E 1 1 26 HAKFR, WHFEERMES 2.7.2.3.8)

9) HANEEL AW EESEEREE (L 3% 2 76 100mg [H >~

FD

10) Paulson, S.K. et al. : Biopharm. Drug Dispos. 1999 20 (6) :
293-299

11) Tang, C. et al. : J. Pharmacol. Exp. Ther. 2000 ; 293 (2) :
453-459

12) dEaMeERERL N - AR O EAER (L 3y 7 AE 1 2007
1 H 26 HAGE, WFTEr%2.7.2.2.3.1.1, 2.7.2.5.3)

13) Nasu, K. et al. : Pharmacogenetics. 1997 : 7 (5) : 405-409

14) fEEERA - 3 (L oy 2 A48 2007 4E 1 A 26 HAZE, H
BRI 2.7.2.3.2.6)

15) Kirchheiner, J. et al. : Pharmacogenetics. 2003 : 13 (8) :
473-480



16) Lundblad, M.S. et al. :Clin. Pharmacol. Ther. 2006:79 (3) :
287-288

17) Paulson, S.K. et al. : Drug Metab. Dispos. 2000 : 28 (3) :

308-314

BEEM N B B AR 2 B (2L ay 7 A 2007 4F

1 H 26 HAKRR, HAEBEHMRSE 2.7.2.3.2)

WYVEREERE - Y EEE (kL oy 2 AEE 200741 H 26

HKRE. HIFTE R 2.7.6.17)

JFBEsE R - EERE (kL oy 2 A% 2007461 H 26 HiK

PR HEEERETEL2.7.2.2.2.2)

JrEdz B2 BT 2 EMBRERER (L3 v 7 g 1 2007 4 1

H 26 HAGE. HAEEETEZE2.7.6.16)

HMERER N - S EhRE (kL oy 7 258 1200741 H 26 H

AR HETERESE 2.7.6.15)

T MERER - WA EAE (2L 3y 7 2882007 46 1 H 26

HIKRE. HIFE &R 2.7.6.20)

HEMAERER N - WA EAEH (L oy 72 A58 12007 41 H 26

HARFR, HRTERMES 2.7.6.27, 2.7.2.5.3)

Karim, A. et al. : J. Clin. Pharmacol. 2000 : 40 (6) : 655-663

HEAMAERER N - WA AR (L oy 2 28812007 4 1 H 26

HARRR, HEEREE 2.7.6.30, 2.7.2.5.3)

HEMAERERL N - WA AR (L oy 2 28812007 45 1 H 26

HAGE, WaEgrZ 2.7.6.31, 2.7.2.5.3)

HFMERER N - WA EAEN (L a vy 7 28812007 451 H 26

HKED, RS ERESE 2.7.6.28, 2.7.2.5.3)

HEMAERER N - WA EAEE (L oy 7 28812007 41 H 26

HIKRE. HIFEEREZE 2.7.6.25)

HANEE D AR SRR OE R (L ax 2 T8

200mg [ > FJ)

M 3 Al Prog. Med. 2006 ; 26 (Suppl. 3) : 2788-2819

2% 3 b - Prog. Med. 2006 ; 26 (Suppl. 3) : 2820-2845

FAERE M : Prog. Med. 2006 ; 26 (Suppl. 3) : 2869-2910

HIEIET © Prog. Med. 2006 ; 26 (Suppl. 3) : 2911-2931

9L — fil : Prog. Med. 2009 ; 29 (Suppl. 2) : 2853-2872

R T M Prog. Med. 2009 : 29 (Suppl. 2) : 2893-2917

R T M Prog. Med. 2009 : 29 (Suppl. 2) : 2918-2940

IKEFFEZ B : Prog. Med. 2009 ; 29 (Suppl. 2) : 2941-2963

FATtRERREE (XL oy 7 A8 2011 4E 12 A 22 HA&ZE, %

AREE)

KRKH#EE il : Prog. Med. 2010 ; 30 (12) : 3117-3130

OHLESR b R 2001 5 20 (3) @ 154-172

Pkt a ik Gk (kL oy 7 2$E 2011 4E 12 H 22 H

KGR, AR E)

RA K AEMAMRE (XL oy 7 2488 :2007 £ 1 H 26 HK

Pl HFERIEEE 2.7.6.34)

OA x4 2 MAHRER (Lo v 7 248 :20074E 1 H 26 H

KR, W ERMYEL 2.7.6.36)

DIMERICET2EERER (KL ay 7 A8 2007 %1 H 26

HARFE, HFTERMEZ 2.7.4.2.1.5.5)

18)
19)
20)
21)
22)
23)
24)

25)
26)

27)
28)
29)
30)

31)
32)
33)
34)
35)
36)
37)
33)
39)

40)
41)
42)
43)

44)

45)

46) LMEZRFERRIZOWT (L Iy 7 A5k 200946 H 17
AR, FAMEE)

47) SMERRIIERER (XL 3y 7 A5k 2011 4F 12 A 22 K, %
Ry

48) BLENIFEMRERIREER (L L3 v 7 A5k 2020 4F 3 H 18 H A,
AR )

49) Bertagnolli, M. M. et al. : N. Engl. J. Med. 2006 : 355 (9) :

873-884
50) Arber, N. etal. : N. Engl. J. Med. 2006 : 355 (9) : 885-895
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