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BEA=RAA

Hh oy OE &

AH L PR 12.5mg. 25mg. 50mg (T4 1 EFiz, ThEhy /e 7=
F 27 VoA (HF) 12.5mg. 25mg. 50mg # & HT 5,

WA
7 Uk U ek AT v (FEA)

YL
M L7g 0

BARRANA

B L7




V-5. BATHAIEEMEDH | bl ok L 5L

=Y.3i17) [I]2- (26-vr7rurT=0/) XVILTLa—
€l CH:0H
il
Cl

(1] 2- (26-Yr7mraT=Y/) XUAT/LTE R

Cl CHO
QNHO
Cl
(m] 1- (2,6-Y7nu7xz=) 242K /v
Cl O
10
Cl

V-6. HHDOFEEHETIC | BETORMRARE, WEaER GUBRIER Mk, E8, MR, ERlis

B+ HREM R R ORI FEDE B0 T b,
Al | R (AT RE P
15 E 15°C 36 » H TILI = AApdk HENTH-T-
Vi . 0 j%@'lzjé S -
i | 256C-T5%RH | 1% H (o L B ) BN TH -T2
P
% SN BOE 15 (ﬁfggﬁ) HUHS Cloo 1-

V-7. FRELERUAMRED | 4L
TEM

V-8. fthFlE DEESEIL LR

(HELFHEL)
V-9. At EY LR

V-10. & - 2%

() FEABELGES - | B4 LA
Q. AELSEHE
BE - AEICHT D

154R
2) &= RAZLUHH 126mg 0 (FAI3v7F—) 508 [511 >— b x10]
R LYK 2%mg © (TAI=arTI—) 50 (581> — K x10]
RS L oHH 50mg + (FAI=arT ) 50 M6 (548 12—k x10] |
250 f& [5# 1 2 — kX 50]
3) FHEE L7
4) BEOME R TR = BERS




L
ZAS
&

5

%

#

&

n

&

f#

=

" 5

11.

N_

[/\
7R

L
B

it

1)

%

12.

IV_




V-1, MEEXIEHR

V-2, REEXIIZRICEE
THEE

V-3, BAERUVAE

(1) RERUVAEDHEDR

(2) RZERUVRAEDRE
R4g - R

V-4 RZERUVHA=EICHEE
T5FE

V-5, BREREUE
(1) BRT—2/1\vF5—
D

(2) BRPRERIEEER

(3) RERGERFER

V. BEICEAT 5IEH

4. hREN TR

O TREBLECIERDESR - HK
i) o< T, EREEEE. BRE. RER

O FirniEsRm - Hx

O thDFEHATEHMENHA/FTEALD, HHVIE. HOBRBFDIRESMN
FAIRELGEADOAM LR ERX (ARKREXREFIARLREXEZS

L) DRZER

BE STV

6. AiERUVHAE

WA Y7727 )AL LTHEE 1[E 25~50mg & 1 H 1~2 [A],
ERGNICHRAT 225, s, RIS CIERHER G HAEE L,
BIKBEIC KDV a v 72 BZTZENHLOT, @iEic&kEET 58
BTV ENLEGEZRBTHZ L,

INR 77257 F )AL LT 1 HOBEIZIKRE kg H720 0.5~
1.0mg # 1 B 1~2 B8], EBNICTHEAT S,
2B, FER, ERICE CIEHERSNEE LU,
BIKBEIC KDV a v 72232083 H50T, VEMLEGSZBMG
THI L,
FEp G EO BT 1REE LTTFROEBY THD,
1 FLL L 3 FK0 - 6. 25mg
3FLLE 6 FRd : 6.25~12. 5mg
6 FLAE 9 FAT : 12, 5mg
9 FLLE 12 F AR 12. 5~25mg

RN %kt g b LT iEAREREBR ICB W CiE, 1 B & 50~100mg TR M Thoh, A
Ik L BRI Nz, Fo, ANEEMSRE LEBKRRBRIZB VL TT, K
FSORE A2 I 1 [#5-8 4.2~25mg TREDMThIL, AL et ) s
STz,

N6 XY, AKBINTZHEROHEONFICRE LT,

BRESN TV

Y LR
Y E R L

UL



(4) HRELAIEHER
1) AREREEEAER

[EIN 111 fis% CTrl 1,420 BIZ DWW T HEf I 7= —H 5 iR 2 & Tolg R
B (KGRIFET) OWME X TROLEBY TH B,
AHN O AGRMSE BB T 2R ERFERIL, kO LB THD,

B4 Bil%k % | BRE%)
M # v v o~ F| 65 40 61.5
xR % B & JE| 84 49 58.3
m i ] SE| 80 57 71.3
M b W| 83 25 75.8
F & 0K W - K| 278 217 78.1
& oM Bk X OE % 31 18 58.1
/J\iﬁﬁ’ﬁOD%%ﬁ? - RE| 83 66 79.5
ﬁf%i%f%%faﬁiﬁﬁ%) 290 | 266 | 917

(VrsnT g 2 77—~ i)

BIfii Y v~ 0, EIHEBEEIE 2, itk ORE - 9. 9, SMEEEIZE T 5%
?&(Zﬁféﬁ?’% NZXF LT, v RAX AR E Lz “EHERRBED
FEhi SN, £, BUREICH LT, RALZ L UEARIRE L EEHRRAR
NHEfE STz 6,

1 EsmyH<F

BT Y v ~F okt 2 4% (50mg&A) 18 2108 (RH4) &“Ef@ﬁfwﬁjﬁi(ﬁ
et r A RA 2 ARl (B0mg &F) ZxilIE L LT HEERIEIC

b U7z, aBRAI P G- R 1 6 W E L, ok apcEeE, ?E%E?Efééf“ioi
OE AL, MR CTHERRZFTRBO Lo Tz,

2) ERIEREE 2

AL RIHTE 200 2 xtRICAA] (50mg &4) 1 H 2 mEGOaMER X
OREMZE A FA X HA] (B0mg &) ZXTIRIEE LT EEMRHRT
et L7z, REBEEANT 14 BRE#ke®R S L, SIEROLEE GHETEE « 5%
. RPTER., GEENE, RIE, KEE, BEEEORE. BRMTRES) . RA AN
E, FRAMEE, AEEICBWT, MEMICAEREZTIRD RN T,

10



2) REMHR

(5) BFE -

973 B 71| 5 B

3) MIRMDRIE - KA

O IR RAE - 5
AR Tt O BB 121 Bl & KSR & RIEICXT T 2 4A%] (50mg &FH) 1
H 2 [A&GOFMMEED/ME A FAZ A (50mg &F) % xRS
E L CE sk —H B REEHE L EGRER TRE L7z, BEGHIRIITINY D 6
AEfkEE G- & L, i B 1, IF%E 2WAELLE 5 MAE T 1m 1
% 1 B 2 BER%ZR X OBERNC, 5 6 %W BIZEKR%E O 1 EZ2 NI
A L7, WHEESE. W T, WASHVRE, HERRR, RFEEREORELIZO
WCIE, HE T O Y H B ICAFIREN A EIZENL TV (P<0.05) Z
RO TR TEIZRD LN o To, REIFHE TOERLL ED
G, AHMIEBEM CAEEREITGRO N oo, BAEMEIZHOWTIIAR
FIRET 8 B (13.8%) . WMRIRET 5 1] (8.6%) \CHIEFANIEH LI NEE
2 DI T2,

QEFEINFL DX FETAMT % DO RIAE « £ 9

VOB BAGE, M, DUBHGHHLAR TATHET T2 O B 2 512, AFI(50mg &4)

WHEDOHENE L BENEZ A » FAZ L A (50mg &) ZXREL LT

L hiik —EE R EGBR TR Lz, ®EWIMIT 7 BE L. FH4A

11E, FES 6 HEIX 2 G EE L=, RAEHETOERL EOF

ﬂ@ ARAMHEE, BRI, B, HTERCE T 2RI RHE, B X
BERZRBLRIZE T, WEERICABEZITGRD b ho iz,

4) BIERBICE T HHEEBICRT SRS

BB X 0 B L= BE (BHRAIR 37.5CLLE) 132 Bl xt51c, AH|
(50mg &F) BEOMBGNFEZ A > RA XL K] (50mg BF) % %fHRER &
LC EHEERBICEY B Lz, BEEIX, WIro~&s 1 Eo 1 Bkh L
L7z, EIREIC X 2B ROFEA AEOHE, £ES TOMBGDREHE T
RIS EREITRD LR oo, BRI FREE IV T, 2 FfE
B 4 BECIIEEEMICEERZITRD LNR o208, 1 FEE%OKIE T
B IXAR B G CABICRE D o7z, HELEEICBV T, mEEMICEE 2
G NSNS WA IEEY [

5) HEfEIE ©

B iE O BB 209 Bl & k5, AK (50mg &4) 1 H 2\ (§i4) &50FfH
FPEZ fw&v/ﬁ(%mgaﬁ)1ﬁsﬁ(ﬁﬁ % 18E. BEERZ 15,
&ﬁ@%zﬁ)&ﬁ%ﬁ%ﬁkbf BEEBRIEICL Y s Lo, SUBRIEH
PG HEIT 2~48 & L=, EX L& %%%éf A REICRBW TR
& B RIZEDORE R RO %zm‘:o

REER L

INRZEXGE L U — BRI T, IR ORIE « &0 K O EVE B2 35T
Fhi < iz, AH| 12.5mg KO 25mg BEH S, 1 BIEEGEIT 4.2mg 25
25mg IZDle>TW5, FEHMIL 1~14 A TH -7,

H (AL EEHIE) X, it ORIE « H 79.5%., FHEVEE 91.7% Th
Slc, BEMEIZOWTIE, KB HERE ThH-722 28 H Y BIEH DI
BlE 395 filH 161 (0.3%) LK 7-,

11



(6) AEEIER

1) EHARERE (—# | EHAGERE (21,958 i, © HAMEMITRISA] 12,980 ) 2B\ T, LT
FEARERE. BHE | oA - ZEERERINATND,
FEARERE. £H
REELERAE) . & | 1) B

f?ﬁgfﬁ;‘ " a/);z “‘; WA, % GEL LB | s

RE. &R

EEERRBONE MYy v~ T 2,885 1,492 51.72
= % MBS E 2,717 1,815 66.80
i ] JiE 884 711 80.43
2 kR E R 2,161 2,045 94.63
% =2 ] 312 297 95.19
Fifite OISR « RIE 4,021 3,658 90.97
& E 12,980 10,018 77.18

2) &&ett

21,958 f5HF, 390 Bl (1.78%) T 482 EDEIER 2338 BT\ 5,
(VIl-8.&IVEH D IEZ )

2) ARBEHELTRERRE | 24 L0
FEODABXIEER
L=RZE - AEBROH
3

(1) ot HEE R L

12



VI-1. REZHMICHEESHD
LEHRIFLEYEE

VI-2. FEEER

(1) ERAEGL - 1ERKF

(2) EMERMITDHHER
RiAR

VI. EMNFEEICEET 5IHH

A v R—EER R LAY (4 RA X5
T NI =NBRICEY (AT =) LRE)
Tur’ Uit EY (aXy a7 )
X LRIEEY (B r X A5

BV FAmREY (7T AEY 4E)

aX T RIEEY (BLaxy T
HDOIEAT v A RPEER TR A

FAEFIOL, R O R A %55

FeltEIE AT o A FYERIRIEANZ., 7 7% FUrBREicBiFs2> 7 atxo 7+
—¥ (COX) DIFEMEALETHZLICLY ., RIE, KREICHEET 570 A4
T3V DERERET S L EESNTWD, COXITIZIEFE DR ARESR
ThHDHCOX-1 &, FEAMEEFETHD COX-21H Y. COX-2 1TFEAx DYA A
A v, WIERF R ETHEINS, Y7u7x=F 71k COX-1. COX-2 & HBHE
E9 2 IEFRIED COX FLERITH D 7,

FEAT oA FHEFIRIEANL, COX-2 TAERSNIZT uRZ 7Ttk vig
WS ITIE . RIEK ORI L THIRRH Y, EHERFE L X7 r R
7T D OEIFEBEIR FTER OGN L 28R 1EA . I E S Tk sg s e
HOMENC X 2PIREEH, EIBFAEHHREOEEDOE Y AL b EFAEHD
N X DMEBMER N B 2 5T\ 9,

1) RGEER 9-12

DEMREICXT BER
vruZeFrF NV ONE, BT =UEE (T b)) KR LTA R
AB o ERIFEOMEWERZ 7R L, SEAMRAEE (ELE Y b)) ITx LTI
AV RAZY VT TN T = F L L0 BmOINEIER 2”4, £
FAZ L5 BMMESZBMETLE (w7 R) IR LA Y RAZ T LREEDOM
HIER 2777,

QEAM - EHREICHT 5/ER

vrsuZxoF s MU UL, PRI, AZEO S E, AEE, TV
N BB RS O EERWEIERE K VR FEE R L, - IEER %
FT(T Y R, THLOERIZ. AV RAZT KRS L R=Y 1 (Tt
MT52b50THY, V72T AR, A 72T ABROOIWVE T ==V TH
VU LB NTIR,

2) tEfEERA 91
vrsuZxF 7 MU UL, Tail pinch # (B e AR~ TR) | Bl
A ML wFiE (v A) | Randall-Selitto = (7 v b) Z&T, £< D4
AV RALZ U ROTIVT =) LR LV SRR R % 5T,

3) fREVER 19
vr/n7Z=F 77 )y s, BERARESICEY Ty FEBT Y FIZRET
HA—A R URRY Y v I T A R LEN T EEER 25 L,
ZOERIEA o A2 (EBWNERE) L0y, @y & g3 o
IR DOZER T, EFERICHIZE A SREL KT IR0,

4) TORBTSUCUERHMBEER
a7 aF T I ULAITIUHEDS I s Y — LSBT S a RS
TV DEREREETHEL, ZOERIZA KA Xy 7 aXx
T T 0 IRy (dn vitro)

13



(3) FARARFME-FHK | x4Es L
R T

<BE>

fEEER O3B - Frfeheft] (BB K OShE V¥, 7 v )

Az LR (1.0, 2.5, 5.0mglkg) 1EHEVET VIR L, B RZ TR L

oo TOMERITEHRRINE S (4~5 F) . AEICIKE LB R a R~ L

7273, 1.0mg/kg ¥ 5 CTORhRIZFH N> 1=,

14



VI. EMEIEICEET HHEE

VI-1. mAREO#R

(1) RELAHYG R L
mepRE

(2) BERREABR CHESE S N | fEFERR IS, RAZ LUK 25mg KON 50mg % 5l A 1 BRI #% (2 B [a] e 4% -

f-MehiRE L7 a O EIMEFREHEBII TRO LB TH Y, Hx OMmHEFRE LY
B LB EIRE T A — 2 2 FRIZTRT, BB, 25FTICRLE LY
BEIZOWTH T D,

1,000

(ng/mL}

i el

?; o—c 25mg (T ¥ : 1. 3FFRE) 1

» = 50mg(T 34 : 1. 3R ﬁg

O sm (1=0, $45+SE) M

z 7

7 =

m I

2 ;

n
) ‘\u\a\ X 0 ) )
01234 6 9 12 24(hr) 1 234 6 9 12 24 thr)
Fe b e B 5w
RV SV i (B%E) KAy Lok
Cmax Tmax tie .
(ng/mL) (hr) (hr) AUCo2: (ng/mL-hr)

RAK LB 25mg 415457 2'72;0'5 1.2 998+84
/. ;\ I/ 2 /. \o
RSV ST W pa0a1zq | 081202 g 8644172
25mg 8
/. ;\ I/ 2 /. \o
RS VYA gg1gg | B0001 | g 9.,440+191
50mg 4

(n=9). V¥ E£SE

Cmax : B IMEFPRRE  Tmax : fem MR ERIERRE Ty o
AUC : i p e B — e R Al

(3) thiEl mHERe L

4) BE - ftRAEOEE

VI-2. ZEYIRERMN
INT A=A

(1) @&

(2) RILERE TE B 1.915 hr1 19
(3) HEEEEH 0.587 hr'! 15
4) yIY)F7S5UR CLwt (252 V7 F %) :0.337 Likg/hr
Clr (B2 U7 Z>A) :0.0011 L/kg/hr
b)) NMEE HNEANTHOT—H 20
0.17L/kg

15



(6)

(M

(2)

M

(2)

3)

(4)

Z D

BEH (REaL—
ay) @

PR ik
INFG A EHER

AR

kil
fn % — b B8 P& 8 4

% — AR P @B
3

FHiT~0BiTH

BB~ DBATIE

MR L
R L

SNEANTOF—% 11
BOTOTF—ZThHPMEIE L0 IZIERRICRINEIND, F-. BITREE
T2,

NRIZHB T DI Z — AT A TOHE LFEEL TS, 19

WL L

TR L

<BE>

PERARINC Y 7 v T =F 27 F U U ARG S LT ER] TG VEAE BR it
EZECTEToMENALNTEY, MEHEMMZzEBT 2D LB X
5o,

(Vi-6 FrEDHma A 2BEICHT LR () LHiEEzH T 5% (5) i
(6) ZilmzM)

HEANTOT—H

vruT7xFrF M) UL 150mg/H A2 EHRAFORE Y v~ FEE O
2 100ng/mL # ] STV 5,

—J., By /e 777 F MY A BOmg & 1 FEIFHFANE G KW
100mg/ H % 1 #FRE A5 L7256 O3 FIci3mit S Tuneny (R
o Z 21 100ng/mL & Y 10ng/mL milk) . 19

UERR L

16



(5) ZDDMEE~DF | OB GREADT—4) 20
T ME ) o~F@BE 3plicy a7 =F27F b U o A4l 100mg/H%E 1 H 1 [
Beh Uiz & & ORI R OCSEERR P IREII TRO LB Th D,

vrnu7 =}/ NalE (ng/mL) ik 5 L e
iE - 1 —— < ~
e i E T O
F 28 % 4 70 13 IF[H] 7%
% 35 ik 9 fi=41, £=25 14 FRFfH]
5 43 % 5 £i=61. £=30 15 I[H] 1%

<BESEMT —H (T R) 1D
SRR S D UuC-P 7 a7 =F 7 F F U 7 ABIRNE SO~ 7 228
W CE AR LM BAT LTz, M e QNI O B F 7o lfas 12 & i FE o Ah
L. A&, BlgEk OMHD 5> TORENREN -T2, 7 a7 =T 7 FOEORH
PIOTL Y AR T T X COgas TH[ I TH Y . WT N DJEER T b A HE IR
DOFE & & BT LTz,

nele
50 1

40
304
204

104

Z
Z|
:
:
:
¢
]

DO

(6) MIFPEAFEEE SE AN DT —H 16
99.7% CEEEHTEE) . 2D 55 99.0~99.4% N MG T VT I v EFEA Lz,

17



VI-6. {X#t
(1) BB & UM EHHE
B

(2) REI“EE5I HBER
(CYPFE) OFF
B, 5%

(3) #EEENRDFHE
RUZDEIE

(4) REHOFEDHE
RUEMRLE, FHEL
$

SEANTOT —H

FiIHgICB TR &SNS, B McuuC-vr7uae7=F27F U U A 50mg &
1 FE AL L7 Sa0kE% 72 Bl E TORTPREMOBRE TIX, RPR
FALEOHHIT DT TH Y 1L A ENTITKEBILIED 77 o v gis
RO CTHEE S LD, I H B ER OKBRLIER LK ONE DA R, REK
DEBEHRAGATHY . FERHDIT 4-KBBLIATH o7z, 2022

bk COEERBHRE 2 TR 20, 2R PR OES 2 REFITRT,

HU\@:EHz— COOH : :C Hz—CNOH CHy-CO0H
NH < NH ©:NH
Cl ]
‘i C u\i Gl uﬁijf
o
b KESE - 3%- ks Ort
sam7 =4y

l l !
'
HO\E:[EH'J—CUUH @CH?‘UUUH CHy-COOH
NH NH : :NH

cl cl -~ Cl Cl - el cl
At n KELE £ Bk B KREEA AR YR OH
OH OH

0CHy

——

SR O GBI x D EIG 160 29

s > R T i i
NIt | otk | sokmefes | sokmelcn | ©0RRE | SATRE
5~10% | 20~30% 5~10% <5% 5~10% 1%

B TR L

<BE>in vitro DT —Z 29
FERFIZ BBl S H 72 CYP2CS, 9, 18, 19 W<, Y/7ur=F7 0
4" KEABIEMEIL CYP2C9 23 b m <. CYP2CS8. 18 @ 10 {%LL k. CYP2C19
D 6 ELL EOEE R LT,

RRUER L

<BESHEANTOT —H 25
ROy s a7 o) 7 fFOYERIERITK 54% & DT —2NH 5,

FRETH D 4-KBILEOPRIEERIL, Y7ue7=F27F ) vLh (RE
biR) @ 1/30 (T v b T 7 =3 8E) ~1/40 (T v b7 ¥V FEIEIR)
. E3KEBIRIZ 130 (T b AF Y IR EoRT, 4- KBRS REEL
TERZRBOH D0, KRELED 1/60 (7~ MEREEEY) OIEETH Y, 4 DK
P bR OSSR ER X, REAKD 1/15~1/30 (T v FEEERA L v F) L5
W, 3UKERL 4' A2 M FUROERIEN S RELAED 1/50 (= 7 A Writhing
test) L9950, 20

18



VI-7.  HEtt

-8. +S2VARKR—E—IZ
B9 515

VI-9. FENFICKDHBRER

VI-10. HRENERZEHI S
BE

VI-11. Z0fth

1) BEtARfL
T & LTRPROEFEPICHEE D,

2) HEiER

R ANIC ARV Z L YR 25mg 5% 48 IRl £ ClzHRt S hizy 7 m 7 =5
770 b NCAAGE O ZFER R PR EEER + e ) X, Y7 rxoF) 7
2 8.5810.72%. 4-/KELIRD 12.62+2.63%. 5-/KEE{LIAAY 8.31+0.73%. 3
KERLIRDY 0.50£0.12% Th -7z, Fiz, RAFZ L ViR 50mg #HEZDOZN
LHEMRIT, Y7 u T 2708 4.92+0.35%. 4'-KERLIAD 17.40+1.09%. 5-
KERILARDS 4.82£0.32%., 3'-/KEE{LIAD 0.890.07% T -7, 15

NRIZE T 2RSS — AT A TOBE LEEL TS, 20

<BESHENTOT —H 29
fEEEANIC UG-V 7 a7 =+ 7 F b U U A 50mg &% 0BG T ERIRN S L 7=
Be. BE% 12 TR EDOR 40%23 R FIZ. 96 FEH TR 60%A3 R H1IZ,
9 30% D3 IZHEIF S B,

AR L

BB L

<HE>

a7z} MU YA T50mg OiEEARAG] (AIGHH) T, IR3E 4 REE%ZIC
DHP: B2 ME#ER (& Rue 7 v ala LizisrEmh 7 5. 3.5 Kiif) 12Xk vkrE
SINTBIRHE SN TND, 29

AR AL R (RERE) 2.5 4(DHP i) | 7.5(DHP ) 24
i VES YN - 35 N
(1g/mL) 9.6 2.5 0.7

DHP : (direct hemoperfusion) B4 [ {&#E i

MR L

AN L
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VI ®£1% (FRLOIEF) [CBATHEE

BLERNBEFOER | [ z=x
1.1 $/hR - SHEXITEHEGHEREDEE X, BEOKETE - MEETIC
BV IVIERAHLONAOLT DT, ChoDEEICIXEFICEEIC
wETHZE, [8.2.9.1.1.9.7.2, 9.7.3. 9.8, 11.1.1 BHg&]
(fRER)
[VII-5. EERERNEZ L ZOMHEA 82) ICHEHINTWVWINETHDN, &
DICHEBZWMEE T D MIEN S D72 OARIEIZFEH L TV 5,
2ZRNBEELZTDER 222 (ROBHEIZIFI/RELAEWNI E)
2.1 {HEEEREO & 5 BE DEbEEE 2B sE 5, ] [9.1.2, 9.1.12 &
]
22 WERMKEOREOHHEE (MRORE2ELSEIBZNND

5, 1 [9.1.3, 11.1.4 &)

B EEREHEREEODH S BEE [9.2.1, 9.2.2, 11.1.6 /]

A EERNITHEREEDOH S B (8.3, 9.3.1, 9.3.2, 11.1.11 &#]

S EERBLEEDODH 5 HBE [9.1.5 B2

6 EERODEEAEDOD D HEE [9.1.6, 11.1.9 ]

T ARFNO R x LIBBUE OREERE D & 5 BE

8 EBA. EMHIIL TR O H B BE DHEATERIC LY 2 6 0%E
WRREALT D BB D, ]

2.9 TAEY Ui E GERAT v A REEERETEAISIC IV FER I D ETE
1E) T2 OBEERED & 2 BFE [HEiEwmERIELFHEET 5, 1 [9.1.8,
11.1.7 2]

2.10 4 7 v U ORFRBGEF DR « BIEOHBE [15.1.1, 15.1.2 ]

2. 11 G SR LT D AlRetE D & 5 4otk [9.5.1. 9.5.2 &R

212 NV T AT L roaEHRETOEE [10.1 &H]

NN DN DNDN

(FRER)

2.1 MLE ~OESERIIER LT 0 22 750 A EERIC L 5 ik
KT DH -+ T IERSIERGEIGE DK & T, BIEE Z > TV S LTS
A BEASEDLZERHILT-OERTH D, 2120, WERD - THAA
EHAEIDE250WEARHY ., ORFEDE RE2HTHEREFICHET HIE
Eo9.l.12il#HInhTna,

2.2 ENICMEEEAHE SN TEY , BELMIEOREOH % EEICEITEH
&L TMERE SR LI G6, BERBREZ & D RENH D -0 ER
TH 5D,

2.3 FNICHEENHRESNTEY, BEELFEEOH 2BHICAEMN L LT
PSRRI LIS, BELRE & D RN D 5720ES TH D,

2.4 RYWBREBETIIE S0 RZ 7T D OERICEYNA S U TEMK
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RN 30 0.14 30 0.13
FEEL 1 0.00 1 0.00
A () 2 0.14 5 0.02 7 0.03
iy 2 0.14 7 0.03 9 0.04
FTY 1 0.07 2 0.01 3 0.01
RAY e IE 2 0.14 2 0.01 4 0.02

1 Rk 17 1.20 46 0.21 63 0.27
B EERALRS 18 1.27 48 0.22 66 0.28

AR OFE FIEMN W64 12 H 7 H~BM624F 12 A6 H)
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N EERE CIXAE Y72 O— [R5 BRI B IZ IR o 723, B
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F7o, 1 BEGERITIE 16.25mg LLT) THEL ., l151mg Ll k) TRV
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ek, AP BMEE I EITRO ST, AR ORI S 3 HE
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WZIEEE EARTIERWEEZ HND,
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14.1. 2 KANITE 272 HHER IR ET D 2 &,
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15. ZDHDFE

15. 1 BRERERAIZE D 1H#R

15.1.1 A > 7N VP OREKREFITMAE « BEZRBIE LIZBE (F& LT
W) DI L, vrua T F NI U AEREINZHTTEREARRMN
LT HMERD D, [2.10 2]

15.1.2 £ 7V NS « BUER IR BRI B W CIM IS DR A3
ROLNDEOHRENRHY, £, /a7 F 7 M) U ATMENE
BEICEET V7 atx o7 —BIEEoMEER N RO & ORENH
%, [2.10 /]

15.1.3 AFENZEB VT, IHMERL T 0 U UIEDBREICEES LA, AlE
SE, PUBRRE, Bk EZORQMEREFZRTIBENNH 5 & oHEN
H5,

15.1.4 3R T o A FHEEREN A Z EFEZR G S TW s Ltticksne, —
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40



(2) FEERIRRFABRICE S
LS

15.1.1,

15.1.3
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(1) EHREHR

(2) ReMEEHR

)

M
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HEK5EHHER

REHRS SRR
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X. FEERFREERICRII S HE

[VIIEZWHEEBICE T 2IHE ] &M

(1) i/ MREERREIEH 40
b NMi/IMEE R invitroi®BR T, 2 T — 7 R RIMEEEE KON ADP R
%2 MREEMREERANRD LN TEY ., ZoREERIZALVZ BT Y
V. Tz VT HE Y FRT 2T H Y10 R,

(2) BHHEIRE ~DFE 12
UV X OBEEHE ML E AW in vitro REBRICBW Y 7 e T2t F R
T AE, B MZ 75mg & HLAIEEE U 72 55E oD i R S P R R LA Y
TOHRETIX, BT A7) B OAERRICEEE KIF S0,

(3) ZDHMDOIEH 1043
vru7Z =t s )T AEEREL BTG, E TR, i PR,
YRR, BAMRRROMEIEOIER 2 RT3, ZHUOIEMREEROA
PhiE L BT D L7 0 KETH D, 7 v M2 0.26mgkg ML E&E#E5T5 &
Na', K", Cl A AU REDIK T Z L5 IREOWD 2 K-, M EFE
R EE 5 20,

HE YE DBYARAE LU TR 49

SEART I Z > b & O TR AR AR M e P A B URAE IR 1 ) 0 S8R T BRIRE
BRI LD @ EOBIRE IGHEEM  (BIIRE/ EMBIIRNEELL © 0.4~0.7) 2538
HHERTND,

LDsof (mg/kg) I TEDOEEBY THD,
BT |~ U AEEW) | ~ 7 AREAEW) | T > NIEEW | T > b RGEENY)

PE| K i iid i i3 i i i
B B
® N 105 | 102 | 135 | 145 | 115 | 110 | 51.5 | 61.0

M A 162 155 255 250 170 185 | 97.0 | 64.0

Ty MY rue 72 7F Y U AE05, 1, 2, 4. 8 kN 16mg/kg & 1 4 A
M., £72 025, 0.5, 1. 2 KO 4mg/kg % 6 » AMEO&ESG LizFER T,
8mg/kg & GHET 1 # ALLINIZ—H6 (25%) HFEL L., 16mg/kg £ 5 T2l
28 1 EBILINIZEEC LTW5, LanL, 2EREICEMIC L 5 L Bbin b 2
PIERIZA SN TR, BEERORIRMIAT R TIX, & L TREHICB VT,
THALAE ORI R AL 5 I DG . MER D o/ IR, RBAR R A3 2 &
AUy FTRBERRR AT L TR, SEC BT R E RIS B D O T RIAEB
HONTWD, ZOfh, REA, MKFRIRE, ik ORRILFAIRE T,
FEITFRD LN TR, 49

AAZLUBXOFEERBY 4 FIZHONT, BE < OB RFHREBR N ST
B, ZONTNICEBWTHEEORERB/HE LN TS, 51T, QbR
EIRIE L L-ME R RR LB 2 b T s, Wity
BRI EITRO TV 7w,

RAIf 7 v b%& 1 # 90 VE9°>, WERER 5 BRI, AAX LU EENEN 0,
0.25. 0.5, 1.0, 2.0mg/kg/H. 2 Ff&E G LR T, HRFEEMEDEA LD
FINERO B, FBEMEITRRO bz oT-,
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R AFHE 49
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20221 ABIE, A LRI 120 » EHEL EOE & ik TARE ST
W5,

B, ARIRIZBITDRNLE L P ROREETR., HIELROCHEIZLLFD L
BOTHY, SETOEZIRM L TR S,

4. HEEXIFHE
O TRERECICEKRDER - HR

BETY o~ F. ERMESE. BRE. RMEE
O FikDEE - Bk
O thDERFITIEIHENPAFTETLHLD, HHWIK, HHOBRAFDHZRENT
Z?g%ﬁ@%ﬁtﬁﬁ%(%ﬁﬁ%ﬁﬁ%ﬁ5%ﬁiﬁﬁﬁéﬁt)®¥
PR

6. AiERUHAE

WA Y77 eF 7 F )AL LTHEE 1A 256~50mg & 1 H 1~2 [A],
ERGNICHRAT 225, s, RIS CIEHER G HAEE L,
BARKBIC LDV a v/ 2RITZIERHDIOT, EEICEST 5
BTV ENLEGEZRBTHZ L,

INR v r7aT7xF 7 F ) uabE LT 1 HOBEIZIKE kg H720 0.5~
1.Omg Z 1 H 1~2 A, EBEWNIZIFHEAT D,
2B, AFER, ERICE CIEHERSNEE LU,
BIRBIZE DYy a v/ 2 BT ENHLDOT, LENLES ZBG
THI L,
FEpt G EO BT 1REE LT TFROEBY THD,
1 FLLE 3 ¥R : 6. 25mg
3FLLE 6 FRd : 6.25~12. 5mg
6 ¥LLE 9 ¥R 12, bmg
9 FLLE 12 ¥R ¢ 12. 5~25mg

BN DOARBANBIZONTE, FEOEFOBMN LELHERT D &,

1) IERADIRESIZET 515K

KRBT DARHORFEDE a2 AT 58 ICHT 2R EhEL AT D
F. dEE, SR OHEOFLEITU T O LB THY, 5 ADEC L IFTRR
50

9.5 44w

9.5 1 Iha SUTHEHR L TV D ATREMED & 2 MR35 L2 2 & iR o
F5T, IRIRICEIIRE I - PASH. RIR, FARED PRS2 & ORERDH
V. REOETH bHE SN TWD, £io, FEISEWRTORE T,
feREBRFeeiE (PFC) | BUIREBIFE, BrElMmmE, 2R EE7L
OWENRH Y . FEROECH b HE SN TS, [2.11 ZH|]

5.2 FEIGEZISES L Z LD 5, [2.11 B

ECEIR

1B OB RMER ORFLRBEO AL B HE L, AL Ok 3 1k 2 f
AT Z 8, HAT~BITTD I LA STV D,

© ©

H L RN A
A —AX 7 U7 |Effects on fertility
DU E The use of Voltaren may impair female fertility and is not

(2021 4£ 9 A) |recommended in women attempting to conceive. In
women who have difficulties conceiving or who are under-
going investigation of infertility, withdrawal of Voltaren
should be considered.

The use of diclofenac in pregnant women has not been
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studied and safety in pregnancy has not been established.
Therefore Voltaren should not be used in pregnant
women during the first two trimesters or in women who
are likely to become pregnant unless the potential benefit
to the mother outweighs the risk to the foetus.

Data from epidemiological studies suggest an increased
risk of miscarriage after the use of a prostaglandin syn-
thesis inhibitor in early pregnancy.

NSAIDs inhibit prostaglandin synthesis and, when given
during the latter part of pregnancy, may cause closure of
the foetal ductus arteriosus, foetal renal impairment, in-
hibition of platelet aggregation, and delay labour and
birth.

Use of Voltaren during the third trimester of pregnancy is
contraindicated owing to the possibility of uterine inertia,
premature closure of the ductus arteriosus and oligohy-
dramnios and neonatal renal impairment (see Oligohy-
dramnios and neonatal renal impairment).

Oligohydramnios and Neonatal Renal Impairment:

Use of NSAIDs from about 20 weeks gestation may cause
foetal renal dysfunction leading to oligohydramnios and,
in some cases, neonatal renal impairment.

These adverse outcomes are seen, on average, after days
to weeks of treatment, although oligohydramnios has
been infrequently reported as soon as 48 hours after
NSAID initiation. Oligohydramnios is often, but not al-
ways, reversible with treatment discontinuation.
Complications of prolonged oligohydramnios may, for ex-
ample, include limb contractures and delayed lung matu-
ration. In some post-marketing cases of impaired neona-
tal renal function, invasive

procedures such as exchange transfusion or dialysis were
required.

If, after careful consideration of alternative treatment op-
tions for pain management, NSAID treatment is neces-
sary from about 20 weeks, limit use to the lowest effective
dose and shortest duration possible. Consider ultrasound
monitoring of amniotic fluid if treatment extends beyond
48 hours. Discontinue treatment with NSAIDs if oligohy-
dramnios occurs.

E!
F—=A 7 VT DB
(Australian categorisation system for prescribing medicines in preg- C
nancy)

A=A FZ U7 D43% (Australian categorisation system for prescribing
medicines in pregnancy)

Category C : Drugs which, owing to their pharmacological effects, have
caused or may be suspected of causing, harmful effects on the human fetus or
neonate without causing malformations. These effects may be reversible. Ac-
companying texts should be consulted for further details.

2) INREADEBESIZET 585 15
AIICB T DARNOHEDOE R /T HBRECHETIER VNI OHEOR
HIFLLTOEBYTHY, A—RA TV T OUMCELITELR S,
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9.7.1 NERO T A NAMEREBOBEFIZESG L2 L2 FAlET 2508, 8BS
THEGAICIFEEREICEL L, BEZOBEFOREZ HSICBETHZ L,
vrua7Z s b ARENE RGBT A SRR ERIE LTz & O#g
DY, £, FEE () FABRERL) LT A JEER L OB
ERTHNOEFLRERENDH D, (TAEMRE : KE, 170z
BHOUAIVAMERBORITH, WLWIEN, EikkEE, g (SN
i) & HFhsIE e OREIEAE . I b= KU TEE, AST. ALT,
LDH. CK O&e L5, E7 vE=7E, K7 e e v e rimiE, K
MHESE OSER 2N AN R BT D mSE R OJRRE

9.7.2 BHER ORBUCHHZHER L, LER/IBOMHICE Eb 57 PIEEIC
BhHET 528, BER., FRCBEOKRE TR - MEETFICEDva v 7 iE
rHoboF v, [1.1, 8.2, 11.1.1 /]

9.7.3 HAEREOILIEICIE, BEOKE LFESLE2ERVWEARICORES
THZ L, FAERKOLEIE, —RICERIEREEBEN R0, KA
OFGIZEVBEOREBTREZEZ I AEMERXH D, [1.1. 8.2 ]

HH RN A
A —A b7 U7 |The safety and efficacy of Voltaren suppositories in chil-
DA E dren under 12 months has not been established. There-

(2021 /-9 H) |fore, the use of Voltaren suppositories for peri-operative
pain, is not recommended in this population.

50




XII {§#&

XIm-1. AHF - REXIEIC
P& L CERER¥IBR 1T
SIZhHt>TNnEE
fﬁ%wmmﬁﬁﬁ

(1) ¥t

(2) Atk - BMAMRURE
EREF1—TDRE
Bt

XIM-2. ZDMDEEERN

U EE L (RAIDTZD)
MR L (MBI DT= )

B RIAE O fE B
BHOERICOWVWTIT, AR —2_XR—V0EEMEBEEMN T A L
(https://www.drs-net.novartis.co.jp/hcp/) ZHERT 5 Z &,

RH LR 12.6mg B R E

A BBERE ||, e
GELOACREL TR, | | 1 SORBEIMIEARS BT
b ] T BELNTF X0,

o EMiENIERITH > TEL S

2 W A O LV RIS RAE

ERLTTEW, LTTF &L,
e AN HHERICERALTT O DFIIFIMTE TS LS
AL, Eﬁ?‘l'ﬁﬂfb‘%'g'a

hOBER L E) Iz, Bk
WTF &,

3 —HBEIALEELED, B
TG kB I ENHD
7,

b LOEETIRALRTT
AR d DR ELE T

[Eilald i T X,
182gh  mECEhR OSHEIL THEDB AT X,
ikt IEUAT || g - sk, B 56RO
{EIADL P> PS5 - bbb D 25

2, EhFEICE Eh S
TEHLLEIRVD A,

(BE>

EEFEOMRRIZE D, 1/2(f A6
T5BEE KDESIcH v &2 —
FA THETU>THERALT FEU,

i)

BEEOFL, EFSAPE
ILFRIIRSEI AL ET

1

&9 AR A

ke LIES ]
MG T At At PR AN
IR L ES]

AP L HHI25 0

51


https://www.drs-net.novartis.co.jp/hcp/

AN L YR 26mg, 50mg B HBLHE
I » mp ' CEE
FERLWBRERFL TR EW)
CEMSOETRCHESTELS | 1 20BN ARS 5% TT,
EALTFEL, BREAVTTF X,
BN PHERICEALTT
G 2 Wik A & D LV AT
CRYWHUF>

HeD ki
MFTrEAI
Bl &340

(EHADL D>
YHEEOFhH, LA oHNE
RCPIPIICERS £S5 AL &4

1ot

E AR A
LEOEELITSHL
ETHIzliwBEA
e AYVES]

Hiv# L 2AHR 2550 01

LTTF&wn,

eI NHEREKRTHITB LS
BitxhTuzd, BEICE
BT (BOEHEGOREANL
ENzid, @rhnT T REn,

3 EEILLERLLED, A
RRIGF A le kDI LN B
i-&c

o/ LOER T Ak TF .,
Hh s OEMEDEWTTE X,
e FHILTHEDLENT T &0,

4 ZOEIHEAR. 5E5HO
e D Z L A8 D 3 a8,
ThERIIFIThslaTY
PHOEIRVD EEA,

52




IINWT<R T7-V et
RREBEXRE /P 1-23-1

VS00014ZG0001
’22.02



	表紙
	目次
	Ⅰ．概要に関する項目
	Ⅰ-1. 開発の経緯
	Ⅰ-2. 製品の特徴及び有用性
	Ⅰ-3. 製品の製剤学的特性
	Ⅰ-4. 適正使用に関して周知すべき特性
	Ⅰ-5. 承認条件及び流通・使用上の制限事項
	Ⅰ-6. ＲＭＰの概要

	Ⅱ．名称に関する項目
	Ⅱ-1. 販売名
	Ⅱ-2. 一般名
	Ⅱ-3. 構造式又は示性式
	Ⅱ-4. 分子式及び分子量
	Ⅱ-5. 化学名（命名法）又は本質
	Ⅱ-6. 慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	Ⅲ-1. 物理化学的性質
	Ⅲ-2. 有効成分の各種条件下における安定性
	Ⅲ-3. 有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	Ⅳ-1. 剤形
	Ⅳ-2. 製剤の組成
	Ⅳ-3. 添付溶解液の組成及び容量
	Ⅳ-4. 力価
	Ⅳ-5. 混入する可能性のある夾雑物
	Ⅳ-6. 製剤の各種条件下における安定性
	Ⅳ-7. 調製法及び溶解後の安定性
	Ⅳ-8. 他剤との配合変化（物理化学的変化）
	Ⅳ-9. 溶出性
	Ⅳ-10. 容器・包装
	Ⅳ-11. 別途提供される資材類
	Ⅳ-12. その他

	Ⅴ．治療に関する項目
	Ⅴ-1. 効能又は効果
	Ⅴ-2. 効能又は効果に関連する注意
	Ⅴ-3. 用法及び用量
	Ⅴ-4. 用法及び用量に関連する注意
	Ⅴ-5. 臨床成績

	Ⅵ．薬効薬理に関する項目
	Ⅵ-1. 薬理学的に関連ある化合物又は化合物群
	Ⅵ-2. 薬理作用

	Ⅶ．薬物動態に関する項目
	Ⅶ-1. 血中濃度の推移
	Ⅶ-2. 薬物速度論的パラメータ
	Ⅶ-3. 母集団（ポピュレーション）解析
	Ⅶ-4. 吸収
	Ⅶ-5. 分布
	Ⅶ-6. 代謝
	Ⅶ-7. 排泄
	Ⅶ-8. トランスポーターに関する情報
	Ⅶ-9. 透析等による除去率
	Ⅶ-10. 特定の背景を有する患者
	Ⅶ-11. その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	Ⅷ-1. 警告内容とその理由
	Ⅷ-2. 禁忌内容とその理由
	Ⅷ-3. 効能又は効果に関連する注意とその理由
	Ⅷ-4. 用法及び用量に関連する注意とその理由
	Ⅷ-5. 重要な基本的注意とその理由
	Ⅷ-6. 特定の背景を有する患者に関する注意
	Ⅷ-7. 相互作用
	Ⅷ-8. 副作用
	Ⅷ-9. 臨床検査結果に及ぼす影響
	Ⅷ-10. 過量投与
	Ⅷ-11. 適用上の注意
	Ⅷ-12. その他の注意

	Ⅸ．非臨床試験に関する項目
	Ⅸ-1. 薬理試験
	Ⅸ-2. 毒性試験

	Ⅹ．管理的事項に関する項目
	Ⅹ-1. 規制区分
	Ⅹ-2. 有効期間
	Ⅹ-3. 包装状態での貯法
	Ⅹ-4. 取扱い上の注意
	Ⅹ-5. 患者向け資材
	Ⅹ-6. 同一成分・同効薬
	Ⅹ-7. 国際誕生年月日
	Ⅹ-8. 製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	Ⅹ-9. 効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	Ⅹ-10. 再審査結果、再評価結果公表年月日及びその内容
	Ⅹ-11. 再審査期間
	Ⅹ-12. 投薬期間制限に関する情報
	Ⅹ-13. 各種コード
	Ⅹ-14. 保険給付上の注意

	ⅩⅠ．文献
	Ⅹ-1. 引用文献
	Ⅹ-2. その他の参考文献

	ⅩⅡ．参考資料
	ⅩⅡ-1. 主な外国での発売状況
	ⅩⅡ-2. 海外における臨床支援情報

	ⅩⅢ．備考
	ⅩⅢ-1. 調剤・服薬支援に際して臨床判断を行うにあたっての参考情報その他の関連資料
	ⅩⅢ-2. その他の関連資料




