20251 A eRET (5814hR)

H AR &

EERARAELA—T4+—L

H AP SERI R4S O IFERE 42018 (20194E EHIR) (T E#L L CHERK

BRRINE FattEamand

7 x4 VAR B IR B B )

21N 3BAT-7" 2.1mgHMT]
Zx>-_N3BAT-7 4.2mg[HMT]

HE FE LS EEESY 71}9:,L35m 7_'—70 8.4mg rHMTJ

x> )N3BAT-712.6mg HMT]
71> - )N3BA7-7"16.8mg THMT

FENTANYL 3-DAYS Tapes
EIER-EMEoARRICLUERTSIE
#l i T —7F
RN DIRHNX 5 BISE, BRIE, WU ZEEIRS (EE-EMSEOLLTEICIEHRTSZL)

Tz H =3 AT —7 21mg THMT]
Tz H =3 AT —7 42mg THMT]

AR T = Z =)0 2.1mg
KT = =)0 4.2mg

Hig- 28 7 X =)V3 AMT—784mg HMT)] 17 =% =/84mg
Tz H=)V3HHAT—7126mg THMT) :1fH~7 =2 %=/ 12.6mg
Tz H=)V3HAT—7168mg [HMT) :1fH~7=>%=/116.8mg
— g & s . 7= %=L (JAN)
= P4 : Fentanyl (JAN, INN)
SLEREAZEFAH RUEAREAGEAEH H 2012452 A 15 A
EMMELEUNE, - SEAMELENGEAEH A 2012456 A 22 A
IRFcHREA B ¥ 56 4 H H:201247H2H

BERST (WA
2t - Rt 4

BLEIRTETE - OB

EREHRELEDERSL
SO RS BRI E
TEL. 0120-381332

BN AHHED FAX. (03)5293-1723

ZATIEEL79:00—17:50 (H « LA « 2R HE ZFR<)

R BRI A — Lt

https://www.hisamitsu.co.jp/medical/index.html

® @ IR
AKIFI%20244E12 H 3T

BT DU SCEGF L, R RS T iR ik Ak — 5~ — 2 https://www.pmda.go.jp/ (2T ZHEE F S\,

AT SCE ORI HE ST UWET LT,

»¥EHRS 878219



https://www.pmda.go.jp/

EHALA Z B a—T +— LR OF5 & OWE— B AR HEARNT 2= —
(20204F4 A & T)
1. BERA VFEa—T7 +— LMMEROBME

P RS S D AR R EIE & LT, ERAEIELRMASCE (BT, IRH30E) 235, ERBS CERM -
SEAIRHE O ERROEEE DY B EB LR IS O A SR ATE AT BT, IR SCEICEE S NG RE
HAHT D BICFEHZRE RS LB RS AN H 0, MIRSEOEEFERMLE (LLF, MR) Z~OFROBIMNGERS
HEEC L D ERAZMTE L TETWVD, ZOBRKICKERIEREZHEBICAT T H/200HA Y A b & LTERMEA >
Fea—Tx—n (LT, IFEIET) REE LT,

19884FIZ H ApBE A< (LT, BIR3E) FINHE2NEZB RS DBIFONEM T, IFFHEER, IFFCREE L R/ E
L. EO%I998FIC HIRSEEM I NE BN, 20084F, 201341 H 3 PR 305 2 B A WS IFRLil B E O T 217
ST&ETZ,

IFFCH ZEAH2008 A%, IFIXPDFEDE N7 — & L L TR 2 2 L8Rl L ooz, 2T LY, BAHCED
FEARUGET N D > 2B BICSETORILT — & 25BN LIRS S D Z & L o7z, BFROIFIZ, E
WAL ERR IR OHRE (LLT. PMDA) O ERHERLERBBDOAL—
(https://www.pmda.go.jp/PmdaSearch/iyakuSearch/) (ZCAB ST\ %, BRI TIL, 20094 X v HiE A DIFD
HRE T OMME LT M Z a—T74+—2MEta] Z2RE L. 4 OIFRNIRM CEL M 58 EE T
e LTHEnEL - BEfL T 5,

2019F DI SCERLMEFHO LTI G, TIFFEEEE2018) NAR I, A% TEEFE I EHE 5 O IR 5e 1 @i
MIRENCBIT DA KT A4 ) (BT 2 EWREH O, ZOEFIRE KE L,

2.IFL X

IFIT T SCEFEOERZME L, EM - RSO EREFT 1L > THFRERICLE e, ERLOMEEH
DI=HDOIEH, WFTRFTOT-OOIFHR, RO D DG, EFELOEIEMHEHO 7D DOIFH, HFREBHF T T O
T2 O DIEMENER SHIZRAR B O ER L fEHES LT, BFRENTCHEELZRE L, EHMZED- D2y
R R O B IR TE SUTIRGE I HE D D B M QR 2 (R HH L TV D4R R S ArER T B,

IFICEET A B ECHNE HR A & U IFEL I YEIL L . — S O fiI0 % [ X /KR O #IPE N O 523 i dk &
H, T2 L, REEEEOKEEICHED L b O R OFAE H O FHE - Il - 24T <& FHEE | LIFOGLHFH &
IR 5 R0, BNz 5L RERMRS ML S 2RI, FIHE E DS - fIkr - BRREH T 5 L & bic, &
e T b0V IFRHME RO Z L &AL LT D,

IFOIRMIIE 7 —F AL L, BEEAETORKIIVATIER N,

3. IFORAIZH o T

A BARDIFIL, PMDAD [ H = 3L 5 5 SR SR DX — VIS T SR E STV 5,

BSRAET TEHELA VH Ea—T 4+ — LMMEROFTH X ) 1[0 TIFZERL « 128t T 223, IFDRREEE |
EEBIGICAE LT D IEHRSCIFER R RS LM EMRE IOV TR EDOMREA~DA VX B2 —2 LD
FIHEB ODPNEERESE, IFOFHAMEZEOLIVLENDH DL, F7-, EHFEGETSNA2HEH EoFEZEICHETH=
HIZBA L CTiX, IFASGET SN D £ ToOMIE, BEEAENRMIT IUGETRNEZ O N LI CEE, HOWIIEFED
ESE T AR — B AT L 0 A B DT L & &b, IFOEAICH > TUE, BHORMTEE
PMDA®D [ 3 it LR 2 TE AR R O R— Y THERT 2L E N H 5,

¥, WIEMRARCZ OO SN ENTWS [V, 5. ERARE ° (X1, &%k . [XII
5] BT 2HBEIIAREZT CORWMERREENDIZLNH Y, TORVFLNNZIFHDEETRETH
%,

4 FIRAZELTOEER

IFZ HEEBICBWTRNTZENTERWERMERE L THEH L W& 70, IFXHREOEGE 2%
T, HERE IR O RS IR TR SR FE IS D D A ENVERK - #2485, ERLE I EEH OO OFIRERTH S &
DONLESTEN, Fhdl - RIBUIIEIEK S, EREREOMNE, A2 K OL e OMREICBE T 21RO LSS
SRR FEIERIRLIFEEIN A R T4 v, W a—F - F7 - 7T 757 4 2AEOFIRE —EREZIT S5 25700, I
FENEHIEHIREN T A KT A > Tlk, RAGRIESAFEN O FHIES BT D IF IR oW T, RUEES SN R FE
MBEDORDITIGCTIT) ZEEFEL I ARV EEINTEY, MREADA U H B 2—H LOHAE 2 iz Xk
V. FIAZEHONIFONBRZRESELIREI LD THDHZ 2R L TBNRTNER LR, BERGENSHS
NWOEROB AR AR L, FORBIMEL Rk, ERBGIZI 28 EFEH 2R T 5 2 & 133EAIR O A%
ThHY, IFEFIH L THEESZRIZMESH 2 HDIZ L TV &0,
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6. RMP DHEEL oo, 3 6. FFEDOYREATHEREICHETLIEE. ... 21
0. AICEET3ER.. ... 4 T FAEAET oot 22
1o TP oot 4 8 o B oottt 23
D e A e, 4 9. FRRMAERE RICKIETE o, 25
3. BEERSUITRMER 4 10, R G e, 26
4. BTG T B e, 4 11, B E DT B e, 26
5. {b%4 (MATE) SUIARE e 4 12, F DM DTER oo, 27
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BEEE BENE
AL-P alkaline phosphatase: 7 /V IR AT 74— ¥
ALT L-alanine:2 -oxoglutarateaminotransferase: 77 ="+ 7 /h 7L AT 27—
AST L-aspartate:2 -oxoglutarateaminotransferase: 7 A/ XX ET I NIV AT 25—
AUC area under the blood concentration-time curve : IfiL 71 & — ] il 7 i f
Crnax maximum blood concentration : £ = I 7 &
CYP cytochrome P450: -~ 21— 2\ P450
INN International Nonproprietary Name : [ 3£ i [E B — % 4 Fi
IUPAC International Union of Pure and Applied Chemistry: [EIBSHIE « It AL S &
JAN Japanese Accepted Names for Pharmaceuticals: H A [ 38 5 — %44 Fic
LDH lactate dehydrogenase : FLI& i 7k 35 % 55
OATPs Organic-anion-transporting polypeptides: H %7 =4 gk R 7 FK
P-gp P-glycoprotein: P #4227 &
pH potential of hydrogen: K& A4 54k
RMP Risk Management Plan : [= 3% i, U A2 & B G
t2 1. 9 R
tnax e e L O B R R R
v-GTP y-glutamyl transpeptidase : y-7 /L ZIV T AT 25 —F
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1.

. BIEICET 5HE

FR DR

DARETIE, DAKFIRRICENTE 244 FERRAIL LT, BZEYRE a7 85 GRAAD .
b~ =B85 (BEEAL EREAD . B o B @EOAL AL EREAD . A a PG R
AR ERAD) . RO7 = o2 =85 (AEEH, BERAD) BboTe, 209 H7 =0 Z =ik BRI
BRI T EEED B @ BE D3 AIEIR ISR LD A A A FEYFAN LU0 B2 THEMATE . ARG 1R
RGO RERETH D,

T X =3 HAT—721mg THMT), 7= %=V 3 BT —742mg [HMT|, 7= X =)L
3 HM7T—784mg HMT), 7= % =)L 3 H§7—7 126mg HMT), 7= %=L 3 HHT—7
16.8mg HMTJ 1Z, T TIC EHENTWS 7 = > % = /U R IR RIA) & i i rh s S ESE L 72 5 X 9
BRI GF S NI RBEIEL TH D,

FERAFEH 0331015 5 (CFpk 17 423 A 31 H) 1T & B A ORBRAGIEZRIE L, AW iR EE
ARER, IEEBR A M L, 2012 45 02 A 15 BICRGEIRGEAGE & IS L7,

. HRORRFHREE

- FRYERUE L AEY)ERICRIFE TH S Z LB b, (P13 B
FTTICEHFESNTND 7 = ¥ =V EAREAA L Mg PR RS & 72D &5 ICFIRRGE S 7 A
TH 5,

OREIEH
ROBWERAN S5 OND 2 ENHLOT, BEEZT5IATV., REPEO bW HAI3&k b 2% ik
T 57 LR ALE LT O T &,

[ERAEIEM]

1. 1.1 &M (0.1%)

11.1.2 FEIRNE (0.6%)

11.1.3 EFHEE (0.13%)

1M.1.4 239y, FHI72453F 32— (TR HERR)
11.1.5 &8 (GEEARH)



[Z Dt DOFEIE]

1%L 1% AT A A
e g, mifE, SR, K| Rk, 77—
JIINER
IR, HFEW IR, AR, AR, W | SEER ., B SIRR, MK
BB, K&, 5o | I, EE R, #Eks
" A . LI, S, SEEL. | BEFEE . RREEY | 7
TRRTREER S R B | 07 =7
B, ZoEiE, FLiERE
= [E#ERMED F
REAHEAL S (% 9 88 | BEAHEAL o/ hkE, T
&, RLBE, FB, B, | B
7 i FFER) & D e, ALBE,
5, B AR (Bl Rz
B, T LILX—MERK
JEREGTe) | P
o, a5, R, TR THL BB, A LU AL | BEAARE, HIEARR,
A8, A% Pk, Rl iEE)fEE
JHF ik e L
WSR2 PR IREE, JRPA
IR e 2 T il RS, AR
JRYSE [ PR iR [
A ALP B800, AST #4 | L b R B F EF . | BEAR, REGME, A
. ALT B4 LDH 20, A skEsE | Bk
TN y-GTP #E0, /M
AR AR A B E AR, IR
=, mPe e
VAN, MY T A
WL
BRI, BBAEGR, JEAI | HEREREAR 2, PR 4,
HEDUE R, REL, & | WH., 17z H
M, RAMETAIE, AR | AR AR, I, (RIEAE)
Z DAt iy FERG, RIE, D | R REVER, A EREE N
JE, Lo < 0, fEss | E, B, 355, DOk
I I8 ARIE AT HH ., B
AP, Mg, B

FEHSAL | I Bl A 2 & e
) HEICLVRAPEET S,

3. REORAIFHEE

1. BEAHEROL K ONEAHIR I O MERR 21T W09 < T 5 72 DIk o
XRHARZBHA L TS,
AHNOTEHRIT AR « R— L CHEBHATE S,
SO DG EITHRFZMEICS D O THEEN LI,

2. A G- OENEO TS, S - A4S

C XEHEOSCFIIME D LI

M) TR LTW5, (P8&HR)




4. BIEFERAICEAL TRAMI NS

W IER B9 2 &AL

= BB
Sl R 7 A R s4 bv, BRE

RMP (I'T.6.RMP OEE] DIESMR)

HE R o

BMD Y A7 f/AMbiEE) & LT
VERR SN TW A B

B EHHEET A R T A~

b=

(R P op BE 2 SR TE S A

(2024 4F 2 H 5 AKR)

5. FKRBEHRUVFRE - ERALOFIREE
(1) AEBE M
Y LR

Q)& - ERLOKIREIE
A L7en

6. RMP DI E
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0. AFICET HIEH

1. BR5E4

(1) #%
Tz H =3 AT —7 21mg THMT]
7z 4 =)3 AT —742mg [HMT]
7 xS =3 AT —784mg [HMT]
Tz H =3 HHT—7126mg HMT]
Tz X =3 HHT—716.8mg HMT]

(2) %%
FENTANYL 3-DAY Tapes 2.1mg HMT |
FENTANYL 3-DAY Tapes 4.2mg HMT |
FENTANYL 3-DAY Tapes 8.4mg HMT |
FENTANYL 3-DAY Tapes 12.6mg HMT |
FENTANYL 3-DAY Tapes 16.8mg HMT |

(3) BFDHE
SRk 17 4E 9 A 22 AfTEEBERE  SEASAE R 0022001 BHA S PRAR R man [EWE %R O &GRS
W2 T2 > TOTEA DMA T D EEFHEIIOWT) ITHESX, Mif LT,

2. —f&4&
(HF% (&%)
7%= (JAN)

(2) % (fdik)
Fentanyl (JAN, INN)

B) AT LA
JRIEMESEIR A - -fentanil

3. BEARIETER

4. PFARUHDF=E
7313 : CoH2N20
y1-5 : 336.47

5. 24 (M%) XIFXE
{b524 + N-(1-Phenethylpiperidin-4-yl)-N-phenylpropanamide (IUPAC)

6. ER%A. A4, BS.
B% = — K : HP-1000

LEES



M. B3I HIEHE

1. YEEEHTE
QK% RREIS
A O TFERIEDOM R TH 5,

(2) Btk
AKEFEA L )=, =2 ) —) (95), =&/ —)L (99.5) |[ZHE THITRF <. 0.1mol/L HEFERRHE (2o
REFITL L, KITIFEAETET 20,

(3) BB
MU ER e L
MDEhm (DR, HBR. BRES

il . 85~87°C

(5) ERIE B AEBE TE 2L
MU ER e L

(6) D ERIHRE
logP=2.96 (1-4 727 % J —)VIpHT.4 }ZMEIAIR)

(1) Z DD E 1R E(E
pH3.0~5.0 (7 = % =)L 7 = i 0.10g Z 7K 10mL {Z¥D> L 72iK)

2. ERESOERBERTISBHHREN
gk L

3. AMBSDOHERHARE. TEEE
TR BRIE -
(1) A RIEBOEREE UM, =% 7 —/L (95) ¥iE)
() FARUI AT bARTETE (BAED Y U DEERE)

R
WTEAE MR



IV. 2XI(CE89 5I18H

1. Fif
(1) FIfz D X3
T—7H

2) AN DNE KR OHEIR

IR OVARAR
AFNIE, GEOERLD 5 H-ANH 5, BAHEEH -V OHEEIZNTIL LR —TH D,
NI
T A=)y | T2 B =) | T HF =)L | T ZA=)v | T =)L
7 4, 3HM7T—7 |3RMT—7 [BHMT—7 |BHMT—7 |3RHT—7
St 2.1mg 4.2mg 8.4mg 12.6mg 16.8mg
THMT) THMT] THMT) THMT] THMT)
18 G G G G
Bsy | Tz F = | Tz =) | T =) ([T F =) | TR =)L
2.1mg 4.2mg 8.4mg 12.6mg 16.8mg
VA T 7 UNVER-F AT )b« AL T YIVER2-2F )T b« AL 7 YVER K
» TUVSEEAIR, v
o |[BEHEETHENAWEFEO T —7FIT, BREE, EHO T A —TEbih
P48 IR TN <z
Kr i [
Tk (A ) — — XK
?4%————/
K& X
(it X F& 20.5%X26.1 25.4%X41.6 60.8X37.8 60.7 X 55.1 72.3X60.7
mm)
giﬁi 5.25 10.5 21.0 315 42.0
@) #AMa—F

Tz A =)3 AT —7 21mg [HMT)
Tz F=)3 AT —7 42mg [HMT)
Tz HF=)3 AT —7 84mg [HMT)
Tz H =3 HHT—7126mg HMT]
Tz H =3 HHT—716.8mg HMT]

(4) ®HE DMt
OREsE 71

180° FIBERBRIEIC THIAE TR Z1T 5 & &

(5) € Dt
AL LR

: HP3181T
: HP3182T
: HP3184T
: HP3186T
: HP3188T

SREIE 1508 Bh 1T 5,




2. HHEIDHER

(WEMES CEERD) DEERVHFMHE

Tz A=) | Tz B =) | T F=) | T2 BZ =) | T =)
sy, |SHAT—7 BHAT— BAMT—Y  BHMT—7 3RMT—T
St 2.1mg 4.2mg 8.4mg 12.6mg 16.8mg
THMT | THMT THMT | THMT THMT |
e ¥ K ¥ K
BIRSy |7z H=) | T A=) | T A=) | T A=) ([T A=)
2.1mg 4.2mg 8.4mg 12.6mg 16.8mg
VI T UEE2-F )L AF )L« AZ T Y JLFR2-mF )L A~FI )L« XA H 7 Y )LEE R
" FIVLESK, 2Ly
Q) EREBEEDREE

A LR

Q) #E
AR OANA

3. HTBAMBEROHEBRUVRE

Y LR

4. hif
LR

5. EAT DFAIBEIED BH 5 HY

AR L

6. HADKEEUTICETSIRENM

RBR X 4y PRAFSRM: PRAFIERE LRAFHI R
IEEEER | 40+1°C, 75:5%RH | —WAdEGEY) | 2, 4, 64 A

HETE - VIR, MeRlaliR, MUEERBR. K& 7). mthvk, SGRH—1k,

6 1 H ORETHERZILITZRD bNT, XETH -7,

7. RAEERVERRORENM

LR

8. fhFl& DEEE X\ (MEILFHEI)

FARANA

TEHE




9. AHM
FARANA

<HBE>
Ot
KEEFBITOMERE (U 2 —iE) 12V, RBREIT-o7-,
[#55])
SIE 1 8HF R 4215
T A= ASAT— . . .
5.1mg [HMT) 24% 59% 84%
Tz A= AVIAAT—T . . .
4.9mg THMT) 24% 59% 84%
T A= A3ART—7 . . .
8.4mg [HMT) 24% 58% 84%
T A= A3ART—7 . . ,
12.6mg [HMT 23% 58% 83%
Tz A= VIHRAT—T . . .
16.8mg [HMT) 23% 58% 83%

10. A& - 8%

(DEBF’RELGERS - B, SNE’RRLES - SFCHT HHF®

PPN

(2) B g
(=3 HH7—7 21mg [HMT))
54 [(1#/14%) Xx54¥]

(7 Z=)3 HHAT—742mg THMT))
54 [(1#/148) X5 4%]
(Z7xzrZ=)3 HHT—784mg HMT))
54 [(1#/148) X5 48]

(Z7xzr B2 =)L3HHT—7 12.6mg HMT})

580 [(1H/14%) X54]

(Z7xzr B2 =)L3HH7T—716.8mg HMT})

580 [(1H/14%) X54]

OhFE - AR - RIS, BRI LICE TR

Tz B =3 HHAT—7 21mg THMT] :
Tz B =3 HHT—7 42mg THMT] :
Tz A =3 HHT—7 84mg THMT] :
Tz H =3 HHT—7 126mg HMT]
Tz H =3 HHT—716.8mg HMT]

Q) FliHE=
A= ROV

4) BHEOME
TNI=ThER_R—=R L LIEEET 4 VA

11. REBEHINLEME
ez L

12. =i
MR L

LCTW3,
P&
TR
fk
DA
R,




V. AEICEY 51ER

1. MEERITHE

EAEF A FERFIRUVUEAEA A FERHITHREB T TRRBICHITHER (L. thOA EF
1 FEEFEINGUIYEBZ THERAT H55ICRS.)

hEENCBEOERBER S FEEICE T HERE

2. MEXIIHRICEHET IR

5. MEEXRIIBRICEBIET HFE
B 71

AFNZI, oA A A FEIRAID —EHHEEG S, BRMEPHER SWZBE T, odedA
DAkFE N 72 P G- 2 B T2 D AEIRDEBICOHEN T 52 &,

3. RERUAE
(D RERUVHAE DR

AFNT, AEFA FERA U0 HATHERNT %,

HE . AL
WIRIALAT F Sl T AKI ¢ H-ifl
4.2mg (25ug/hr). 8.4mg (50pg/hr) .
Z D% OB EITERE ORERCIR B

(2) R VAR OREEE - 110
AR L

4. BZERUVHEICEET HEIE

Ixf UMaER, REHS. B, RERESEIC
L CWiA B A A RETRAIO k- HEZ#IZE L C.2.1mg (12.5ug/hr) .
12.6mg (75pg/hr) OWT O HEEERT 5,
X0 EEHEET 5,

AEAF L,

3A M (K720F[H) (12

1. AERVHEICEET 5FE
1. ¥YIERETAE
WIEAEAE & & LT, Al 16.8mg  (100ug/hr) 13 HESE S e vy (RIEIZEBW T, FIEIGA & &
LT 12.6mg (75ug/hr) %82 2 HRERIZ 720,
WA AT B 2 3R 4 5 Fao#E # 3, RO/l b 2 & 90mg/H (AEHIDE 45mg/H . SO
W& 30mg/H) ., AAF T a Rog&eomg/H, &R a7 A & 270mg/H L B, 7 = % = /L%
Fe WA (1 3 BEAHRELAD) 1.7mg (7 = > % =L 0.6mg/H) (2%} L CTAHl 4.2mg
(25pughhr ; 7 = # =1 06mg/H) ~EIDEZLHHDE L TREL TN D,
ek, WIEREAHEITRAERICE S EY 2 HEZBINL, BERGICRLRVWEIEETHZ
L,
BEXR (FEA4 FERFINBERZEICED (HRERGRE)
A3 H B & 2.1mg 4.2mg 8.4mg 12.6mg
ﬁﬁﬁﬁ B BHEE FEWIGEE™  (ug/hr) 125 25 50 75
TEFARIBIC R 1T D HEE PRI (mg/H) 0.3 0.6 1.2 1.8
1 1 1 1
ELbeREOA (mg/H) <45 45~134 | 135~224 | 225~314
E/L b RAHF] (mg/H) <30 30~69 70~112 | 113~157
EV e RESHA] (mg/H) <15 15~44 45~74 75~104
F¥Fa FoEaH (mg/H) <30 30~89 90~149 | 150~209
7z B = VERHE] (mglH) <0.3 0.3~08 | 09~14 | 15~20
T B = VR R W R
(LA BEFPRA ; B Hmg) R
[ FARIBIZ 30T D HEE RN R (mg/H) ] ' ' '
T = B =V T R ORI B A T,
1) AK16.8mg (100ug/hr) 1%, FIEIEGATHEE U CIEHER I N0 DS, BEIREIZE T 2 HEE W
X &l 2.4mg/ B IZHHYS T 5,

A0 A THEMT %,




1.2, #EIRLfTE
oA A A FERHID DAANZHIO TV EZ 7256 M 24 Bl £ CT7 = 2 =1
DI AFHREDPR % ER T D720, ERARBHEONLETRHHMZEST L, £OD, FiLo
MER GG 25510, U BXANER L WA B4 RERAIOR G217 Z L NEE
Ly,

[ERZEH]
S A SRR M )
1A 1E#RE o5 12 BFRITR IS ARAN DR 2 BRAA T 5.
1 H2~3[EE AR ORI PG & FIFFC 1 BIEE2 &5 5,
1 A 4~6 [ AANDBEF S & FIRE R O 4~6 FFIIC 1 R B 5T 5,
Frfge e - ARHN O BB AR 6 IER £ THkE L TR 595,
SR B IR B 2 3k <

BEICLY ERRERO MERFEG) TiE. +oR28mhEnm o nWiiandb s, BEOIR
REZBIE L, RRIOBEFRDIENPEONDL £ T, WA A4 A FEFAIOEMES (LAF 2
=) WCEVEREIIND L, 1ROBEMNEERELE LT, AFOY Y B2 ANHER L -4
A A REFRAIDRE DA SUISLFOLAIT L B G2 16 &%, ENFAIOLAIT U112 2% H
e L THRETHZE, ZOBRE. MDA A A NERAIZHERT 52 ENEE LV,
1.3. RERMEMEF
1.3.1 ERIBARFICEITH0E
AFIREAT I AR L 2 B ARV E L S N TW D B TR (—Hich bbhd
BRVMVEA) BREBLZEAICE. EBICAEA A FERAOBINES (LAF2—) (ki
R e AT R
1 [EloEmEEEEE LT, AAIOYY XN L QA4 B RESHAIANEE DA 3
FOLGET 1 ARG ED 16 &%, HEHRAIOEAIXI VR 8% B LTEGTL L, 08
Ay BEIMEOA A A NEIEAIZEHN T2 2 ENEE L,
7.3.2 Bg
PR ENEOND £ THEBEBICHEREZITY 2 &, ERDIEN+OHE LN WAL,
BMNEEE (LAXa2—) Szt et 4 FERAIO 1 ARGEROVEREEZZE L, 2.1mg
(12.5ug/hr) 75 4.2mg (25ug/hr) ~OHEEOEA & | B HED 25~50%% HZ L LT
HE 0 B2 BRI BT 5, 7ol AFIO 1 EORESTH &2 50.4mg (300ug/hr) %88 2 585513,
DO FEEBETDH L,
7.3.3 BE
WA 220 EIL., BREENDODND ZENH LD TIThbRnI &, BIER%
L VIBET2HAIE. HRICBERETVW RN LEEICHET D2 &,

1.4 &50HIE
1.4.1 KR OG22 0LEE LR Rol2fE1id, IBREIEROFHZ P TR 2 IZET 5
e,

1.4.2 AFOFHGEHIEL, MOA A FEFAICEET 25513, AFIFEEZ O~ = >
A = VAR FED 50%IZJ8A 95 DI 17 BEREILA s b Z &, oA A4 REFAID
BEIZERAENSBB L, BEOREZEBZE L 2 L@y iR RmnEons £ iy
THZ L,
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5. ERERAGE
DERRT—2 /1w 75—
AL L0

(2) ERER I IZERBR
1) BEMHER
AR L

2) EHFREER
MU ER e L

3)0T/QTc sF{H s ER
B R L

(3) R RIS RRAER
LB L

(4) BRI
3 re

(5) B - HIEAIHER
KR L

(6) AR

DERARARE (—REARERAE. SEEAREAE. ERRELERE) . REFRET— 5 —2
HE. WERSHERBRONE
MR L

DEBEKLELTEETFEDONBRXIEERE LI-AE - HBROBE
RN

(7) =Dt

OEERIFE

BEEER N B 2001 2 6t I, 7 = Z = W3H T —72.1mg [HMT) @7 Z & AREHIZ A C72iR¢ [ G
& OBRE N OB REHT R HE L, HIEIT, ANy F7 2 MBI & 2 HEREEE VT,

AFH ALY
- BUS7a L
+ 1R OO RTBE
+ HKLEE

4| AIBEEE,
| IBERIE 4 S5+
++++ | Kk
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GEESD

o ik L ?erﬁtﬁﬁﬁ?ﬁ 72 FREfH &5?@%&?& 73 B 3&“5?%%16%}% 96 FH#fH]
(FIBEE %) (GHIBfER% 1 WRRRED) CGRIBE. 24 FFR)
— 12 (60.0) 18 (90.0) 20 (100.0)
+ 8 (40.0) 2 (10.0) 0 (0.0)
+ 0 (0.0 0 (0.0) 0 (0.0)
++ 0 (0.0 0 (0.0) 0 (0.0
+++ 0 (0.0) 0 (0.0 0 (0.0)
++++ 0 (0.0) 0 (0.0 0 (0.0)
&t 20 20 20
% (%)
OftEY

fERERR N BE2001 2 Xf R, 7 = > % =/)V3H 7T —72.1mg THMT | © 7" Z & R BLKI %2 TR 51424,
48, T2WFfE% CUTHIERE) OfERMZBE L, FTRICESWTHIE LT,

(RECRINV

90%LL E3fIE LTV D

75%~90% A A T E L T D

50%~75%AIH 23 LT\ D

50%ANH AMFAE LTV B

AW [(N|FPL]|O

ETHEEL TV D

GHED

FG-BAMGTR 720 £ THIEEIERO . WD 10 90%L EAMIE LTS SHESHT,
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VI. EMERICEHY 5IEH

1. EEENICEES HLAMRHL AW

TAVTILADA FRIBREE
e ?\iﬁﬁﬁiﬁiﬂﬁﬂ%\ FLE *@ﬁ@‘%fgﬁ]}(%u%\ I%/V%/Vt*ﬁ@%ﬁ7k%ﬂ%\ aFA Y “/@Lﬁj(iu
W, Dt RO ALY U, AR RS,

ERRERERE
T A=) LT e X VIR NF U R A
MREEE R ERE

RoBS v TV IINT ¢ UIERRE .
EE  BEEOD DILEMOEE - EREIX. &

2. FEIBEH

(1) YERERL - ERRM#RE
TERRER 12
SZREEERBOBER, 7o Z=ride b 77—ty (R =2—) LA RZEEICH LT
Ki=1.02nmol/L, § (F/%) A EF A RZEEICK LT Ki=1530nmol/L X Wk (I > /3N) A4 A R
FARIZxF LT Ki=1080nmol/L D FatE %z R~ L7z, 72, EAT v b MBS EZ AONT-BETlE. 7=
VHE =T A E A R LT Ki=2.11nmol/L, § A YA A Rk LT Ki=109nmol/L &
Wk A EFA FZEKRITH LT Ki=308nmol/L O#F4EZ 7~ L7= (in vitro),
INLDORERMNG, 72X = Wdu VLA REZFEICR L GRIICEH OB 2R Lz, LR
ST, 72 A= MEu A FZREENLTTI=A M LTER L, MAORERIERZ 57T
DEEBEZ LTINS,

(2) Ft & Hf 1 B HER A
AR L

() E AR IREFRE - FrigehFfa

TR FEHIRH « A&k L
TEFRHGEEH © B8 B2 L
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VI. EYENREIZEA T 5IEH

1. MAPREDHTR
(M AELEMGOLFERE
ZHERR L
<HE>9)
KEFERBFEEMERTIE 7 = X = VORI RE T A A A REFRANCTTENZR S T
WIEBEDOGA, %2 0.2~1.2ng/mL TH D, LU, MENAE CTGE0RANER LI GASI3H
s PRI ERT 5, ) LREIhTnd,

Q) ERABTRRASA-MDEE
OEYEHEE MR
(%I RIS O EWFHRISEERBRT A R 7 4 > AR E 1124004 5 PRk 18 4211 H 24 A
T H =3 AT —F21Img HMT] &5 =207 v 7 MT 8y F %, 2#/12 #1270 24— "—ik
W CHRERERR AN B PEICE N 1 K 72 BRI ALAT L, LC/IMS/IMS 352 TG 7 = > % = VIR E (R
BALIR) ZRIE L, S5 ERE T A —% (AUC, Cmax) (22 T 90%(EHE X HVEIZ THeqt
fENT % 4T - TG R, 10g(0.8)~1og(1.25) DEIFHIN TH 0 . WA D AW F RIS R S T,

[#R]
EYERINS A —4
AUCO—>120 Cmax t/max t1/2
P - B (pg - hr/mL) (pg/mL) (hr) (hr)
T X=) 3 HHT—F 17703.33 300.462
2.1mg THMT +3040.07 +53.478 37.4+10.1 19.95+4.16
Fanas vy MT Sy F 16598.49 280.923
- 2.1mg +2648.61 +58.038 25.8+11.3 19.74+4.52
(FHHIZERE n=13)
EHMER T T U8 L EEDORR#S
400
300
5
E -
sy
2200 -
i J
o
100 4
U T T T T T T T T T T
0 12 24 36 48 60 72 8 96 108 120

BIERE = (hr)
R I A= L3A BT —72.1mglHMT] B8 : T20T7vyIMT/SyF2.1mg

£) AUC, Cmax B D737 A —21%, YBRH O, KK OTRIREEL - FFH S ORISR K-> TRZR D W]
REVED B % o
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<% . in vitro>

®invitro £ FEEFZEMHRER [REMEDEZERET-1]

T A =N3BHAT—7 THMT] Zinvitro Tt NEE (IEF) 1232°CIF37°COEESRMCHEA L
FEEDT A NDOREFBRELZE LT,

FOFER, 37°CITBIT 5 FBEEILI2°CIZ R L TR 2R L=,

[EEIMEDFEHRET-1] CEEME + 1R £, n=6)

M/FEHE -
—=—37C
E ] ——32C
é‘) M/EEHE
]
=g
s
o MAEAE
Bf
MY/ e ¢ ; . . . . . . ,
0 8 16 24 32 40 48 56 64 72

W5 thr)

<H¥% : in vitro>

®invitro £ FEEFZEMHRER [REMEDEZERET-2]
72X =30 T —7 THMT] #invitro Tt MRS (IEH) 1C42°CORESRETHEA LIz &0
Tz B =NV D R EEEEERIE LT,
ZDOFER., 42°CI2 BT 2 @ ElE [ EINE O 2R F-1] TF Hi7232°C & il L TRI3fG 2~ L7,

(B EIED R ERET-2] CP¥E + e 7, n=6)

MR 4
—=—427C

- M/

=

o

&

=

0 s

- Mg

by}

=

Bk

0 8 16 24 32 40 48 56 64 72

e (hr)
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<£% :invitro>

&®invitro t kR HEIEMERER [FEHEE O AR

T H=LV3BMAT—7 HMT] % invitro Tt NZE (EHEOHEE) ICEAL- XD 7 X
=V R EFEEE A JE Lz,

ZORER, BERECIIEEE R LT,

[EE RGO ERT] CPEIME +IEAER 72, n=6)

M/ HE
M/EE#E A —— B
—— EH S
-~ M/ 1
£
2
e
N i Y 4
F M/EE e
=)
)
Bk
M/EEHE
M/AE#E 4
0 8 16 24 32 40 48 56 64 72
FEfH (hr)
(3) b
AR L

Q) BE - GtREDEE
VL. 7 AHEAEH) DIEBHR

2. FUEERIS A —H
(1) BT 753
AR L

(2) BIGERE
AR L

Q) HREEEH
UERR L

DHoIVF7IUR
mEERe L

OF Xk~
EER R L

(6) T Dt
AR L
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3. BEE (REaL—>a>) i
(1) B4 A5k
AR L

QNS A=A EFHER
MUER e L

4. RIR
WL ERAL B

[VI—1.(3) ERARAER ChEd Sz miRpe) oHES M

5. 5
(1) % — XA P9 @@ 1%
BRM R L

(2) 3% — B B BB
AR L

<%E:7v >

EIR 12 HAKR 19 HAD T v MC [BH] 7= Z=/L% 0.2mglkg HEIEZ TG Lz & &, ML
TR T OB TS REIREED Crax - T 54 1 REMIZI T DIBIENEBENRBIR B, REEMW O Mg
THTREREFE DK 1.5~2 (ETH V. D%, HEMWO MK EERE L 0 W 20d 5 Wik BTl
TICHR L STV D,

@) it ~nBITH
AT GMEAN) 9
SR 7 = A oV T UBRE A RN S LT & T 2 o F S VO RBIT MR E N2 e
WEINTWDS,
<% : 7 v >
WETDZ > M [BH] 7= % =)L% 02mg/kg HEIEZ TG Lz & & i P aE i B i3 m g rp
HHRERE ORI 45 TH Y | MIFEPHRERE & BBLRETIIR T Lz s @G ST b,

) BERA~DIBITHE
MAEER e L

5) ZDhD BB~ DT
MAEER e L

(6) MPFPELMEEE
MAEER e L

<&Z% :invitro>"
invitro IC8B1F 5 b IR QRS AR 84.40% (CEMREHTYE : 10ng/mL) TH - 7=,
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6.
(1) BB B UM R B

He

Tl DRI V7 2 o X = VB ART DL N-T L3 TH D, v~ T —7fRkKE LT
FERSLT v B = VAIBHOKER(L., FEBRKRILEZOBRENERH 5,

<£% :invitro>9
E FNOKEFEARET R — FEHW invitro fREFARTY = X = M3 e 2T 2w b, 7o

oW REER T S e s STV B,

% —)
H H
W FATo A=) ) VT 2 A=)

FRAFu A= T 2 H =) 7>k

1 v 7 v b I

©/\/ INT =B =)

ZEs =N miE: 7 v b
fflgg - = > b
B 7> b
JR:te b Tvh
#:7v b
B 7 v b

Jp — O
W-H\CHB

Kt 7 = 2 =)
v JR:e b T b

CHy

KL ) VT = v B =)L

vt 7 v b
Q VA= 3 S ORERIN
—_—
K:e b, Ty b
CH -

QR#ICEET S8R (CYPE) ONFiE. HE5EX
<H%E :invitro>%10
v NI Z7a Yy —2a%HWz invitro RBOER, 72X =Ahb )T 2 X = b ~ORFHE
CYP3A4 EAE L TWD Z EAWME SN TND, EH2REREEIL VT = 7 =V AT 5 bRy
N-BE 7 LAl TH D, v A FT—72iRK & L THFR Y v A = VIO KER L, FFHRERKER(LE D

RERIER D D,

Q) WEEEMNRDERRVEZDEE
R 452-5- 0D 72 80 Tl C o> )Rl 2 SR & 52 1 720,
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4) KBEHDOFEOFEERVEEL., FHELE
<HBE . F)LEY D
WA EHFA RZRRT =2 MEEOIBIE TH 5 ENE > MgHBIBIHEMHETEEICBS N T, /v 7 =
VEZVET = Z = LD 1950 TH o T2,

7. HEit
1) PEMEEAT S ORI
PR R OVEE

2) PEii R
YR L

3) HEH
B R L

8. FIVRR—E—IZEAT B1ER
T2y =UE, AR R R P X L2 (P-gp) KIE~ T A & T B RN S 3 L
I £ BMERRED D, P-gp DHE/RD Z L BMON TS, £z, T v b & OB
IR D . MBI 5310 B 7 = o & = L DR AR AT = A WA ) =T F R
(OATPs) DEIHI RIS TN 5 12131415

9. BMFEIZLDBREE
RUERR L

10. BEOEREHTSEE
B L

11. £
TR L
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VI. Z2% (ERLDIEF) CEAYTSHIEHR

1. BEHERNBRETNDEH
5

==
= R

KBS DEEA LR T HET I V2 ZIILORIRENEML, BEREIZHY., RICESEETL
DB RFBLFHRIT, HNEBRFEADOEM, BOVEETOABREEZHITLH &, RAFKICTEENK
BETHICHEL., BMERORRITEET S &, [8.10, 9.1.5 B8]

1.
&
h

N
BE

figEn)

BEOEFIZEV 720 2= VORIENNL, BERGLERVIBICELIBENNHDL Z ENLRE
L7z, F7=. V-5, EEARJEAMEER L Z0OHEA] 8.10 DIEIZEB W T, AFIALFTBIAAE IZIET L 7238 E)
DIFD, P L WEE)Z 3 L CHEERLE LT\ b,

AFNZBT B invitro b b EEEEMERER RENEoRERF —1] [BEMEOEERT—2] L0,
AFIEATERALDOTEE D EFAZRE VI ES T2 Z v sz (IVI—1.2) FERER CHERR S
oM PRE ] OEB),

FEEE UMW TER DS BEAHERAL I BB U PRI 23 U7 ER 3 S X Tind, X,
ENIZEBWTH 2722 TR L7272 &3 2 5D RGO RENHRE DX 5b,

A
Ul
oIK

2. B2 (ROBHIITEG LRV L)
2.1 BAIDORSZxF LIBBUED & 5 HBE
2.2 FNRAT = AEEEE KT A B G- o BB ST G- k% 1 ERILIN O S [10.1 BE]

3. MRENITHRICEET HEE L ETDER
(VIBRICHET A 22052 &,

4. AERUVAEICEEY 5IEETDER
(VIRRICBET 2HE ] 2230552 L,

5. EELGERMIE L ZDER

8.1 AKRHIZ EERE )5 EEE DD AR LIS OE I L2 &y,

8.2 AAROFHEMBRIBIZH Tz - TiE, EREWEH., BN E, EHRFOER R, RE k%L
BRI LTI L, B A S- ECHEREZBGT D 2 &, BRSPS, Bk s
DOFERD B BN TG AT EIREICHEKE T L HOBET 2 &, £, AFIEHFIZR
FIBE AT E LWL ) BESICEET 52 &, [14.1.3, 1416, 14.2.1-14.2.9, 14.3.1-14.33
]

8.3 EERMELINEINTRD LN AITIE, AN ZFIBE L, MAEERATT O, FERIENZ R LTI
LA (Fax v, bosa Ty %) RERYTH DA, RESEHUAIO MR Rt RE R AR
EVFNDOT, BIEL+HH0IATOMERTA OBV IR LESE2EBET 52 &, [11L.125H]

8.4 MDA A A REJFHINOARFA~OE 0 BR X EZRIZ, EL, TR, IR, FEE D O EORNE
ANZLRBOOENDZ ENDB DD, U0 R FHITBEE 02T, EHEREICERSGT52 L,
2B, IO ORIERIZRIIICD T BN A B D,

8.5 oA AA FEIRAIN D ABNCYI D B T-HEITIT., BEIZI - TiE, HLO, FEh, @,

T, R, IRk, BEEORBEENH LD ZENHLDOT, BEDOREABIZELALAND

VIS U R E 2175 &, [11.1.15MH]

AE = ET 251X, BERICHEET S 2 &,

I EVEMRGFEEAE LD ZENHLHDT, BEEL STV, EEICEEGETHZ L, £,

FLASCEAIC L VIBER G TICEDL AN H DD T, 2N 2T 5 708158 % +017

5k, [9.16. 11.115H]

8.8 HMHAPIZBITHIREEOZERMMEIL., IBIEEELHLDLNAZ EBHHDOTIThIRWNWI &,
[11.1.15 8]

8.9 HEREWEAMNEI LIZEEHEIZOWTIE, AARBELO 7 = X = /LD EiRE A S [E L, A
HIBED DRI T b 24 MBI R 2 ki T 5 2 &

e
- o

8. 10 AFIMGA I FEE ST LVIEENC K 0 RIED EF L7258 ARG ORER A L7 =
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VA VRN ENEEINT B 7D, mEPEGIZRY . FICELIBENNH DD T, BEDIREICHE
BTo2 b, £, AFMfE, BRI AER Sy R, EXREA, AT +—%—Xy R R
SERAT . PRI BGIR. U B AIEEOBRICE LR WL IS5 2 &, AR AT
AT DAL, BVEETOARITIT ST L0 T5 28, [1.. 9.1.55/]

8. 11T IR&., DFEWNR D ENRH DD T, ARFIFEE- O BFITIE A B HOEIRSE R A £ 5 #k o
BRI EE SN LY EETH L,

6. BENDEREHI DHBHEICHTIIERE
(D EHE - BERFOHLEH

9.1 BHHE - BEEEOHIEE
9.1.1 IBMEMEBEEDITRIEEBEENDHDEE
MR ANH 2 R 5 B Enn H 5, [11.1.2 B ]
9.1.2 IREEH
SEXIMRER - TRBZENNH D,
9.1.3 RIREFEIRD H D EE
WIRZBEIEIBZENNH D,
9.1.4 BBEENEDILE. BHEE - BE. HNESZOMKICHENEEOHIESE
MRl 2R Z T Fhnd 5, [11.1.2 8]
9.1.5 40°CLULELDHEANBOONDIESE
AR E DT =X =V EOHINC XV | EHEIERREET 582108 H 5, [1., 8.10
2]
9.1.6 EMKEDOHREENHDEE
A 24 U [8.7, 11.1.1 ]

B - PR 2SEIE L, BIER DA S 5 b3 < B2 d b, ok, BHRERERE 252
& L THIMER OV Z M2 & U RRAREBRI T L Ty,

Q) FFHREEEE8E

0.3 FFigREERE
R - HEIASRIE L. BIER D 5 b bhod < RBBEARH B,

D ETEREEET 5F
BE I TV

(5) 3247

9.5 WE1m
P SUTEEIR L T D ATREMED & 5 2eE IS id, 1R LOFIRIENERIEZ RIS &S o5
BRCORRETH L, 7= F =07 = UBRIEERHRIC BT, RO &5 X0 FrAEic
WROR A S0 W Rs & & DAL R T DG LV IR IRICIRIRD B b oIz & DREDR DD, EIRT D
KA GAZ L0 . FAERIGBEERNAOND Z DD, BMER (7 v Hiklkin G385
THREZECH#E STV S, [11.1.1 2]

(6) 2247

9.6 =FLim
FAZHTSELT L, B P TRAF BT T I L HE SN TN D,

(N ME

9.7 MR
AN RS & U [E PR R RR T 550 L T,
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8) mnE

9.8 A
BIVERORBICEE L, BEICHRETA 2L, 72X =07 VT ANMEF L, e
IR OIE RN T H v, BEF T RNEZMERE WD EARIB IR TS 19,

. ¥EEHR
10. #HE#%H
AFNT I CYP3AL TRES NS,

(W HREZ L EDEH
10.1 ERES BRLGWVLI &)

A4 FRAER - FE 515 HEFE - fEBRIK T
T A T = MR KN BERUEIR 2R BT hn’d 5, WA EF A RZFERA~OBAEH
LUV A= Fo, EWEANE T2 | AEICK D,
[2.2 2] N5,
TV AT = YRR KT % e -
oo B AT G R 1AL
NOBEIZITHRG LN &,
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QBRIELZEDEH

10.2 ftRERE (BRISEET S &)

FEHN4 BRIRIER « 18 7R K& - fERRE T
FRRR AR P A REREDE], ARME, SFEV, BYE | AR AR I VR AN
T x ) FT VT KO e S SO EN 2 5 | 38T 5,
RS UTEERIHK ZERBHBHOT, WETDHREE
PNV — U R A HIIEGTLHZ L,
ALY BRI
£ 7 I B LSRR EA
=BRARPD OH
B A AR A
FEEMEHL e 2 2 X A
T ILa—)L
A RREA|
e h = AEHEE tu b= EERE (RE. B, FMEYICE o b = BRI 23 TR
BIREe b= FEIAKRBRE | BUE, S5LL. FEEN FIF. SEAK, THRBENRS D,
#1 (SSRI) R, I A7 v —X %) B"H5

tobh=r - AT RLTUUVE | DNABENARD D,
B0 sAZFHEH] (SNRID)
T X R bR E A

CYP3A4 FAEEMH & H 9 5 FAl AHKlo> AUC O, =31 | I CYP3A4 IZx3 2 FEIEHIC
DN N 2 DIEENRRBO LN DHRENRDH | L0, AAONRBAHEZIN
A FFafFy—n %o FERMGIEORIERNRET | 2,

Zary— LBEINNHDHDT, BEr 5
R a2V —L WZATV, HEICEET 52 &,
TIAKX

IS5 AnwA

INTFT Y A

TOVRFH I 5

CYP3A4 FHEAEM % 3 5 Al AR OMHFPRENMET L, 16%% | I CYP3A4 IZKI3 2 FE/EMAIC
PRy SV BRI TIBZENLRD D, LEH | L0, AFOREMEES L
HNANR<T B WIS CTARBIOHERTEAITH>Z | D,

T )R —L &, CYP3A4 FHENERAHT 53
Tr= b V5 FloH %, AF o FE? L

L. BRI % ORI E
BEBATLEBENGHLDOT, Bl
8Bx2T7ATV, HECLERET S
&,

. EIfER

11. EER
ROBWEH RS 6OND ZENHDHDOT, BEL THIATV, BREFPRD SN HEICITHREGE
HIEd %70 CIEUIRAEZAT O 2 &
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(D EXZEIMER & DHER
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THZ L,

OARMIZB T 2 [ EoEE] 195 4w, 9.6 R3] DH

9.5 yEim
PEI SUTAEAR L T D ATREME D & 2 I VEICIT, 1R LA RRIED M ar: 4 LRl % &)
SNABBICOBREETLH 2L, T2 =7 = USRI BT, 2o
FAZ X0 R RIS, iy 2 & etk O 52 L0 IRIRICRIRD: & BTz
EDOWENRD D, MIRTOAFFEIZ LY | HERIGREERN A BN D Z LD 5,
B3R (7 v PRk GHER) TRITECAHRE STV, [11.11 3H#]

9.6 RELiw
IR S DL, B RTRAHRABITTHAZ ENHEINLTVD,

OKEOFHALATA] (DURAGESIC®) D iRfF3C#E (2021423 H) (FDA, FDA-Approved Drugs, <

https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/019813s081lbl.pdf >, 2024412 A 16 H 7 7 & &)
Pregnancy

Risk Summary

Prolonged use of opioid analgesics during pregnancy may cause neonatal opioid withdrawal syndrome.
Available data with DURAGESIC in pregnant women are insufficient to inform a drug-associated risk for
major birth defects and miscarriage.

In animal reproduction studies, fentanyl administration to pregnant rats during organogenesis was
embryocidal at doses within the range of the human recommended dosing. When administered during
gestation through lactation fentanyl administration to pregnant rats resulted in reduced pup survival and
developmental delays at doses within the range of the human recommended dosing. No evidence of
malformations were noted in animal studies completed to date.

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2-4% and 15-20%, respectively.

Lactation

Risk Summary

Fentanyl is excreted in human milk; therefore, DURAGESIC is not recommended for use in nursing
women because of the possibility of effects in their infants.

Because of the potential for serious adverse reactions, including excess sedation and respiratory
depression in a breastfed infant, advise patients that breastfeeding is not recommended during treatment
with DURAGESIC.

OA—A 7 U T O43%E - An Australian categorization of risk of drug use in pregnancy (2021 4% 4 H

15 H database) (TGA, Australian categorisation system for prescribing medicines in pregnancy, <
https://www.tga.gov.au/prescribing-medicines-pregnancy-database >, 2024 4= 12 H 16 H 7 7 & X)

43%H @ Category C (fentanyl & L THRZR L7-%5 %)
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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.
Accompanying texts should be consulted for further details.

2. /NREIZEET D EsME
AFRIZET D EOER 197 WS OEIFLLTO LY Th D,
AKF &R — DOBFNIAE TITRBENTWVARNWA, BE E TIKREOHESRE (fentanyl)  HEfTH D
IAS SO N OEE a3 (fentanyl) BEATEIOSPCAFIFET 5, B L. AHGEEHE & 1382 5 DT
BToZ L,

OXRFNZE T 5 [FHEOERE] 197 /%)
9.7 /MR
INREEE RS b U ENER BRI I L TR,

K E O FHEE ML A Al (DURAGESIC®) D iisft 3 # (20214:3 H) (FDA, FDA-Approved Drugs, <
https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/019813s081Ibl.pdf >, 2024412 16 H 7 7 & X)
Pediatric Use
The safety of DURAGESIC was evaluated in three open-label trials in 289 pediatric patients with chronic pain,
2 years of age through 18 years of age. Starting doses of 25 mcg/h and higher were used by 181 patients who had
been on prior daily opioid doses of at least 45 mg/day of oral morphine or an equianalgesic dose of another opioid.
Initiation of DURAGESIC therapy in pediatric patients taking less than 60 mg/day of oral morphine or an
equianalgesic dose of another opioid has not been evaluated in controlled clinical trials.

The safety and effectiveness of DURAGESIC in children under 2 years of age have not been established.
To guard against excessive exposure to DURAGESIC by young children, advise caregivers to strictly adhere to
recommended DURAGESIC application and disposal instructions.

OHE OFEFALATAI (Durogesic® DTrans®) dSPC (202348 H23H) (Datepharm Ltd, emc, <
https://www.medicines.org.uk/emc/product/6942/smpc >, 2024412 H 16 H 7 7 & &)

Paediatric population

Children aged 16 years and above

Follow adult dosage.

Children 2 to 16 years old

Durogesic DTrans should be administered to only those opioid-tolerant paediatric patients (ages 2 to 16 years)
who are already receiving at least 30 mg oral morphine equivalents per day. To convert paediatric patients from
oral or parenteral opioids to Durogesic DTrans, refer to Equianalgesic potency conversion (Table 1) and
Recommended Durogesic DTrans dosage based upon daily oral morphine dose (Table 4).

Table 4: Recommended Durogesic DTrans dosage for paediatric patients! based upon daily oral morphine dose?

Oral 24—hour morphine Durogesic DTrans Dosage
(mg/day) (mcg/h)
30 - 44 12
45 - 134 25

! Conversion to Durogesic DTrans dosages greater than 25mcg/h is the same for paediatric patients as it is for
adult patients.

2 In clinical studies these ranges of daily oral morphine doses were used as a basis for conversion to Durogesic
DTrans.

In two paediatric studies, the required fentanyl transdermal patch dose was calculated conservatively: 30mg to
44mg oral morphine per day or its equivalent opioid dose was replaced by one Durogesic DTrans 12mcg/h
patch. It should be noted that this conversion schedule for children only applies to the switch from oral morphine
(or its equivalent) to Durogesic DTrans patches. The conversion schedule should not be used to convert from
Durogesic DTrans into other opioids, as overdosing could then occur.

The analgesic effect of the first dose of Durogesic DTrans patches will not be optimal within the first 24 hours.
Therefore, during the first 12 hours after switching to Durogesic DTrans, the patient should be given the
previous regular dose of analgesics. In the next 12 hours, these analgesics should be provided based on clinical
need.

Monitoring of the patient for adverse events, which may include hypoventilation, is recommended for at least 48
hours after initiation of Durogesic DTrans therapy or up-titration of the dose.

Durogesic DTrans should not be used in children aged less than 2 years because the safety and efficacy have not
been established.
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Dose titration and maintenance in children

The Durogesic DTrans patch should be replaced every 72 hours. The dose should be titrated individually until a
balance between analgesic efficacy and tolerability is attained. Dosage must not be increased in intervals of less
than 72 hours. If the analgesic effect of Durogesic DTrans is insufficient, supplementary morphine or another
short-duration opioid should be administered. Depending on the additional analgesic needs and the pain status of
the child, it may be decided to increase the dose. Dose adjustments should be done in 12mcg/h steps.
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