202453 RET (5B12hR)

BAREZEERHEES 878219

EERARAELA—T4+—L

H Ab 3K RIS O IFELE B 4H2018 (20194E EHR) (T YEML L CIERR

#I

&

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

E)IR-EMEOMSECLUERTI L

T—7H

BHID RS

BISE, REE, LG ZEIRS (EE - EMSOMFEICIVERTL L)

Tz H =3 HHT—721mg THMT
Tz H =3 AT —7 42mg THMT]
7 x4 =)3 AT —784mg THMT)
7B =3 HHT—7 12.6mg THMT)
7z H =3 HHT—716.8mg THMT)

AT =2 =1 2.1mg
AT =2 =1 4.2mg
1AM T =% =)0 8.4mg
1R T =& =1 12.6mg
1R T =2 =1 16.8mg

4 7%=/ (JAN)
74, - Fentanyl (JAN, INN)

BLERTRBERR

TERGEKEREA H 201242 4 15 A

EE(REAEUNE, - MR EA B 2012426 H 22 A
BRSERRE A B ¥ 5% O£ H H:20124E7H 2R
NEHm (@A) - BT © AR 2

=i - Wit 4

ERFERELEDOERSE

FLWahEEO

DB BRI E
TEL. 0120-381332
FAX. (03)5293-1723

ZAFRERL9:00—17:50 (+H « #iH « SR 2 <)

ERBEURE AT R — HR—

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

® : ERPEAE

AIFIF202443 H SGT DU LE DB IES S UGET LT,

B OBAT SCEIF R, EIE S E R E AR AR — 25— https://www.pmda.go.jp/ (2T ZHER T S\,
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EHGA 25 E a7 o — DRI O T & OB — A AR S —
(202044 H 245T)
1. BERA LV FE2—7 +— LMERORE

R EIRLOLEARN B RE LT, EEAERLBRMASCE BLT, BAXE) b5, BB CEA -
SEAIRNSE O EFRIEFFE D B H EB LB R RIS O EFEREREZIEHT 22X, R CEICGE IS #®E
EAT 2 HICFERIERA LB R G G0N H 0 | MIEAEOEEIFHRLE (LLT, MR) F~DEHROIBINGERS
BRECEVIEREMTL TE TS, ZORICKLEREREZEENICATTLOOEA Y X & LTERLA
A a—74—5 (BLF. IFEBET) DFEE LT-,

1988412 H AP skAli < (LLTF, HIRIK) BN EESDIFOAMEM T, IFFLHEA, IFLEEE 2 R E
L. ZDO#%19984:C H IR MM EHI/NE By, 200845, 20134712 H 3K = 3G R Z B S D IFRLHEEH O WET 217
S>TET,

IFFC#EAH2008 A%, IFIZPDFE OB 17— & LCIRMtT2 2 Rl E2ro Tz, Zhic kv I CED
FHEARUET N D - BT WET ORI T — Z 2B L2 IFR o iRt SN s 2 & L o7, ETRRDIFIL, E
HRL R IR B (LT, PMDA) O EWREA EHK L FHRE RO R—
(https://www.pmda.go.jp/PmdaSearch/iyakuSearch/) (2 CAB SN TV 5, BRI TIL, 20094 & v #HiEIKLDIFD
THRAERGTT DM LT M o Z Ba—7 4 —AREa] Z5KE L, lx QIR SGE A2 i3 5 B g
e L THUNERE - BREtL T D,

2019 DRI SCERLH EFH O A T IZ Ao, TIFFCHETH2018) NAK v, A TR 3L 5 o Ik 7e 1wk
MIEENCBT A0 A KT 4 v ) ICBEET A EREHOT- 0, T ORFIAEKE Lz,

2.IF& 11X

IFIT A SCEEOEREZME L, B - EHIMEOERMNEFEIC L > THHEERI LT, EHRLONEEH
DIZHDIEH, WIFTEEFI OO OEHR, A O D OIFH, EIHLOE EEH OO DR, KPRz 7o
2O DIERENER SNIRAH2EROER MG E L LT, BRENTEHEHEZRE L, EARE DDy
% 1= 3R O RS R GE SUTIRGE IS0 D AR EITER M ORI A R L TV 2 24Tk SrERHT B,

IFIZFEHT 2 M HECHIT BRI E L IFRRa EREIC YL L. — BB O BIA: 2 B3 & KGR O HPHN O s itk &
b, 72720, MEAEOREZEICHEDLL LOLOFIHEB OSFHME « I - 2 & FHEEFIIIFOGEHFE L
b, BV 5L, BERM NSRS IR, FIHE B S35 - Ik - BRREHT S & L hic, &
BERMEETDHILDOLE VIR AEFFOZ L ARIHEE LTS,

IFORBUIE 7 —F AL U, I TORKIILAETIER,

L IFDFIAITH - T

AR DIFIL, PMDA®D [ H [ 35 dR R DX — DTG TSR E STV 5D,

FUERA T (EIEGA X B a— T 4 —MMEROTH| & | 1ZH-> TIFEERR « #9223, IFOJF R &M E % |
EFBIGICAE LT D IEHRSCIFERC R Z R LR E R IO W TR R EDOMRE~D A VX B2 —IT LD
FAZEBOPNEEKEIE, IFORHAMEZ SO LIMLERH D, Fio, FERFUGETINDHEH EOFEESEICETH
HICBL T, IFRSET SN D CoMIE, REAENRET ISGETNEEZA O LELEE, H2 VIO
S AR — B AT X 0 A E B DT 5 & &b, IFOMAICH > TiE, BFTORMNCEE
PMDA® [ 3E i [E IS SR TE MR BR O R— Y THER T ILERH D,

ek, WIEME AL ENEOMMEO S bRE SN WS V. 5. BRG] < IXII. &%k . [XII.
5] (BT 2HBHEIIAREZ T TORWMERNGEND ZE083H Y, TORYFWIFHoEETRETH
5.

4, FIAIBELTOEER

IFZ HEEBICBOTRNT ZENTERVERMLERFRE L THEH LW &0, IFXHREOEFE 2%
T, MEKIE IR S O BLEIR TR U IR GBI #E D D AR ENER - #2485, ERMEEEH O DO ERTH 5 &
DOALESITED, Fodl - RBUIZEIR S, EREREOME, AL L 2O MRS BT 2 1EF 0 RS
SRHGEHERIRILIFEEI N A R oA v, ®WEfa—F - 47 - 7T 7 4 2EOHRE —EREZIT S5 250, )
FEIHFMIRIIREIT A KT 4 > Tld, RAGRIESKGEIN O BB T 2 E SR W T, RUESRSSEN IR RS
MBDRDITIECTIT) ZEIFELIZZ RN EINTEY, MREADA VX 2 —H L O R Sl X
D, FAEEHONIFONEZREESELIRELDTHDH Z 2Bk L TBMRITNIER B2, BERMENSES
NAOEROBFHINBILE MR L, £ ORBIMA k&, EERIGICHT 2 EFEH 2R3 25 2 & IX3EAIR O A%
Thy, IFZFIHLTHEESZFIMES 2 DOIZ L TV EZ0,
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B EE BENE
AL-P alkaline phosphatase: 7 /L 7V R AT 72—t
ALT L-alanine:2 -oxoglutarateaminotransferase: 77 ="+ 7 /h 7L AT =7 —€
AST L-aspartate:2 -oxoglutarateaminotransferase: 7 A/ X7X T I/ NIV AT 25—
AUC area under the blood concentration-time curve : Ifi. 77 & — R R i fs
Crnax maximum blood concentration : £z & ifi 4752
CYP cytochrome P450: -~ — . P450
INN International Nonproprietary Name : [ 3£ i [E B — % 4 Fi
IUPAC International Union of Pure and Applied Chemistry: [EISHi1E « Ji A L FE A
JAN Japanese Accepted Names for Pharmaceuticals: H A< [ 38 5 — 4 F4
LDH lactate dehydrogenase : FL2 i 7k 35 % 55
OATPs Organic-anion-transporting polypeptides: H %7 =4 gk R R 7 FR
P-gp P-glycoprotein: P #4727 &
pH potential of hydrogen: /K A4 5%k
RMP Risk Management Plan: [= 3& iy U A2 & B 5 ]
t1/2 1. H 9 L R
tnax e v L R P R R R P

v-GTP

y-glutamyl transpeptidase : y-7 /L ZIV TV AT 25 —F
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1.

. WIEICEHd SHIEH

FR DR

DRETIE, NWAEFRRIMHEN TE 2440 F#ERAIL LT, BAFREYR 27 55 ROAD .
b~ R B (REAL ERAD . B oA @EOAL AL ERAD ., A a PR R
AR, ERAD) . ROT7 =2 =85 (AEEH, ERAD) BdboTe, 209 H7 = 0 Z = Vi BRI
BANTPEED D@ E DD AR LI O A EA A FEFAN LU0 F 2 TEMTE . &k EG18 K
HRGAICbERERETH D,

T H =3 HHAT—721mg THMT), 7= %=V 3 HH7T—742mg HMT|, 7= X =)L
3 HMT—7"84mg HMT), 7= %=L 3 BT —7 126mg HMT), 7= %=L 3 HHT—
16.8mg THMTJ (%, T CIZ L& TV D 7 = v & = Ui BB A & i i s EE SRS L 72 B K9
WICHRIRI G SN BB EEKLTH D,

A 0331015 5 (CER174E3 A 31 H) I28S%F, BB ERORBRFIELZHRTE L, AR ST
BR, INEHEABR A FEhE L, 2012 45 02 A 15 BICHRLERGE AR & BuiS L 7=,

. HRORRFHREE

- FRERLH L AEMERICRIE TH D T LS b iz, (P13 M)
FTTICEHESNTND 7 = ¥ =V EA AL MG IR RS & 72D & O I RFIRRGT S 72 5
Th b,

OEIEA
ROBEWERANHEOND ZENHLHOT, BEL 5TV, REPRBO bNHAIC3&kb 2% ik
T 5 EWMYRALEEIT O Z &,

[ERAFEIEM]

1. 1.1 {&k7EHE (0.1%)

11.1.2 FEIRHNE] (0.6%)

11.1.3 BFEE (0.13%)

MN142avy, 7F745F 30— (WTRHBEEARA)
11.1.5 &8 (BEEAR)
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1%LL 1
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& EEIRE . HERSh
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REAHEAL RS (% 9 #
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Ak
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L 8RR, A LT A
A, AWK

ERIENINENR R
Rt

JIT Ak

TR RE S

WK%

HEIRIREE, R

IR P

B

ke, Mg, B

ERE S, SRIHEA SR

RIS

i H ALP HEH0, AST 58
An. ALT HEn

iR EEFE EH
LDH #2014 i Bk
A0, y-GTP HEh0, 1fin/)Ni
Basid | R B 1R
HEA, M ey e
v, fuh U T A
ek

HEAR, REEGE, A
ERH D

a2l

B IDIER, RAEGR, FEH
HEDUEERE, RE, &
i, KAYPEERIE, 55
e, FER, FIT, H)
JE. Lo b, HrEH
JF

PEFSRE R 4, FhE R4,
o S N Ve s/
BRIEER, R, NI E)
J%, REVE, B i ERHEEIN
JiE, HOG, HEE. PUK
Ji . AN IE A A,
AP, Mg, TS

) FEBUHRE (I i A & & e

. REBORF|FrIRHE

1. BEAHBAL R CREAHRILORER 2 ATV < T 5 70k a o
XFHREBRH LTV D,
ARANDFHRIT AR« R—= V" THEHELATE 5,
KOARMEAN > DLGE TGN 5 O THEENLE,

2. G- OREBEEOTZO, S - FEE

. BIEFERAICEL AT NERYT

C XEHADOXFIHEZ &I

o] TR LTW5S, (P8&HY)

W EME R ICET 288, H

S IGE S (KT L | e IA b e
RMP b5 (I'1.6.RMP OffE | DOIESHR)
BMOY X7 MuigEh e LT |
ERR ST\ B EH
B HEET A R A il
(R ] oD B8 B I w2 iz

(2024 %2 H 5 HBER)




5. RREHRVRE - ®FALOFHRER
(1) AEREMH
AL

Q) iRi@ - ERLOFIREER
A L

6. RMP DI E
YL



I. AT HIER

1. BR5T4
(1) %
TZxH=)3HAMHT—721mg THMT]
Tz X =)3HAMHT—742mg THMT]
T x X =3 HHT—784mg HMT
Tz H =3 HHT—7126mg HMT]
Tz H =3 HHT—716.8mg HMT]

(2) %4
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 |

Q) BMDHKE
SRk 17 4E 9 A 22 AfTEBERE  IEARAE TR 0922001 BHRA S AR @A TEE BRSO AR
WZH Tz > TOWIEL DMAIZET A2 EFHIIOWT IZHKS3&, b L,

2. —fik4
(% (&GaiE)
7%=, (JAN)

(2)*% (&%)
Fentanyl (JAN, INN)

@) AT LA
IRIEMEEER A« -fentanil

3. BEARIETER

4. BFRRUHTE
ﬁj\%it . szstNzO
5y : 336.47

5. 24 (M%) XIFXE
{b5244 © N-(1-Phenethylpiperidin-4-yl)-N-phenylpropanamide (IUPAC)

LEES

6. ER%A. A4, BS.
BE% = — K : HP-1000



M. BADICET HIER

1. YEEEHTE
(1) 448 - 1K
A A ORI X ITFERIEOM R TH 5,

(2) B
AENIAH )=, =X ) —)L (95), =& J—/L (99.5) (ZH D TIRITL9 <. 0.1mol/L Hifgaki 2=
RRTFIT L L, KITIFEAEBIT 0N,

(3) B
MM ER e L
MEhm (HER). BR. RESR

il . 85~87°C

(5) ERIE R AR B TE L
MM ER e L

(6) P ECRE
logP=2.96 (1-4 2 ¥ 7 —/VIpHT.4 KEEIRIR)

(1) Z Dt E 4R EE
pH3.0~5.0 (7 = % =/L-7 = i 0.10g A /K 10mL (27> L 72ik)

2. ERESOERBERTISBHHREN
AR L

3. AMBSDOHERHARE. TEEE
TR AR BRIE -
(1) AP RTEBOEERE S BERE, =% 7 —/L (95) ¥8E)
(2) FAMRUL AT bARTETE (BALD U ¥ LEERE)

R
T E A AR



IV. &XIZE89 5I1E8H

1. Fif
(M FF DX F
T—7H

(2) HEIDHER R UK

IR B OMAAR:
AENIL, GEOEZLD 5-ANH D, BMNEHEDTZ OMHEHEETWITNLE—TH D,
N -
Tz H =)y | T =) | T BF=) | T2 BZ =) | T2
7 4, 3HM7T—7 |3RMT—7 [BHMT—7 |BHMT—7 |3RHT—7
e 2.1mg 4.2mg 8.4mg 12.6mg 16.8mg
THMT | THMT THMT | THMT THMT |
e ¥ G ¥ K
BRIy |7z =) | Tz Z=)L | Tz B =) | T F=)L [Tz H=)L
2.1mg 4.2mg 8.4mg 12.6mg 16.8mg
VA T Y IVEE2-mF I A~F I« R EZ T YILER2-=F )L ~F I b « A X7 U LEE R
» TUNEAIK, Zr
SLEL - Pk RPEEE TR I WE F RO T —7&IT, BREIZ, EHO T A F—TEbi
TW5b,
Kr i [
Ak (S A —— ik
F4F— —/‘
K& X
(it X F& 20.5%X26.1 25.4X41.6 60.8X37.8 60.7 X 55.1 72.3X60.7
mm)
fﬁf’i 5.25 10.5 21.0 315 42.0
Q) FERa—F

Tz H=)V3 HHAT—7 21mg THMT]
Tz X =)V3 HHT—7 42mg THMT]
Tz H=)V3 HHT—7 84mg THMT]
Tz A =)v3 HHT—7126mg HMT]
Tz H =3 HHT—716.8mg HMT]

(4) RE DM
OREsE 1

180° FIBERBRIEIZ CTHEE /)

(5) Z D ith
3 LA

MBRAAT O L& &

: HP3181T
: HP3182T
: HP3184T
: HP3186T
: HP3188T

SEEMETE 1508 LLETH D,




2. HHEIDHER

(W EMRS CEERD) DEERUVHMNHE

Tz A=) | Tz B =) | T F=) | T2 BZ =) | T =)
sy, |SHAT—T BHAT—  BAMT—Y  BHAT—7 3RMT—T
e 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 7 UNEE2-F )LAF )L« AZ T Y JLFR2-TF)LA~FI )L « XA X 7 LR R
" FIVLESK, 2Ly
Q) EBZENREE

A LR

Q) #E
AR ANA

3. HTBAMBEROHEBRUVRE

A LR

4. hif
M LR

5. EAT DFAIBEIED BH 5 HY

MBI L

6. HADKBEHTICETIREN

EN RS PRAFSR1E PRI RE PRI R
IEERER | 4021°C, 75x5%RH | —waldkGER) |2, 4, 64 A

HEIEE - MR, MERBRABR, MIBERBR, RhAE . Mok, S

6 0 H ORAFTHERZLITRRO bNT, BETH o7,

7. ARERVABRORE S

M LR

8. fhFl& MEEE X (MEILFHEI)

M LR

ERE




9. Bt
YL
<BE>
O
KEFER T OBERR (VU o7 —ik) 12V, BBz {To7,
[ 3R)
SIEH 18R] A2
T A= V3AHT—7
9.1mg [HMT) 24% 59% 84%
T A= )3BHT—7
4.2mg [HMT) 24% 59% 84%
T2 B = N3ART—T
8.4mg THMT) 24% 58% 84%
Tz B = A3AHAT—F . . .
12.6mg THMT) 23% 58% 83%
T2 A= VIEAT—7 . . .
16.8mg HMT) 23% 58% 83%
10. A& - A%
(M EAENRELERSR - A%, HNEIFKREESR - ARICET H1ER
YL
(2) m%&
(7 X =)V3HHT—7 21mg THMT))
58 [(1K/148) X54%]
(7% =3 HHAT—7 42mg THMT))
58 [(1K/148) x54%]
(7% =V3HHT—784mg THMT))
58 [(1K/148) x54%]
(ZxzrZ=)3HHT—7 12.6mg THMT))
58 [(14/14%) x5 4§]
(ZxzrZ=)V3HHT—7168mg THMT))
58 [(14/14%) x5 4§]
AAFE - HRAS - SRR, HEZ LICATR LTS,
7 H=/V3 AT —721mg HMT] : &
Tz X=)V3 AT —7 42mg THMT] : JRth
7 X =3 AHT—78.4mg THMT] : fEfh
Tz =)V3HHT—712.6mg THMT] : &Ha
Tz H =)V 3 AT —7168mg HMT] : K
Q) FiREE
M LR
4) BERDOME
TNANI=ZTLER—=RAL LIEEAT 4 VA
11. RlFRR S HEMER
Frlz7z L
12. 20t

AR L




V. BEICEEI HIEHE

1. MEERTHE

EAEF A MERFIRUVUBEA EA A MERH TRREB LG TLRBICH TSR (FZL. thdA EF

1 FEFRHNCUYVEBATHEAYT S5ECRS.)
hEENCEEOERBEN S FREICE T HHER

2. MEXIIHRICEHET IR

5. MREXRIIZRICEIET HFE

AANE, DA A1 FEIFAIN —EWR &L S,
N SEIR A ORRRE R 2  5-2 B & T 2 W AR OEBIZ OB T2 Z &,

DEMPHER I NIZBE T, oFvdA

3. RERUAE
(D RZERVAEDHESR

KAENL, AEAA FEIFAI SO0 X TERNT %,

WHE RIS LRSS, MEHE, R, RERESEICAEGT L, 3A M (R72RFfH)
WIEI S B IAAE SR LT A e 4 FESFAIO HE - HEZ2 2 LT, 2.1mg (12.5ug/
hr).4.2mg (25pg/hr) . 8.4mg (50pg/hr) . 12.6mg (75uglhr) OWTF O EZBEIRT 5,

BTN A AN

Z D% O RS BT OSERIRRRIC &

(2 RERUARORERE - 7
TR L

4. BZERUVHEICEET HEIE

WZHED B2 THEM T %,

1. RERUVAZICEHEYT 5IE
1. MEREAE

154 30mg/A)

MIEAEA & L LT AH116.8mg  (100pg/hr) (3HELE S ey (RFRIC
LT 12.6mg (75pug/hr) %8 % 2 HRRERIL /2,

W BG4I 5 FrefaFiaRid, Mot/ b & 90mg/H (LAIDHE 45mg/H . 1EH O
OAfya K& e0mg/H, O =a7A4&E270mg/HLL B, 7= % =L f%
B AR (1 B BEAHRELA]) 1.7mg (7 = > & =L 0.6mg/H) |
(25pghhr 5 7 = Z =1 06mg/H) ~BIDEZLHHDE LTREL TN D,
7ok, PRI HEIFRERICESSEUZHEZERINL, BERGIIRLRVWEIERT LD

BT, HIEIAEST &R &

(2t L CAHAI 4.2mg

X & iX2.4mg/HIZHEY 35,

k.
BER (FEAA FEFFNBFERSICED HERGHAS)

AFI3H AL & 2.1mg 4.2mg 8.4mg 12.6mg
ﬁ%"b&ﬁ 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

EAEREOH (mg/H) <45 45~134 135~224 225~314
E/V ke RAH] (mg/H) <30 30~69 70~112 113~157
FL b RIESH] (mg/H) <15 15~44 45~74 75~104
FFa FgoH (mg/H) <30 30~89 90~149 150~209
7z X = VERA (mglH) <0.3 0.3~0.8 0.9~14 1.5~2.0
7 = v = VR R IR R R
(LFBETRIA] 3 B fmg) o o8] e e
[EHIREBIC I D HEE RN E (mg/H) ]
T o =T PR BRI R e B E TR
FE) AFI116.8mg (100pg/hr) 1x. #IEIEE B & LTI S ey, EHREEIC 381 2 HEE T




1.2. #)EIBA{T R
DA A A FEFRHD DAANZIO TH Y EZ 726 MR 24 R £ T7 = 2 =1
DMLFREP R LR T 2720, BRZRPEOND ETRMEZET D, £DH, Fieo
MERTIEG] 22512, U0 BARNMERN L WA B4 A FERAIOR 521795 Z L E
LV,

[(fEFA A
NS A SRR M )
LA 1S 55 12 R el A DR & BT 5
1A 2~3 ks AR OUAS PG & FIFFC 1 Bl &2 &5 5,
1R 4~6 MG AN R ER & R O 4~ 6 SRR 1 B A B2 5 5.
FrGER AN BT 6 P & CHIRE L C Rt 5.
SRR TR B % B <

BEFICLY ERRRo MEHFER] T, +ORERIREPEONLRWEERH 5, BEOIR
RERABIZ L, AFOEFEHENSEOND E T, HEAEA A FEFRAIOBMNES (LAF
=) WX VERAE IS L, LHEOBEMEGEE LT, AFOUIYEXANIHEH L Tuniz4
B A A RERA R OB SUTLAIOS AL L BR5ED 16 B4, FHAIOLAIT 112 &4 H
e LTHRETHZE, ZOBRE., HOMOA A A NERAIZHERT 52 ERNEE LU,
1.3. A=A EMF

1.3.1 ERFIEEFIZE T H50E

AFAEAT AR L2 B AR A E L SN WD HBE TR (—Eich bbh b
BRVVA ) DRI LIZEAICIE. BEbICA A A FERAOBEMNES (LAXa2—) (2L
EWERIINDZ L,

1 [\t EE LT, AFIOGID BRZANIER LT\ oA B4 REESE AR 1A A
FOLEX L ARGED 16 &%, EHAOLEAIL IR 8% AR LTHEETH L, 205
A HEIMEOA A A FEIRAIZER T2 ENEE LY,
7.3.2 Bg

PIRDENEGEOND T THERBEBCHEREZIT) 2 &, ERIERNHOHE LN VEAIL,
BEMEL (LAX2—) S A 44 FEFEAIO 1 ARG EROEFRELEE L, 2.1mg

(12.5pg/hr) 75 4.2mg (25ug/hr) ~OEEOL G ZFRrE . M HEDO 25~50%% HZ2 & LT
AE 0 B RFICHE T 5, 7ol AFIO 1 EIOREFTHEDS 50.4mg  (300pg/hr) #2564,
MmOFEEBESTH L,
7.3.3 BE

HAPICBIT 28 EIL, BREENDLDOND ZENH IO TITbRnWZ &, RWER%
WCEDEETAEAF., HOICBEEZITOWARLEEICHET 52 &,

1.4 &50HIE
1.4.1 KR OG22 LI E LI Ro 7o 81iE, IBFHERDO IR Z ) T2 DI A IZHET S
Z&,

1.4.2 REloOFHZF L, thoA 44 FERANCEET D551, AFREER OMY 7 = >
A = VIR FE DS 509%I 2895 DI 17 BEREICL B D Z e, oA 44 RERFEHAID
BEITEAEN SR L., BEOREZBZE LA 5@ R ERENS LD £ Cllily
THZ L,
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5. BEREKRAIE
MEERT—2 /8Ny 75—
L

(2) e PR R AL BR
1) BRMEHER
EE RS L

2) EHFRIAER
MM ER e L

3)QT/QTc SRTEER
AR L

(3) R RISRRRER
LR L

() REEMRBR
KRS L

(5) 8% - HIEAIHER
DR L

(6) R A

DERARERE (—REARERE. HEERRGERE. EARBLERAZ) . RERTERT —F—X
AE. RERTRERAROAR
R L

DEABEHELTERFEORNBRIERE LI-HAE - HBROME
A LR

() Dt

OEERIFE

fEFERL N B 206 225 R, 7 = 2 = A3A M T —72.1mg THMT| O 77 & ARNERH 2 v TT25HE A
& OBEENL OB FFHT R HE Lic, HEIX, AF Sy F7 X MIFFEIHC & 2 ¥ERREL VT,

ARHEIEHE
- PSR L
+ 1R DALEE
+ FLEE

4| AIBEHRE,
F b | AIBE R+ IS /KR
4 | KokE
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o s B phntk 72 IE ] &@F{ﬁiﬁé% 73 IE[H] &‘g‘?“ﬁ%éﬁé 96 i
(IR ) (IR 1 B5) (B 24 FFFH)
— 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 (00) 0 (0.0) 0 (0.0)
++++ 0 (00 0 (0.0) 0 (0.0)
At 20 20 20
Bi%k (%)
OftEtE

TERERR A BIE2006 2 X512, 7 = % = A3 T —72.1mg THMT | 7 Z & REKI 2 FH TR 51424,
48, T2WEfEIE (UEH IERE) O ERNABIZE L, TRICESWTHE LT,

(RE-EINUA

90%LL E3fIAE LT D

75%~90% A 2 M E LT D

50%~75% KA E LT\ D

S0%ANNFTE L T 5D

AW |IN|FL|O

ETHEEL TV D

GEED

B G BMRT2EME CHEHIRD LT, WERE [0:90%LL ERfFELTWD] LHES N,
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VI. EEB(CE T HIER

1. EEZFHICEEHDILEMXIILEYE

FAUTZILAOA RREFEE
EL e REEEREKFIY), BV e REREEE KT, =TIV b REERRIE KT, a7 A ) R KN
¥, e ReasA o) Ui, A% a NUEmEKY, %

ERRERERE
Tz B, LI T X o VERRE . NTFY R %

MREHEREERE
NS TV INT 4 R, %

HE  BEOH DILEMDORNEE - IRFIL, EHORMCGEESRT 52 &,

2. ZEIBEER

() YEFRERML - YEFRRE
TEHBER 12
ZREBEERBROBER, 7o X=ride b 77— by (R a2—) FELA RZFEERICH LT
Ki=1.02nmol/L, § (F/%) A EHA RZEMRIZxH LT Ki=1530nmol/L X W'k (B v /%) 44 K%
BRIz xE LT Ki=1080nmol/L O FiitZ R~ Uiz, £z, BT v b EMEHEBEEZ AW =Hmacix, 7=
VE =T p A YA R LT Ki=2.11nmol/L, § A ¥ A R LT Ki=109nmol/L &
Wk FEFA FEZREEIZK LT Ki=308nmol/L o3 Fnf: 2~ L7= (in vitro),
INLDORERNS, 72X = Widu A A RSFEICK L GERWICEWBIRfEZ R Lz, LR
ST, 72 B =VEn AEFA FZREEZNLTTI=2 & LTER L, MAORBREERZRTD
DEEZLNTND,

(2) R £ Ef 1T B BB A
LR L

() 1E ARIREERT - FriuhFra

PRSI - EE R L
TEFIFF0EREH © BB L
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VI. EYEREICEAY SEE

1. MAPREDHTR

(M AELAMGLDREE
MM ER e L
<HE >
KEZFERFEELEFRTIT 7 = X =V OANMHRE LA EA A FERANZMHEDFE O ST
WEBFE OIS, —KIZ 0.2~12ng/mL TH 5, Lo, MESE U760 A0 R L7256 % 13h
Ship R E X LR35, ) LRE I TV D,

Q) FRRAB THRA SN -MbREE
OEYREMEE AR Y
(%I IR O EW LRI SRR T A R T A V) - AR E 1124004 5 ik 18 45 11 A 24 H
Tz F=)VIHMHT—721mg THMT) 7 an7 vy 7 MT Ny F &, 24/12H7 v 24— —ik
W CRERERR N B YEICE A 1K 72 FERH ARG L, LC/IMS/IMS 3512 TG 7 = > % = )VIRE (R
BALR) ZRIEL, o= YEhie <7 A —% (AUC, Cmax) (22 T 90% 5 HEX HIEIC CTHiat
fENT %47 > 7o /5 F. 10g(0.8)~1og(1.25) DEIFHINTH 0 . WA DAY= RZEME D RS S Tz,

[#ER])
EMERINS A—4
AUCO—> 20 Cmax t/max t /2
15 510 (pg-hr/mL) (pg/mL) (b (hr)
T H2=)L3AHT— 17703.33 300.462
2.1mg [HMT | +3040.07 +53.478 37.4£10.1 19.95+4.16
F a7 v MT X F 16598.49 280.923
7 g.lmg 7 +2648.61 +58.038 25.8+11.3 19.74+4.52

(P ERERE n=13)

FHMAD T T 28 = ILRE OB
400

300

200

=& (pg/mL)

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
1) AUC, Coax ZED /R T A — X%, #BRE ORI (KIEOLREUREL - FERZE ORI L > TR D ]
BEMEND 5,
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<H%E : in vitro>

®invitro £ FEESEMERE [REMEDHZERIT-1]

T X =NA3AMT—7 THMT) Zinvitro Tt NEZRE (IE%) (232°CIX37°CORESMCH L
TEEOT7 X = NOREEZREERIE LT,

ZOFER, 37°CIZBIT HiFiEEIL32°CIT ik L CRI2fE 2R LT,

[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 £ FREEBEMEHE [REMBEDOEZERET-2]
72 F=A3A T —7 [HMT] Zinvitro Tt Mg (EH) IZ4L2°CORESLETHEALIZE D
7z B =)D g HIE LT,
ZOFER, 42°CIC BT 2B &EIT [E IR O ERGT-1] TR bi7z32°C L ik LTI A R~ LT,

(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 b hRZEHEMRER [FSHEE O RG]
T Z=)L3AMT—7 THMT] % invitro Tt MNEE (EFELROHEE) ICEHA L2070
=V DR EEEEE RIE LT,
ZORER, BEKRECIIEEE 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
LR L

4D BE - GEEDEE
VL. 7 FHAEAEH ] DIREHR

2. FUEERI/S A —H
(1) B ik
LRk L

(2) AR E
gk L

() HREEEH
DR L

DoV FTIUR
RMER R L

B) R HEE
MM ER e L

(6) Z Dt
MG R L
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3. BEE (KEal—3>) @i
(1) T A
LR L

QNS A—AEFHER
MM E R L

4. RIR
WRIERAT « B2

TVI—1.(3) BRIRFRER CHERR S 7o) DIHS

5. 5
(1) 1% — BXREE P9 @ @ 14
BM R L

(2) % — BRI REPTEIB
DR L

<B%:7v h>Y

IR 12 HAR O 19 HHDZ v MMZ [BH] 7= Z =L % 0.2mglkg E[E G TG L& &, BafLi-
F AT O T BETEE D Crax - T 54 1 BERIC T DR IR IR S 13, REEM O i
JEETRERREE DK 1.5~2 FTH Y. TDO%, REMWO MK T HERERE L 0 W 0d 5 Wik BTl
TICHR LIz EE STV 5,

@) Fit~nBITHE
HHBITE GMEAN) 9
ISR 7 = o =V R A RN IR G LT & T 2 U A S VDI BIT R SN 2 &R
wWEIN TV,
<BE:.Jv >
WETDZ > M2 [PH] 7= ¥ =)L% 02mglkg HEIE F& 5 Lz & & Lt P ae i B 1 g rp
HHRERIE DR 45 TH Y | MIFEFHRERE & BB RATIIK T Lz s ST b,

4) BERA~DBITH
MM ER e L

(5) ZDHh DB~ DFITHE
MM ER e L

(6) MIBELHEEE
MM ER e L

<&E# :invitro>"7
invitro IZ8B1F 5 b IR QRS A RIT 84.40% (CEMHREHTIE @ 10ng/mL) THh -7,
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6.

He

(1) BB AL R UCHHZER

TR ) VT 2 X = VB AERT DL N-T XA TH D, A T =R E LT
FHERLT v = VIO KER L, FEBRKBILZEOREIEEH 5,

<&# :invitro>9
t FOEERE YR — FEHAW invitro fGHRBRCT7 = v X = W32 202 nZ b, 7w

XTI ER T SN enEHREIN TV D,

% —)
H H
W FATo A=) ) VT 2 A=)

FRAFu A= T 2 H =) 7>k

1 [IERG A I

©/\/ INT =B =)

TS =N Mg : 7> b
fflgg - = > b
B 7> b
JR:te b Tvh
#:7v b
B 7 v b

Ve — O,
W-H\CHB
@/MO/NO Hw

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 -

Q) RBIZBEE5T 5EF (CYPEHF) OHFE. F5=E
< &% :invitro> %19
EMFI 7Yy —A% 0T invitro BBROFEER, 72 =inh VT =0 X = ~DREHIC
CYP3A4 BEHG LTWA Z ERHRE SN TS, EH2REREIL V7 = v 2 = V&R DR bR
N-BLT AL TH D, v~ TR E LTHEBRS Y v 4 = VIHO KR b, HEERKBILEZED

BREERDH 5,

Q) VEEENROERRVEDEE
e B0 72 8 JiTHi C DALt 20 R 2 52 1 72w,
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B KEMDOEEOEERVEMSL., FELER
<HBE.xF)LEv >
uWAEA A REZHFEET I=2 MNEWOIRIECTH 5 E /T v MHEIIBIEMHIEE ISV, /v 7 =
VEZIET = Z =)L DK 1/950 Th o T,

7. HEit
1) HEHHE AT K O %
PR o R OVEE

2) HEif=R
M ER e L

3) HE i
M ER e L

8. FSURKR—E—IZEAT H1EHR

Tz F=VE, B R EFERRIZ PHES NI E (Pgp) RIB~ U A& W ETT RO T NI L
WL DHEEBRENS, Pogp OEEICRDZERNMBENTWS, £2, 7 v bE VW 3EEhRE 3K
BN G, MEMBEMICE T2 7 = v X = VOB IABBE AT =4 ik R U RXTF R
(OATPs) DEFH-IVRIB X TUN % 12181415

0. BREICLIRER
LB L

10. BEOEREHT2EE
B L

11. £0ith
LB L
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. T2t ERLDIESE) ICEYSIEHR

. BERNBEZFOEA
R

| BE

AEPEAHMEDEENA LRI HET T VE DL ORIRENEML., BERSICREY ., EICELEETHL
D5, RFREFHE, SNEPRFE~DOEM, BWVEETOABRFZRHITHIZ L, RBFRICEXEEDORK
BETDICHEL. BERAORRITIET S &, [8.10, 9.1.5 3]

(fiF#5)

BEOEFIZEV 72 2= VORIENNL, BERGERVIBIZELIBENLH D Z ENLRE
L7z, F7=. VI—5. EEARJEANER EZ0OHA] 8.10 DIEIZB W T, AARLFTBHMEEIZI I L7232,
DIED>, U WEENI R L CHEEMRE LT\ 5,

AANZF T B invitro & N ZJEHEERE [EMROEERT —1] &R %@@ﬁ'Z]iD

AHNREATEBAL OIRE D EFATHENRINEDEINT 5 Z LR Sz (TVI—1.(2) AR SR THERd

oM IRE ] OHBE),

IR CUEIMZ W TEE S BEAFEALIC ERE R U PRSI A U7 BB 23 s e Tnd, X,
ENICBWTH I 2>TIMRE L7720 25 2 53 2 M O R E RN ®E DI TnD

. BRNBETDER

2. 5 RoEFIITHREG LW L)
2.1 KAND RS xE UISBUE D & % A
2.2 VAT = GRRIEKRIY) 2 I G O B 3G R L IRE U OB [10.1 ]

. RERIIBRICEET SR L TDEH
VIGRICBET 2| 220T 252 &,

RERUVAEICEEY 5T L TDEH
[VIBRICBET A 220452 &,

. BERQEFRNIE L ZDER

8.1 AFNEHEENGEEDON AERUNOERIHEH L2 &,

8.2 AAFIOMHEHBAMIZH T > Tix, ERBIEM., BARMZRER L, SEHAROERS, ~EHFESE
BELIH LTS L, B E S ECHAZBMGT D 2 & BROIEURIME] Bk A
DIERA T SN B A ITITECNIC FIREICHERK T D L o885 2 &, £, AFIEH FIoAk
KM AT L L 9 BESICHRET 5 2 &, [14.1.3, 14.1.6, 14.2.1-1429, 14.3.1-14.3.3
]

8.3 EEMEEINH TR HNTIGAITIE, AAIZFIBEL, FEE B AT O, FERENENIT S LTI
A (Fax o, VAmw77/ ) BWETH D0, BRIEFEHUHI O/ FReeRE R 1T AA
X 0EVWOT, BEE HOIITOMERIAOBRY K LE542BETHZ L, [11L125MH]

8.4 M@¢Eﬁ4kﬁﬁﬂﬂ%$ﬂm®@@ﬁxpﬁ L, Mg, EAR, FREE S W EORIE
AMELBDOOENDZEND D20, 10X KFIC iﬁﬂ%+Auﬁw\EEK&5T6:&o
B, 2D O] W%iﬁﬁﬁuﬁﬁféﬁﬁ#ﬁ6ﬂé

8.5 MOFEFA FEFFHINOAFNCE VBRI -HBAIIE, BEICL-oTiE, HOL B, W&,

Tﬁ\xi\%%\%ﬁ%@ﬁ%r@#&%bné ENBHLHDOT, BEDREZEZLAND
WS Ul 72 i@ 2475 Z &, [11L11Z ]

Kﬁ%ﬁiﬁéﬁA X, BERICHEET D 2 &,

HAIZ i@%%@f%été:&ﬁ&é@f\ﬁ$%+ﬁuﬁw\EEK&%&%:&Oit\

FLASCEMAIC L VIBRBEESHEICEL AN H DD T, 2o &2+ 572088 % +51T

52k, [916. 11.115H]

8.8 HMHPICKITAREEDZERHEL, BIEENLSGLDLONDL I ERHHLDTIThRNT &,
[11.1.1% 8]

8.9 EERRWEMNKELLI-BHIZONTL, RAFHBESR DO 7 = o # = L O EiiEE BE L., A4
HIBED D IIKT 24 MBI R 2k 95 2 &

e
- o

8. 10 AFIRLEAF TR B SUTHE LWVIEENZ K 0 RIED A L7258 AR OWRE DS EF- L7 =
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YA = VRIE SIS S 720 MEREIZRY | HICEDLBThRH 5D T, BHOKRREICE
B2 L, £ KRR, BSELAER Ny B BREAM, HEY +—F%—y | R
SARIT. TR PO, YU BT AITFEOBJRICHE LR WK DT D 2 &, KA MA T
WCABT 25613, BVWRE COARITEITEEL L9135 2 &, [1.. 9.155/H]

81T IRX, OFEVWAE I D Z L3H 50T, ARG T OEBEITITHEHEOEIRFEIR 2 0 5 #Ek O
BIECHESERVWESEET D I L,

6. BENDEREHI DHBHEICHTIIERE
(D EHE - BEEFOHLEE

9.1 BHHE - BEEREOHIESE
9.1.1 IEM4MEBEEDITREEEENHDHEE
MR 2 R 5 B A H 5, [11.1.2 B ]
9.1.2 IREEH
SIEXNMEEETBENND D,
9.1.3 BIRETFERD HZEE
BIREESEL2BZNND 5,
9.1.4 BBENEDLE. BHEET - BE. KNEBZFDOMKICHEMETOHIEE
MRl 2 TR FE NS S, [11.1.2 ]
9.1.5 40°CLUELDHEAINBO NI EHE
AKENNS DT = Z = )V EOANC LY EEEAN RS 2821 nd 5, [1., 810
2]
9.1.6 EMKEDPHEEENHIESE
e 2 A Lo [8.7, 11.1.1 ]

(2) BEEEEERE

9.2 BHReEERE
3 - PEE2NEIE L, BITER DAL DT R BN H 5, ol BEREREEE 2%
& L THBMER OV Z a2 i & U RRREBRIT S i L T,

Q) RS RE

9.3 FFHeEIEERE
G - PEESEIE L. BER D S b o <2 BEIDRH D,

D ETEREEET HE
REI LTV

(5) 1T 4%

9.5 1147
AT SR LTV D ATREME O & 2 I I, 1R EOF RN ERMEE BRI 5 LS Y
BIZOBFTET DL, 72X =7 T UBERERIRIZB T, OifEro®&R 52 L0 BiARIC
REOR PN, iR 2 B AR OB G L 0 RIEICRIRDS S &bz L OWMENRH 5, (TEF O
ARG LD FAERICGREIEEN A SND Z ENH D, BmER (7 v FERIRN 53R 5R)
THRIFATARE SN TS, [11.1.1 B8]

(6) =247

9.6 ZFLim
RAZHTSELT L, E P THATSBITTL 2 e RESh TS,

(7R

9.7 MR
N2 G & U2 [ENERIRRBRIE 520 L T 720,
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OF) L

9.8 B#E
BWEHORBUZEE L, BEICHRETAZL, 720 Z=1O7 VTS5 ANET L, s
WA ORI b, BEZ I AR ERE N LRI TS 19,

. ¥EEHR
10. #HE%EH
AFNTIEIZ CYP3AL TREEN D,
M HEAZEREZFDER
10.1 BFEZS (BFHELEBEWI &)
SHI4 2% EERAEIR « HEIE 71k T - fERRIN T
TV AT = YRR KR BEfER 2R T RBENAND D, U A EFA FZRIE~DFAEM
vV rnm 7. BEREANEE T B2 | EICLS,
[2.2 B8] N5,

FIVRA T = HEERE KT & B G-
O RBFE XTGP ik 1L
WNOBEIZITEE Lz &,
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QBRIEELZDERA

F A A FREH

10.2 EREE (BERICEET S5 &)
A4 5 BEPRAEIR - HE & 71k R - falRE 1
R AT ) A1) PEUZ AN, AR, DFEV, O | FINA AR VR 23 Y
T x ) FT VT R OAZE 7o 8 TS IEN 2 5 | 3R 5,
RV PT B REK TERBDHOT, WETDHREM
2SIV B — U R S EIIBEEGETH L,
A2 B RIA
£/ 7 I U LEERBLEA]
=ZBRARPLD OH
B ot A
EEERLE 2 & 2 A
T ILa—)L

e b= AR

BIREE F = FERYALLE
#l (SSRI)

ta b=y LT KL} UE
B0 AZBHEFA (SNRID)
TR R bR LA

Tu b= (R, SRR
BUAE . $HEL. FEEA. FEIT. SHIR.
B, IA 7 n—xX2%) BbHb
bhoBthdd b,

FARNC B o b = AR 58

THRBEZNRH D,

CYP3A4 [HEEH A7 2 Al

Uy MFENL

A vT7ary—
Tnafy—
AU afy—i
TIFFur
VDN S=EF I
UNFTE A
TVRFY I

AFl> AUC OHEN, i A - e
DIEE DB bz & ORENRDH
%o PRI ANHIEE O EIE R A3 BT
HRBENNHDHDT, BEE 5y
ATV, MEICEESTHZ L,

AT CYP3A4 (x93 B BEEHIC

£V AFONFHBEE S
Do

-

CYP3A4 FHEEM 2 H 9 HIEH

Ry SV
HNNR=E
7T x ) N)LEH—)L
Tx= b U

AAIOMARRENMET L, RS
EREE T RBENRH D, KL
WG CCARFIO HEREEITH 2
&, CYP3A4 FHEEMEAT DK
Flod 1%, AFIOIMmPHRES B
U, EHERFRImGIEORIER
MRITHBENNHHDT, Bl
FBh 0TV, EEICEET S
Z &,

BT CYP3A4 I3 2 sHiE /L
X0, AFOREEES L
%,

-
[

. EIfER

11.

BlEA

WOBWERNS bbb ZENHDHDT, BEL +0IiTV, BRENED LNZHEIITES5 %
k357 EEE e ALE AT O 2

Lo
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() EXLEIER & DHER

1.1 EXGEMER

11.1.1 {&&k&FHE (0.1%)
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9.6 RELiw
IR S DL, B RTRAHRABITTHAZ ENHEINLTVD,

OKEOFHFEALF A (DURAGESIC®) D il 3r# (202143 H) (FDA, FDA-Approved Drugs, <
https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/019813s0811bl.pdf >, 20244-2 A5H 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 42 A 5 H 7 7 & X)
43¥H : Category C (fentanyl & L THiZE 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. /NRESEIZET D iEsME#
AFIZEB T HEH EoFEE 197 /NWNEE] OEIFLLTO LB Th D,
ARHN & [F—DORFNIAE TITREFZ SN TRV, & £ TIKEOFE (fentanyl)  HEAIH D
TAT SCE R OEE O¥ESE (fentanyl) BEAHHIOSPCEFIZ T 5, (B L, AHEHEK & I1TR/2 50T
BToZ L,

OB T D [HFH EoFEE] 197 /AR5
9.7 NRZF
INREEE RS b U ENERR BRI I L T,

OKE O FHIERL S A (DURAGESIC®) @ iRk 3xFE (202143 H) (FDA, FDA-Approved Drugs, <
https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/019813s0811bl.pdf >, 202442 H5H 7 7 & &)
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.

OFE OFESKALFTAI (Durogesic® DTrans®) dSPC (20234-8 H23H)  (Datepharm Ltd, emc, <
https://www.medicines.org.uk/emc/product/6942/smpc >, 202442 H5H 7 7 & R)

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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