|

LEPR %A R 800 A 5e
PAINKYL fentanyl (buccal soluble films) 800mcg

BEEmT 55 025984 5%
REHEEET EH
EhlEm D BARR E _RETZEm

hkZ<H#H 2025-12-10

15IRERE | IRIRIDE - SEERAVEM B - EREE

N [ 300 76

HENEOEMENEERE S B XERMMENTRNFIZES - @2ERARERAREYATTRAS L
BT AEENWHERBA - L PAINKYLERUE T E I IBERB 5| B mpAEBE - BR
PAINKYLEMEIRINFIRIEE - PAINKYLZAR BB R EYAMBARSMAMERBEZES (2308
7/ RiEE ) (£2R4.%%) - PAINKYLOBARBRFREAEREINEGZE (2R134 BEER
FIER14. W AELAE ) - PAINKYLEE CYP3A4 HIFIBIER A - olseERMmBEMPREE £
It E—LEREERm IR (2R7. KEFR) -

SEERRAYZE) B

PAINKYLAEE R Eth B ERE - #ZEYE}NEEHE LEREZAR - ERMEERKEEEFRK
EZERER  BESEAEEUREZSIRMMHWAESRSE - RILHUELR - B27UMREBREZR
iR AR E M A& O R IR DB E R B AL PAINKYL - FitafE A PAINKYLEAREA - #nit
200 MBI ERERTHE (£R3.1 BEHE ) - BRIZEYE - 5520 PAINKYLE S BV E 1)
BREEH -

5 E B

PAINKYLAZIBIBIE - H—HEI8 A BE - TNe— S REHEY . BAREMERR ILERALL
BFEE - BEATS AT LB EIPAINKYLIS £ B TA0 8 - BAR L EAEMAR A
% -

1

1.1 BUBAKRIE

PAINKYLAE200/5E - 40015 * 60015 + 80015221200 = hEHEIERE -
PAINKYLB — & OBERIELAZE 2 @ER A LR - BN S AEERINIEE

( Fentanyl citrate ) - SEERARBEAORERE L - PAINKYL ZB 7 £ oA R ER M
( BioErodible MucoAdhesive, BEMA® ) & @12 pinili - LUK AU BEM A EHIERE
ZHBS HEBBER—MASEMMELEMN—BEeIREMEEN - EMHE
B 2AE MO EERWNIBE (Fentanyl citrate ) - IBRAZEREN 22BN
AR OPEFE - - KRMEBEAZENNIBEE S EERARZLEAREG - IEFUEBHER
BIER - BREFREEYHFEREER  BPRREEERAOBEFNEZNIEERIL -
EHMS - BRI IIBE (Fentanyl citrate ) - (EEZEE) (USP) WE 2 BER
N- (1-XZE-4-IEE ) REEEFEZERRE (1:1) ( N-(1-Phenethyl-4-piperidyl)
propionanilide citrate (1:1) ) - MIBER—SMREMIEESY (pHET 4 S - IE¥EE—
KAHmBE R 816:1) -  SEUARBHEABMAET AABNK (1:40) - HirBtmilss

P.1



ZAFER3365 (BEEMEIIERAS 528.6) - ME-—ARARFHEERSE
(pKa) 7254 7.3 £ 8.4 - 1EIXEEN iEFE:ﬁTﬁU%*T%Eﬁ ;

f\/@ "o .
-
D O
L ]
FsC \)LN HO OH OH

/

1.2 HEE

BEPRE MR ( carboxymethylcellulose ) -~ #E1RE& ( citricacid ) ~ BOEB#HR

( hydroxyethyl cellulose ) ~ FAEM#EZE ( hydroxypropyl cellulose ) ~ $FEEXK
BFEE s ( methylparaben ) BB _ & ( monobasic sodium phosphate ) - &
a8 ( peppermint oil ) ~ BRIKIE ( polycarbophil ) - R_EZ ( propylene

glycol ) - %ﬁ‘«%iEEﬁﬁaFﬁFﬂa ( propylparaben ) - &{E#4L ( red iron oxide ) ~ &
EBE&# ( sodium benzoate ) ~ @& {E# ( sodium hydroxide ) -~ #E#E# ( sodium
saccharin ) + —&{E#K ( titanium dioxide ) - #BE =% ( tribasic sodium
phosphate ) - #4243 E E&#&HEs ( vitamin E acetate ) &K -

13 mR

Ak -
14 ERINE

PAINKYLOEAF—HAB® - Z—E/MAR - MiE E2EMMD REYREL
BaY - sttHSEARNEERE - OBARAELLEEE—83ET - (2R
13.1 8% ~ 133 EFHRER134 REIESEE) -

PAINKYLZ2—HRIE R LT - BRREER ARZEMZRE (breakthrough pain ) ZEE -
BEAHZRMNI8HE (2 ) M EEEFERREREY SRR BETERENERRIH RIS R EY
BZWE - BELREYIMRAESS | SFEAOMRESE (morphine) 60 25/ H ~ S
FIBBE (fentanyl ) 25 5 / /N ~ SOARFEOIER ( oxycodone ) 30 25 / H ~ sKORSE
IEWEER ( hydromorphone ) 8 £57& / H -~ sk ORI IEBEEED ( oxymorphone ) 25 Z58 / HEX
HithFILRHEZBIEREYE—28 (&) ML - RAPAINKYLWEADRERERHRE
&7 (around-the-clock) 2878 F 24 PAINKYLZ I FE AR EIE R &Y AR A - BAaRREEE
FREETS R 2249 2 fm A FIPAINKY L] BE A I 38 A Bl 2B 14 an 2 (P IR0 - ELEPAINKYL 22N
METERBEZEE - E1208FE / RIERE - TRASZIRE MEA -

PAINKYLFEE ROl 24816 R Z2YREERA 2 RiE - HEoREBEEESERERERRES
_RETEY R EERRNEERERXASER -

RANRE
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3.1

FERE

BFENBKEREY % - EHZSREBANLZE  BERUESTNEESEAR
ERAEE HERERRGSZEL  BREITZSZENZOZENRRN -

3.1.1  EISHE

HERE 7 BEARSKENRAZBYEOMESE - PAINKYL B =2 78 U
SERBANVRAE - BEHBLUAEFEMERE EHERRESHSE
fih -

tEYAT & -

PAINKYL BI£ 7 AR EBKERBANBEMNE  FRAESREZILBEYR
BomM<SEEIER - mABELM—HF 200 5= PAINKYL O8A R FE%RA

& - AEMA ORI IBER M ERAPAINKYLZEA - FEZ2E R AR RZEY)
B hEMEREAEREZYE - PAINKYLIEAEISE AT #8:8 200 #5E
PAINKYLSEE @ EMA O REFERIBEEHENEZRE  AIRATESR - &
E MR EIRE R AN E M O R IEN 1B E R E B8
PAINKYL -

BAERRYVEEE  SRYERBANRKRT  TRABHEZTRBEBAT
ERIERBEUR -

HEA—FR 200 5= PAINKYL DA R BIRESI B 2 ZRER - Al
200 ff5e PAINKYL O A RIFEETEI SRR (B4 FE_ /200 M5
PAINKYL O #8A k 24 FE 2 3iE40055 ~ B4 7% = /200 52 PAINKYL O
AR EATEE5E60055E - HIFELTEFEIF/200 5 PAINKYL O%ER
RE#AEIE3E800 5 ) - BIREARZE—HR 200 5 PAINKYLEE I BERE
EHERE - IESBREREHRERBLA TR 200 M5 PAINKYL DA
R BERERHEEIOREFAZTENVIEBNREOMSEER - F2EEE
FA#B380Y /89 200 #58 PAINKYL O#EA R ; fFEERZ A 200 M5k
PAINKYL OB REF - DA R AEEEHS - ol 5 plIRAM A ER 2 O BER
fE -

EfEA MR 200 58 PAINKYL %A A% ( BIEEAPAINKYLARE S

800 M7= ) AR EHERERRE - BRATME 800 ME2HEE - BRI T—
HRBEESEERUER—R 1200 #5E PAINKYL O8BAREE - B
PAINKYLfE FAE E -~ FE#BE 1200 M -

R AER 200 #M5eH PAINKYL DA R AREE  ZUREEMERE
R#RE £ % 200 M52 X 800 M= (BAMEA—FRZ=Hk 200 M=

PAINKYL O#8AF ) - BIEMFIER > 200 #58 PAINKYL O34 R FEAERBA
FARGETLENEEESE ; 8 1200 5= PAINKYL 895F A - BIESRA
FIERARF A Z 200 58 PAINKYL OB R1ERBEEEE - T —PRAEKLE
it A E S R R AT S VS AEE ERE SR0PAINKYL DA R ( BD 200 #35:
PAINKYL O#A / ~ 400 5= PAINKYL %A/ ~ 600 flsePAINKYL %
AR - 800 MsEPAINKYL O#838 /3 1200 #{5EPAINKYL OEA R ) A&
BRREN -
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3.1.2

3.1.3

BERHEZERARED 2/ BRREMERRBSHRERR —X
PAINKYLOE R | - BIE—REBSH P AL FZRZ PAINKYLOKA
E .

EEUREMERRSHHE - ERAER PAINKYL BIDKRTEERER -
(307iER ) mACKEBERIRER R E ZIERERAMIEEY) -

AEWE

PAINKYL # B # T 5] & &
200 ~ 400 ~ 600 ~ 800 & 1200 #& %,

AR ES 200 4% PAINKYL

Jl

wria B
i 200 &% | 400 M E | 600 ME | 800 mE 1200 %,
#R 200 # % PAINKYL o #i% B PMNngﬁfﬁ,M
oMRER
1 2 3 4 1
& &

Jl

T rr Y

HERARFEBERA —k PAINKYL oSEH -
PAINKYL oMBE A 2R RBMNMEY 2 -

TR EAGRN  SHEE 30 SENAEE TR ARE R
B9 AT fidE Tk A ds i -

MR RE

R#EFS 8% ( maintenance treatment) B BEAEEABRREME
SMERRE T EEHRE - TZEHUEZ"*“JEEH%‘E&HH%P PAINKYL "*“U% °
—BEgHERE  FEE )’Q%#%BH—;LXzﬁnﬁﬁ”“JEE’JPAINKYL O#EA R
BRHEEAE - PAINKYL ZERERGHIE—XRIEBELT ; ERASHEES
BAORREMERESH  Al0ZRRSAEFEMERBENHREEDR
(around-the-clock)7& k8 Z4) T &

PAINKYLRE A

BAAEEEROEMEAEES RS KRO - ERAAS £ PAINKYL O3 R
& - AR EEAPAINKYL O%A R ET—ZI7 375 PAINKYL 8155 - AEBEER
PAINKYL OARER—&ZRFIENERNE (MAESH L ) URFHEE - &
PAINKYL O R Z#34L E RGP A D PR B AN BE - 12 B #35 PAINKYL O
WARREEMELS# - # PAINKYL OBEAREERL L - ADEEREA
BOoleR A& RS -

EDEESEFANANER PAINKYL O3 R - PAINKYLEXM A D 2R IE
FF‘EJE o] A ( bioavailability ) MIEMERS LAELCOIEERE (28

1. BN NERFM ) -

P.4



& FHPAINKYL O %83 R B A o] i At 3R -
B L% - PAINKYL DA R 15 £ 30 2 ERRE - OBRA R ARBLEER
B FiEMEF HROBARBAMAIBERRER -

=)
ZTS 7N

ERHBERREYAMBEAMNS  FOHESESIZEHBEmOFRDS - AL
PAINKYL ZAHREM R ERBEZEE - O200R / RERE - TEAS2RIE N Z2ER - AR
BIZE R RIS R Y AMBA -

FIEREYOMBEAEERS . SFERAORIELE ( morphine ) 60 2% / H ~ i8R WMIEE
( fentanyl ) 25 58 / /B ~ SR OBRFEOIEE ( oxycodone ) 30 £ / H - St O RE IE BEAT
( hydromorphone ) 8 £5 / H ~ st OARFEIELEET ( oxymorphone ) 25 E5¢ / HElE it
tRREZREREYE—EH () UL -

PAINKYL 22 E%1% PAINKYL 2RI 2 S INBEZE Y AMBH 2 mA - EEAEMO
PFIENIBEERER - €55 MBKRE (anaphylaxis ) BB8<FE ( hypersensitivity )
ZHRERE

EREIESR
51 LR/ IIRSE
511 FRAE (BRAZ )

IR A48T R B3El ( B2 PAINKYLZSEMR A WIBEE ) 2= E K -
YEIEEFERERFERE - OUERIRERE - BB Eans B an R ANHEI1E
- Bl ikEZZRAEFERNA - BFRAFRSEFENREBEFRAFRERLZ
BAREZEELREMWA -  BEEREEHEREREYATRABRIRAKEE
% - oy 4BYE ) B ELth o] {5 I IR 2 2243 FR RS -

IS R ZEYD IS BB PR IR NS - ELER PRIRER W R 56 /760 55 B3 N IR 3R = R pg
BEETHBESHNIERES (XRERERESANFRERS ) - HRER
FFE IR IRAFEEIR S W T LUAE - S Ose SR RFIEEET - [FIRINGIRY
BEHEGREBEANGRAREME - BEBUIEE  IFHER - BTFIEAR
FZERENE - BRESERNEZFRTRAGEIERE - —S(EKRCO2)MH
Bo e gENHBEFURRE R EEFNRNEYBRIE R ZEY A
Fispk z FRZRERRIER -

EFERRRFEERIAE - BolpeiERE - BBE I B am I EIRINEIE
F - BltRERERBAENRIRAEERRAIBE - ALt - BRETEEIIR
AHEIERE  BEERYUENRAZSELIRTRNGIRS - 5528 1%RN24-72
INREAY

HEBRFRGIERN R - BEASBERIGES N AT SFEREN -
ERANREMEREERKBARE  BEREEBRELE  SoEgFEE—
HEAELHMHEE - ERERINGE—E - NUERARE8EMmSI
EEMEIRADHEIFNSE T - WL R E RO RER A -
BEAEBRABERANBEZSNEIYAIERAIGIIRS - 1R FEE S IR
RZR SR EESESBEEEPNEEZY -

LESN - IR R E MG E N EREETRESR - SF PR ERFERS 1L
(central sleep apnea, CSA)MEERRABREMEME - P A& M R AR I IR op LAY J&LBi
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51.2

5.1.3

514

5.1.6

SREERREEMESIEMNMIES - Bt - % 5IR e AER R P L EAEAR
HmA - BERURERABBEESAKRVEREZRNERAEE -
Naloxone AR EZ BB R BEMmBE

BEABRHEABRBEn 7R AT MEOGEENAEBENEMEZE -
Bl AP RBERFAHIHEE BEAEERRBEREREESASA
&% - WEEBERRMERE R HZEmaERA®EAnaloxone I EZE8ER R
MEPBAENBESK - A - BEEABEBBREEREEZEmAEBENR
% W AEEBEERBE R RERPUESEENRRELRE -

PAINKYL 2 5%

A B ZER - 5B Z0LAPAINKYLE T ERUEMINIBERE - PAINKYLHEERHE
nIBERE - ®ENFNBHM EEEBEEZAR (FRET) - SRHiE
ERWEEEBRK EEAZEE - HREBLEERE - DPAINKYLERUE i)
BEHETIAES 3 AZEBE - PAINKYLIREH A EMA O ERERIB/E
HENWBRE -

RmA/IREZ TR

PAINKYLAZZEY B S0 F#Z5E - JFPAINKYLZ EH B S E RBRREY A
MZ 3L - BUIBWHEALEREZRKAAEPAINKYLOKEA R REREAERE
FREZE (2R13.18% - 133/EFR4G - 134RFERFER4BARE
RZE® ) -

BRI ZM BV RENERANREEXPEEELE ( EREEUB
ML)  WEZEFMBRZEIRBBROELATES

op & 468 A8 Z2 A8 40761 2 0 A 4

[E1 A5 FBPAINKYLEA Bt AR 1 A& S DI ( ANEMERIS R Z2Y) - $HEFE
(sedatives)sX Z MR % « ZHiifFHE - phenothiazinefHZY) - HEH
(tranquilizers) ~ BE&ALFRME - BIEFUR 2 A SR E2EBEUR ) Tl8s
SR ERIINFINER - 6 - MEAR - BIIEBERREES - GHEMARER
P450 3A4 ( CYP3A4 ) EBEBYZHHIE ( AT EZE (erythromycin) -
ketoconazole K5 EEHMHIGIE ) BRER - IEERMBERE L -
EMERERWINGEINR (2R7TREER) - BREFRPESE A FING

FemA - BUEAEBRRBENEAREE b, EHENZREELE - B2
BFREEPAINKYLZ H £ -
12 M A BR 2w

FRRERES R 2 ol RE S A T IR - WA S ERIE MR ZE S AR m e At
Z518ma AR ZBAR N - #EPAINKYLEI SR FEZE R/ - REZEEA
o - BEZPAINKYLHIEE A EBE £ 0 seE — D R FIREE D 5 = 1K
RIS -

RERIB BB

MALRRNBESER _SEFEZBANE (NEBEAR EANEER
18) - EPAINKYLRVAZE EFBINME/IVD - 3835 R EY) O BERGRET RIS m A
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5.177

5.1.8

5.1.9

5.1.10

Z BRI - EUECPAINKYLRRERRRIERARERER EFEZSIRIF
o e
W RE S

KBk T ZIIBETREEM/OERAE - FIEEIOEAZBRAS - TN
V2 FHPAINKYL -

BRatls (MAO ) fHIE

PAINKYLAZZFEAR14RASERERACEBDHTNBEA - REEHRE
L ERSCEIITIR SIS R LRR EEREE A ZIBNEA -
fft Fbenzodiazepine$RZE a7 sl H it oh 4 188 48 Z 48 N I 1 19 &L B

15 RS BT IS S E M ch iR 1 A 2 R N HIE (B0 : 3Ebenzodiazepinet’
BN/ ZIREE - MERE - BHLEN - NIARKME - =BMEE - e
HRERREMBEREERS)HA - BoEEREEESF - &K - IR
BRI - WERREMAEAISAESHE - SoEEHA -
B MIERBEEREBFERMEL - fFRIEREZERMN
benzodiazepineEEMERREIETHER - ARMBURNESEER - 5387
HUIE R SR ZE mAl Hth ch et & R I B O R BB B R -
SBBEABRTEHAEREZmDMbenzodiazepine$a%E m ol Hth ch iR 48 %
HmAFEE - EFEAREENEERRDERE - ERABREEERER
fE - BHEEKREABRBEERE - EAHBIERBE EMbenzodiazepine
fFEm RS S ARINHEE - UREHEARERELE - BRABR
IE7E fE Abenzodiazepine A 2% m s HAth P iB 1 A& R AR HIE - 18 R 22 m e
BERRELEHE  TREBERAREREZEE  FARBEZEIRAREEW
RANH RIEFSAHBER - IRBERTEHRAH  BEA BEZEEHR
naloxone RIS R BERBEZ EZEE -

=% A FHbenzodiazepine ¥ 2E mp sf H th P A& 1 48 2 A H I B (B2 48 B B AN
EAEmE - ERESHNEANRBEZAETRINGIFEFIER - IS
B A B2 Fbenzodiazepine 8 ZE f3 55 H th ch AR 18 48 Z A 0 U B 5 A 2 34 P
TRl - A EFESIRIFERT - BREASRHESEVEERER - 85
BRBRZERERANRANEA  TESMMAEREREZERRNEREIMIAFR
B A A A B (B BB A A m) A Y B EMIL TR E R -
MEHRAEEEE ( serotonin syndrome )

ZLEHHopioild FEZMBEARMBERAM v &m - BEBREMZMEER
R ZBRES  ERENSHEARNEAMOBERE - (FRARMBERAR
ZEREE  BEEMMBEREUHIGEIE ( SSRIs) ~ MBEREAIEE FIREREU
HOHIE (SNRIs ) ~ ZIRMEEE (TCAs ) - triptanffZEm - 5-HT3Z 82
LBl ~ mirtazapine ~ trazodone - tramadol + ERE(EREHIHIE

( MAQIs ) - linezolid % & ESTEREES ( methylene blue ) & -
MEREIEEE ZEAM CIBECIE BRI E (W0 g - 48 - B2K) - B
BEMLKR (W OEBER - MBAE  2RAS)  BHEIRRARER
(W REBE - BARE 8 ) @ JEHESBEER (1 Bo - &
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5.2

5.1111

8% ) - ERBEBRERERFARE/NGEZERA - B olFEER %
& - HREMABREMBSHERR - BERARE -
B FIRINBEA R

LAfEHopioidBZm B EE FIRNEAE ZBHMEA - SEERMBERE
FlopioidFZRiBB1EH%E - B LIRINEEAZ DL R EURVERRIR -
B BO - B - BRE -~ K - D - REREMNES -
HRFMAREE LRINEAE - BERETHRRE - HEHED - BEH
[RARBopioidSRZE M S5 E AR EHERR SFEEEE LIRINBEXE - 0]
S EAEM AR ZopioidffiZEm - RBELERAREBREMARBR D Z
opioidfEEmE - KBLIRE LIRINBEAZZFEF - BIKIEAEMEEER
E - =EARERopioidfBE mtE FIRINEAZHERKS -

5112 ¥ESIS H BZE m Al i AE (=¥

2N RIBEAAME - BENERLIRMEER - 2R ETEIREE B AL
FANE R BEmAEEREF AR - EARKRGRIRNGE - 2B

- BREZRBHERZEREMAAHIEI R ET AR - BRABREUE
EMEREELIRB R B EMAMENEREFNERTETRESE - E2RF3
ERAGCHBREZERE - BREASRORAGRIPHERES R A2 RAETE
RENER  WEREZXEENE -

B R R

5.2.1

5.2.2

EHlZEY)

MIBEA—F _REHIZEY) - lEESIFENEVFEZ YRR - PAINKYLDIHE S
EERA - EREMRE -
R ERRAEER

PAINKYLZ E¥EBEFMUEE - LREERZER - @3 tRARRARE L
[REVIVSEBMEZERFER (2R13.18%K - 133REFRER13.4HF
FEEIHE) -

AR NVERERBMEREENRBEE - RELAmZA - FHAARE
HISRBRERARE  ERAEERNER  WREEZEEERILBTA -
HRFOASAEREARER - BERERECEER U ASm(EEELE)R
A CEBRRBRER  MEASERIER TN ESSREMRIER -
ERMATANAXGEERYEER (B %m - BiEERAR) B ERRE
(Bl ERE)R - BHRBZERERNERKS - #RUERBRRSHBEAD
OHERUERBERESEZSNAE  BIBERADRERERERE
2 0R IEREE T ANIARR B IR R EER5RT - RIS E B ERE - A
AEERANER - MBRERRHFERBE ZEHRIKEMRRAILRENaloxone AR
ETORE -

HABRBERRENERARNRESIAFEE Y — - (BRI ML
PER A AEZERAUEBEIRAABNERR - MORESLERRIR
BEERE  KBRENBEERERIUEY)  TEBRAXSEEREHNE

P.8




5.2.3

+

i ERERERNRHREALERERNAEBENEN - FEEHERE
BRI

Nl

/o

ERBREZnELEBFEAR NMERATEERRNER - FIFEHERS
R 8% mr R B RO A/ VD BRI EUE FR A Y B RO IR -
EHhEMERZ—ERIFaERE MERED Zm - FEUILES OEMER
TR ERRTA - BIE—XRUKRBER - ZYRREBR—TEREER
AR EEMEREENTS  RBMALERR - 61 | BEESRINFEEMR
e ~ SLUERIEERRR - BIEEESENHEER - REERBE
ZRNEZUSREMEEBETEIRMZERNE - HPEoRAISEEE
EMAETEN - RBIFRA—TERREM - Bl - @EEVBZRRK  HEE
BRIVREES - VENERRERFTE - ZYRRE—EHZSELS
FREZ R - BERKERS -

AZHEYRRAERZEERE " KE , 15 - HREERE - RENKELE
RIS RETBERT - ARERESWBRNEN  SRERNEKRESD - T
BEHDFIUITIE - URARBRBITERESE M R BAE &R - IUE
Oh - EYERZERRERAENRRETLEEE 'SEBmZ . (ASMUES
I ERZ)NFRIVSEINET - B - ERAERBREERARERE
EHIANRAER - IRBEELBNSEERRKERA—EEENTS -
EAEAREEEKESTEAMRMY FFHERBREE - BRABRIE - AR
ZolpEA S HEFEFT A BB ARV IR MRB MY = MERIAEAR © UEASh - BB R EREE M
RAA—EE Rz -

BREBZERUARIFAEEERMERIFEERR - At - BAEREBRA
BRCHEDEMIXERT - ASHRE EPRBERBREZEREE -
ARV RBEmER - TERREESRAFTELE  HTEENESE
B ERHIET AR BEE - URZERRERFFEN -

REE M

FAEEPAINKYLAR 20T - BB AREERERIES] -

—iRER - ABBITIPaEENRERRARTEENRE  TAESNR
BYMSHEEIBREZEZEMNEERUERACKBEER ZEE -
RSB RBERE - BofEs|BMMREERKEY - XREHEER
BREZEDAEEIEERERRMMME(atrogenic addiction) - EH sz
MERIEERERBECHEMIINERERZET W EBBREEREERS - 70
HFIEBESEYR - MM O EEnIEESFIEEER - BAREAN
BERAFMEE -
FIBREGAEERERSEERMENSRBEREMWEIERE - BF
4 IBRBMERRAFEN KN RAREIEE - SHIRAETER - F4
naloxone * nalmefeneZ= 15 R RS A TUE M Z mal B/BMRS B LR
(5l ¥Npentazocine - butorphanol * nalbuphinne) - 342305 2034 (Bl
40 : buprenorphine)& - CIBEEMENERERRE - —MIMNE @ FHEERE
REZERYRZZAE  FIECEYT ZEIEARAREENEE -

P.9
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5.3

BERAEREEHERBEMBEBRBEENRARZERSHm - EREE
BIRBEMRNRMARREER - ol HIRBRENAMENENR - BAEHNR
7B B - RARFENEZEGDESHEMKRRNIEREZERARE - (I
ICESERK "R, TREE -
ERZFHATME - BHIERABAGEZIRE - WERBLTNHEBG : BA
ERANEE  JaERBBRAE - REANSENBEESE - RIBMAIIEE
RO METEMRI DI BEY - R EFEREMARRRREER - HREGH
RABHERFRBERIBA - ERBBREZEmBER - FERKE—E
ZIRENEBEEEL T - 8EEARESS -

BRETEMBE

BISRLRR R EREZNTHAEERRESR (NEREWRERR ) 215
K [ BAEIBEES] ; FEIAER PAINKYL B AEEZSEBRZEE - TRIATER -

RRGEIRSIR

6.1

6.2

BRERESRC

BrlE SR R2E Lt E R BRI ZBRIRGERITFR - PAINKYL AERIRZ B
A BRIEFRHEEREEUGEEHREZER - BaEEstBRZHBUNLIBEETT
A SRHBRIAERAMERZZHEARTREMARS - BERR2P[ETZ
REAWMIBERE - BMAERHWEEUFRRING - TRWNEREBEBMEE (HBEZHER
RETAE R BTEA ) BEAREMY - DG IIBELIFIKSIERKIESN (epidural ) REES T
MBI e RV - BT A SE RO IR BX 48 A48 2 A8 I AE AR 38 25 R AR S I AR IFEZ UL
BEYMZER  EEREEIFRMIBEARENERD  SEEINGEHHRER
REEZER - MBEEAEFERIREIHE (embryocidal ) ; IEETH30 M5 / &
FrEgioE59sk160 e / A MESZEIE FRIRERZEAEBRU ( resorption )
REBNNERE - B/ ANESUHER - BRIHEER AERY PAINKYL ZEEIE%50
B -

EERNIBEFARNRZ2ESVBAERER - EERROMEF - BEXRER 21 X
ERIPWE 7 REF 21 X - EHEANMEZZBRREBEZMIERE (10 - 100
5,500 Wze / nfr / B) 2Bk - &RES00 M / A/ BUNZHEE - hiBEE
EEEBRM [ WHE45 PAINKYL BLUSBEREMERBSHNEAEZAREE
(MRHD ) —1200 5= =18 ] - HHEERIESE 6 K256 18 REFIKA TIRZMM
ANEMIERE (1030 30 Mz / afr) - A Riasiia RAESHEEMN 30 5= / A
/ BENFHEEERBLEMIER - BIAERERIE -

DREEE

MIBECIEZ5EBIRBEARR - JeEBEMIRENEZEZTRME - EULEPAINKYL
BHRDHELENRE (B25EE) -

GEZR

HIBET 73 & AERF T - FIE PAINKYL AREERREE PLM - BRITIEESEIEM
BEEIEF K / SR - £ PAINKYL O HEFLIEHE, - BB olaEHIRRIE R &
YD FETEAR
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64— /R

Aom 18 BN\ TR AN Z 2 HRRNER RIS AREIL -
BRE/MERARKRE
REBRIIFERERN  ER2VERICHBRBERR  FERJEZELER
AABNHIREBIRE MG R B R EE RS - FEENEREEFENERER
SREE PAERE R B ROAEAR - AIED - B3 - BE) ASBEREE - SRR - 8 -
@t - BB LAREDUBIMNEEE - FERIBh mEmAETERAF AR - JFERBN
BREESHARBERE—RERZFERHBZERm - EHAPE  BEMEHE - &
ERHZERCHRMAR -

6.5 ZEFEA

RPAINKYL ZBRBRFZE D - 3061 B2 58 M SR RAEIE K B TIfitE A 7 98 1

(32.0% ) FEEE65 5 (=) LIE - 658 (=) LLEBARBR/NR 65 55 - A

ERESEHEBOMY FUEEE - 1 PAINKYL ZERSARD - 65% (=) M

BAIBRBREL Y FA - HAEZSHRE FMERR I AES v ER -

WEBRCHFRAER - 2EFAMBRECEREHIBRE Y WEEHHE ; B -

BEATENDERERR - AEERABBIET PAINKYL EISHREEEE) 0 -
66 FIEERZR

BRI AR 2 LIS PAINKYL RIFIEEIB =R A B2 ERIEHES - HBREE
A CYP3A4 RERRAAME  MEIBEHABYESCRRRIS ; EHiE
RERFRAH R ERBERS - £AEEARTEAEREA - EEEE -
EFTARS A EROETT PAINKYL BIERRLUEmFREY - EREEHARESBEN
MERZRA -

67 BEERR
BRI AR 2 LIS PAINKYL REBTIAEIEERA D2 ERIEHESE - HEREE
M A CYP3AA BB R LGRS - MEIBEHR Y EISEaRRHS ; RKHie
RERITRA S B AmBRS  BAEEARITERERA - BEEER -
AT A B BT PAINKYL BIEBRLISHFEY  EREERARBRRES
BERZRA -

6.8  Eftixas
MR
BELHYBHRLLERRENTM 2 EERA - FRREWEERB AR ; BH
HHEBEXAFRARRME L  ERERISERSE T HRIER -

REEH

HIBEFZEARAFIICYPIAL BB R (isoenzyme ) 2 AN H - EELPAINKYL ol £ £

CYP3A4 B ZMEBRRERE - olstEEBERGIFA -

B 5 5f BPAINKYL B2CYP3A4 HIHEIE ( Nindinavir ~ nelfinavir ~ ritonavir ~ clarithromycin -
itraconazole - ketoconazole - nefazodone - saquinavir - telithromycin - aprepitant -
diltiazem ~ erythromycin - fluconazole ~ #Z& /M t - verapamil 2t cimetidine ) TIEEEn
BEMPRE EAZEREGHKR  E—DoaEigMaiEREY ARIFAETREEREER M 2

P.11
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IRAME - 2 PAINKYL B9%m ATE R YA e FREkIE NCYP3A4 HN I 7 S i e 2 =2 A7 Al p0 B8 -
HEREE FE2AaLREEREYTEES ; HENRAERT (2R EBRIESFE) -

B 5 5F A PAINKYL EACYP3A4 FEH| ( 41 . EEE ¥ #4 88 (barbiturates) ~ carbamazepine -
efavirenz - # 5 B & - modafinil + nevirapine - oxcarbazepine - phenobarbital -
phenytoin - pioglitazone - rifabutin - rifampin ~ 2 % & & (St. John's wort) 5§
troglitazone ) SIEEE B MIBEM P EE & - & — L ol gEEE PAINKYL BEL - £ H
PAINKYL B AEfF IEBE SR D CYP3A4 ZFERHENEEIEN  BREZESLHIR
PAINKYL JEMIBNN 2 H% - W RELILFZEE PAINKYL WEIE -

MEZREMZEEY) ( serotonergic drugs )

1 R 55 2= 0% 14 224 o] Bt (R N B 3 15 [B) 22 30
B R & BIEAMBMEREMSRAEMRE (—FEDJBE
fe REmRIART ) BIREER -

FEFRRBTABRERA - BRIZELGE
NTARE I AETSHE - ARFEAMBRER

B RIEHER -

EEUMSROWHNHEIE (SSRIs) ~ MER
EAFE FRREREIUHDHEIE (SNRIs) ~ =I&H
288 (TCAs) - triptanfiZZm « 5-HT3=
=il 2 35 1 B - mirtazapine - trazodone -
tramadol - ERE(EEEINHEIE ( MAOIs ) -
linezolid % &% Ak > 5 BF E BX ( methylene
blue ) & -

BIFFR/ AR &I
8.1 WAREZFFRH/ARKRE

[MEZEEIEEE (serotonin syndrome )
LA Hopioild B ZEmBEFARIIBRAR ZEMSIRRIIBRERER 2 BREL (£
R5 ERMIEFER) -
M HERRED
BAERIEAHopioid 2 MEBET MM MRRZ ZBBEM -
8.2 ERPRAIERASER

PAINKYL zZZ2MFHEER - RER—IERINMYE (open-label ) v 22 Mk REY
Aaths - S AMAZ06 IEAREMBREEZERREYIMEA - ZEBEAFIEA
BEHEA115 H - BED 32 R A 8EBE—F -

A PAINKYL FIRZARRERER R EYNEEERET R ZHBARIER - —R1B
R - BEREYEBARRENRTEER PAINKYL BEZEHRNEERLE - 35
FTRHABER R EYRIER 284 - ik N NETEE -

FRBHREIRREY (823 PAINKYL) HEZARKRET - REEESTRAIG ( ol8E
BH Y IRE = (apnea) s IR S LE(respiratory arrest) ) ~ TEIRAIG - EMEKAKE -

W

P.12




A EHFTBEEAPAINKYLZEA - RERZEEE FIRIDFIFIEMR -

HIA% PAINKYL YR R e s 5T M EE 14 PAINKYL 2B B R R B AR BR AR
ZEMREY - BIARABRRHANSEZENE (sustained-release ) IFBF
SEENA K O SR IIBEFHIE R B o REGEMERRE - RIS KRR P
PRERNARSHEIE - R TFIARR PAINKYL A EREMERBERRFAS—
BIRREYESEMERRZBEAT  EKESEARSHRBAMG ZERICA -
MRILARENAREMIBIE R ZYREREER - PAINKYL J& B 5 & 28 54 2 E A5 B E R
ETEERLE  ARREBZIRTREEREE -
HERARRARRERIRSBEERANRE NET  E—E2YERAalRTERIN
ARBHRERFLES —BEYEHAORPERI R ERMERLLR - THEAR
PRE RN KPR RIS ER -

RIIILEEEAHENRBRERS 5% (2 ) UL BRERFSHEHEHNARR
& - AXRREERABRAIERNEERERE  EEARREBNEE-REBRBGEEE
Y - ARREBIERBAGREN S - REEHRBESIEKFIIL -

R 1BERTERAEPEEBER >5% ZFRRE

4 ~

og PAINKYL BIE ( #55 )

(system

organ =L
;'ass)ﬁ 200 | 400 600 800 | 1200 | >1200 _(3""‘655‘
B F ) mm | (em | (em | (em | (em | (em | =300)
;ﬁﬁ =303) | =257) | =207) | =138) | =79) | =9)

B (%)

S 5ER

B0 16(6) | 1265) | 63) | 5@ | 4(5) 0 | 42(14)
B0t 7@ | 9w | s@ | 2 0 0 26 (8)
HE A MR

e 52 | 5@ | 63 | 2¢) | 46 0 22 (7)
5T 6 | 20 | 4@ | 2m | a4 | 1an | 176

xR 2IERRIPAENRE (AEEHRMIMER B ) AERE NRBERS
5% (&) ULENWARKRE -
R2BENRIPAERPERRER >5% ZFRRE

P.13




TE¥

&8 PAINKYL B ( #3 )
(system

organ 200 400 600 800 1200 >1200
class)9 | ( e (HEEL (HBEL (#EE (HBEL (#BE

. & | =23) =59) =79) =91) =81) =28)

REWH =1
=E (HEEL
Eg (%) =213)
=5
IEENTIRY 2 (9) 6 (10) 8 (10) 12(13) | 26 (32) | 4(14) | 56(26)
&t 1(4) 5(8) 9(11) 8 (9) 23(28) | 3(11) | 45(21)
B 2 (9) 4 (7) 4 (5) 4 (4) 6 (7) 4 (14) 23 (11)
e 1(4) 1(2) 4 (5) 4 (4) 10 (12) 0 19 (9)
&z 1(4) 4 (7) 3(4) 2 (2) 3(4) 1(4) 14 (7)
PR 0 0 3(4) 1(1) 79 1(4) 11 (5)
—A% / 4R BEERI
Zh 0 6 (10) 3(4) 8 (9) 7(9) 4(14) | 28(13)
( asthe
nia)
s 2 (9) 6 (10) 1(1) 7 (8) 79 3(11) | 25(12)
( fatigu
e)
B E
FEEE Rl 3(13) 0 2 (3) 5 (5) 5 (6) 1(4) 15 (7)
B
Kt/ E8
fi 7K 1(4) 4 (7) 6 (8) 5 (5) 10(12) | 3(11) | 28(13)
BT 0 4 (7) 4 (5) 6 (7) 2 (2) 2(7) 18 (8)
=2
BRE 2 (9) 1(2) 3(4) 4 (4) 6 (7) 1(4) 17 (8)
L 245
A= 2 (9) 4 (7) 2 (3) 3(3) 10 (12) 2 (7) 23 (11)
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#=E PAINKYL IS ( #35 )
(system

organ | 200 400 600 800 | 1200 | >1200
dass)y | (@B | (mm | (@m | (em | (&m | (8w
w. R | =23) | =59) | =79) | =91) | =81) | =28)

BEH =5
s (@
B2 (%) =213)
R 209 | 1@ | 3@ | 9¢10) | 709 0 20 (9)
i 2(9) 0 46y | 2@ | 3@ | 301 | 1407
B
2R | 1) 0 46) | 4@y | 6@ | 4¢14) | 18

& 0 36) | 1) | 4@ | 70 | 3¢11) | 188
SR 0 23) | 23 | 3@ | 4 | 20 | 1206
g8 1@ | 1@ | 2 | 33 | 3@ | 1@ | 110
I IR
WOEE | 3(13) | 4 | 3@ | 80 | 6@ | 3(11) | 26012
23
3 1) 0 34) | 56) | 6 | 1@ | 150@)
Mz
{65 10 B 0 36) | 3@ | 1M | 3@ | 1@ | 1105

RIS HPAINKYLERIER 2 22 MR RS - A 7 —AERRE 1 ROER

RRARA (ERE7 ) E—AREEZREOEMEBERBRARA (BXH7) - m4d
BANARREREMR R - AR EZ BN PAINKYL EE—MHFEADPSIEESRIED
PR B R BA B R Z EAR
PAINKYL WREBREEARMEFERANEE - HREGBESHMMMAHEES
W3 - NISMIRE KRGS (HISREMEBERIE ) P 21% WRARRSZAR

K& ARRESHK MR
DFER . OERE -

ROERM -~ BR -
Bht - BB ~ BEIE - D& - I8 - BIEAR - SREE - JER - 1B

RIBEE :
FERE

IEENTIN

BEZE - RS -

TE|
=
B

P.15
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9.2

9.3

9.4

9.5

—REBEHAEIPMUAN : =77 (asthenia) - EHB (fatigue ) - EH[E
( malaise ) -

BHE  PENEBEESSMAFEEE | BKE - #E -

BREmE . RERK - MELH -

REAZBEBEE . KK BRTR- -Fe -

MEXRMEE . 8E - [EFE (somnolence ) - 8% - S (lethargy ) ~ k18 - &
¥ -

BHERE . BilkE B2 XK - £E8 - 28 - B - BHiREEt -
Bl RRFERE | RAEATE -

MR - MRPRESE . WIREZ - 2 -

FREBE T HERE . B8 42 -

MEBERE . EME - 2841 - FEFIEE - SME -

B RZRIR

PAINKYLRZ B ERVRIR - Him EREFIAEZMEBEEREMBRREYERE L
B DREEBERZER  MEREZBAERRA/BRAE (2R10. 280 EE
i) -
EREE

BISREYREEEZ7ANZEE ST | BERPAINKYLOBAR (&HNERO$ ) - 1
RIFRESSE - A TR AEEASHERZ - URHEBEASSE - TREBRAE -
BRREYAMEBZRERE (BIEA) BE

(REGFRBFBMIE (T IR S5 - I SIOESTATE - W ERAETE hEE A
B - FERAESIE I IRING - ERR_E TR RIET R EABINERYSE (fi
W EEREEE30E819E ) - Rt TsANEEEAE - BRILSAEE - 5
2RERETS B BN SRR -

MEIE R BTN E 2 AR AR

kbR R A MR I IR 2 5 B T RO SRS - ERERR Y - ERAEESE M
BRRENHIERSEZREE - (BoEAR AR ENERE ZER -
HEREY—MRHEZESE

BEPAINKYLRZBSNERE SR | ARTREER - HBEZESIFEER - B1sEoE
FERE - WHEFREGBELUERZE (lavage ) &/ ST EHRERBESEBRE
AIPAINKYL - Efm A BEMF A BT REF - BUEA M BENSIESIER - WiA T
A ERPAINKYLERZE R TETRNIINEEIRSR - WIBEREMBIEHZEY
ITIBES IREABRREM - FULIRR A - BIHEISIEHIFER - A FEBREBRE - UK
(FRREAEIEIR ) AT AMRMEET ( neuromuscular blocking agent ) &
% o

10 ZEREM
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10.2

fEF %S

MIBEA—MEERBNE  FERBEFEAABLRE - Jtt*ﬁ%m%*ﬁ?%)%iﬁlxﬂ”*“JE’]Eﬂﬂﬁi
5 8 & 0I5 BF ( morphine ) -~ ¥ O Ed ( oxycodone ) - & 1§ B fd
( hydromorphone ) - tJ#& ( codeine ) K& 0lfl ( hydrocodone ) -

R wE IR AL M

BRR BB NEBENEEENER - IR (euphoria ) ~ AR - LIRS - B

W~ BESALAR/)N - RIS R LR - MEIPTAARIE R BNE - HENS EBEURE

8 MAPUESRBNE / BNEEFFEEA LERHSHERE LA RSB ILBURN

EBR - #E4RIS R BB AR S AR E - HIEBURZ LIREGRERIIFRIRE -

R ENEF A e A SRR IR -

s

E?E S EEENENBRRBPEGEAFANBELEE (ItRABFRM3IES5 NiE) -
IBER LR EZZERN M P RE S IEHE -

—REET / FEERREYNS -  RANZEYNRHE  ARUREEESREDH

—_
=]

FEERBESFEYMSHNERREZZFAR - FILPAINKYL 2T £ FE &t 1@ Bl s A B
- PUETRHANER (2131 BAEZAE) -
e SN
MBE#HEMA—WRER R ZERNE - HIbEERAZEIEEAAR - BRISEE
EE%KW’EﬁHE—i*E%%H%“%%*EME’JWEIEH:"% RIEHEERESTHEEEaY 2P
W AMmBIE RS LESRBOERAZNIEEYRTIDEREEARS -

WMiBEEREEERANINE TR AR M EEFERIMGIFER - LEEIRING] 2 I8 S M KEs
H]IEN _SbRkRHEERH T REE T EREHE -
BIfEfERRRE T - MIBENREE A EEFLAE/) - #HARRESL ( pinpoint pupil ) BEEE R ZY)
RERE S  BHEAZRNSFEBREYAZEBSEAR (AW 5 MHEsEER M4
BRE LIRS AR AR ) -
BEBEARR
MiBETEMEBEEEER /D - LLEBE (antrum ) R+ _1EBRFEEARDIENE
- NEANBRYE(EEIEE ES"ELHEHSZZ@/W'\ ; FEIE AR E M IR BN IR - THE
B‘EjjTﬁtimHDiW """"" E72E ﬁﬁﬁgiﬂ@w H$EIE R 2 F R 2 WRE O RE8E -

CHE - BREEZ 2w~ BUBEIELIN (sphincter of Oddi ) =& - DIK MBS B

Jr FesaE EF -

INIIN=ES

MmiBEC eS| EEA MR 2 BN - EMosES|EEFEMERER - ABRENE / SEE
MERBRZRIREZEE « 41 - RIBR4 - BT R/ ZZBHEDE -

AN
MRBREERBYEHETRE 2N /Jé\E\ﬁXEKHZ%Q ISR EYTEANEPTO
HHMES EREEME (ACTH ) ~ lZEE ( cortisol ) K=AERIAZE ( luteinizing
hormone ) 27 ; B9 - IS R ?@%TEA/\*E&H%?ZDKE"—Eu&?’]E’JWEEP RIHOB
LM E (prolactin) 79 ~ ERBEDW - UKABEHTBEERAABRZ W - R
BRERIS R 2 ol {EI N o] RIBE R R ZED W -
0 O 2 45
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FIANWEEE R SRRV (E2WiEE ) EAE 2T ( dose-dependent ) ZIF
RINFIER - WMAEESRIAEIEREYaEME TFRG REMBRIE R ZE) 2 YR
EEMSY  RIFRIH ZERE TR - REAABHEERERT  BIBRS
PAINKYL B £/ A B EERE ( aJsERFRAG ZEIJE ) WELBIMERS LA 23RS -
FR&ORMEBEEERYIEEXNER - WIRISIIERZEBIERF O NMRBAZERE 15 £
30 HiERF IR - BOHEENRZ X -

BIEREZTET  BREX R 2T RIDGEKACEERE - WIBERREEH PR
L EME T Ol HD I R 5 - B SRR PR AR 5RO 50 FR AR D R RA R N 18 JE S T R R 22 2
LR BUBIKIRNARETABE 2 HIBEOEERFERNEEMTENRE ;
EIt - BEEEMEEREREETENEBCHREREELERE (2R5. EZRFES
5 - 8. BIfFR/ARRIERS. BE ) -

103 ERRRIZEMER

BUEER - BREMER - £FRNEE
HelEERRES M RIEMBEZBEREN -
EERBINIBENERERBSEEFIFLER (S. typhimurium ) SLABBEE (E. coli) AIE
RN EEREH R ( Ames reverse mutation assay ) FI/NEME B EER R

hEENEREY - BRERRA/NEMZEEE ( micronucleus assay ) IR B AR
2,
MEEBRMIBER 30 M5 / ATEFMOESEE 160 M5 / ATKE MESZHE T &
EREZEBREN  BRAANESVEEE - BRLEHSEER AN PAINKYL &:EH
SHEMR -

BmYENHBES M

IR U

PAINKYL BRI IIBERBERE - HYARERNOREMENRIZERE - DURDIBESEARRKE
BENRREBRI - REAOERERTPAINKYL - MIBEZE@HERIAERT1% -
PAINKYL BEIE KA 51% HBEANOREMERW - BHER 49% AIBEEREALRESEEIE
R - EAWMIBESD  IBREEMW 20% A& HEEABBENWEEBER (first-pass
elimination ) MEERESFAFIA - HEBIHEA PAINKYL OEA R - ABRIKIERAZEZT]
SEERAERBZIKIEREERE 7RO AR -

BB RUARMMOMANER  NMIEERFESHEAMNEERNFLE ZBEEZH
Z - HmABEYE N2 HAED -

R—IEEEE PAINKYL B2 Actiq” (RO FEEERZSIBRE [ OTFC ] 8 ) 4% 12 fIIEHEA
FEESHEWMES - DIBEMNRIERFERUITEEFI S LIPAINKYL AAREERS [ & MR
B (Cprax) B 62% - MEBREE (AUC ) B 40% ] ( R3IEE1) -

#= I RERFEZHEER PAINKYL 5% Actig ERBIER W IBEEMM P ZEYENHESH

. v PAINKYL Actiq
mY S BB R
- (800 3 ) (800 35 )
Crmax (55 / 27) 1.67 £0.75 1.03 £ 0.25
AUCis (/NBS-258 / 7t ) 1446 + 5.4 10.30 + 3.8
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Tirst (91 ) 90+ 48 13.2+10.8

Tmax (/1B ) 1.00 (0.75 — 4.00) 2.00 (0.50 — 4.00)

* T ZBIBHUE (2E5E ) 2R - EMERRILIFSE + FEE2IR -

M1
RERFLBAER PAINKYL & Actiq RERNER Pl ha PRAANFNZ GeN

2.0 1

Actiq 800 8¢ & P
WAk e = 2 h B

—m—PAINKYL 800 # %

(S corp ) 0 e - 0 2 -~ e

0 5 10 15 20 25

FRREER (o)

S—IEMRRILIFE (balanced ) ~ XX ( crossover ) ZifiFEERET - BRI =—TEHSRE
(200 - 600 & 1200 52 ) eEEE M EEBERHEE (BAR 12) MEENRIBEMSE
[ - FEHH PAINKYLR o] I £ E 8 EANE £ %04 ( dose proportionality ) - % 4 B/~
FALE=7& PAINKYL BIEE ZFEOMBEMPRE - BHEBEEE ZHMETAERN - B
HEHsSEENINBEMPRERS - Chax &2 AUC,+ ZIBMEZE L EEL PAINKYL it FHEI£
EEEA%G - REBIEHBEN - 19 Co ZEHER 038 Rk / EAER 219 Rk / £ -

= 4 REREZHEER PAINKYL 200 - 600 & 1200 {5 & R E £ 150718 ERY M 224 8
NEBZH

PAINKYL BIE ( #45 )
M NBSE

200 600 1200
Cax ( 58 / =7 ) 0.38 + 0.07 1.16 £ 0.19 219 + 0.54
AUC; s ( /)\B5-2555 / 346 £ 0.72 11.72 £ 5.29 20.43 + 4.52
=5t)

¥ REFEIRKIIRERAE -

—IRRE OERIER (514 ) ¥ PAINKYL EZYE NE/MUTE MR - MABRKORME
ROANET) MARBESOERER (A7) MEMEEHERNEERADSZEE - HEPH
TE R 200 752 PAINKYL QAR - ZERBEBRRBETRE - X5 E2RMEERBE

P.19
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Wi PAINKYL ROEEIESSERMI8 C, o B AUC, ¢ 2 FTIEBR - (BEFABABKESE - MAY

1 Cinay ER/VRAESHEB SR  ARNERENES

% 5 BESRERNER ZMERAER PAINKYL BRE 2151518 B9 hE 8 H B2 8
AR Coax (% /2 T, (D) " | AUCoy (M3

) / EFt)

B3 047 £ 0.32 1.00 (0.50 — 4.00) 114 £ 0.71
TR 0.69 £ 0.54 1.00 (0.50 — 1.50) 1.29 + 0.87

o T ZHIELIP I (2 BEE ) B8 ; HthBURRILITFIE + EEE2IE -

2%

MIBEEESHEY - IV REBETINKRWE - WIBETARSHEE - O - i - &
WEAlEE  BEBDIREZEEENSHENRLENT  MIBEASEMEELMNLEAR
80-85% - FEHEELR o-1HEER ( alpha-1-acid glycoprotein ) - EREREEER
NAEEEEZER - MKRMRER - WIBEREZEAES - IBER ( steady state ) N2
WNwmEsE (Ve ) BA T/ BT -

il

BIEERIFRABERET AR CYP3A4 EEMHLH M IEWIEE ( norfentanyl ) - RENIH
RORIBIEMBEEWEREIEEY (287 XEAH) -

R

MIBEZBBREZE (#8348 90% ) ZLHBEN-E&KE ( N-dealkylated ) &IEE(E ( hydroxylated )
AIEEHREY - MED /DR 7% BRUIARNH 2 BEERRKEEM - BELS 1% DURKH 225
AEESR - CEHPATZERRREEY - MEEFRBRASEZMA - WIEEMMITR P 4EER
BERBOS F /K /AR (8BE 0.3 0.7 7+ / /I /AT ) - 4% PAINKYL & ZRInHEER
=8 (terminal elimination half-life ) 8% 14 /\§F -

B Rl BR SR

PAINKYL 2 ER - TERE-BRHEREREMERBZERREYIMRERAZE
Rl - REMERBZERAS | LHEFSEIENBRIBREY (HIW . 2060 252 / HAYISHE -
50 5 / NRRUERIMIEE - SlE ILRERIEMNEMBIS R EY) ) sINEGlEELEERRE (A2
BREMERRE ) ZE—E0 (3 ) UERERAT  BEUNPEZERERRBRE - IER
ABEUREHENRUBLOER A EZY N AR EBEaBREFERELRE -

—IEE ZREIHR - XXHR - SHEEERARME PAINKYL AR B ER BRI -
R P IELIBRRARE (open-label ) FTHRABBEMHEIER 200 £ 1200 M=mEEA (25
VWHEEEARAESRELBURBOUMREIFRZEIE ) - &k 6 ALEREUMRERE
BLX2UMRP - FEJLZREEBUEIEDH , REEEUMAS - BUHEF] ESTHARYE
ANEBEE DR E—ZIBENENEAD - HPNEBSENHEWPAINKYL - =22 RE - Fi
BEANERNRASD - B 54% REIEBVNEIEME THEIEE]E - 4% RERBREEIBUER
MR - FALUBER B M RARE 7 &4 PAINKYL ANE S 3FEALUABERE M ERENER
ISREYBHESHSRMEMS - MEEE 200 MV)aH ER/EFTRE -

& 6 TR B SRR ER PAINKYL BUEIE
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PAINKYL EIE EEBEUNE
AE (%)
(#BAE81)
200 M7= 4 (5%)
4007458 15 (19%)
600772 23 (28%)
8007 7= 19 (23%)
1200752 20 (25%)
PAINKYL B E EEWIEE—RBESHEY)EBEEIONERNRBERESZ(LERS
(SPID30 ) 2 E—EHmt LEESRNEZEEHE (2RE 2) -
H 2
ARBEBARZEFRAERA PAINKYL ZEBMEHARBERERS (SPID)
160 -
[ | —*—painkyl
£ 140 —a— W
=
& 120
o
’i 100 -
it
3: 80 -
&
—~ 60
t
;g 40 A
5
4 20 -
E
0

0 5 10 15 20 25 30 35 40 45 50 55 60
ARBEN (24)

13 BRK#HF

13.1

(255

PAINKYL—HERLBHERE  S8—ROBAREENBUEER—RELRELS

inEElS - B26 30 RiREE -

PAINKYL B—£EEIE - —EMAS —HAEE - 8—HROBARNABHLER
EN—wihliwes - HRiBIEMERERE - HEBWEMELRERBEKRI0 ROBARE
MINEE - FERBEEAIE EZEMRE -

PAINKYL BIZ&E
BRE[1 45 B IstEEeE *
(IHEREIE ) BEEN R =
200 435 2 SkER

P.21
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4004452 4 SFALE
600745 6 R
80075 8 =RE
120079452 12 RRE

*BRREFREMmER ZREHE  BHEYRBBEOERFE LZHERK -

13.2 A
EANN N
133 REEFHEGE

AIRFR 20°-25°C - RIBBERERR YR OREEESER15°-30°C ( SREEE
B (ZEHIER) RE ) - Fte PAINKYL 2REZH ; Zin 58S TERE - 2%
H -

134 REIESE

B— RPAINKYLOMEA R EEREIIBER —REMRELE ( child-resistant ) 555
Bt - PAINKYL FHINIBEEE - HZEURANGHE  GIfERELYETEEE &
BZIi&E R PAINKYL Q%838 R EARE - TSR ARHRBEER PAINKYL FHAR

ZESEZNGSZE (2851 EB/FE2FER4. WAEREMN ) -

AR

B2 RAEIESIBEREEZMARET -

AA / BEEETR

EFEAPAINKYLED - FBEmAK / SiEHIREEZERE NMitERGA - FEHRARE—RER
PAINKYLEZ 5 i55£:8PAINKYLAZEES| - DUERESEMNEYE -
AEAREAEERRESE | PAINKYL REZEYBIS0FEZE - FE PAINKYL ZERH2 KB A
BEMAMERI - BHIBHEALERBEERAA PAINKYL OBARREREERENEZ
E - BELBEWEARERERESEREMUELSR THNZHROBARFEREE (2R
131 8% - 133 REEGERIBAREEIEEIR) -
ASHEAZREPAINKYLIRRZEESMERE - TEEE - BIE2%KE - 18 ~ RIERE - Sl
IR RE (BlERACKRAEMBEIE R BYEIRAE Lt 2 2B ) -
BEEMEAEREREYTMME 2 ESE - RPAINKYLEARBEHEIMEAE  BAERACEZES
IR EYRBETHBREAEYERSHE - BEZERPAINKYLIRAEHEZE S 4R R

( breakthrough pain) -

BENEAEEREERHREER (around-the-clock)$8%8 R 24 - BIZ)AR BPAINKYL °
BEABEAZE M A D ZPAINKYL - 9= PAINKYLE it A DI gE R A EE S E MM AT -
A ABEAPAINKYLZIBIEE ( Fentanyl ) - fBIRENEEEET ( hydromorphone ) ~ 7D
( Methadone ) - I5BE ( morphine ) -~ ¥0Jf§ ( oxycodone ) KFIHLE

fil ( oxymorphone ) - FZAERXRE -
AEABEAZERAPAINKYLAE N —REMEENREMRBRIAEST 2/ 2@/ ( PAINKYL
BERBEEERRED 2 /NF) -

P.22



ia = AEAPAINKYLWBU R 2 WIBE ( Fentanyl ) BE NGRRIER - PAINKYLREUSER

BEHEHZMBA - HEBESPAINKYLR LIFSAE2XEE AR ERA -

s e AAAERAEPAINKYLE R EHRBIIAREFNSZRIE - AIFSMEEIER -

A AE AR B E R PAINKYLRYBZE R AZE - ZIlRAZRER ZHE -

s e AR APAINKYLOIBER 2RI ENITRBERMRIFRE ( NEREMaIRIERM ) ZBED

B A PAINKYL OB AESZERRZFE - TBItGLTES -

A EHAEARAPAINKYLE - 206t BUEKS - ZiRZEE - Si2EEN (RIFZRIREBIBAREE ) -

AL DY O E EE RN LRUBIL eSS NRENSEEZEIT -

maMZMREA - ERIRAPAINKYLRB B S RPN ZCARZ - RaBEEEPAINKYLD]
FEHBES RERTZHRNTE -

E"'%}\E\If,—inﬂ"*“ﬂ%“ﬂ?ﬁﬂﬁ‘imﬁﬁﬁﬁnﬁﬂFﬂf)\‘iﬁ.ﬁ?h%%qﬂﬁﬁﬁ%% (ZREEXBRENRE ) - I
EREMBRZEIINREBRTEATER
15  Hfth
WA HRBE
DX B gL E IR

FEFEOBAR2004M A% | PAINKYL fentanyl (buccal | &ZZ&HF50259815%
soluble films) 200 mcg

FEFEOBA R4006 A% | PAINKYL fentanyl (buccal | &ZZ&HF50259825%
soluble films) 400 mcg

FaErEOBAR600MM AT | PAINKYL fentanyl (buccal | &ZZ&HF50259835%
soluble films) 600 mcg

FEFEOBAR800MM AT | PAINKYL fentanyl (buccal | &ZZ&#HF50259845%
soluble films) 800 mcg

FEFEROBAR12000 725 | PAINKYL fentanyl (buccal | &ZZ&#HF550259855%
soluble films) 1200 mcg

LTS LOHMANN THERAPIE-

LOHMANNSTRASSE 2, D-56626 ANDERNACH, GERMANY
SYSTEME AG
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