|

LEPR OB R 200 A5
PAINKYL fentanyl (buccal soluble films) 200mcg

BEEmT 55 025981 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
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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  HH

Ak -
14 ERINE

PAINKYLOEAF—HAB® - Z—E/MAR - MiE E2EMMD REYREL
m/\ﬁf% HHHEEARNEERE -  OBARAELLEERE—#R&ET - (257131
133 RBEHRER134 EEFEIREIER) -

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 -

P.3



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 ) -
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& FHPAINKYL O%8A R B A o] i At s iR
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 Z5e / H ~ St ARFLIEBEED ( oxymorphone ) 25 £5 / HEtE Mt
tRREZREREYE—EH () UL -

PAINKYL 22 E%1% PAINKYL 2RI 2 S INBEZE Y AMBH 2 mA - EEAEMO
EMENBEHRER  ZAZSUBASBNE (anaphylaxis ) BEEIKFE ( hypersensitivity )
ZHRERE

EREIESR
51 ER/IEEZFE
511 BEBEmERAGEER (BEAE)

NP ORNEI A 4878 F BE ( 83 PAINKYL ZEMMOWIBRE ) ZEZEME -
NEEHERBREERE  JEHIRERE - BBEmI BT RIDE 1E
A BEMEREZAEFEANA -  FRONFIRSBEREBETFRARERZ
BMAREFAREHEA  BBEERLECBEBRREYATMBEASRBRAAL S
% - SRR R Y BLE A Ol NI IR 2 2 ) 6 R -
B R EYS R IRANG - EERARRE AT IRE DRSS EIFIRERTE
BENMBESMROTRER (RERERESANFEREGE ) - BAREXR
R E8IR T IRIMNEBR T LUAE - IS olsEERFIRF IEEIET - FIRADEIA
BEREZHABEANBRKREME  SEBUEE  ZHUER - BTBA
BREENE - BRESBRYEFZWTRIONGEIERE - —S(EKRCO,)HFE
OEEERHEFVREL - RIS EEFNROEY BRI R ZY AR
SR REEBERAIGE -
HERBEREERIARG  SoERERE - BB Ean ol R FIRANE /E
A BltRBERERENRATSEESAE - B - FABRETREIR
AHEE%E  BEUBEIRASSHRTRNGEIRS - Rl 2B 24-
72 N -
SRREFRAGFRORER - BRASRBRIESE N AZEN SFHEEM -
FERAMEMERBEEMIAARE  BRESBELE  RoEaEFEsE—
W‘U‘%éﬂ&b@flﬁﬂ’]ﬂéf’ED@%%T?I\H?F—*‘J o] BE R B E AR M 5|
FEMEIRANBIAIFE T - WA SR E R OIAEEE 4 -

BEABRHERANE: %ﬁﬂﬂﬂﬁﬂﬂﬂ)ﬂfﬂﬁﬁﬁ% 7 58 A1 2 HISk AR
RERERUIMENESESBRENNERY -
IESh - ISR B ERE S NIERABTRER - EFPEMERTRS E
(central sleep apnea, CSA)MEEIRAHRR KM S - o1& M BERR 0T IR O LEAY [ B
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51.2

5.1.3

514

5.1.6

ZRERRAFEEGESBMNMIZES - FLL - % IR G M RERR R D LEREAR
HEA - EEERMUREARBESS DR EERINERES -
Naloxone AR B8 R fAZE MBS

EEAERBERABREZEn 2R AR GHUESNAEBENERREE -
Pl PG RFNGEE  BEEERFEERERAETABENL
B% - WERBAERBMERIE R BZEmaER A Analoxone ME RIS H
BEDBENEBETK - A - EBABRBEERREEmREBRENE
% WARHEBEERE R BERLUERSEENRRBAE -

PAINKY L 58 &

A EIZEYR - 5527000 PAINKYL E77EVCE B ERE - PAINKYL FHEHR
HitBERE - £ENFNEF/MELEEREZAR (FREE 1) - B8
MIBERWEEERHK EEAZEE - HREBLEESR - LI PAINKYL BRICHE
ity B IE R I EES I BB an RO LB E - PAINKYLIFE A B4 O R REEDD
BERBINSZE -

WA/REE R

PAINKYL AZZEYEIE 0] EZ=E - Ik PAINKYL ZE7THERE RBERREY)
AMZEREE - B A R EIREERFFTA PAINKYL DA R IRFREE
BENMRBZE (28131 8K - 133 EERG - 134 EEEEERK14. %
AEREA) -

BRI ZMF N RRARRANREZERPEZEEEZRE (EXREEARE
ML)  WEZEFMBRZEIRBBROELATES

op & 468 A8 Z2 A8 40761 2 0 A 4

[EIRS F PAINKYL BE fth it 48 2 A A0 I ( W E MRS R 224 - 15AS
B (sedatives)stZAREE - = EMifFEl - phenothiazine $HZ2Y) - #ExE

B (tranquilizers) ~ BEEFRME - BIEFUR 2 MAHR X ZEBEUR )
OJEES I EMMMIGINR - Al : BMRAE - BEMEBERFEERF - FHEMAR
B2 P450 3A4 ( CYP3A4 ) EREY ZHNHIE ( M4 ZE (erythromycin)
ketoconazole X¥FEEBEIGIE ) BRFER - IEERMBERE L -
EMERERWIGYR (2R7. KREFH) -

ERFRAPEAEEZANEHHNBA  BOENEERREYNEEREE
b BEEYEEEE - BERERE PAINKYL ZHE -
12 M A BR 2w

RIS R EY RS RG] - mAEERIEMHEEY Ml ERE
S5 mm AR ZHART - #E PAINKYL BIERHEEEND - REEBA
@ . BEZ PAINKYL WIEEBEARIEN D pEE — D R REE S TH ZEF IR
RIS -

RERIB BB

MAERRNBSEBR _SEMEEZBEANE (MNEBAR LANSER
18 ) - 7 PAINKYL BO4 22 EFFNNE/IVD - I8 R Y o sE iR BRERRIE R A
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5.177

5.1.8

5.1.9

5.1.10

ZWRBE - EUCPAINKYLARBESHEIERARBERERA EFEZGEB
o e
W RE S

KBIkGe T ZBEaIsEE M /0B BE - AItEEIROEARRBEAS - F/)
LMVEEF PAINKYL -

BRatls (MAO ) fHIE

PAINKYL A2 ERR 14 RABERERSCBANTFHARA  AEEH
SHELERS(CEIITIEREERE R LRREERER AR ZIBNER -
fft Fbenzodiazepine$RZE a7 sl H it oh 4 188 48 Z 48 N I 1 19 &L B

15 R R BUE B S H At PR A R AN HI B (1A : FEbenzodiazepinei’
BN/ ZRE  ERED - BeLEN - ARME - 25RMEE - iEHs
HREMAEMBREZERS)HA  BUEEREREES - B - FIRIONE
BRI - WERREMAEAISAESHE - SoEEHA -
BEEMHRPRIR NMEREZRERERMLE  FRBREEZERA
benzodiazepineE B MZEmAEREIL TN ENK - BSMBUNESEER - 53EE
HUIE R SR ZE mAl Hth ch et & R I B O R BB B R -
SBREABRTEMAE R EZmRMbenzodiazepine$H % m sy H M PR B A %
mIEIE - EEAREENEEREaERRE - 2R ABREEERER
FER  BICERNERBRBERS - EHBIERERE E10benzodiazepine
O EMP RS AFNEE - WRBHERAREREZEE - HRABH
IETEfEAbenzodiazepine 822 sy HL Mt PR 1B A& R R HNHIT - IS R HRZEmE
BERRERENHSE  UREBEREARERAEZNS  FARERZEEIRAZSEEAW
RANH REFSHEBEER  IRBEERZEFH  BEAEEEZEFEH
naloxone ARIERBERBASE ZETEE -

= 8 A 7 FHbenzodiazepine 2 %2 fn 5§ H fth P A& 18 4L 2 4 30 6l B (B2 35 B 4B AN
EREmE - BIRESAEANREZEETRAGIMEFNERE - WEH
% A B 26 FHbenzodiazepine 8 % mn s A th ch i 18 A& 2 A HD I B 1E AR 2 U P&
BRA] - AZEFRBENRIFERM - BEABRWESSEANEERER 87
BREZEDEAMZANEA  TESMAEERERBERRNERIMI AT
B A R AR I (B BB A A m) A Y B EMIL TR E R -
MEHRAEEEE ( serotonin syndrome )

LB Hopioid HZEREAFRARMBERAM VY Em - BEBREWMZMBER
EEEZBRES  TEEESHEAFAMOBERE - FRARMBERAR
ZEQOE  BEEHMERBIWINSEIE (SSRIs) - MERAIEE FRZELIU
BT (SNRIs) ~ ZIRIMEBEM ( TCAs ) - triptanfizZim « 5-HT3Z 5814
L B - mirtazapine - trazodone - tramadol - E iz & 1t & #D &l &
( MAQIs ) - linezolid %EFAK ESTEFEES ( methylene blue ) £ -

MERFEIERE ZAEAR CIRECIFE B MBAR AR O (10 : RE) - 4] - B3k ) - B
EELKRA (W OEIBER - MEAE - BRES)  BEIRRFEER
(W REBE - HBRARE - - BEH ) H IHESBEEAR (W RO - 1B

P.7




5.2

5.1111

- fER) - ERBEREREmHABRRENBEERNA - (B oFEiER %
& - HREMABREMBSHERR - BERARE -
B FIRINBEA R

ZAEMHopioid MERBEE FIRNEAZ ZBRERS - SERMBEREE
Flopioid HZERBBI1ERE - B ERINEAZ LI FFEMRERE
B85 B B Re - Bt BN BERBLES -

HRIW/AREE LIREASE - BERETHRRE @ HAKEZ  BEFEH
[RARBopioid MERWIHEEARERERSEEEE LRINEEKE - 7
EEREM AR D Zopioid %m - HALRJIREBLREMARBM D Z
opioid $ZmE - RBLIRE LMINBEEAZZIBF - EKIRBEM AR
E - =EARERNopioid BEMBEE EIRNEAZHERES -

5112 ¥ESIS H BZE m Al i AE (=¥

ZIENRAGARRE - SERERLIRAETREAR - 574 5270 B i 5 B¥ B Y
FANBRBERMEERE AR  BEARARRRRTGE  JESEBE
- BREZRBMERSERBEIFAHIEIRAET AR - BERABREUE
ENMTREALIRE R EEmMAEERERENERLETERELRE - £2EF3
ERAEABHEERE  BREABRORARPHERIS R A2 maliE
RENER  WEREZXEENE -

B R R

5.2.1

5.2.2

EHlZEY)

MIBER/—SE_AREHIZEY) - DIRESIENEVFELZEY (KFEM - PAINKYL oJ5E 3%
EERA - EREMRE -
R ERRAEER

PAINKYL Z ZEBEFMUERE - LREERZER 83 tRRAOER L
REMNSEBMERZERFEE (2R13.1 8K - 133 BEHRER13.4 #
FEESR) -

ZAENCEREMRMERBENKBEEE - RELAMZA - FRBAG
MR BERNR ERNAZSEANER  TREEEEHIBILETS -
HRFUASHNEREMRNERR  EREEREEERUARZEREE)RE
A CEBRRBRER  MEASERIER TN ESSREMRIER -
ERATANAXGEEENEER(BE%m BB ERAR) B S ERRE
(Bl ERE)E - BRBEZERERANERKS - #RITEARRSHEAD
OEREELNERBERESEENAE  BILERALARREARERE
HZmIEEERTANAERERE SR  RSTERE)EZERRE - &R
AEERANER - WREIEH BZEmBE 7R IRERRIZAIZENaloxone iR
ETORE -

HABABERBREYERANBERIAREEY — - BRI
BER VA - AEERATURESEIRZHEBHER - MIRESERRAORK
BEE  KEEENEESHERUEY  ITERRAXSZEREHE

P.8




5.2.3

i Ae e N ENREALERERNAZSBENEN - FHEEHZEmE
BEENA -
% F

ERBREEZmE LEBERRAE NMBATEBSNRNER - HILBEHERIE
R 8% mr R B RO A/ VD BRI EUE FR A Y B RO IR -
ENEmERAZ—RERIFaERE NMERE T Zm - FBUES OESNER
TR, FHNTS - BIE—REUKRBEN - EYRRER—EREER
AR EEmMEBEMEENTS  RAELEER - 81  BARIINSEZEm
ERRE - #LUEHIEERR - BMEEESENHERER - REEREE
EZNNEZEMSREMEHATSERMRMENSE - HPHloRAIZELEE
EMREER - ARERA—EREM - 81 - @KEYBZRRK - HER
BRFARIEES VEMZARRERFRE - ZYRNRBE o HZEES
FREZ R - BERKERS -

ARZHEYAREEREZEEERE " XE, 7/ - HREBEE  REUREE
KA SKESBERYE - AEEREEWRRAE,T SRERNERET - T
BEARIUIE - DURABIERTCIEENEMaFEEENA A FEM - U
Oh - BEYPEREBRARAEZARNRRBETATEEE 'SBR2 . (OZUERES
P EK2)NWFREVSEEINVETS - R - EWAERER BZERARER
EHIANRAER - IRBEELBNSEERRKERA—EEENTS -
ERENBEEBERBEMEEARNSY FFHERBEEE BRABRIE - B
Z OB A S PP A R BAERY E B MR RE MY R AAEAR - UESN - IR % m
RAA—EE Rz -

BRBEDUARIFIEEEHEMERIFERRL - Bt - mlZZBEEA
BREHEDEMIZERE - HOESRE  HPBEEFHRBEREE
ARVIERBERER  NERRIGEENHEALLIE HTEENESE
B ERHIET AR BEE - URZERRERFFEN -

REE M

FHEE PAINKYL 452205 - BB ARBBERERTES] -

—MKER - ABRBIIFAEEYERBERARSEENEE - TAESH
EZYMZEEBRB L ZEMNEERUERACRBER TS -
RIBSBRBZERE  BosEs| M HEEBKEY  XREHERER
BREBEDAERZOESREBIRMMME(atrogenic addiction) - HH s
MGIEERERS(EHEMIMEREZET  DEBBREBEEZREEIRS - 40
HRILESYR MU O EEn I EEmEIFEEFEER - BABEAN
BERAERE -

FIBEN A B EHERAREEmMmeaN S EEEmNAIERE - BA
FENBEMHEELCRAFEIANRBAREZSE - SR AETEAN - £ 5
naloxone - nalmefene&E B R B EBENEU ZmA BN/ BN ESELLRE
E| (4N : pentazocine * butorphanol ~ nalbuphinne) - 32387 2 4 (5l
40 : buprenorphine)f® - TIEEEMEEMRERRE - —MMS - FHEERE
RBERHEXEZYHEE  FEREMSISEIEEGREENEE -

P.9




BRBUHNBARRKFEE  SoEHREENMETER « FORAZEHNE
B MEM RAFEM UG HEEESHEMRRENIE R REnARE - 1
ICESERK "R, TREE -

EREEFEHASME - BHEREABAGEZERE  TZELNHEGD : WA
CRANEE  AEBBRAE - 2B ANSRENERREY - [IBMKIRE
AR D ARETEAMR DI BENE - B ERERIBARSEREERN - HREH
RASHERRBERNBA - ERBBHRBEZEmBER - FERKXHE—E
ZIRENEBEEEL T - 8EEARESS -

53 R{EWEMEE

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

6 RRBEIESIER

BEREAERERHEHRBERBLEEKBEENBARRERETm - AAEE
i

6.1 &%
BRERESRC

BRI ST IRPE L Tt HiaT BIF ZERIRE RIS -
PAINKYL REERERZHEER - BRIFEBEZEEUSECHRE ZER - A&
HERZMELUMBEET O -  EREBRREXRMUEE ZHBERITRBIHTR
= BRERNEZ2PEET ZRBWIERERE - BHERREMITRNG - THE
FBERERF (BB Z R RETEREEN ) BRI - 72 R H B LA Akl Bk IS
5 ((epidural ) R ERTMMIBEAENZ YT - B4 52RO IR Bl 48 48 2 4 A0 HE
RBERWARASRAERIDABEL MR - ERMRBERFRMEESENER
b BHZINEUEMERIACEZIRE - MIBEEXKBEFERBRIL M
(embryocidal ) ; IE0JEH30 5 / AT EICES 160 M5 / AT R MERZEE
PMERIRRPAREBRI (resorption ) IRRIBIMNERE - BRAANEBEFUEER - BR
LG 5% 5 AR/ PAINKYL 2EE SRR -
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 (103 30 Mz / afr) - A Riasiia RAESHEEMN 30 5= / A
/ BENFHEEERBLEMIER - BIAERERIE -
DREEE
MIBECIEZ5EBIRBEARR - JeEBEMIRENEZEZTRME - EULEPAINKYL
BHRDHELENRE (B25EE) -

6.2 3L

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 -
/A ERABNRE
wiEERNFEFREN  ERZVERMERBRBAERR  MEXZJESELER
AXENEIREIBRBEMANIS R B E @A ETERR - FHENEREEFENEREHR
MMM ETERABRVER - B0 58 - B ASHEREE - SERL - B8R -
@nt ~ BERLIRZHLUBIMAIZE - TERT R MEmMEERENER - FEHBA
BREESTRRBESRE—REAZEERHFEnm - EHHE -  BEMERE -
ERHZERCHRMAR -

6.5 ZEFEA

RPAINKYL ZERBRFTZEch - 306M B2 8RR RETE B B M T it s A P98 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 -
EEFTAR A BREET PAINKYL S RRLISEREY - BREEEARBEREN
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 -
AR A BEET PAINKYL BIERBLUZEREY - AR REANESRES
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 FHopiold B ZEmBFRARNIIERZ A 2 Zms I EIIBRIEMRE 2 BMEH (
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 -

(V)
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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 -
xR2 BERRAERBBAERER >5% ZARKRE

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

D485 ( system organ class ) #7748 -




—REEBREIMAGRL © =7 (asthenia) ~ & ( fatigue ) -~ ZEE
(. malaise )

BHE  PENEBEESSMAFEEE | BKE - #E -

BREmE . RERK - MELH -

REAZBEBEE . KK BRTR- -Fe -

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

BHEE . BalAE - B8 - KK - £E& - 48 - 8% - B8k -
Bl RRFERE | RAEATE -

IR - MERPRES . WREEZE - 2 -

FREBE T HERE . B8 42 -

MEBERE . EME - 2841 - FEFIEE - SME -

9 B#B=

9.1 WARRXRIR
PAINKYL A28 ER0FRIE - Bis LEBEEIRAE Y INBE R EMIRIE R &Y EARE
MU DAREEBERAZIER  MEREZBEERRASBRAE (28102 #31%218
) -

92 RBREE
fEIE sy AERE ZEANZEEEIE Bk PAINKYL D8RR (BDEROD ) - #
REREGE A TRALEESERE  URIEERARR - WIRBERARE -

903 HEREYAMEZREBE (BINEBA) BE
KA BRAMREAENRRST 2UFKENEE  UERASIHEMEBIERER
T - FZE@E 5| e 2 LRI - EﬁjFﬁtﬂﬁEEK IR ENENERME (B
MBI FREEEE 30 £ 81 78 ) - Rt ot AN ES B4 - RIS AR
FHZEEREE R BB AR -

04 HEREYOINE ZBEBSRE
KGR BEAMERTRZIFLZTFOINER - ERELEBR T - FREASEEEMD
HERENEHOUEAREVEE  BUEFiaUmEEZ 2 Ak -

95 HEBEST-—MHUZESE
BE PAINKYL BEBENEESHE . BERTREGE - HEIESIEHEINE - 21750k
EHRE - WHAEWRBESBEEDUELE ( Iavage ) R/ AR TERRERES BB
EMIPAINKYL - BERABERI[ARHFIRE T - 5FAE B MRS IESIER - Wi
EEAEFS PAINKYL BAZEZATEFRNVIRERIRS - WHEREMEBR Y
HO]EES IREAHRAREAR - BULIRREE - FHEIIZEHITER - BFHEEREFENE - UK
(FRREBAEEIR ) A& RMEETE ( neuromuscular blocking agent ) /&
% o

10 ZEIBE4FM

P.16
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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 -
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I IR 24 4

FIENNEEIE R ZRBNE (B2IBE ) EBBIE#F ( dose-dependent ) ZI¥
RANEIVER - MAB BRI R ZY)a B m A RN G R EMEEE R 29 2 WR
EEWSY  RIFRIHZERE TR - REBEASABHEERERT  BIRS
PAINKYL BEIE /A A SZEIERE ( D aem RG] Z AT ) WEEAIRNES LA RS -
FRSORNEEERINIEEXNER - FRNFIER B ERFINRMARAZEEZ 15 2
0 HiERFLIR - BoHEE/NR X -

BIEREZHET - BREL R ZWRIDGEMKATIAERE - HIBERNEE 1B @A
ZapE MmO IS R 5 - s ARG RS ER P e A O B RA S I 1B e B I R ¥R 22 2
iR BUBIKIRARAETABE  WMIBECEERFERNEEMTENRE ;
Et - BEEEMEBEERERETEHNEBTHREREES (2R5. EZFES
5 - 8. BIfFR/ARRIERS. BE ) -

10.3 ERARRIZEZMER

BEER - BREEH - £FRENES

HemERRES YT EIIBE 2 BEREY -
EERMIEERERESEFIKAER (S. typhimurium ) L ABIREE (E. coli) B9/&
FEINZIBEC[OE R E M B8 ( Ames reverse mutation assay ) Fl/)\ER M BB SR & B
hEmEBEE N BROERBA/NEBEMZEE ( micronucleus assay ) 7R & B2 ER

o

MEBRIHIBER 30 M58 / AFEIISN 160 #3 / AR s 2R TIE
EAEZEBEN  BEANESHEBE - BRILEEER AN PAINKYL 2358
SHER -

S B BRI

BRI

PAINKYL BB IE ERWGRE - HYISRBEAOZRFENRERE - UEDIBESAZBRE
BENREEBRW - REAOERERTPAINKYL 2 - MIBEZHEBAERIBXRAET1% -
PAINKYL BEIE P XE 51% BHEAOBEMERUW - HEf 49% BIEEREALRESEEE
U - EAWMBES  IABREESW 20% K &N 2105 B W & E HEBR ( first-pass
elimination ) MEBEAZBFFAIA - HEEBIEA PAINKYL OBA R - HEBRMKIEREER O]
BEENEREBE ZFIEREHERR I ER AR -

HEBRHER O AEMHOMENER  NMIEBREBHEANUEERFEFLE ZBEZHR
% - EiABERZEYE DB D -

R—IEEEER PAINKYL 3 Actiq* (ROEMBEEERRZSIEE [ OTFC | 2E| ) A& 12 IIEE AL
FEHEZHEBWHART - DIBEENRBGREEARECAE B LIPAINKYL HAIRERS [ ke lTE
B (Cray ) B 62% - MESRES (AUC ) B 40% | (E3HE1) -

= 3 REMFEZHEMER PAINKYL 5 Actiq EREBEIERWIBEEMPEYEN HESH

- .. PAINKYL Actiq
WY E B2

(800 #35 ) (800 38 )

Crax (5552 / B7t) 167 +0.75 1.03 + 0.25

P.18



AUC ¢ (/I\BS-2555 / =7t ) 14.46 + 5.4 1030 + 3.8

Tsirst ( 728 ) 9.0+48 13.2+10.8

Tnax (/) 1.00 (0.75 - 4.00) 2.00 (0.50 - 4.00)
* T ZBEBUHUE (285 E ) 2R - EMERALIFEE + fEE2IR -

w1
REAFLEAER PAINKYL & Actiq RXNER PRt REANFNZ BAE

2.0 1

Actig 800 #¢ %, MR — 5
Wi s — ¢ ro

—m—PAINKYL 800 #% %,

(S0 o ) i B 00 2 -~ e

0 5 10 15 20 25

A RBFFN (1 5)

S—IEfFFERILIFEE ( balanced ) ~ R X ( crossover ) ZifFRERET - FEHLER=TEEIERE
(200 - 600 & 1200 5 ) AEIEERFEREZHE (BAAR12) FEEANWMEBENT R
[ - &HA PAINKYLR DI HEIE8EEE AN B E L ( dose proportionality ) - 3% 4 BR
FEAL =1 PAINKYL BIEB 2 FIIMIBEMTRE - SHEREEECHEFRERE - B
BEHsEENNEBEMNTREHS - Chax 2 AUC, s ZIBMEE LML PAINKYL it FH £
2L % - REBIEFHEER - F19 Chyx ZBER 038 Rk / EAE 219 F8=/ EF -
FABRERFEZHEFER PAINKYL 200 - 600 & 1200 fil7e 88 R &l £ 507 18 FE Y M o 224 &)
AL-E2 -

N ~ PAINKYL B2 ( #35)
EMENB2H
200 600 1200
Crnax ( 3352 / =71 ) 0.38 + 0.07 116 £ 0.19 2.19 + 0.54
AUCint ( /)\ES-2555 / 3.46 +0.72 11.72 £ 5.29 20.43 + 4.52
=7t )

* RABIRIDRRA -
—IERETOERIER (55 1 4 ) ¥ PAINKYL ZM B NEEURFE MR - MABRSOERE
RK(ANHT) MARBBROEMESR (AR 7)) MEMREHEENEBERARSZHE - HRFH
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2 200 35 PAINKYL AERF - BERBEBREETRE - 55 SRARLRRS
T PAINKYL BOBEBESSRAI8 C, o B AUC, ¢ 2 FTIEBR - (BEFABBBKESE - MAY

B Cry 2RI RABSHEB YR - EREERENEES

% 5 BENKEERREL Y RERA SR PAINKYL BREIRISHE RPN N B2 Y
AR Crax (F%/E | 1 (M) * | AUCo, (/INEHS

#) / BFH)

MPER 047 £0.32 1.00 (0.50 - 4.00) 1.14 + 0.71
B 0.69 + 0.54 1.00 (0.50 - 1.50) 1.29 + 0.87

* T EIELIS (SEEHE ) 215 ; EMEBAILITHE + EEE2E .

posin

MIEEESREY - BYMHREBEBERARRKE - DIEETRRSHEMEL - O - i - &
WA  BEEBUREZRESEMOHENAEAERT - MBEASZEMEERMELAR
80-85% - FEHSEHR a-1MEEEH ( alpha-1-acid glycoprotein ) - EEEREEER
NEREEEZER - MAKRER - WIBENRE ZLEAIS - FBERR ( steady state ) T2
W hEEtE (V) AT/ BT -

o

IBER N A B ERIE P AH CYP3A4 EEMNH K IEMIBIE ( norfentanyl ) - RENNH
RPRIB I EMBEEWREIEEMN (287 XEA) -

HEBR

IBEZBREE (#8818 90% ) ZLHEN-ELE ( N-dealkylated ) &FEE(E ( hydroxylated )
AIETEHREY) - MED /DR 7% @RUIRHE 2B RRER - BELS 1% DURKH 228
AEESR - KA ETZERRREON - MEEFRBRASEZMA - HIBEEMMR 425
BERBOS F /K /AR (BE 0.3 0.7 7/ /I /AT ) - 4% PAINKYL % ZRInHEER
¥ =80 (terminal elimination half-life ) 8% 14 /)\BF -

B Rl BR B R

PAINKYL ZEH &R - TERE-BRHEREREMERBZERREYIMAERAZE
Rl - REMERBLZERS | LHEFHENEBREY (S : 2060 =5 / HAIELE -
50 5 / NRRVER B - SlEILRERIENEMBIS R EY) ) IRl ELEERR (A2
BREMERRE) E—28 (3 ) MEWEERAT  REMNTEEZEERRERFE - FIERK
ANEURERENRUBEL ORI R EY AR BEABREFELERR -

—IREE « ZREIHR - XXHFR - SHEEERARME PAINKYL AR B MR BRI -
MR P IRLIFEMARE (open-label ) S EREEZBAMHER 200 £ 1200 MrEEA (HA
VWHEEERRAESRELBURBUMREIFRAZEIE ) - &k 6 ALERUMRERE
BLXEUMRP  FEJLZSEEBUEIEDH , REEREUMAS - BUEISF] ESTHARYE
ANEBER DB E—ZRIHNEBREEAT - EPNESENEEPAINKYL - =S LR - Fi
BAEANERRAS - B 54% REIEBVNEIEME THEIEE]E - 4% RERBREEIBUNER
MEE - ALUAEREMRERRE Z& PAINKYL BB EWFFRALUAERETRR BN
BREYBHESHSRMEMS - MEEE 200 Mv)iaB EREFDRE -

& 6 ST EISRERA PAINKYL BHUEIE

P.20



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
TRRINE -
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) -
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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 -

"*""%)\EE—%.:FJ"*“U?E?EW‘{M\EHEE@F'ﬂf)\‘iﬂﬁ?”%%qﬂﬁéﬁﬁi (EXEEBHEKEE ) - I
EZEMBEZ ZRINBREGR S HA TES
15 Hith
A HFRBRE
JER XA B mH FF ol IR
1 FEF R O A R 200 | PAINKYL  fentanyl | & &8 % 55025981
NS (buccal soluble | 3%

films) 200 mcg

2 & & %874 R 400 | PAINKYL  fentanyl | @& 228 % 55025982
N (buccal soluble | 5%

films) 400 mcg

3 & & %874 R 600 | PAINKYL  fentanyl | BE &8 F 55025983
NG (buccal soluble | 5%
films) 600 mcg

4 &7 & O %A R 800 | PAINKYL  fentanyl | BrEZ#H* 55025984
N (buccal soluble | 5%

films) 800 mcg

5 EEFERO%EA R 1200 | PAINKYL  fentanyl | #IE 28> 55025985
N (buccal soluble | 5%

films) 1200 mcg
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