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1.1, A@BEIEIIE—IBMUBEESEFBEF IR APTE T2 RARER
1.2. ADBERESR  ERBEIWERENE 2-24/MF » A TBARAIEHE T LRI
1.3. XDAETEEIE - EXEHRED @ BFREEEMBEZEBRATE
1.4, R@FRHFketorolacEinalbuphine 2 EAFEERSN - HHREMEY) ( BESEBMEEE ) ZBRARSES o
2. BiZHE (AZEBRHENER )
AP EETHEFE—EIE150 mg ©
KB NBIKIBBSATEEE TS o
3. [FFIEREA
3.1 RDIZHANPYFEEHER ©
1. A BISCUBEIR B RIS ) 2 E o
2. 2 mLEERIBE ©
3. Ei%??ﬁ!%ii%z% S RIEFTEREARMNBIIMEI SR /42 - RIS
HEET ©
4, BB TSR ERBRIRE ©
5. SBIDIGEEEBYEB(L ©
4. BIRRRE
MRS ERIEHRAEM mLZEE  SHENER - BMEEIAR - 3875 meg/mLZdinalbuphine
sebacate © AN B AIRIE/ VR o

R EE6H0Y - SUREEIS

5. R =

ARBINEYESE - ZIERREBINEST
R AEE R TP SE—BEFZE ( dinalbuphine sebacate ~ nalbuphine ~ sesame oil &Y benzyl benzoate ) 38
BE  RI{ERAAES o
CEBRIREIE
6.1. FAARAEESNNIRA [ASUBIEEE? )
Nalbuphine hydrochloride$J/RBHEE S IR/EMZSFER IR TIE - FTV/BEB 2P LR AR E8Y
BE)  SJEEEBIEE o Atk - NALDEBAINE R JESNRAR - DEHTES  MBEREBRZ
B o IHBEZRA 0 BRI nalbuphine hydrochloride BIYERPOIEALE » RASLIFREEZR/E
BEE S E BRI T ©
6.2. FANERRL (JEEER) [HKSUMEEE?]
Nalbuphine hydrochloride AINIREAF VL E MG RTERE o MESATEEMMAEIEN T L » WK BE
WISAE MK ARAEEME  nalbuphine hydrochloride/ NALDEBAINR BIEIEBE E BRI I BRIERIFE -
6.3. AREERDGBHERR [KSUBEEE 2]
Nalbuphine SE@IEEMNERB L EEES TR © HEBEE RV ERNE I : 037 B1 :16° B
BIRERET - ERBIRE IR FnalbuphineM B/ 25 2 R FTE R 2 BIERHBIE S : iBROBIE
1B~ RADEI ~ FTERES ~ B RAEIRIESS c FLBZRET @ (TIRISTEL881%naloxone
OIfBIEELRIER - BN BREMRERBEOHBRERSCERE - QAR EDOBEEMSE
B SRKANEBIASE o RBEIRESEET © {FAnalbuphinelF @ B8R EIBEAREIZR ( sinusoidal )
IO+ TEISRE BRI A E D IR I 22 FAnalbuphine hydrochloride/ NALDEBAINZESRFBI/VY » %7
£ BB EEINBZESLIRIFIRIG ~ 22 ~ DBEHIEDDERAEE o
6.4. BESFIZEREANEREN [KSUERSEE 2]
NalbuphineBYIFIR NG EARFIBMLBEWR @ JeEASISEIREN (CERHBRCOFEBEHME
ERIBR)  LEHERILSE @ BABEREREIEEARIEINRR T » SERI[EE - T
—355R  BAONIEEIER S HBREIEER AR GIEE LS IE o E Itk Nalbuphine RTELE
1555 RIEB VDR ER] ©
6.5. BIREAE0IREA
REBNEAEEBENERELADREIE ©
6.6. FFINRER 2B A (B ECEH: 2 )
FFINEEAREBE B/ INMER A ©
KA nalbuphine hydrochloride 27ERFHEACHENTE B E R - FTMnalbuphine
NALDEBAINFRTEATINREARZBVRALT + IAB/JVOMER ©
7. ARRIE
7.0 ZRIEZGE - EERKEARTPCEEARRIE
TG BB REABRP12 150 mg NALDEBAINZ 25t B 222 » B 1096YR A S EINALDEBAIN
B o
711 FNIEENRABREEZ EREENARKE @ TSN BRN ~ 80T  JE5IZBAIRE
B BRAKE  BEAREEPECARKRE - BRAEREISZERIINEK
x1 ARREHEEFHE

hydrochloride/

REFE NALDEBAIN Placebo
N=109 N=112
n % n %
TEREIIRE 30 27.5% T 6.3%
FHEN 18 16.5% 10 8.9%
1A 7 6.4% 1 0.9%
IE&0t 3 2.8% 0 0.0%
B0 2 1.8% 0 0.0%
LR 1 0.9% 0 0.0%

BEDIFEIRIE - BALANZHE IS IR EERE— R (F7-10X) FEEER
C MAEARGBATBT Ao AERATDP  BIEFNALDEBAINZ S E » SN S-S0 ES S0
MR EEFSKANEIHER MBS S INBUREES 1 2XECER  RESHETS
OISR ERIMBEZARBKRE c At » ARFMSM TSR BRI UL ZHoI0E
NS
7.1.2 EERIREAERD BB DPEENARSY  HHRIEOHERERE  KBARSUZEENXEBTRR
HSINALDEBAIN{E B placeboiBBIEE £ YR K2 o

&2 BRARPEENTRSEM

o NALDEBAIN Placebo Overall
RBRIRLER! (N = 109) (N=112) (N =221)
ZFME00ER (0ESRUE ) FIREEIBRIARR

BE 1(0.9%) 1(0.9%) 2(0.9%)
VEtes] 1(0.9%) 3(2.7%) 4(1.8%)
RE)S 2(1.8%) 0(0.0%) 2(0.9%)
JESVEB{TIAE 0(0.0%) 1(0.9%) 1(0.5%)
ZHEN 41 (37.6%) 20(17.9%) 61(27.6%)
SR EILRRNES
FEBSAEFAR 0(0.0%) 1(0.9%) 1 (0.5%)
FEAR 4(3.7%) 3(2.7%) 7(3.2%)
iV 1(0.9%) 0(0.0%) 1(0.5%)
NN 1(0.9%) 0(0.0%) 1(0.5%)
RETE 2(1.8%) 2(1.8%) 4(1.8%)
ALPSRE 0(0.0%) 1(0.9%) 1(0.5%)
e 13(11.9%) 12(10.7%) 25(11.3%)
B8 0(0.0%) 1(0.9%) 1(0.5%)
=R 1(0.9%) 0(0.0%) 1(0.5%)
R 1(0.9%) 0(0.0%) 1(0.5%)
Sl ENES 0(0.0%) 1(0.9%) 1(0.5%)

Naldebain Placebo Overall

B ERGARE] (N = 109) (N = 112) (N = 221)

IRPEZE 1(0.9%) 0(0.0%) 1(0.5%)

N ssind 1(0.9%) 7(6.3%) 8(3.6%)

022/ 5(4.6%) 3(2.7%) 8(3.6%)

BEER 1(0.9%) 0(0.0%) 1(0.5%)

IR0t 10(9.2%) 1(0.9%) 11(5.0%)
BEIIMRRFNES

JERR MBS 1 (0.9%) 0(0.0%) 1(0.5%)

DR 12 (11.0%) 11 (9.8%) 23 (10.4%)

PR B 6 (5.5%) 6 (5.4%) 12 (5.4%)
TIPS RIRENES

RE 18(16.5%) 4(3.6%) 22(10.0%)

FEVES 4(3.7%) 4(3.6%) 8(3.6%)

FEER 1(0.9%) 0(0.0%) 1(0.5%)

BERRE N E 0(0.0%) 2(1.8%) 2(0.9%)

IF=fEES 1(0.9%) 0(0.0%) 1(0.5%)
fEPS BEE

R 1(0.9%) 5 (4.5%) 6 (2.7%)

LR 1(0.9%) 5 (4.5%) 6 (2.7%)

e 1(0.9%) 0 (0.0%) 1 (0.5%)
BIE » PENREBEEE ST

fiT#z M 1 (0.9%) 2 (1.8%) 3 (1.4%)

a0 3 (2.8%) (0.9%) 4 (1.8%)

RS EE AR 1(0.9%) 0(0.0%) 1(0.5%)

SRS 0(0.0%) 1 (0.9%) 1 (0.5%)

PRIE R 1(0.9%) 2 (1.8%) 3(1.4%)
REHRR

[MERFFAE 2 (1.8%) 0 (0%) 2 (0.9%)

ME EF+ 1 (0.9%) 0 (0%) 1 (0.5%)

AR EER 2 (1.8%) 0 (0%) 2 (0.9%)
ITIRE ~ BIEPFMIRSE LR E

B2 2(1.8%) 2(1.8%) 4(1.8%)

TheR%H 0 (0.0%) 1 (0.9%) 1 (0.5%)
RENS NEEEERSE

=2 0 (0%) 1 (0.9%) 1 (0.5%)

EOns 1 (0.9%) 0 (0%) 1 (0.5%)

BERE 0 (0%) 1 (0.9%) 1 (0.5%)

EMZ 1 (0.9%) 0 (0%) 1 (0.5%)
EXRELBNES

BE 201.8%) | 00% |  2(0.9%
IREEIR NS BENES

RiEEZES 0 (0%) 1 (0.9%) 1 (0.5%)

2R4BMm 0 (0%) 1 (0.9%) 1 (0.5%)
MBI ER KRS

& | 0% | 109% | 1 (0.5%)
DESBNES

E | 105%) | 0(0% | 1(0.5%)
RENEELBNES

BARIRIE | 00% |  1(09% | 1(0.5%)
AP BB ANISHRR S BHES

AV | 00% |  1(09% | 1 (0.5%)
MENERE

SmE | 0% | 109% | 1 (0.5%)

8. B OIER
8.1. PGB RTINS
ERIT AR SRR G 2R o
S8 nalbuphine hydrochloride EBMBFSIEINYSIE - EREETERIERBIERA » £.280 - BF
o} 2 &1 MAnalbuphine hydrochloride @ IiAZ 38 A FEILBEIE EBTER o IR AN RES flE
JEE] ~ —MRMEEEE ~ phenothiazine B EEIETHZEHN - HEFE| - ZIREE - WETIIGE (215
RS ) 5 BEFEMBNALDEBAINSIEEIBIIEER - BENEREHEL » Hbh—BER I MmiEsE
REZSEFHEFEM [AUREEE 2] -
TENALDEBAINBIBRIARGHERD + TlTRIESHE T /380 EH M B Eloupivacaine (99%) » SIS A —A%
R lidocaineE B 94% * {#Bpropofol & B44% » {FHAmidazolamB B #92% @ WIKEZIEERAEE
ZARERTGEM o
8.2. I|BHIBESD
EERFITAREIEHLEHA 2T c BEAREIEM D Analbuphine * BZEH A ZEnalbuphineti
;Zpgkidsggﬁ]Z@ﬁ%%ﬁ  {RIBSTER » nalbuphinea] UBHEIS S ¥85 1B BIVER » BI40 « #BIE o [K
BREC
ZRGofinalbuphineffFEET » nabuphine | 2N S81E—A80 mgdl20 mg Q6H ©
8.3. &GS
ERIITAREE FIEMEEE - BSRAMMEE  BBIRMEE (®Sopioid MR benzodiazepine
$8) 2R - RAGEMHM D Bnalbuphine * BEHFHA IS Enalbuphine2E SHEBEEIFH 2
{EFBHEER » KIBIZER * nalbuphinef} B @ TERFDEMBEIVERBIE T @ KXBEHBKRLEENL M
S o [KSIBRECES )
9. kIR B
9.1, EBRL (FHIBER) [KSUREEE )
EB5H6 52 € — Nalbuphine hydrochlorideTE AR RS BVEFRIFTE @ MR R E5TH6EEnalbuphine &
100 mg/kg/daydl, 590 mg/m?/day * FIIBER6EBERAEZEIE ; MEFIKTIETHE T R S nalbuphine
£ 32 mglkg/day 3 378 mg/m?/day * #IMEBRUSEBEERANEEEIS @ SR Tnalbuphine)RBIBE
B IBH R EEMIES c AMEERBE IR IOEIT 2 TERT - EREEIETR
KEEBE ERRABKRIE @ FTMRSIRZREEREDEF A I UHEEE
JEMBEFRL I
TEMEM R R B2 BCR] ~ 1R REBS N EIRSZAENR =D — HIRFB R HIBILE -
DA TOESHE T A AEZE B RAREH S0nalbuphine » #ESNIEI Do/ \EERERFHEREE
RNEBVIEH ©
9.2. £ERD% [HCUEECEH 2]
2 REEE63 0
9.3. IBELHVR L [KSUBRECE ]
BIRSYERHEETnalbuphine hydrochloride RSB EREBITHIE ( VRIEFEENEDZ—) ' &
BRI - HREZE R o NALDEBAINIZ FIBSLIBLEH /D ©
9.4. BERELH
REBE{FEANALDEBAINZ Z2 M K B B Blid KHEIL o
9.5. EFEEHEA
EEANBRREEIE ©
10. @2
TEBR ARG BRIl R 33 46 FNALDEBAINNEE Z 1B o AR LAEBS —TIE 150me/2mL 2 IS EEHLAE - 88




RENPATE » WHEEEBSE 2R °

BHREEER 0 TRBINISRENAFE - naloxone hydrochloride © WBEZEE * 57 ~ 8 - MEBWHE
B DS SRR CILURA » [ KBtEn )

$J8{IER A TR FESTEERIER 72 mgfinalbuphine hydrochloride » 5 REEFEBAENABERIVER
2o [&STRRECE' 2]

11, f@ut

NALDEBAIN Extended Release Injectiona 52D Fdinalbuphine sebacate * Analbuphine” Bi§EZE o Dinalbuphine
sebacate A E3sebacic acidiBHEMIDF ZnalbuphineFTE Al nalbuphineBISEZE © Dinalbuphine sebacate 2 {1E3
B Ebis[1 7-(cyclobutylmethyl)-4,5 o -epoxy6 o, 14-dihydroxymorphinan-3-y|] decanedioate ©

Dinalbuphine sebacate’) 5 £/881.10 * ANARIK » FiBHbenzy| benzoate & dichloromethane BB&8 R acetone
° DI TNRCsoHeeN201 o » FERBTURW T

u N/\D H N/\D
g OH ﬁOH
o H H

0 O H H o]

NALDEBAIN Extended Release InjectionBEH2 mL2ZEHE  BRIRXBEHMEELIAR » 8875 mg/mLZ
dinalbuphine sebacate © FEGRA2 mL IR/ R o
B 22 B 1Ebenzy| benzoate B sesame oil ©
12. [RIREEIRE
12.1. YEFRKLES
Dinalbuphine sebacate/—1{B 5 Ali8InalbuphineBIRRLE o A GEI AL AME HITER SR RERVESE - b
APYESHEZE © Dinalbuphine sebacateIREBPIRHER AR PIEL + FEIRINB IS EEAREETR K AR Fonalbuphine ©
Nalbuphine 2 —7&58 0891LRHEI - BRI D » MEFRRFTEEN » E4A_LE morphine 8 © &=
SHRZTEB nalbuphine Edmu ~ kappafZdelta S 2EHEE ; B RNEdsigma IS EEE © Nalbuphine 2
2—7& kappa {ERE | ZDmu IBINEIZ LB o [KSIEECE )
12.2. B £
Dinalbuphine sebacate B E B3R BHE MR D nalbuphine ©
TE£E2 morphine 1B IHBIERBVEIE T @ nalbuphine EABZERENILIRINEIVER » FTSEARE0 LIRS
ER - SBFRIBME (ceiling effect) » BMIENIEIZE KHR30 me nalbuphine hydrochloride NE3SHLE
—3ZB9IFIRINE] © Nalbuphine hydrochloride BYEIE 58/ R EN L BEI S/ 2 HE LMV~ BiE
14 o BRaRR T ABmu YTERMIISF EBE] (20 : morphine, oxymorphone, fentanyl ) * nalbuphine
B 3w Ed sy Rk MU EFR LIS e 2 MEE-S5E 1T IRINE o Nalbuphine SIREPBIR | MEEEIKEE 2
JRAEELEFRENAEAR © ARDE/NVMERRIESESmu BB LEREIBITREA o KBS )
12.3. BYEHNHE
IRUR
BNPYE 536 T RIEMEIZEL 150 mg NALDEBAINZ 12 + #BIRISZ dinalbuphine sebacateBIFR K &R Asnalbuphine
DERMPRERENGRE (Tmax ) /64.0E9.3)\6F o MPRSEE (Cmax) /15.4E6.4 ng/mL ©
PN il
#6F150 mg NALDEBAINFRESHE @ ARSIV FIIE LD EETE (mean apparent volume of
distribution ) A#)/10,628 4403 L ©
BBINHEREE T » dinalbuphine sebacatefE AFBIMAR PHIMIRE S5SNI H90% o
Nalbuphine 7 MRPOMPTEALMIRAIEIELIRMET * Kracp. 431.24 5 dinalbuphine sebacate Krgepl £

1.20 °

Nalbuphine SEBIA RIS LLAIBESR EE © SHBERS2O0AARBARET 1 037 B 12 16 (KX
D)

o

Dinalbuphine sebacatefE88PIESRFARI T @ #Seb A RSIBIREIREE0E » FEALBMIED + dinalbuphine sebacate
O] £ 30D $E AR EEIR ARnalbuphine ©
Nalbuphine7EATREDEITIUEITER » TER8AKE BB E3RP450 ( Cytochrome P450s )Rphase |l enzyme
UGTs( uridinyl diphosphate glucuronosyltransferases )il @+ o B EIBESELCHH) H&Y%ﬁaﬁ“]
HEtt
Bl /nalbuphine E2HEHHERS o ALY EETIE FIEREMAEIZL150 mg NALDEBAINZ % » ERIFIRILE
BIRSE AR Bnalbuphine @ ZAGHVHFEEIR83.2+46.4/\F o« TIEFERA100+111 Liho DHR4% 69
nalbuphine7E PRI @I ©
ERIEEA
Dinalbuphine sebacates R ETERAZ GIEAM (FESIR8EMGIER ) o
13. FJERR 2 HIRE
13.1. BBl
Dinalbuphine sebacatezx# 1T HUE M5 ©
EEBUAAnalbuphineEFITHY A — @SN AREEEER KR BB/ EEEEERD
» DBIMORIGFARER/NEBX 200 mgkg (1180 mgim?) K 200 mg/kg (600 mg/m?) ZEISHEEE -
FEXRBENE R BB BN E/EILIDER nalbuphine hydrochloride;: 23 FEABRENM o [{KSUEREEE )
13.2. ZRfEt4
Dinalbuphine sebacateiRIBESFE (/B AL MIKADBIR 2 B kBB REBERF ©
EZI (Ames) BER » PEIAEEINEHGPRT REELERE G /BRI KB S8EMRsT
4T+ nalbuphine hydrochloridey2 B Rt B E RZH I o Nalbuphine hydrochloride @8N EHY
BB I0ZR B HIIBER o ({KSERSEE )
13.3. £BENHS=E
Dinalbuphine sebacatesRE{TEATE 5 ©
EREEEFMHIAISD @ ST K RIES R N ESEISIES6 me/ke/daya330 mg/m?/daylF -
nalbuphine hydrochloridelli R F/ZAENEB N o [KSTESEE )
14, EREREER
A—EZPD ~ fEi - €58 HBRAR LR VERARFR PGP EEHEF150mg  NALDEBAINZ BRBUZ
ZxM  SHERESEETFMVRA » NALDEBAINJEIL B 78{1I=58E ' placebofBBIBT8IZHE o £
78024 +12/\0F » AP ESHEF150mg NALDEBAINGplacebo o Fif#&1-2 K f03HB B OV #2 L BEERPCA
( Patient-Controlled Analgesia ) B TV#5%E 2V ketorolac & O fRketorolac * FFij# 5 3-10KHER ORI E
% Bketorolac ©
FEBEWISERTFN1R0-48/ NFHIRBIEEDEL (VAS score ) ZHBIE NERE (AUCo.s) @ IEREETVEER
ElplacebofA B REZ FVEMZEE(0=0.0016) (B1) °
1. EEESEEHA (mITT) P BEFMIR0-24/\F K 0-48/\FF 2 VASD EIEHIR FEAE (VAS AUC)
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0-24 hr
#* p<0.01 AUC:EhS FETE.

FELLSHERD - SEBENALDEBAINTESHiTR48/M\F » TREMEER T2/ \FYJBERAIRBEE @ FIOREREE
NALDEBAIN#BEAplacebofB BRAE =R - WEBEMISIE - NALDEBAINIBHY Z5E 12 T RIS — RIS BPCA
( Patient-Controlled Analgesia) LHREEHIIFRT  NALDEBAINABIRRplacebofll * NALDEBAINAR A1 0.90/1\6F
placeboff £5.90/\FF » B 28I FEMERZ20-48/ \FFAKREBPCAZ S E LA o ST 48/ N\FEHPCANIRS
» NALDEBAIN#BERplaceboff @+ 195 A ENALDEBAINAEA43.04 mg * placebofB/AT77.81 mg ° ML MiE
3-7K » NALDEBAINSEARIEAMIOR L BER & Rplaceboi + FIIEHENALDEBAINEAR47.95 mg
placeboiBA67.05 mg o FiMTE3-TRKIVEEBEDEEHE © NALDEBAINARGYR DIl >k E5 K ilplaceboffl » Mt 2
ERBDEZIBRKRS o Post-hocD T » BIKIESHBEREARDPERILBEZIEH » MEBBEWBEZRIEST
EITIRBDEIRIE - MIEENALDEBAINIERYE B DS KR placeboifl * M 2B DESIBFKA4 o
Post-hocDHTEE * NALDEBAIN#EEEplacebofBE TR BRIREZ —AFHIR ( Day 7-10 ) ZZEIEEDE 28

R REHE (AUCofinai ) * NALDEBAIN#E{ESplaceboifl (& 3)

0-48 hr

2 Kaplan-Meier B » SR E]E—RIBFIPCA KetorolacIF B ER BRI E 2 L) — EEEBREFE (mITT)
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h
0.97 14 NALDEBAIN
A -~~~ Placebo
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Probability: ' ERFEIRNARIBAPCAZ ABILLHEI
Censored: EREZZE 1248/ \IF

#*3 FI-TRRBEBDED M- BEBEEHE (mITT)

1
Dey Mean * SD (NObs') SDE — Placebo
NALDEBAIN Placebo LS-mean [95% CI]2
Day 3
Morning 2.65 £ 2.30 (77) 2.46 = 2.21 (78) 0.234 [-0.46; 0.93]
Evening 3.47 = 2.83 (77) 3.87 = 2.80 (75) - 0.268 [-1.84; 1.31]
Day 4
Morning 3.39 £ 2.60 (78) 3.68 £ 2.82 (78) -0.278 [-1.14; 0.59]
Evening 3.20 £ 2.81 (76) 3.50 £ 2.70 (77) -0.134 [-1.01; 0.75]
Day 5
Morning 3.10 = 2.66 (77) 3.33 & 2.47 (77) -0.206 [-1.01; 0.60]
Evening 3.29 = 2.86 (74) 3.21 &£ 2.64 (77) -0.599 [-2.10; 0.90]
Day 6
Morning 3.04 £ 2.67 (74) 3.03 £ 2.57 (77) 0.030 [-0.79; 0.85]
Evening 2.65 £ 2.45 (75) 2.80 £ 2.57 (75) -0.121 [-0.92; 0.68]
Day 7
Morning 250 £ 2.40 (74) 2.93 = 2.51 (74) -0.438 [-1.21; 0.33]

'NObs = Number of Observation
295% Cl (Confidence Interval): [lower bound; upper bound]

74 BI-TRRERZBIEZIDE (Adiusted VAS score ) D-BEIGEEHE (mITT)

+ 1
Day Mean + SD (NObs') SDE—Placebo
NALDEBAIN Placebo LS-mean [95% Cl]2
Day 3
Morning 3.565 * 2.787 (78) 4.977 £ 3.197 (78) -1.395 [-2.339; -0.451]
Evening 4.286 * 3.027 (78) 5.406 *+ 3.107 (78) -1.105 [-2.083; -0.127]
Day 4
Morning 4104 £ 2.937 (78) 4.708 £ 3.281 (78) -0.627 [ -1.618; 0.364]
Evening 4.394 £ 3.216 (77) 5.225 *+ 3.373 (77) -0.832 [ -1.891; 0.226]
Day b
Morning 4.136 * 3.044 (77) 4767 £ 3.228 (77) -0.643 [ -1.652; 0.366]
Evening 4.355 + 3.286 (75) 5.244 + 3.191 (77) -0.413 [ -2.251; 1.425]
Day 6
Morning 3.831 £ 2.974 (75) 4.344 £ 3.330 (77) -0.509 [ -1.526; 0.509]
Evening 3.507 * 3.062 (75) 4.376 £ 3.489 (75) -0.845 [ -1.903; 0.212]
Day 7
Morning 3.007 £ 2.808 (75) 4259 + 3210 (75)  -2.422 [ -4.100; -0.743]

"NObs = Number of Observation
295% CI (Confidence Interval): [lower bound; upper bound]

B3 EEEEEHE (miTT) P FEFMEREBIEHAUCY final st

VAS AUC 421
900
800
700
o O NALDEBAIN
<D): 500 M Placebo
%]
400
S
300 NALDEBAIN — Placebo
LS-mean [95% CI]*
200 -129.231
100 [-235.677; -22.786]
0

195% CI (Confidence Interval): [lower bound; upper bound]
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16. HIE/EE RERIE
RoRIPTHE - F2RRFINES -

(B8] BE/IRE 1002 T aE  BabEMiEZ8E0E -
(573 ] 25 CUANETRE  WRIBERS B o FEEHNREPEEEBIZ L °
(BHHR ] AR BERINBERIMEET ©
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HoAE © FTTRRB O AP EAS LB EE 4557

KITHPEPR=1837850960004264 5N E5Nalbuphine JE3 /A IEEHIZEGR)
Date: 107.10.18

. Somogyi AA, Coller JK. Chapter 15: Drugs against Acute and Chronic Pain. In: Metabolism of Drugs and

L433-03



