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$22m 2.3mg O A0 —AFEHBRIT AT ILIN
JEME (b FEELT 4> & LT | VBT ATV, Btk 7
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(e R@E®ELT7H2ELT T VAT T U LF U
12mg) A
18EH D-v>v=hF—J, EFEF
f»ﬁjltFm%»7x>ﬁ%ﬁ vFuiltiao—RA, 7
$£24m 27.1mg O A0 —AFEBEIT AT )L IN
‘ & (k FOELT 5> ELT|VBIATL, 7TLBRT
24mg) TYNFFITL
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*3k 2023F 10 AET (58 4 ) 07
% 20214F 9 HlET (55 3 i) AXEEED S EES
BE  ZIRRE 878119
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RIS A PR Eame s o e 8
o 5t 2mg
BISE. RSE. WoZEREY §526mg | 22900AMX00516] 20174 6 H
bt ROEI T + VIEEEIERKEE $£12mg | 22900AMX00517| 20174F 6 A
%24mg 22900AMX00518 | 20174 6 H
TV X5z 2mg
TV Z2:6mg
TV X5z 12mg
FILY X224 mg
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2. BR(ROBECRFHBELENT &) 3.2 ZAIDIER ]

2.1 BRI O & 2 HE (IR IRE] % BT 5 ] B ) FAvi% s

2.2 KX ERIEDOBE [SENBE DT 5.] Bzed | A & E‘i V ‘5 L=t

2.3 BHIERICHETET 2 DRR O EE [T D 155 (mg)
Rer T 5.]

2.4 SEHURIE (T AP ABERAE, BEE, 2 MY F=—% ;%2];121 ST LRE @ — E;S
) ICH 2 BE [BROTEMHRI Db, 7.1 | %4.8 [ 9160

2.5 A L 2D B DL ES) & MH T 5. ]

2.6 A7 L — L hE D BE IR 2 RS 2.] TR g @ = | DC

2.7 KEIOEDBZR TN TIVhaA RIZxt LiBECED geomg $4 8.1 4.8 ‘ #1200 E6
B (HhHse)

2.8 LA 4 00 % IS Hh A (O 157%) % L2 S<rT0 @ = | nc
FREEOBE 2 MEE TROH 5 BE T, R §¥12mg s E12
DE(L. BEHREOEEY X /-4 BZNNH 5. 9.6 | #15.3 | #1300

2.9 FURA T = > EREKIIN % 5 SIS 5o 1R F 2 o @ = | nc
LERDAOBE[10.1 2] $¥24mg G E24
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4. SHREX (F3h5R
hEENSEEORRBZH SSEREICHISSER

6. BERUHE
WHE. BAICIEE ROELT 4> & LT4~24mgZ 1 H1[H
BOKET 2. 56, RIS C CEEHERT 5.

7. BERUHAZICEET 335
7.1 E%S
FEF A NEFEAIC
BEEZRETHL,
711 FEF A RERRIZFERLTLBVLESE
1HAmgH» 5FtE L. SRR K ORITER O FRFR A %
BRELUAEPSHERAFHZTO 2 &,
712 AEF A REERFIZFER LTV ESE
DI EF A FEFBAID S AFICEET 25EI1C1E
FIAEEORSESZEZERL. K5EZ2HRD B2 &,
AFOIHARIZ, e FOELT7 4+ E LT, ElLEXR
BOFIBHHABOL/SB2EHRET A &,
713 Jx VI Z)VELGEIZFERLTVSEE
Ty VA S AFAEET ZHE&ICIX
7z & ZVEEHIFIEESIC T = vy LD IR
WE50%ICHD T B ETI7THBMU A2 &6, #
HEE R ORA OB . RKEIOMFEHZBGT 5%
TIZ, 72 2 VOMHEESEY) 2 BEICE R
2ETCOHRMZH TR EEBIT, KAIOEKAED &%
533z %2ERBTH L,

EHMBEOREZER L THHKRS



7.2 EiEiEEhs
RSB L GEPERIEPBON TS BEETHE
FRUEOERPFEIRLZEEIZ. EBICE FOELT 5 >
ERIEFEONMEMA ORREEMR S 2T VEEZX S
Z&,

73 2
AR EHGRITEBEOREZEHE L, W4 EREDE
PESNEMER P R/NE B XS HEBHAM 2T &,
HEOBRRIEHED30~50%E -3 %, (8.5 2]

7.4 HE
HATICBT 228 2REIX. BEERIHSDLNE
ERHBHOTIThEWI &, BWERZICKVEET 515
Hlix. BEOREZHEZ LAV SEEI[TFHY 2 &,
[11.1.1 K]

7.5 50k
AHEOHBGE2HIET HBEEICIE SBEEROFEIRZI
TOIBRXICEHET A2 &, [11.1.1 BHE]

8. EERERNEER

8.1 AAIBHMEEA THH I NS, AT EED |
RICE2EEREMERAORIZE T 5720, RAICKEL
TH 720, BWD, HEVIELPABREP VLD ICTHE
EBgprT L,

82 HMAICIVEMKERELHIEFHHDT, BEL T+
STV, HEIERST S, [11.1.1 BE]

8I3MK. VFIWVWHPEIAZENHADT., AFIBEHDE
FHICIHBHEOERE GRS BIROBRIEICERES B
TWEIFETHZ L,

8.4 AH =% E T AHHEBEICE. UToMNEE2&HEICBE X,
BRI+ ERET ST &,
c BRI T AR E LT RAIZHE. B -
R HREE LTHIRF ZHHET 5.
cHEHRDEIBONTVIBETEE L ELIBVIER
BHHGEICIE. BERSOMEMEDSDH 5D T, KA
DHEEEET 5,

8.5 KAl #HET 2FAICIE. BMERIC+HSERT S &,
[7.3 28]

8.6 AAIOEEBEMNIMER ZM1ET 5780, #0527
W, REBICEET AL EBIC. BESION L CE &R
WEITHT &, [14.1.1. 14.1.3 ]

0. HENERZHT IFEICHT IR
9.1 GiHIE - BIIEEEFDSH2EHE
9.1.1 HEMH TRINH 2 EE
WREPCEEZVEHISNLHEEE2KE, KEL
W E, WEHBEOERZ ST BTN D5,
9.1.2 DHEREREEH D WV IFMEMEDH 2 EE
BERAZZERT 2BENDGDH S,
9.1.3 HIRKEERZENH 2 EFE
MRS 2 R 2 BT NA D .
9.1.4 RilCSEENREEDH 2FE
MEIRANHI BN ED ERZE T BTN H 5,
9.1.5 YavIREBICHDEE
TEBRARCMIRMG 2 R 2 BE NP H 5.
9.1.6 KHHET7 Y R—YRADHZEE
UG ko SRl i SRy gl R <3
9.1.7 ERRERIEREIR TVE (RSROKIES) DEBE
RGP EREECTBINPH 5,
9.1.8 BIBREHKRER ME (77 VYV VinE) DEBRE
REIRAEIER I Ly BREFE < K> TV 5,
9.1.9 EYIKTF - 7L I—IUIKENEZ DEIEED S 585
BERZELR TV,

9.1.10 R55&
FEIRAMHIERICH Uy BN E < Z> TV 5,
9.1.11 RITIERAEXIC L B HEFRIES. FREIRE. FRESFMTE

DEE
HREEZEEIT LI ENFDH .

W& P 12

9.1.12 RENMPIREN FEHEEFMZIT o IcBE
HILEEH) 2 MH T 5.

9.1.13 EEBDEIEEDH 5 EBE
RREEZFHITLD2BENDH 5,

9.1.14 BEREE. BEAEXEERDESE
Iy ViR IGES CERPEEBRT 52 LN H S,

9.1.15 EERNEMRBERZRDH 5 EFE

HEH L7

A BERREBEZECITBENDNH S,
0.2 BeEIEEERE

BRE» K5 2RI 22 ERBEOREZBE LD
5. HEICERETHI &, JRltPEELEWERPH 5D
NeBENNDH 5. [16.6.1 =]

9.3 iteEEEERE

BRE?» B E %2R 20 ERBEOREBZBE LN
5, HEICEREST S &, RHBMEBELEERAP®H 5D
NeBENNFHD. uh. HEOMHEREDH 2 BH
ENRE U7ZBARHBIIER L Tz, [16.6.2 2]
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IR IR L C W A ATREE D & 2 KT, R LD
BitErfamitz BRI CH SN 5B EICOHREZET
BT le RTIAKRUNLRY —TRIEEE (HEFE. )
BT BRER) P, Ty P THEROKRERUAE
HFROEBETHFHRESN TV 5,
DWRANCHR G L7256 HERHT A IR IEER (Z8).
MREBEL AR, REE)PHO5DNDE I ENDH .

DR OHRGICKRD . FiERICHBIFE A 5b s
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9.6 1ZE 1%
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9.7 INR
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BRHE» o BRE 2RI 22 ERFEOREBZBE LD
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0 RN HI D EZ A R .
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10.2 HEFE (HAITEFRT D I L)
A% R - EEAE BF - ERET

FRAR PR I A WA AR I T | AR IR 12 FR R A A 40
T ) FTVVHEVCHEEREEIE HERASEBR I N
R, WLEY —|EBESEIEZENDH| 5.
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TIILT ) OERD RIS N5

ZENDHB,
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HEPEI2BEN
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HntEmsng,
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A O s e %2 8
FEEDIEND
%o Flo. BIEREMR
RECITIEND
%o

TTFTVINVT 4>,
R VEIA
ROERHT 5 u2h
EOEY7 T=Z b

THbo

11. BIVER
WROBWERDH 5bNB ENHBD T, BERZTHDITITV,
BEISROONIGHICEREGE2HIET 272 EWU 2 0E %
TH52 &,

11.1 EXRZEIER

11.1.1 (&4 (BEEANHE)

HHICEKVDECRZENDH B, Tz, HAFIZBT S
BEEORMZBLHEWLERESEOHRIEIZED, HL U,
< L&, iR, T, B, B, TR, EE. 8

13.2 W&

DR OWwEEITI T EMEF LU,

s G RIE U SOERERR. A B RO R OF R IR AR A &
D EY) 2 FFIRE I 21T Do

- FREEREHAIR G 21T\ B IIBERER UL FREEREHL
FlOBMERNPHER L VWL EEICRET 5, &5,
FRERETIAI OMERF R I e Fa L7 > DZh
L0EVWOT, BEOE=Y ) V72T P ITEE
DRI U THIER SR IIEAEE ZHEH L 225
FeeaEd %o

< AEITIE U TR FEAIE O 5 fth O 1 B A

7= =
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14. BRALDIFE

14.1 ZRIZMRFOER

14.1.1 BRZIRAR %, RABOREES., REAFESE L2+
FICHHEL. RO BHDSANOHER B 2 W idfit A
DEELZLTVEIIEET S EEHI2, KEZ2 PO
FORPREVEZHICRET A LOEET S L,
(8.6 ZIE]

14.1.2 PTPEEOEA|IIPTPY — bS5V H L THRAT %
£OETHZ L, PTPY— FOBEKICED ., BLH
AP BEREATA L, BICIEL2B L THEE
HAREOEELZEMHEZHAET LI ENDH S,

1413 RRIPAE L &> 72BEICE, WEXIEEFERT
B EQMBIZOVWTHETICIEET 52 &, [8.6 3]

16. &

16.1 MERE

16.1.1 BERS
A NEEFRB A BRI ARHI 2mg B U6 mg 2 2215 IRe 12 B [E1E
O%EGLLE0, Tk FOELT + Y BEHEBRRD
SEMBIE/ ST A — 5 BRDEBY TH 72V,

HEREOHRSROMTERLE FNO LT + VIREHR

B, SR, REE. A%, LA, BB 2506 - g/t e ome o
BARIE. MIBESOBEREREDS S 5 b5 ENDH — omp o
%, (7.4, 7.5, 8.2 BH] S
11.1.2 IEIRIDE] (SEFER ) i 107 TR
BYIN. FRIEEE, RERZIER, RRREESEDH S i
NS, #E52HIET 54 O 0B 21T & 051
52k, By KRN & B RIRNENICIE. RRER A
(FaFvy., LNTOLT 7 VE)HERT 5, 1Y A : . .
11.1.3 BHBE(0.7%) 0245681012 24 36 48
B, Bk, I, CAESORBEESBLDNS ¥ R
SERDD, S . B/ ST X — 5 (RIEHECRT)
11L4;;;;G@§E4U91%36% SHEARE (5 wisgprg| AUCIast | Cmax . —— o
<N (ng - hr/mL)| (ng/mL) (hr) (hr)
SIEFEIIR I OB I35 L e, R AR ‘ & 500
DHEDIE LD D, 2mg | 6 |5.31%1.64|0356%0.115| (| ("0 1) 888+2.25
11.2 Z O DRER " . 325 .
AT S% KT SR émg | 6 |19.2£4.99|1.09+0.434 (1.00~8.00) 16.8+6.69
*| BBCRE RE. FOMEE |BEHE Pl + AR
s B RIE R AR (20.1%) [HF . HEESE 34 /70—X X, ) AR (R Ml ~ ROKfE)
TS A b) Bl% 5651
A R I ] 16.1.2 Bi&E
(ke 0 (29.5%) . | BARIE BE SRR BEERABLZISHNC, & FuEILT + > IEEEE A8
IEIH: (27.3%) < 38 HlSmg % ZE I M EE 1S L 7- & &, it RoEL
() T4 VIBEBHRICEIRD NG -T2 (EAT—%).
i AR 16.2 X \
% SR, % . 16.2.1 NAAZPRA4SEUF 4
Z Ot R REE R RE HAMRERAGH . & FOELT + SR
13 i@a;}u% ﬁﬂ%%ﬂﬁﬂ#%@ﬁﬂ?ﬁ%btté& NAFTTRA LY
151;; F 4 Z24% TH 572,

FEIRAME], REREE, i, $EEL. MEET. EELMK
&, BELDT OV, EBER, DMEROBED. MigEE.
AL, W, BEEOMRBIEIEIC X 2ZWHEE. &SR
RERLITEDNDH Do

16.2.2 BEDFE
HANERBRA BTN, AF2mgz BEREOKS L7
EE, EERIHBEL TRRKRSRETCmaxid .66,
AUCInflZ 135z R L7,



16.3 9%
16.3.1 B HPADEIT
BEEZAMIFIC., b RO EILT + > 3 e B A 85
2mgERRERBED Lz &, B FRELT 4 YO/
FHDAUCDHHIZ2.56 TH > 72 (FHEAT—%),
16.3.2 MIFEBREEE
SEARBEITETHIE Lz e MNSEEAHEARIE24~30%T
H o725 (in vitro).
16.4
L MBS FOELT + v OEREGEIRIT. IMKERE
OV aYBASICEA L FOELT 4 V-3-F)L7u=R
ANORETH 29 NEAT—%5),
EROELT + RO ROEILT +2-3-7)L70=KiZ.
CYP1A2. 2A6. 2B6. 2C8. 2C9, 2C19, 2D6. 2E1 K%
U'3A4/5%2FHER T, CYPL1A2, 2B6RU3A4%HE L 7«
=728 (in vitro). [10. 3]
16.5 HEtt
HA N A B AR F 2mg K 0'6mg 2 B AR % 5 L 7z
L&, BE5%ABME TORFIC, BHERBOHN3%A L Fo
ELT7AELT. HEBON30%P L ROELT %+ >-3-7
Lru=R&LUTHRttE Nz,
16.6 HEDNERZEITDEE
16.6.1 BikgEEEEE
EWEEFEE7A, PEEBERERERE(VLTF= Y
U752 240~ 60mL/min) 8l &% OV E EEHEERERE
(ZVv7F=r279 75> A30mL/min#ki) 8flicke Fo
BT VIEBERNRERAAmgE BERRO®REG Lz & &,
EREEFELD L, PEEEREREEE TIZAUCH2
1%, BEBHERERE CRMUEEL > HEAT—%).
(9.2 B8]
16.6.2 FHEEEESEE
FFRERELE | & K O S B PR sE R F 3 (Child-Pugh 2 3
T7~9)&12flice RaEL 7 + VIERIER S 4mg
FHORO/ES L&, FREEEEXLD . PHEER
WEERERE CIRAUCHMEE P > 21O (HEBEAT -4 ),
[9.3 2]
16.6.3 Siin&
RS RE (65~ 745%) R U EFRIESmE (18 ~38%) %18
Flic, e FaEL 7+ VIEBERRIERA4mg % 22 jERE B
EREO#KEG Lz &, mEhe ROl 7 + VBERERIC
EZIRDoNEZL» >V HEAT—%),
H)ARAOEKR S NI AEROCHRIZ, 4~24mg%x 1 HIBROKES TH 5.

17. BRIRARIE

17.1 BHERUREMEICET 5558

17.1.1 ERE MEHER
JEF A A FHEHBERITIIEREIRE LW, A4 A NE
WEBEHER OB AKBRE 20tRIC. BEAL_EEHKIL
B 2 S L7z AF4mgZ 1 H 1B USRS F > 0
R R ESIAISmg 2 1 H 2 TROKRS 2 G L.
HMEHMEB LSS 7AMKS LA, FEFHMAEH O
B 5H1% ORI A - — L (VAS) [EOZ{LB DR/
FPHEORERZEZ-0.4mMmTH O . I5BEFXE D LR
EDS5.0mmAIELERFAED 10mm %z RE[>722 &N 5.
AFNDF F 2 a RN ERRIEICNT 2 IELESMGEE S /212,

LROELT A VB | AF TN
AR 86 92
BRI VAS{E (mm)? 53.5+14.53 52.1+12.81
5T /HIEREVASIE(mm)? | 23.0+17.91 23.2+18.83¢9)
VASEZLE (mm)? -30.5+20.80 | -29.1+21.469
/N HE (mm) b -30.0 -29.6
B EFHEOE (mm).
[959% S #EX ] -0.41-5.9~5.0]

a) P fE + IR
b) I ERTVAS|E 2 AR & L3 #aiT
) FHmEFIEIXO 141

BITEFRSRSE I e FOEILT 4 Y BET68.2%(60/884)
THY. EREIERIZED38.6%(34/8861) . TEH:30.7%
(27/88f) . HEE23.9% (21/8841) . 1EM11.4%(10/88
i) DEN6.8%(6/88%) TH -7z,

17.1.2 ER% MAEEER (REFIR SEER)
FEF A FE@BAERS, FEF A NEEFREEHE, RO
ARABMHLEGEB IS U PAREEE 2RI, &
HRERBEER L. A4 A FEBEAERRERRS
FEF A FEEAPHMEREER T FaEL 7 » VIER
HAVRERANC L 251 L —2 3 Y 2ITVIRE LR,
FIMHEEEHABSNEEH CIEMHEEHBOREHK T
ROREXIIEE L -HEZMEHEE LKA Z1H1H
ICTREOKSG ZHA L. BEERE L 2P SRR 2EHERES
L7z 22, BELARKRORESHKT/HIEROGRRDIF,
78.0% (39/50f) %2 1V'72.0% (36/5061) TH - 7z 7B
BHEA A A FEFEA(TLEeXEORL A+ T F &0
Alv 7z ZVEEREISUE N T < B —IUREOHED 2> 5 A FH]
KD BATERKROHREHR T /IR0 FHRD I,
78.1%(25/32f) KX U'75.0% (24/32f) T > 713,
BIMEFSEBSE1349.0% (25/516)) TH © . EREIEMIE
MEMH21.6%(11/5161) . EER13.7%(7/5161). Fil13.7%
(7/51451) « 1E4%9.8% (5/5161) T -7z,
)R (VASTE) K0 Y10 BASEEHEREE I bo— g, [

Y hu— VR ISURLGE I E R [FASE ] [PEEWEon
TP LIER OFI&

18. ENEIE

18.1 {EF#R
EROELT 4 VIO KRk 0D udEF A RZEMBITH
LEWEMEZRLEZY, £/, e FOELT7 3 2 idu At
FA RZHEEFICHLTT T2 MEEEZT L, REor 1
OELT * »-3-7V7u= RORNEEIEZEDR1/2,280 &K
27215 (in vitro).

18.2 $BfE(EH
EROELT 4 Y ETTARDT Y MIBWT., REBEAHE
(Hot plateit R U Tail flickiZIZ BRI, Writhingi®i3 (b2
B kB H7E) . BERE @O, BIRN. K T)IcEbs T,
ERIER 2R LTZ10,

e | BB | 5488 | EDso(mg/kg) [95% E X H]
Hot plateit 0.160[0.146~0.174]
YA Writhingi% il 0.210[0.165~0.266]
x| 23.0[18.4~28.7]
Syt Hot plateis | #IkRAN 0.170[0.149~0.193]
KR 0.220[0.191~0.253]
Tail flickik B 0.220[0.166~0.290]

19. BT ICRET 2 IREZHAR

—MREVEF - B RO 7 + VIERIE

(Hydromorphone Hydrochloride)
(5R)-4,5-Epoxy-3-hydroxy-17-methylmorphinan-
6-one monohydrochloride
C17H19NO3 - HCI
321.80
HE~MEBEORE X IEEEOHKRTH 2.
KICHEF LT IRAFILALKRF Y FICPRRBEITP
< IF = (99.5)I2HBD THEIFIZ Vo
fe2EE

bz
HF

NTE:
R

*HCl

PEAREL : 0.67(1-F 7 % ) —)L & pHID KB HETE)

RV LDER
FIVH AgE2mg. FILH AgE6mg. FIILH AFE12mgld. Th
TNEAIRAICERERICL2BE, #HE, FEORENAS
NEZENDH 5,

EERRIF
BRI A 7 BHEEHE 2 RED b, EYNCEHT S L.

20.

21.



22. 8
(FILYZER2mg)
(PTP. BZIBAIAD) 208E(108Ex2) 100%E(10%E % 10)
(FILTREE6ME)
(PTP. BZIEFIAD) 208E(108Ex2) 100%E(10%E % 10)
(FILVPREE12mg)
(PTP. BZIBEAIAD) 208E(108Ex2) 1008E(10%E % 10)
(FILYREE24mg)
(PTP. BZIEFIAD) 208E(108Ex2) 100%E(10%E % 10)
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24, ERERERUEWEHhEE
H-EigAadt sEERtr v —
T103-8426 HEH R RKX HABAR3-5-1
TEL : 0120-065-132(# A - EEIEFFREEEH)

25. {RERfG(T EDER
AANIEESBEETRHEA2S CPR30EIASHM) IcED &,
1E30H 3 & REE L TRET 5.

26. HERTTREEF
26.1 SHEMRFETT
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26.2 BRFETT
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