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16. E4YENFE

16.1 MAuEE

16.1.1 BEOgS
AP AERBZHIC T2 VYV T VBET — 7T QRO
4mg) % 24R¢ B EIRGAT U 72 & £ DAUCo24. AUCo-
Z}‘Cmax@:‘z‘y:j{ﬁ [=qES Lfﬁlﬁ{?”ﬂ% Iz H:WJ L ’Cigﬂl] L7 o Tmax
K OBIFIFIBES Ot 20 LB BB CER LR Z T 2D > 729,
[7.2 2]

Tz
EIE'{TJ‘ tmax Cmax AUCO—OO AUCO—24 f; ?_ :_ji ;o%
& | (hr) |(pg/mL)|(pg - hr/mL)|(pg - hr/mL) 00,
(hr)
2mg + + + + +
(n=6) 20.1+6.1] 349+96 | 15614£5959 | 4763+1100 |27.09+14.14

4mg
(n=7)
a)n=8 PIME R

16.1.2 RiE%S
BRADPARBREIC 72y V7 T VBIET — 7 QRO
4mg) % 1008 B RS (T (18124 88/) L7z & . AUC216-240
OFIEITITIZREAT AR B U THEin L7z, BAIRIEER
Dt IR HER TERAEZ I LD o725 0, [7.2 BHE]

20.6£5.9| 724£553 | 3112615917 | 931698562 |37.76+46.60

AUC216-240 7:_‘/7;}1:7:1‘_‘/@
R4 & (pg + hr/mL) BT — THEER O
pg - nr/m (hr)
2mg(n=7) 19961+9222 31.31+£9.78
4mg(n=5) 34102+14409 25.73+7.00
PIfE + R R

16.1.3 AELMBETRE & OBEFR
TN T VEBET — 7R 3HBM LFR—H& (1~
10mg) Tt L7z AD AEREBEICB VT, RT3
BERTOMIEH 7 = > % = )VIREE I RGATFH &I HAI U <3
THIENTHRBENZ(NXT—FEF )L 1 log(y)
=2.46+1.03 - log(x))®, [7.2 1]

16.1.4 £YMZHIEH R
TN I VBEIHAT - 2mglH—=H]&
TV MATF—=T2mgk, JUARF—N—HEIckDENZ
NIK(7 2> =)L & LT1.27mg) R 5B 11 2405
BEAG U CIEPREMFREZRE L. #onEY
/YT X — % (AUC, Cumax) IZDWTI0BEEX ML
THREMRNT %247 - 7245 1og(0.80) ~1og(1.25) D HiFAN
THY. WHIOEMENEFEPHERS N,

M3E AR AR DHER
(pg/mL)
700+ -
- JxYHILIIVEE L HHT -
i 2mg [#H—=3t]
600 —0- 7x Y hRAT—72mg
5004 EPF;]{E + gﬁﬁé\ n=13
1
1 400
B
Fi 3004
200
100+
O T T T T T T T 1
0 12 24 36 48 60 72 84 96

Htif % IR (hr)

EYBREIST R — %

HEINT X —4 BEIINT X =4

AUCo-96 Crax tmax ti2
(pg - hr/mL)| (pg/mL) (hr) (hr)

A=V = VR da i

VEMEIHM T — 7| 14452.8 | 460.8 225 18.9
2mg +3348.4 | £109.6 +0.9 +3.7
[BE—=4t]

7Y AT —7| 161794 | 496.8 21.7 19.5
2mg +4005.0 | £139.6 +3.0 +4.0

FafE + R, n=13

EZ%E*Y)%E%K)SZ:AUC\ Cmax%@/fa )( ‘_‘y Li\ *&gﬁ%
DFR, ABEOREEE - BRSORBREMHFICK->TER
BA[REMED D B
16.3 91
16.3.1 HH@~D D
[MCl 7z v =V vBERELT—THIEZ T Y b
R IC RS L & &, SR 28R O
L. BARERERIBSHMEEPRLE L MG K.
FERE. HFBE. HN—¥ —KHR. B, B, HNRTERET
%‘97‘:8)0

16.3.2 BBIR#BITIE
RSy MCPBH]I 7 2 v ¥ V2 BEK N5 L2 & &,
IR NAETREIREE IS BEIY O MRS RE IR EE D9 1.5~
20 FE LR L7z 2 L HE SN TS, [9.5 2]

16.3.3 1Tk
DRI T = 7 V7 T UBIE R BIRNREG Lz & &,
T ZNVOANBIAPERSNZZ EFRESh TV
B2HMEANDT—%). [9.6 ]

16.3.4 MFEORESE
b M MEEEEEEEIX89.1%(in vitro. 5ng/mL) TH -
. 8)

16.4 X
Tz ZVIEFBTERICRE S, ZoERREDIIERY
VUBROBLHIN-ET L FIICKDELCD ) VT2 05 =
LTH5B., L bFIZay—Lsz2H0REICED, L
7z ZNUAORENTIZCYPIAANEE L TWVWAB Z &N
HENTWBI(Fy b~ invitro). [10. 3R]

16.5 HEttt
BADPARBEREIC T VY V7T YRiET— T QRO
4mg) 2 1008 SAEASfF (1[E2405R) L7z & &, BhifBItA%216
~ 2400/ (10 H BT O IRFICBITF 27 =2 V¥ =V KR
VT zyHZINDB-TIrua=y—¥LEgoEtEon
2mgEEDOFEHEIE. TNEFN15.84%TV128.49 ugTdh -7z,
dmgETIE I NS OHMEOFHEIZZNZEN38.58 KT
24207 pgTdH o710,

17. BERFRRRIE

17.1 BERUOREMEICET 25

17.1.1 EBARE MBESKREER (B)IV e REFIX(E A+ 0 R V207
H S DY E X Bh{FEER)
—EROE L b3 BH (FROE L L R RER S LT89mg/
HOUR) Xt F > a RO (59mg/HUR) it 5 &
N, 24FBOVASEA3SmMmAH SRS I Y ba— )L &
NTWBHARABRAPAKEREEZEOSH 2R E L-EHE
FEEHRIENEREBRICBWT, Tz Y VT T UEBRIET —
FAYID B ZT7THRBE—HE 28T Uz & & ORI
B (7 EHEERE I o7 2oy =2 Vo T U BIE
T — T RIART D & OVASEO ELE & Z DI5%EHEX
fi120.6mm[-3.4, 4.6]1 TH V. ISWEEXE D LRZOR
[ROMESHE L T DREE SN FEHEOREEME (15mmBLT)
OEENTDH > 72, BIVEFARISERE 1260.0% (39/656]) T
HO. ELBIERIETHL10.8%(7/6561) . MEHI.2%
(6/6561) . [EMRORNIRIENE7.7%(5/6561) . 1@
R % OV F AL 2 D FERE D 5 6.2% (4/6561) & Tdh -

7"‘:12)‘ 13)O

ELe R BAIIEAF 2 FOROFD» ST O X KO VASIE
Zta
BAEL A 1
N $ER Al

A Iy V4
IUBET—7
B &

A 51 % 65 13 16 17 19
Tz =) 7
I VST -
B T B 4 Al
VAS/E (mm)
B #& 3 ifi B
VAS/E (mm)
B #& 3 ifi B
VASHEZL&E| 06+16.1|2.7£149|6.7£274 | -4.1+6.6
(mm)

2fk ELRBF (A FTa RUROA

130

Jmg Img 2mg Img 2mg

13.1£9.9 [16.5£11.6/11.9£10.7| 11.5+£8.8 | 13.3£9.0

13.8£16.4/19.2+17.5|18.6+25.3| 7.5+£7.7 | 11.6£9.3

-1.7£73

g fiE + AR

_5_



17.1.2 BAE I BEEKRRER (7 T V9 2R RIRINESE (388,
{TBISIE]) b S DY) & X BhFERER)
6HEIM E—FBD 7 = > % = L% R MBI 845 (3 H B
RIBIHE]) SRS SN T WS ARARADPAKREERE 766 %
RRE UE DNHIEERIEEREICB VLT, BRA&FHli R
(O[a] BRI EER A IEE) OB IR KR T 2 v ¥V o T
VI T — TREATBIIART (7 = v VIR R RN B A 5
) 5 O BRKFMBEOVASEZLBIIFEOEBD T
H oo BUWEFFIRSEE1X39.5%(30/76f) ThH . Fi
BIEFNEEIDO.2% (7/7661) . 1HIR7.9% (6/76%). WEH:
5.3%(4/7601) & Td - 72149 19,

7 x v % Z)VRER RN BB (3 H R RLA]) 70 5 8] 0 B X TR D
BRR

N aff b
ERaliAES 56 43 13
Bk el D AR R 83.9% 86.0% 76.9%
(BEZhBIE) (47) (37) (10)

T VA ZNVITIUEEE
T — 7 REATBRIART (3HR) ©|21.7+19.5/13.8+11.5/49.3+16.6
SEHVASHE (mm)

&SI O VASIE (mm)  |21.0£20.5/15.0%16.3|40.8+21.3
=N A = iy
‘E‘fj‘jmﬁ@“s‘ﬁ“t% 0.7+15.1| 1.7+13.5 | -85+17.9

P fE + (R 2
aff : HIBIEH O VASIEA 35S mmAR i (KR E B RAT)
b : HIBIZEHI O VASEA35mmbL b (RRERERR)

18. EINEIE
18.1 {EF#ERF
Tz Z)VE T ET A RZEMFRISH U TERMICEVH
MEZRTENS, puF T A RZEEZN L TERAGE
BIERZRTDHBOEEISN TSI N7,
18.2 $EE{ER
1821 RFIOFHTH BTz ¥ I 7T VEEEIZ, EXRY IV
ROERAEFA FTHY. 7z V¥ VOEBIEHIZE
LB RIZHARTRI00MEE® I TH 519,
18.2.2 AR EH OFRBEMAIBIEEL Uiz ¥ T BRI I
BWC, 722V UBET—7 (2mg) iZ1H1[E,
SHEI OB T2~72B M E TRFENZERDEZRL

7219,

19. BEIRS (CRE T BIE(EZHFR
—f%% : 7 = > % =)L 7 T VEEE (Fentanyl Citrate)
{b224 : N-(1-Phenethylpiperidin-4-yl)-N-
phenylpropanamide monocitrate

PFR : Ca2HasN20 - CeHsO7

PFE 52859

% R HBEOHBRXEIHEEOHERTH . xF /) — X
FEEE (100) 1I2VE 19 <, AKXIEZ ¥ /) —)L(95) 1%
RBIFICL L, VIFLI—FIUITHED THIFIZL W,

BiE -
Q HO CO:H
N *HO: 2
i::j/ \W/\\Cngﬂ)c\;M;/COH
G
22. 9%

(FzV9 I ITVERIBRET—1mgl$E—=])
TR/ 148 X 748 ]

(D97 T VBIBIHRT—2mglF—=])
TRCIR/ 148 X 748 ]

(FzV9 VI IVEE1BRET—4mgl$E—=])
TR/ 148 X 748 ]

(T ZIIIVEBTHRAT—bmg[E—=])
TR/ 148 X 748 ]

(FxV9ZIVIIVEEIBRET—78mgl$E—=])
TR/ 148 X 748 ]
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25. {RBEHGHT LDER
AANFEE S @A ERET55 (FR24EIASHM) ICE D&,
1EI30H 7 2 REE L THRHET %,
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