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Z &, [8.2. 14.1.3 ]

14.2.9 RFNZIHEBICHOEZ 5729, BifTRBRZ D%
WKCHT> TIEAREORHZERT 5 EHFEE L
W, [8.2. 14.1.3 =E]

*%14.2.10 KF ZRH I ATRENEA D 2 BEICIE. FOEDP LRV

FLICBEfT g 2 2 EMEE L. [8.2, 14.1.3 SH]

14.3 ZERBESHIEPOER

14.3.1 RAIPMZFICHE L ZWEOTERET S & AH Ol
ENOMNEICRMWIZEZIE, ESICHBEL., HEE
MLZKTHVIR L, BEVROSNIHEIITET
BT & WHIUTBWT, FEF A FHMfTEIZ /R LT
WRHEBELME (FH/NE) PRICEETHET 5%
EBEPER LRI, B THEFISNE LESEER
PERELI-EOREDPDH S, [8.2, 14.1.3 ]

14.3.2 REIDEED 5 —ERFHE L 2581, BEFTHLD
JCRHBEERZEET 50, WENHPHEL K-> HEIR
BAZIHEHETREMSZAD I &, TRICHBEL /215
Bl BESICHEHRABOH AR O BT, #H
NIBAI DR D EZ FETH > 7R & THiIfT I 5 2
Lo B, BOBARMBEDT = 0¥ ZVREHF—B
HICEATHAREEPHL2OTHEET ST &, [8.2,
14.1.3 2]

14.3.3 HAFEABENIRER 2RI LTI D b &,
BRI B Eo RMEFARANIRE IR IR
2T &, [8.2. 14.1.3 BIH]

16. FEYIENRE

16.1 MAGEE

16.1.1 BEES
BABRBREC Tz Y VT VBEET—7 2R
U4mg) %24 B ARG L7z & £ D AUCo-244
AUCo- % U Crnax DB IXITITEE T AR ICHFI LT
WU 720 tmafk OBFHIBER O 2 3B B TF
HEEEED» -7z, [5.3. 7.2.1 2]

VENZ =%/
tmax Cmax AUCO~°° AUCO~Z4 I\/@iﬁf“j
(hr) | (pg/mL)|(pg-hr/mL)|(pg-hr/mL)| #EHDL/
(hr)
2mg | 20.1 | 349 15614 4763 27.09
(n=6) | x6.1| 96 | £5959 | +1100 +14.14
4mg | 20.6 | 724 31126 9316 37.76
(n=7) | +£5.9| +553 | £15917 | +9856¥ | £46.60

a) n=8 (1fl» 28 H1E) o fiE + AR R

16.1.2 RiE%S
BAERBEIC T2 VYV I VBET—7 QK
Uamg) % OB (1E240M) Ui .
AUC216-200DFHMEITIZ TR BICHAI LML
7oo BAIFIBEZ O XRTARB TERHLE XD
2729, [5.3. 7.2.1 BM]

BT FE

AUC WA N2 A Ve ] 31
i<t 2167240 F—FH B DL
(pg-hr/mL)
(hr)
2mg (n=7) 19961 +£9222 31.31+9.78
4mg (n=5) 34102+14409 25.73+7.00
S {E + 1B

16.1.3 FAE&MBEFREE S DORER
Tz NI I UEET— 3B ER—H
B (1~10mg) THfTLzPAKBREICBLT,
BB FIEERTOIMER 7 = > ¥ Z VB IZMHE
ICHBILTHEMT 2 2 ERBENz OST—EF
)L tlog (y) =2.46+1.03 - log (x))%, [5.3. 7.2.1
28]

16.1.4 EYFHIEIE AR

1) ZzV9Z I I VEBE1HRT—70.5mg [74

7]
BEBRABTFZNRELT, 707 V7T VB
IHHS—705mg [FA4a2] &7z bATF—7F
0.5mgDEMZMR S 2. 25127 a 24—\ —
% Q4B ERA) 1k, MER 7>y =)L
BEZEEL. §onh-EYHFHrE/Ss X —% (AUC.
Cmax) 122 W TI0REHEX BIEIC TREHRIT 21T - 72
#EE. log (0.80) ~log (1.25) OEEHNTH Y. Wi
R OEMZENRSE IR S N7,

. -7y VI T VEEIHAT—70.5mg [ 71327 ]
‘2 200f -0-7xYPAF—70.5mg

g (P19fE + ¥R, n=26)
X

2

2

1

X 100}

H

N

ey

i

g

0 I I I
0 24 48 72 96
1 BT R (hr)

Mg 7 = > & Z)LIEEHER



(2)

400

VIR (pg/mL)
w
o
(=]

[5e3
o
o

M7 =>4
S)
(=]

0d

BFEBRABTICB T 2EY L/ ST A -5

WA= | BESTA—Y

554 AUCo-96 Crmax tmax ti2

(pg-hr/mL) | (pg/mL) | (hr) | (hr)

;IIEI;'—;& i%gf 48191 | 15270 | 198 | 17.41

- M| 414276 | £5271 | £33 | 255
[74a27]

T AT —F 47722 | 15128 | 17.8 | 19.16

0.5mg 15075 | +50.03 | £5.1 | £543

(PHfELIRHER S n=26)

JIVIZIWIIVEEIBRAT—1mg [F4043
71
BEBRABTZRNRELT, 7z 0¥y T UEEE
I1HHT—7Img [742a27] &7z AT—F
ImgDAYZENRSEEZE . 281287 0 A4+ — N —k
(Q4BSFABEIALST) 1ICk D, MEFRT = > & ZViRE
ZREL. BonLEYHEIF X —-% (AUC,
Ciax) 12DV TI0%E R EIEIC TREMENT 21T > 72
#GE. log (0.80) ~log (1.25) OHHEANTHY. Wi
RO EYFRRSESER S N7,

-7 H VI T VI BT —7 1mg [ 7137 |
-0-7x AT —71mg
(PfE + MR, n=21)

48 72
A (hr)
Mg 7 = > & Z)VIBEEERS

0 24 96
1 BEIEsGT

EERASTFICB T 2HEMBRENF X -5

HIEI ST A= BEINGA—Y
BB AUCo-9 Chnax tmax ti/z
(pg+hr/mL) | (pg/mL) | (hr) | (hr)
= LTS
;nllgl;i‘}—;:l;;? 8279.4 27519 | 179 | 19.30
+ + + +

(5132 +1907.1 | £76.94 | 4.1 | +4.11
ANV S 8110.1 270.00 | 13.8 | 19.44
Ilmg +1984.3 | £81.30 | 5.6 | £4.65

(P FERZE n=21)

Eﬂ?ﬁqﬂ?%fi‘jﬁlleAUC\ Cmax%@/\?ax_yti\ ?‘&
B OB, AR OIRANEIEL - RS O FRBRSMAIC &
S TELELFBEEDPH 5.

16.3 50
16.3.1 fBE~ DI

16.3.2 BBIR

[¥C] 7z ¥y VEiER G T —THIZS v
MRS IC AR RS Lz & &, SRR 281
IR A Ly Ut 3 S ER A E AR b & <
N RIE. BERE. FFBE. N—F K. B, B,
IR TREETH-2Y,

1T

FIES v M [PH] 7z ¥ L2 BEKE FRE5 L
- &, BIRPIRETREIEE X, BB o Mg b st e
BEONLS~2.0EEHER LG shTu
%9, [9.5 2]

16.3.3 FABITIE

SUREFIC T = V¥ IV TV A BRI S LT &
&, T2 Y VOFITRBITHPHER S NI 2 ERE
ENTn3? BEADT—%), [9.6 BIE]

16.3.4 MIREEHESE

b MRS EHIE89.1% (in vitrow 5ng/mL) T
Ho7¥,

16.4 X35

16.5

17.
17.1

17.1.

7z ry VB cEICR#Es N, 2oERBE WY

RYDUVBROBILAN-BE7 LFMEICLDEL S )L

TV HZLTH5, L FIZay—Lz2HW &S
12k, VT 2o 2 NADORENTIZCYP3A4NH

BELTWAIENPREEINTWVBYY (S5 b, invitro) o

[10. ]

Bttt

PARBREIC T VY VI VBET—7 QRO

4mg) #%10[ERERNT (1[E24K[) L& &, Bhfd

FtA#216 ~ 24085 (10[E HEG(TES) ORFICBIT S
Tz VIR INT VT ZVDB-TL a4y —
YR ORI RO 2mgEDOFHEIL. #NnZ115.84
KU128.49 ugTh -7z, AmgETIEI NS DOHRIED
SEHMEIEF N ZEN38.58 K% U242.07 ugTdH > 721,

BRPRRRAE

BERUREMEICET 555

1 ENSEMABERRER (EILEREFREAFVIRY
BOFIH S DY) & Z Bhf3545R)
—EROELFBFH FEOETLVERBEREELT
89mg/HLT) XidAF > a Fo&FOA (59mg/H
DITF) g5 ah, 248 DO VASEA 35 mmA &
@AY P —LENTWBEHARAD AEREEG6S
flzxtg e U S MAEEERIEIERERIc BT, 7
TNV I UBEIET — AP0 E X C7THRBE—
FBR 2B U7z & & ORMKEFHMR (71 B #HER X
hikEE) O 7 Yy oIV T EE T — TR AT
5 DVASEHDZELE & 2 DI5%EHEX R IZ0.6mm
[—3.4,4.6] THV. SREEXED LRV TR
HEHEIXTORESN-EEEOEEME (15mmbl
T) OHEFENTDH - 7z. BIfEAFEBSEEI360.0% (39
/6561) THD. ELEWERIETHRIL10.8% (7/65
B\ WEHO.2% (6/6561). {HHSK OANHREEAH7.7%
(5/65M1) . i, EIRK OEH A Z > RS &
6.2% (4/6561) % TdH 71219,

BN ABAEA F 23 FOROFD S B R BOVASEE(LE

RARA YA AR , FETARY
EILEAR

ol 2 AL
\71.‘/7—::)1/71 122
VT —7 om Img | 2mg | lmg | 2mg
R J
A% 65 13 16 17 19
AT Ay Vg
CEET—7 131 | 165 | 11.9 | 11.5 | 133
Nl G +99 | £11.6|£10.7| £8.8 | £9.0
VASfE (mm)
BikEHEE o | 13.8 | 192 | 186 | 75 | 11.6
VASHE(mm) | £16.4 | +17.5|+253 | 7.7 | 9.3
ST
3&%@%@ 06 | 27 | 67 | -41 | -1.7

R 4161 | £14.9 | 2274 +6.6 | 7.3
(mm)

PR R



17.1.2 EA%E T REAREER (729 ZIVERIRINESE]

17.1.3 EASM1EER

(EENTEIEA]) H S DEIY X BETEIER)

6HREIL E—FEBD 7 = > ¥ =)L RINEISIE] (3H
BEATRIBIE]) M35 STV HAANARREEETS
flExtRE UIZE THIFERIETBERBRICB LT, &
YA (Om B #IEER S IEEE) OBMEKOT =
YNV T UEBET — TSR (T vy =L
R IRNIBIAR 5 1) 5 5 OB MR O VASIEZ
(LB TRDOEBY TH-7-. BIEFRRFHEIZ39.5
% (30/76f) THV. FEBIFERIZED.2% (7/76
Bl) . 1EAR7.9% (6/7661). IEM:5.3% (4/76f) %
THoT21419,

7 228 ZERIVHEEE (SHISMEE]) Aot B X ROARR

EXES af bEE
SR 56 43 13
A D 83.9% | 86.0% | 76.9%
BRI (EHIED) (47) (37) (10)
WA 2 A Ve s Y
&5 — 7k BRART
o as | 217195 | 1385115 | 49.3£16.6
f (mm)
BHGHIROVAS | ) 04205 | 15.0+16.3 | 40.8+21.3
& (mm)
AR EF D VAS
e oy | 0715 | 172135 | -85£17.9

S E AR R 2

afff WIS O VASIEA 35S mmARTE (RS RIT)
b : WIBIEHOVASEA35SmmE E (BREHERR)

HER (A7« RERERIRERDOH A
ERBEZEWRE UIHER)
JEF 4 A FERHIIC KD+ aa@EsrEontunt
Y 4 RERAIFRMERHO HAR A A KR EEZ 2084 %
HRE UIIEERIEFEHBICBWT, 7oy =)L
7 ZUBET—70.5mg/BAh» 6% 5B L. HEHE
BLaroREI4AHMKRES Lz, 3HRMER CHEBX
BREE oy [FEHNE] X [hEEWE] o3y
L. »OYUFEIHMICBLWTHREBEEOHES—ETH S
BEICENEEHE LUHMA LR, BRREZDI5%
{EHEXR1387.0% [81.7,91.3] TH V. 95%(5HAX R
O TRPEDSBIEENER (60%) % FE -7, B
o7 2y =Ly I Ve T — T RBRT D 5 0
VASEOELE (CPHfE L EERFZE) 3—-345+16.6
mmTdH o7z, BWERFRBEHEIZ44.2% (92/20841)
THO. FLEWERIIMERL7.3% (36/208f1). {Ef)
14.9% (31/208%1). E12.0% (25/2084). HErH:
6.7% (14/208f1) ZTH 719,
) 7 ry NI T UBIET — T RS OAEE
MR O VASIEZFEIC [EHSE. PEENE.

BT, NE. B] OSBHTIME L.
18. ZapZIE
18.1 {EFIERE

7z H NV u A EF A PRERION L GRRATICE W
BNEZRT I ENS, u A EF A FZEEEN L TES
SHEEERERT B OEEZ N TNDITE,

18.2 $EEB{EMA
18.2.1 AFNIOXEETH AT 2o ¥ )7 T UBIEIZ. XY

VVRODEBAEFA R TH., 72y VDOHERF
FEFIZE L E RICHARTRIOE®R I TH 5,

18.2.2 FHREF OFREM 2R L Ul ¥ FRBEHINER

BICBWT, 70y VI UBET—7 (2mg)
F1E1E, 3O T2~ 728 M % TR 72 88
MR ERLZD,

19. BT ICRET 2E(EZHHR

22.

23.

—RREIRAT :

—
[ay

ES Y

TIyE VT T UG

(Fentanyl Citrate)

: N-(1-Phenethylpiperidin-4-yl)-N-
phenylpropanamide monocitrate

? C22H2sN20 - CeHsO7

:528.59

 HEOMBXIIEREO R TH S, ¥

J —IVIZEEEE (100) 1IZWEIFRd <, K

gy =)L (95) IZRRHEITFIc< <L,

VIFNI—TIVITHED THEFITL W,

1y

SV
SE W &4

[y
i
B
fi
g

HO CO:M
N “HO:C M CO:H

Q/ m/\cus

@mN o

a%

(IzV9Z VI I VEE1BRT—70.5mg[Fa7])
7 (1 x7)

(VI ZIWITIVER1EHRT—1mg[F«4a7])
7HC (14 %< 7)

(V9 ZIWITIVESR1BRAT—2mg[F1a7])
7 (1% 7)

(IzV9Z VI IVEE1BRT—4mg[F14a7])
7 (1 x7)

(VWO IVESR1EHRT—6mgl[F+4a7])
7HC (14 %< 7)

(V9 ZIWITVESR1BRAT—78mg[F1a7])
7 (1% 7)

3%

1)

S S

S

8)

\O

10

=

11)

12)

13)

14)

15)

Ty bRV - REREICET5EE (T b
A7 —7 1 2010F4A16H&R. HFEREE
2.6.6.6)

Leuschen MP, et al. : Clin Pharm. 1990 ; 9 (5) :
336-337

Bentley JB, et al. : Anesth Analg. 1982 ; 61 (12) :
968-971

HEBGTEREE (72> b AT —7 1 201064H16H
KD HRERERMNEE2.7.2.2)

REMTHRE (72> P27 —7 1 201064H16H
A HEEERISEE2.7.2.2)

B ABFHH S OO BB (72> P AT
—7 1 20105E4H 16 HA&RR, HFEERMIESE2.7.2.3)
RS ENER (EYERFESEICEY
28R

Ty MIBISEMBERR (T2 P RT—T
2010F4H 16HA&R. HEFEERIBIE2.6.4.4)
KEFEREZIE»  BHEEFE. 2001529 (11) :
865-876

Feierman DE, et al. : Drug Metab Dispos. 1996 ;
24 (9) 1 932-939

SR (5 M) -FHERoME- (7> b
A7 —7 1 2010F4A16HAR. HFERME
2.7.6.3)

BN ABHIEA F 23 FROFDP SO0 EZ
BiftEEE (72> PAF—7 1 2010%4H16H%
. HEEERIEE2.7.6.8)

BIHAERERR (72> N A2A7—7 1 2010544
16HA&GR, FEHRESE)

7 1 7 Z)VRER IRIELBI > © DY) 0 B 2 SR
(7Y bAT—7:2010F4A16H&RR. HFEER
WE2.7.6.6)

VY= N—HT = > & Z VESNHED & O8] 0 B AT
e (72> P AF—7: 20104E4H 16 H &R, &
EWEE)



16) EINENHERE (72> bAT—7: 2020F6H29
HA&GR, wEHES)

17) Maguire P, et al. : Eur ] Pharmacol. 1992 ; 213
(2) : 219-225

18) Raynor K, et al. : Mol Pharmacol. 1994 ; 45 (2) :
330-334

19) Brunton LL, et al. : 7'y K< « F)Lv o ElE 5
11k E)IEJE 5 2007 : 669-728

20) TYFEHEIEE TV EHWERER (720 R
F—7:2010F4H16H %R, HEERHE
2.6.2.2)

24, YHEERERUEVLEHEL
TILE-I— Lty —
T259-0151 /11 eAn_ERRAFHETH: / 11500
TEL 0120-12-8195

25. {RBEHEHT LODER
FANGE AN BEERETSS (FRAE3ASHM) 1
£ox, 1E30HAEMEE LTHET 5.

26. BGERRGTRES

26.1 BHESERFETT
R A
BF/RHE A A DI ZAIRS67EH

26.2 AR5EIT
TIVEMRA S
REEREA X IE 7 B2-44-1

SEARTTTT

TRREHKA

B ERIDOH=ANE6 721t

ARZETT

TILVEKRINTHT

HRAGE S XIES B 2-44-1

FIT8



