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1.2 RE7 = X =)VRRIEOE AR (BLOFICB W CIE N TOMBIAAREE £ C) 12id, @0 72 R
RENMEOND L) BEOEEIREEZBE LN LM T CERIckST52 L, £7-,
WEZIS U, SRR, SRURBRERA BRI itk 2 O35 2 &,

1.3 BEOIREE (FRANHS) 28I LN DEEICHRGT5 2 & FROEBMEERICR L CGEM
B 5 OO A B4 A REIBIN SARFNA~EE T 255100, miEkGELo&R 558, 2tk
OBETR 2V R O 2B E L ¢, BEAORBUCERE LR S, MEHAERE 2T 2 &
(A RT7A *BH),

1.4 MR IR LT TAEA A REAIE U CABIZEET 2568120F, MAZELEE 2.
WE LY BIEHE (WA FIA4 52 8) »oBBTHZ 2% B L, $#ERDELORIER
DIFARMEBIE L2205 AEHME 2175 2 &,

XBARBREZR-RBES K URBEEREFERTM FS54 2 2 (/)
3) FAE (7oA DILESF&RIZDOLNT)
(3) BLLVERE (&R, BYEERELGL) IIXT 5iEE
O E
a) 4 Tm e iigiEIcx LCi, MilnkG8E L LCl~2pngkga#itL, Sl&kEl~
2nglkg/hr CREGLERET 5, BE OFH, JERIZS U CEEREALETH D, BE
H OISR (PCA) %179 8A1%. 4~60pg/hr TR 5- 21T\, WAIS L Th
~105LL DR TT~50pg (10~20pg% WS Z ENZV) OHEIRG %2179,
b) FEMEVEE @FEPEEIEICH LT, BROELE RBFIN LY B2 AL, IHED
1/3008: 70> B BHMET 5, FHeiEEOHMERFRIZ, 0.1~3.9mg/day & HAZENKEZ WD T,
0.1~0.3mg/day HRAtE L, HEELZHET D2MNERH D,

(EENMERUVU BETRS)
1.5 JRPTHREAIE 2 P35 2 &,

5. BRFRAE
(1) BRT—2/\v7r—>
AR L

(2) ERBREIBEER
LR L

(3) FBRISRRIAE
LR L

(4) BRIEMOHER
1) EHERITHR
PR L

2) REMHR
WAL L



(5) B - FRRERIHER
AR L

(6) aFHER
1) ERAERE (—REARERE, BEEARERE. ERRELEEE) . REREET
— 5 AR, WEREEBRARONE
AR L

2) RBFHL L TERFENORNBXIEERE L-HAE - RBROYE
AL

(7) Zoft
BN L



VI. BpFE(IZRHY HIER

1. EEPMICEAELH S LEYRITILEHMEE
TN T IV a A KRR %R
HE : BEEOHHILEMDIE « IREIL, RFOBEBTRLEZSRTHZ L,

2. EBEEH
(1) {ER&RM - 1ERHF
u A EAA FEZARITERIISH S L. TR A5 OREREO LATMERE 2 BRI
Hl9 % & &IPS FER A TATT DB IHR 2G5 2 LI & 0 SRR 2 %
T A

(2) ENERMI1TDHHAEBRRIE

1)

2)

3)

#ERER (v k)

7z = VOBEFEERIZ. Ty ML 28I (Tail-diplk) TENLE R XIRFV
VEWET D L ENEN29265 IS8MEITHL T A1~ Flo, T2 X =D
7240 (LDso/EDso) 13281.8Tdh V. E/LERDE.5, ~~F L DA48ITHAKX U 3),

HEREARER  £YEMRFHRER (Sv )
Ty MIARBIE T = > # =V iERR0. 1mg [5F— =3k 20.1mghffEst % 5- L, Tailflick
B X0 AR ERTIR T 2 OISR 2 JE T 2 A e RSB 2 5 Lo, £ OR5E.
WA O S RFOIE RZN RN EITFRD DT, AWFREE R Sz 9 (OPCv—
7HEDT—H)
KRIEMEDORRGEIR, R 220D 90% i {HI11E #58 [X [ 23 A ME LA FE O HEE M D =20% LN T 5

LA o m A X EE & HE LT,

EESHE SR ORILEIFER (F9E+S.D.)

30

O EBEIEH
A & 01mg
O 7zr%=ViE&H0.1mg [E—=%#] 0.1mg

25

[ J T N . n .
Pre10 30 60 120 180 360
5 20
B (7))

Neuroleptanalgesia ™

T H =y TR, REHERAIE LT PRI 28R AIE L ToR

T <, FPREERTAI KoY R— L L OFFHIZ L V. Neuroleptanalgesia®IRIEZ 155 = &

MNTEDH 9,

7£) Neuroleptanalgesia®Fif 1%, EikDOIHKZ: LIC8mah R & SEFp R 2 GH Z & C, &
JIRAE A 1S D L RIRFIC, 28, BPFORREICXT 2L, AFRMRROLE, &6
V28 L DIERLRIIFSAE 35 S AL, FEAEMEI TV © Mineralization DIREE (AW D X 5
WIEENR O Ao 2 dREE) L7220 . ZodREETIX. BEITFINICHEY B L <.
BEEWE EOMICBEEOBBOH HIRETTINEITY ZENTE D,



(3) EFARLIFEM - R
SEIRIERIL, FRNEE G- Clak 5% 2~3r CTh bbb, @EMHE (T0kg A 0.5~1mg) T
1%, ZhEITH 30~45% (surgical analgesia MIRAE) Fifid 5 9,
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VII. ZMEREICEEI 5 HE

1. MAEEDHE
(1) BELADGMDREE

itk 889 M OV R ORI LB 7R 7 = o Z =)L DI R EE I3 2 1.0.6~3ng/mL, 3~

10ng/mLTH %5 2,

(2) BBRHBR CHRRIN-OFRE
1) #ikNkE MAEAT—4)
RS 5HIIC3H-7 = # = )V64pglkg (7 = X =)V 7 = R 10ng/kg (ZFH 2 |
10mL/90sec) #FHEHRL- LI-HE. 7 = v % =)L O MR I3 54604 LLNIZ 20E 1T
KT L, #58DOM98%MNHKL LT, TORIIHRAIZIKT Lz, £7=, AUC (0-8) IL¥H
$511ng/mL * minZ /= U, YN E2593.6F5 0 (T12.=1.65%y. T12:=13.4%7. T12:=219

7)) Tholz o,

3H-Z7 x99 ZIV6.4 ug/kgh#iE 12 S DM RRE

(ng/mL)
201

mEEEHES TN\ 1

0.61

0.3

(n=5)

Total *H

*H-Metabolites

2H-Fentanyl

B R (h)

HREEE (min)

T2, =1.651+0.12
Tie2=13.4%t1.6
T12=219+10

AUCo-s (ng/mL * min)

51137

n=5 PHIEEFEAERE

11



2) BIRNEFRIRS. BENMHRRE GEAT—%)
PAMTR O R BHBOBIC . BRI (2661) FE72ITmiiES (2661) 127 = &% =/L1.5pglkg % H
¥ 5-1% . 1nglkg/hr T24REfIRHGER G L, MEH 7 = o Z =V RE 2 E LT,
RIS G- Tl G- BRAR2IF I AT £ TlR2fiThttish, 28R R THARME S LV RETH - 7o,
THEH - #RN G 8.6+ 3.3hr (CFHJfE CIEHER %) 7
S G- 8.9 4. 1hr (CEHME = (FEHER &) 7

-o- TR -

—A— PR NS

=EXSIIN NN

N3z

&
o~

-
e

05F
L1)

=)
Q
5 TR

2. Hsie)

;

05 1 2 4 6 8 1012 24 27 30 33 36
EEf (hr)

Jr 2Z)VEESRE (FHEHEERZE) WMER7O7 -0

(3) &
FEWG M 23 2E U A Iy EE I, 0.7ng/mL LA ETH 52, A A 230.6~2.0ng/mL Tl
REICRIRE & 72 5 19 7R 13 4E Crguy 2,

(4) BE - ftAZEOEE
BEORE &4 Lan
DFFHSEDRE A E R L

2. FUBEEBIIS A—4
(1) BHH®
KR L

(2) RIGEEEL
MR L

(3) HRXRETEH
(NEAT—3)
e 7 5H11C3H- 7 = » X =)L 6.4ngkg (7 = > X =)V 7 = VR 10pg/kg (2 FH 24 |
10mIL/90sec) % EHRIICHAIE G L7z & & OyE R E£0030.041£20.007min?  (CF#IE =
IEHERRSE) Th o7z 9,

(4) VU7 VRA
1) #IRAKZE NNBEAT—2)
RS 7-56HIZ3H- 7 = > % = v6.4pglkg (7 = ¥ =)V 7 = R 10ng/kg (2 FH 2 |
10mL/90sec) ZH[AF G- Lzt & D7 U T T A13956 £65mL/min (CEHfE + FE#EE )
THo7- 9,

12



2) BIRNEGERS. BEENMNEGRERES ONEBAT—4)
BRI DI 14 B0, FRIRPY (25M1) F 721360 (2560) &7 =2 % =1 1.5pglkg %
HEH G, 1ngkg/hr T4RFMHH I G L, MigEh 7 = > & = L 2 0E Lz,
H RN EsR I 5 ¢ 22.27+7.11mL/min/kg CEXfE + AR 2
A it 5« 22.05+5.47TmL/min/kg CEH4E+HEAERZE) 7

(5) P MAE
(NEAT—%)
RS 75HIIZ3H- 7 = > ¥ = /v6.4pglkg (7 = > X =)V 7 = Y 10png/kg \Z fH Y |
10ml1/90sec) % EARMICHRIEEE LTz & & O A FEIE3.99+0.201/kg  (EHIfE + FEHERR 75)
THoT- 9,

(6) Tt
A% L720

3. BEE (KEaL—>3>) B
(1) B
MR L

(2) NSA—EZEHERA
R L

4. R
MR L

5. O
(1) mik—xBEP @B
BN ¢ 2P

(BE:35v )

HEZ > MI3H-7 = % =/10.2mglkg & A TG LTz & & &G 1REE% O RN U RElR
FEIE, KEMTIX59.0+8.9ng eq./g. /MM TIX63.2+14.3ng eq./gTH Y . IMHRTTIH49.7+2.9ng
eq./mL Th-o7- 9, (CEHELIFEERE)

(2) ME— AR EB
gk L

(BZ:Sv k)

HRIOH B D F v MISH-7 = > Z =10.2 mg/kgZ Al PG5 Lz & &, ®EIRFRI®ZICHIT
2 M6 R N O RE R FE VX BB OO i ik B BEIR B D RI265 | < HERE L. IR RPN RB IR FE 13 R
B O MR N REIREE & BB TR ATITIE F LT 9,

(8) EiA~DBITH
MEAT—4)
MR (WER3T~413) 1062 7 = o # =)L &2 MBI )6 U C IR F RN G Gafk 5
& : 50~400pg/body) L7REDIIH T = 0 & = VIRIEIL, srifdRsiils Kk U4t T2 h
F10.15%T00.14ng/mL LA FTHY . 7= X =/VOARBITRRD LT 9,

13



(4) BEE~NDIZITH
(NBEAT—%)
6HIDRBFIZT = ¥ = 1nglkgZ MEEAE G- U= RO B im B PR & BIEERFRIXLL T o &
BYTHHoT- 10,

Cmax(ng/mL) Tmax(min)
[ 19.1+20.7 22.5+9.9
FABE 1.9+24 92.5+13.3

n=6 T EFEERZE

(5) ZDMOEE~DBTHE
AR L

(BE:35v9h)
HZ » MI3H-7 = % =/10.2mglkg Z Hilal f T #5515 O FHE#E N U BEIE E 2 T RITRT 9,

HEZ v MZBY 23H-7 = % =/10.2 mglkgZ HA 2 TG L7z & & ORI B RENR &

P FHARN O BEIRE  (ng eq./g XiFmL)
Y 1 KFH 4 B[ 8 M 24 FEFH 48 FEFH]
iR7:3 49.7+2.9 13.6+0.8 5.910.1 1.4+0.2 0.70.0
I AE 53.2+6.4 14.6+0.3 6.2+0.1 1.3+0.3 ND
K 59.0+8.9 6.4+0.5 1.4+0.1 0.2+0.1 0.2+0.2
aNilts 63.2+14.3 6.2+0.1 1.5+0.2 ND ND
IR 78.2+16.0 6.41+0.3 1.6+0.1 ND ND
i REREN 426.8+43.8 | 50.5+9.3 13.3+1.8 ND ND
FOIR R 178.7+44.9 | 52.8+31.5 12.0+3.7 5.1+4.5 ND
A MR 435.3+54.5 | 85.0+39.8 21.6+5.6 2.2+0.7 0.9+0.3
AR ER 52.2+2.5 12.8+1.4 5.0%0.9 0.8£0.1 ND
N B 901.8+44.1 | 118.3+7.6 | 14.9+1.3 2.2+0.1 1.4+0.4
it Ji 263.9+36.8 | 25.8+0.8 6.470.3 0.6+0.1 0.3+0.1
N - 107.2+6.5 | 18.2+0.9 6.8+0.7 0.9+0.1 0.4+0.0
fiti 340.1t59.1 | 42.3+2.6 13.9+0.3 2.3+0.2 0.9+0.1
JiT ik 514.4+66.1 | 132.6+114 | 626+1.7 20.5+1.8 8.5+0.6
5 gk 452.5+103.6| 135.6+23.8 | 49.6+6.2 15.12.9 6.7-2.3
2k 347.2+79.6 | 59.9t4.3 19.0+1.2 3.7t0.4 2.1£0.2
i 299.9+112.5| 43.4+2.38 10.7+0.7 1.9+0.1 1.0+£0.1
[Nk 4315+52.4 | 48.4+5.1 11.1+1.2 1.0+0.3 0.5+0.1
H 416.4+150.6| 50.9+25.6 | 67.9+92.3 3.62.0 0.5+0.2
/N 314.5+210.0| 324.8+31.0 | 107.8+28.8 | 17.1*+1.6 2.6+0.7
N 131.1+12.1 | 98.8+20.6 | 265.0+55.7 | 31.4+2.9 6.1+2.6
IR Y > REi | 261.7+27.1 | 46.4+5.5 8.8+0.4 1.1+0.1 ND
FIRVAI 177.0+23.2 | 33.6+6.6 | 34.0+14.9 1.5+0.2 0.5+0.4
FHEL 204.4+21.7 | 41.3+89 12.8+2.6 2.6+0.1 0.7+0.2
iE LN 221.5+28.8 | 50.3*+4.1 12.8+1.3 1.3+0.1 0.4+0.1
F5eE 154.8+15.1 | 39.0+15.8 | 17.4%6.3 2.4+0.3 1.0+0.4
2 & 134.8+7.4 | 252+58 5.6+0.2 1.3+0.3 0.9+0.3
[iI=3i0] 166.1+52.9 | 140.1+8.1 | 41.3+10.7 1.1+1.0 ND
e i= ] 257.3+102.3| 41.6+14.5 6.5+0.7 0.9+0.1 0.4+0.3
B AR 72.7+8.8 16.4+1.6 5.5+0.1 0.7+0.1 0.3+0.1
‘B it 306.3+17.4 | 31.8+7.4 9.1+0.8 0.7+0.6 ND
ND : B FIRAR (<Xy 7 7702 RO2AE) EEIE AEER A (n=3)
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(6) MPEQHFEEER
(B& : invitro)
t b 84.4% (CFfrZ&HriEk. 10ng/mL) 1V

6. X

(1) FCHERGL R UM SRR
X B ER L
FIHHE I S5,

R BHRRR

(BE:5v9h)

7 = B = VOFEREO—DIT Y D UBROBLINGLT VX UIZ LV ETLD I VT 2 A =
NTHD, JIVT =B =) UIRKEDHEEEA L LT, —EBIX S BIC7 V7 1 g 2\ O IS
2T, EIRFPAPEIES D 9,

”JC\/J\\]

HiC ANy T

e
T /2=)
O O
,

1
|
\j

HsC\/LKN & NH
0
@ M4 (VLT vB=)L) H:>
HO

(2) REIBEET 28K (CYPH) DHFE. F5E
(B% . /n vitro
t MFI 7 e V—L2EHWRENC LY. VT 2 2 = ~ORENTIZCYP3A4 235 LT\ A
eI TS 1201,

0 /O
HJC\/J\ N

M5

(3) FIEEAHNROFRRVZOEE
A% L7

(4) RBMOFEOHRRUEEL, FHELE
PR L

(BE:FEILEYH)

u A A A RZRIET T =2 MEVEOFRIECTH 5 /0T » MM RERGIHEHITEMEIZ BV T,
JINT 2 A= )VOIEVEIL T = o Z =)L DFI1/950 T - 7= 19,
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7.

8.
9.
(1

(2

(3

10.

11.

Bttt

NBEAT—4)

R B 1-50I3H- 7 = » Z =)L 6.4nglkg (7 = % =)L 7 = U leii10pg/kglZAHY) & R 4%
G U, T2 E TR G EDOT6£3% CRE(AR : 6.4£1.2%) 23 RFUCHRE S L, 9% (R

BAVAR + 1.240.3%) NEPIZHEHE S 7= 9,
S A i 2

T 40

th
i

9% 20

T

10 STy F=I

e ;4 ]

0

0 é 1|2 214 4£8 712
B3 5 (hr)
BIRARS #0712 2V RS IEE R OR R

kS Y RK—S—IZET HIEE
gk L
BHE I & BIREE
) BEREET

gkt L
) B

NEAT—3)

OB LUWEREZ AT 24MENEREREFELFIC 7 = > % = /VALAHAIS00ng/hr, 7 = % =
JLPCA60pg/hr  (MEHT BARIFIZ50pg & 1B 5-) | /0 & B /K F#60mg X 2[11/ H %
BhH L, BITRiEO 7 = % = VIR EREZIT > 72, BRIOIEE (¥4 7 7 A4 F—B4T
f7) 135.4ng/mLTH Y | FARMIEE (XA 7 74 —B17#) 135.3ng/mLTH-7=, F7=.
ZEATATREE36. Ing/mL, 2K OFENT(35.4ng/mLTh > 72 19,

) EEOEER
K L

HEOEREHT 2BE
AR L

Z0ft
LD L

16



VIII. Z2% (FERLOFESE) (CEYSHIEE

1. ZERR LT NDEH

1_%2:!:

FEIDEENABR VL BETHREE, ChoDREECERLEZEMOAIZELY., KEOERE
NEYEHIENDBEIZODVWTODAERT H &,

2. BEZFNDER

2.*3(&®$%luhﬁbmu &)

(BEHEHE)

1 FERI OB A RO BRE [11.1.83 2]

AHKN O RAT % LIsBUE DBEERE D & 5 B3

S AME . IMAEIS SR K D BFHRRAED X 5 ZRFERH 2 - LT WS [T X =L

BHIZ X0 EERMRMHENEZ S ZENH D, ]

FARNEOBERE O & 5 BE RBHEATIRSEN R 52 &R H 5, ]

mEEEE [RETNMENR D2 N D, ]

TR T = R KRN % B 5 B S IR LE LN O B3 [10.1 2]

<EE%&5&U(%&T&5)

2.7 VEHHIALIXZE DOFLICRIED & 5B A G RO S FE G X0 (bR
RIEREZRZTZ 08B D, ]

2.8 HUmEDBE [FEEAEEE L O b TG X BEEOBER 24 L2 B8ENnNH
%o ]

(K BETHRES)

2.9 TXmRCRIEE (BERZS, IKAFBESR., BHEE) OEE [9.1.6 2]

2.10 i - FHEICHEA, ﬁ%*&v%@@@ﬁ EOIFEIMER B O H 5 HBE [9.1.7 BR]

SIS
W N —

NSNS
oD O1 B

3. MEERXIIZNRICEHET 5:FE LT DER
REIN TV

4. AERUVRAEICEEYT HEE L ETNDEH
(V. 4. MELOHRICEET SRR 22R35 2L,

5. EEGERNIE L ZTDEH

8. EELEXRNEE

(BEHELRE)

8.1 AFNDOFEHITEEL T, —BEOEHRELA & Rk, LT ROEMLR., MRE BLE O ik A M
D5EfE S TP, @E@ﬁ@@T_ﬁmﬁé s
R Z B RIHRE BRIV O E ER D FITERT 5 2 &,

8.2 FNIZvavrbirWnidhEiERERZTZ kﬂ%é@f AFNOEGIZEE L TX, +5
RERZIC IV BEOLEEIRELET S L LT, B L NTGAITITE IR
ﬂ%®&h5i9\%ﬁEW%bfk< L, B, $w®ﬁ%%%ﬁﬂmi VY,

8.3 NA XAy (MJE, D, F, Bl ~VL) ROBREEICER L. BEF o2k
REOBIZZ 1+ 7v, MEG U ClEbIREZ21To Z &,

8.4 JEEOIEEEIITH, MEICHNELRRKEOEIICE EDDHZ L,

8.5 ARHFIDEENTERIZHAT 5 FETIE, BEHOEIRELR A F O BROBIEICIIEFE IS
WK OFEET AL,

(FEEMER UV LETERS)
8.6 ELFERIPUAM 3 B 57> SR LA LR L7 BRICHIT 5 Z &R LD T, +oIlEET S
Z &
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6. HENERZAI VEBICHT HIE
(1) BftE - BEEZFOHLEE

9. BENERZEHIHEFICHTHIE

9.1 BHHE - BIEERZEOHLEE

(B5HEHERE)

9.1.1 EENDEMEE. DABREFDODLMERICELVEEDHIESE
AR TR OB Z 0 o970,

9.1.2 EMMEBRZEDOTREEESTDOHIEE
FE N 2 R A2 B2 N B D,

9.1.3 FEIROHDHEE
WIREE T 08D D,

9.1.4 poor riskiREEDEH
WEWET D2 &, ERANRMSHObNDZ ERH 5,

9.1.5 EWMKTFEOBREEOHIEE
KIFMEZA U9, [11.1.1 2HR]

(BBENMEERUVUL LETRSE)

9.1.6 HRMHERER (HEX., REEHR. 5HEE) 0FF
ARG LD IIRBEL T2 BZNAH D, B, < bFETFTREICX VR EL
THBENDOLHT-OHE L2 &, [2.95H]

9.1.7 & - BHIZHEX. BHERXRVEGEBHESFOIINEEOHLHEE
WEA R G2 L VIR EALT 2 RBENLH D, 0B, < BETHRGIZL U IERIEL
TOHBENRH DO LN &, [2.10 2]

9.1.8 MEHEEEZTDHDIBEXIIhERLFZHREFDESE
i L3 < MEERSOFA~OEEZEZ T2 1355,

9.1.9 HERICERLEMOHLESE
FHOMRIBOBEOBENDH D,

(FEARAIZ5)

9.1.10 EBDEE
FAREICHESEHZG LI2GE, BERG &R0 RGN RET2B8EZNnH 5,

(2) BHmeEEEE

9.2 BHEEREERE
i PR EE D i < Zr D 72D, BHEHSEBOMERIEA NG 5,

(3) FrkrelEEE

9.3 MHmelEEEE
i PR EE D i < A D 72D, BEHIFEB ORI 5,

(4) KIEREZRT &
BRE STV
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(5) 5Fi&

9.5 &

ShTWn5,

AANIIOE 2 il 5720,
Do Elo. M2 ETIEIRT ORGIZ LV BIRICRIRR H b s Z Livd 5,

Wb STSEIR LTV D ATREME D & 2 2ot i3, e oA RMENERME L Bl S &l S
NOGEIOREET L L, 8RR (VA T v b)) TERVPEREOK T2 HE

S IRIE D52 K0 T AR ISR NG N S H b s Z LD

(6) &A%

9.6 X7Liw

ARG IRA BT SEL2 L, B N THAF~OBITRHRE SN TS,

(7) MNRZF

9.7 IMNRF

P Al Z Lod 0,

IRHARERER, AR OHLIRICH MR T TRET 25613, BHENLRGT 22 E
BEOREZBE LN OEEICRET 52 &, IRHAKER, FrAR &K OFLIE TIEFEL

(8) &tndE

9.8 SEE

WERET708TEET 52 &, —RICAEBMEREDNET LT 5,

7. tHEEA

10. fE{EH

AANFE, T & UTHHMUEIRESR CYP3A4THREI s D,

(1) HREZSEZDER

10.1 BtAREZZ BFHLGWI E)

A4

BRARAELR - HHIE T 15 Py - faRIAF

TNRAT = IR | ARIOBEDIER R D bbb sk Tthid b, £z, K

KFn BIDONRIEIT T DB ZND D D, BEDFINFIZL
NUIVE = DR EGTAR LGS D56, BE I REZM
[2.6 2] FE L. PR o H e MR 2 TR < Bl 4

HZ L, Fo, FINEIIRBW AR ZRETHZ &0
FHRHNZ O DGEEITIE, < &b LAMAHT TV A
7 x R K O E A2 Tk 5 2 L

w A EAA R
BRI
EUNE Sl
P E A L
H5ND,
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(2) HtAZEELZNEH

10.2 HREE (BFRICEET S L)

T ) FTVUREHR, N
TEYURER, NLEY — LEE
T A

A2 RIS

T T UBAVEESR R EA

=ERARTLD OHA

B A ot Al

BT E A X I UK

7 )L a—)L

AEAA FH

HZEMBHAHDT, HEkS 7
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Category C : Drugs which, owing to their pharmacological effects, have caused
or may be suspected of causing, harmful effects on the human fetus or neonate
without causing malformations. These effects may be reversible. Accompanying
texts should be consulted for further details.

- KEWACE (FENTANYL CITRATE INJECTION)  (20234F12H)

8.1 Pregnancy

Risk Summary

Use of opioid analgesics for an extended period of time during pregnancy may
cause neonatal opioid withdrawal syndrome. Available data with Fentanyl Citrate
Injection in pregnant women are insufficient to inform a drug-associated risk for
major birth defects and miscarriage.

In animal reproduction studies, fentanyl administration to pregnant rats during
organogenesis was embryocidal at doses within the range of the human
recommended dosing. No evidence of malformations was noted in animal studies
completed to date [see Datal.

The background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect,
loss, or other adverse outcomes. In the U.S. general population, the estimated
background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2% to 4% and 15% to 20%, respectively.
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Clinical Considerations

Fetal/Neonatal Adverse Reactions

Use of opioid analgesics for an extended period of time during pregnancy for
medical or nonmedical purposes can result in physical dependence in the neonate
and neonatal opioid withdrawal syndrome shortly after birth.

Neonatal opioid withdrawal syndrome presents as irritability, hyperactivity and
abnormal sleep pattern, high pitched cry, tremor, vomiting, diarrhea, and failure
to gain weight. The onset, duration, and severity of neonatal opioid withdrawal
syndrome vary based on the specific opioid used, duration of use, timing and
amount of last maternal use, and rate of elimination of the drug by the newborn.
Observe newborns for symptoms of neonatal opioid withdrawal syndrome and
manage accordingly.

Labor or Delivery

Opioids cross the placenta and may produce respiratory depression and psycho-
physiologic effects in neonates. An opioid antagonist, such as naloxone, must be
available for reversal of opioid-induced respiratory depression in the neonate.
Fentanyl Citrate Injection is not recommended for use in pregnant women during
or immediately prior to labor, when other analgesic techniques are more
appropriate. Opioid analgesics, including Fentanyl Citrate Injection, can prolong
labor through actions which temporarily reduce the strength, duration, and
frequency of uterine contractions. However, this effect is not consistent and may be
offset by an increased rate of cervical dilation, which tends to shorten labor.
Monitor neonates exposed to opioid analgesics during labor for signs of excess
sedation and respiratory depression.

Data

Animal Data

Fentanyl has been shown to embryocidal in pregnant rats at doses of 30 mcg/kg
intravenously (0.05 times the human dose of 100 mcg/kg on a mg/m2basis) and 160
mcg/kg subcutaneously (0.26 times the human dose of 100 mcg/kg on a mg/m?
basis). There was no evidence of teratogenicity reported.

No evidence of malformations or adverse effects on the fetus was reported in a
published study in which pregnant rats were administered fentanyl continuously
via subcutaneously implanted osmotic minipumps at doses of 10, 100, or 500
mcg/kg/day starting 2-weeks prior to breeding and throughout pregnancy. The high
dose was approximately 0.81 times the human dose of 100 mcg/kg on a mg/m?
basis.

(2) E3WmICET 5EMNMEHR CKEFRHXE)
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- KERASCE (FENTANYL CITRATE INJECTION)  (20234F12H )

8.2 Lactation

Risk Summary

Fentanyl is present in breast milk. One published lactation study reports a relative
infant dose of fentanyl of 0.38%. However, there is insufficient information to
determine the effects of fentanyl on the breastfed infant and the effects of fentanyl
on milk production.

The developmental and health benefits of breastfeeding should be considered along
with the mother’s clinical need for Fentanyl Citrate Injection and any potential
adverse effects on the breastfed infant from Fentanyl Citrate Injection or from the
underlying maternal condition.

Clinical Considerations

Monitor infants exposed to fentanyl through breast milk for excess sedation
and respiratory depression. Withdrawal symptoms can occur in breastfed
infants when maternal administration of an opioid analgesic is stopped, or
when breast-feeding is stopped.
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< KETRASCGE (FENTANYL CITRATE INJECTION)  (20234-12H)

8.4 Pediatric Use

The safety and efficacy of Fentanyl Citrate Injection in children under two years of
age have not been established.

Rare cases of unexplained clinically significant methemoglobinemia have
been reported in premature neonates undergoing emergency anesthesia and
surgery which included the combined use of fentanyl, pancuronium, and
atropine. A direct cause and effect relationship between the combined use of

these drugs and the reported cases of methemoglobinemia has not been
established.

- ESPC (2024%:44)

4.2 Posology and method of administration

Paediatric population

Children aged 12 to 17 years old-

Follow adult dosage.

Children aged 2 to 11 years old-

The usual dosage regimen in children is as follows:

Age Initial Supplemental
Spontaneous Respiration 2-11 yrs 1-3 meg/kg 1-1.25 mcg/kg
Assisted Ventilation 2-11 yrs 1-3 meg/kg 1-1.25 mcg/kg
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Use in children-

Analgesia during operation, enhancement of anaesthesia with spontaneous
respiration

Techniques that involve analgesia in a spontaneous breathing child should only be
used as part of an anaesthetic technique, or given as part of a sedation/analgesia
technique with experienced personnel in an environment that can manage sudden
chest wall rigidity requiring intubation, or apnoea requiring airway support (see
section 4.4).

4.4 Special warnings and precautions for use

Paediatric population

Techniques that involve analgesia in a spontaneously breathing child should only
be used as part of an anaesthetic technique, or given as part of a sedation/
analgesia technique, with experienced personnel in an environment that can
manage sudden chest wall rigidity requiring intubation, or apnoea requiring
airway support.
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