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(ng/mL)

25 - 1E~8EEHS : 1441
OE~10EE#%5 : 137
O 2 2 T R e Moyt
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% r VAT RS
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7 1.5 ]
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& ° &

6 12 18 24 30 36 42 48 54 60 66 72 78 84

(hr)
¥ 5 % DFE

o
o &
[oX €0/0.0.-0:0

RIE/INy HIVIESREOMER T 1 > 2 ZIIVOEYENEE/INT X — 4

B RY/E)I w a5 5 Hek (10[0]) ¥ 5-0
INT R — % (1411) (13f%1)
Cumax (ng/mL) 1.702+0.489 1.972+0.418
AUCo (ng-hr/mL) NA 16.085+2.263
AUCos (ng-hr/mL) 4458+1.135 6.805+0.902
tma (hr) @ 0.833 (0500 - 1.833) 0.500 (0.250 - 2.000)
tyz (hr) NA 10.29+153

I = e a) HhJufE (#EPH) NA=Not Applicable
e & P G- L 721000 BICEF DR - T A A121E, Al %2 il S5 - o% 5250 M~ v =2
L. ZORBRIEZOFFOREL L7z,
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(3) EEFRHER TR 3) BUABEE 5 5 EER S0 NERRE
& QMR H A AR B 21 B112 517 % 4 — 7 =~ 100, 2005 U400 4 g% B [T v 71 V4% 5
(22%) (3 BIFMTEN L L CARTHE6B) L7k XOMiEth T = 2 ¥ = L EE o A

J:Ef‘ L N ?ﬁ5f§075~15ﬁﬁﬂ c:CmaxL:i% L f:f(ﬁ\ t1/25i503~769H%':FEqT&) e f:o Cmax&
CAUC) e 3G EAIIS U CTHI L 720 SRR RE & HARNEREN (BIMERE) @
MiEH 7 = > % Z)VOFEYERE/ T X — & TR OMHEEZ IR L7z,

HEN Y HVEEREOMERT 1 & S LBEOEE

(ng/mL)
2 - —O— 400ug (6f)

—{+ 200ug(6)
—@— 100ug(641)
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%
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=
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5RO

HEUNY AIVESEOMFEFT £ > 2 ZIVOENPEIFER/INT X — 2

P ENRE 100ug 200ug 400ug

IST A5 (651) (6f51) (6f51)
Cinax (ng/mL) 0.464+0.363 0.939=0.596 1.553%0.665
AUCo(ng-hr/mL) 2461+1.136 3429+1.100 7.264%1.758
tinax (hr) ¥ 0.75(05- 1) 125(05-15) 15005 - 2)
tuz2(hr) 7.69£5.67 5.03+1.00 # 5.25%1.87

FIGME = BRAERAE a) 561 b) ALl (FEBH)
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Ihi-mEE
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WEIMEE H AR N AN 26801 A4 — 7 = > 200 u g X 182 OF 50 u g X 4§ & B AN » 7
WG AR R ALIEE M2 SR BR % L 721, 35250 D Coax X NAUCo D AT 35
ED D% EHX T T b W F I FEIEEOFEE (90%EHHXH 080 - 1.25)
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BN ISEHEEDE L/ Ny IR SO MIEFR T 12 VD FEENRE/ N TA—4

e oo AA—Tzy B:f—7xY e

>;‘ S - i iy = X
HOIE STA=E | o0 iax 155 (2651) | 50ugxdst (2661) B/A (0% R )
Conae (ng/mL) 0.608+0.245 0.620+0.247 1.030(0.864 - 1.226)
AUCo:(ng-hr/mL) 1.988+0.751 209141016 1.024(0.882 - 1.188)

g £ R AUCe @ OREIA S 7 = & = VIREEASHIE & 7z il R 0 E COAUC

FER & 325 L 723050 #4202 DARIREER O — T ARAE L TWdud, BEBRE I N 372 L 9 ISR S, LB
Ji5 U CAKTHET L 720

Bk, BRGNT R O G 2 BERD AR & L, B 2 RERA L L2 BT £ 7V O TCha L
AUCo & i #T L 720
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,%\jé‘ﬁ Cmax tm.ax AAIJCO—tmax'.X'2 AUCOVS
(ng/mL) (min) (ng*hr/mL) (ng*hr/mL)
A2 (861) | 1.14(0.26 - 269) | 25.0(15.00 - 45.00) |0.17(0.04 - 052) | 2.05(1.16 - 3.83)
IR 272 (861) | 1.21(0.21 - 2.34) | 22.5(10.00 - 121.00) |0.20(0.00 - 0.65) | 1.55(0.74 - 3.07)
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MiEH 7 =% Vg, 7077 2 A0S P58 Stz (Fiks - 275mL/
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kg) L72& X, 7128 S VOMPEREINT A — ¥ IZMZICITL A LER LD 572,

EEEICH I 2EMEE ABEADT—%) P

EAREBEABNC T = v 7 = V2B ug/kgn RN G- L7z &, 7= v 5= voeg s
)75 A (CL) &M IREZEHRME (BUN) IIZEOHMBD D SN 7z®, Ldt> T,
BUN?Z &l & /R B B S CIICLAYE T LG i A L5332 W ietrid 5,
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*£0.061 % 0°0.090 £0.063 hr' Tdh - 7z CFIgME + FEEF) 19,

CL/F : 586+ 179L/hr (H A NFE LR B EOBIN A — 7 = 400 u g% B[RS v F1 )V 5:) 0
(P9l + R )

VA/F : 4289+1374L (HANEMIREFOHZ A — 7 = 2400 u g% B[Rl N - J L #5)9
CPfiE = B R 2)

SEERENTEC & o TRD 72 vitrok M IEEEEEER (R E 10ng/mL) 13844% T &
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W OHR R WIDAERTH 1) . HEIFEG-%A505 Thom MALHIREIZE L7z, fIK5&E
DFI50% A AWEREIE 2 K L TR 2 RIS AL, KRB TH L5 D O50%D 7 = » ¥
SV, ZOBBIEICBIT L CRINENS L ODOKE ZREER R % 21 Rz
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ALK S ARLPIMNICRAT L 722 e, 7 2 v 8 =)V IR — iBI M & i@l 5 % &
HZZbNbo

FUER R L

<Z§%>26)

IR LT B e 21250, TR U100 u gD 7 = ¥ ¥ =V ZFIRIICH. 35 L 72 & &
7y VidaE R il L, e oM R I G50 TR I IRORIREE I EE L 71k,
6073 £ THEERMEE T DFJ40% DL THERE L 72 2 L 23ty ST %o

HNEADT—45)

T 72 o3t rh (EIR37T~41AM) O Lhic 7 « ¥ & =V 7 = U YR & RS G5
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WHBBATT 5 Z LD SN Tn 52,
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<HE>D

A XHREETC PHI 7 = v ¥ =)V ViR (10 ug/kg) % IRINER G- L 72 O BN
DR 7 = v 5 ZOVEBAURIE, 2~ 1050 R (S HE L 7t AT iR i & AT
(P54 5 L IMSEhEEO#46%) L CTHEE L 72,

FLER R L

<;;%:’é>29)
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SRR A L7z N— 5 — IR, IR, BRI OV IRR E A% < R TRl
v Wi, 6k OMERIR A Y < R, TR, O MR OIS 25 & AR DR
GIRBIREE T D o 720 BG4 Tl &5 OB REREIZEA L. EHNEW» S0 - 72
b, T, RIS VBRI SIS RE SRR H AL, T OO TIIT & A LR L7z
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5. X
(1) CHEBAROHEE

(2) KRS 2B%
(CYP450 %) 0
oFiE

(v M. 1 vitro)

Tz v F Z)VIEIFEE & NG RIEIC B W TCYP3A4IC L o THEEL T/ VT = v 7 = )b,
BFENDO, Fh, BYEERICBNT, VT oy ZVOEBEEIZIZEAERO SN
'/(1/\&\/\3110

E MCH T BT LHRR

H.C Q&N

3

INTR2Z)

o 2,00

T 22

CYP3A4
e

1) CYPSA4RHEE /- 3 FEREICL ) ZIIHHE HEAT—&) 2739

) R BV (200mg%x 1 H3ME) % 3H MRS L2, 8RNES Gug/ke) L7z7 x
YEZNDT )T T v AT Ly AUCewlZ2 78512 ER L7232, —F, A bF
aF =) (200mg/El ZAH M ARG (X #IRNES Bug/ke) Lic7 =
Y ZNVOEMEEICAEBE B E RIS Lo lz¥,
U777€97(ﬁﬂ&%%%@)%ﬁ%&?btk§‘ﬂﬁﬁﬁﬁgbt7l77
ZVOAUCIEHIL/3IZHA L. CL/FIEF2R5 1238001 L. BAIZ1/2BLFIZid L7z $72.
raLT7 YRV Yy (BO%G5500mg) UG Lz &, 728 = VOAUC
ARI2REC LA L, REW VT 22 % 2V OCuan K FAUCIE VTN WA L7 7
L= 7N — T 2a—A0HMIE, / VT 22 F ZVDCun P S0 FNLL
MDINTG A= G L FIATE ko2 LL., WENEHFHLAEELEDL, 72 v
5 Z IV D Crax L WtmaxlTZAL L 2 2o 7239,

Ty ovid, EELTHEE NG TCYP3A4IZL > TRFENDLZ ENS,

CYP3A4IEMEZ BHE X IZFET 2HHN L OB HIZ, 72092 VOEF 7T 50 A
FEALE R, BRI EE R KT SRR D B

2) BECYPAFREICH T 2BRMEEFARVBRFAZMER (in vitro) 5739
LNFIZaY -2 F T 72y vy T UERE (01~10 umol/L) DF/FECYP
5 1fE (CYP1A2. CYP2A6. CYP2B6. CYP2C8. CYP2C9. CYP2C19. CYP2D6.
CYP2E1 K UFCYP3A4) |23 AIEREMER AT L7z L &0 wWIhoCYPHFEIC
BOWTHERMIEED S 2 BERHEMEH IO 5N 0o 729,

v hoREEFML w7y =)V oy EE (0.001~0.3 g mol/L) @
CYPIAZ2J UFCYP3AAZ K § A ERFEEH 2 MET L7 L &0 W hoCYPHFHIZ
BWCOBERFEERIIERD b N h o 7230,



(VI s8Ry 38H

(3) MEBEBMRNOEE [VI-3. W) DIHSHE
XUz DEE

(4) KEMOFEEDFE ERBYD V7 22y =i, BERTIIEB ARG E A LIRS R,
KUtk
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INS A — 4

6. Hkittt
(1) BEMERRLR UHERR PR R O

(2) HEitt= HHEAND 7 — %)

EHERNIC64 ug/kgd [PH] 7 x> & =)V EBIRNTRS L7 & & 728000 £ T2k 5
BIEEDT6+ 3% R AR S, %58 064+ 12%HRE bk e L TRl S ze —T5.
FEPAOSFHED RREPEHRIZ G EDOINTH 1) . HGED12+03%0 KK E L CTHE
Mz, 7o vy 2 VIIREEZ 72212, BICRB & L TORPICHRR S 723,

(3) HRHRREE FMER R L
7. b AR—4—(C FLER R L
BY 515

8. BMFICL HERER FLER R L




VI 22 (FEALEOXESE) (BT3B

2. BRAR L TOEH
(FRIZEZZET)

3. REEUISRIRICEHET B
FERALDEEE
Z DA

4. BERURAEICEET S
ERALDEELE
Z DIEH

(% %]

NRASFR o TN AN i_fa?xﬁ-k WELBENDH LI L E2BEFIC
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RITHREMDSH L7720, G LanwZ &,
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8.1 Pregnancy

Risk Summary

Prolonged use of opioid analgesics during pregnancy may cause neonatal opioid
withdrawal syndrome [see Warnings and Precautions (5.8)]. Available data with
FENTORA 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. When administered during gestation through lactation fentanyl administration
to pregnant rats resulted in reduced pup survival at doses within the range of the
human recommended dosing. No evidence of malformations were noted in animal studies
completed to date /see Data].

The estimated 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 2-4% and 15-

20%, respectively.

Data

Human Data

In women treated acutely with intravenous or epidural fentanyl during labor, symptoms
of neonatal respiratory or neurological depression were no more frequent than would be
expected in infants of untreated mothers.

Transient neonatal muscular rigidity has been observed in infants whose mothers were
treated with intravenous fentanyl.

Animal Data

Fentanyl (25, 50, or 100 mcg/kg) was administered subcutaneously to pregnant rats
during the period of organogenesis (Gestation Day, GD 6-17). Maternal toxicity and
a decrease in fetal weights were observed at 100 mcg/kg but no teratogenicity was
seen in the study (100 mcg/kg dose is equivalent to 1.4-times the exposure of a single
human dose of 800 mcg per pain episode, based on an AUC comparison). Fentanyl (50,
100, or 250 mcg/kg) was also administered subcutaneously to pregnant rabbits during
the period of organogenesis (GD 6-18). Maternal toxicity was noted at doses =100 mcg/
kg. No teratogenicity was seen in the study (250 mcg/kg dose isequivalent to 7.5-times
the exposure of a single human dose of 800 mcg per pain episode, based on an AUC
comparison).

Fentanyl has been shown to embryocidal in pregnant rats at doses of 30 mcg/kg
intravenously (0.4 times the 800 mcg dose of FENTORA on a mg/m? basis) from GD 6 to
18 and 160 mcg/kg subcutaneously (2 times the 800 mcg dose of FENTORA based on a
mg/m? basis). No evidence of teratogenicity was 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 6 times
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the human dose of 800 mcg FENTORA per pain episode on a mg/m? basis and produced
mean steady-state plasma levels that are approximately 5 times higher than the mean
Cmax Observed following administration of 800 mcg dose of FENTORA in humans.

In a postnatal development study, pregnant rats were treated from GD 6 through
lactation day (LD) 20 with subcutaneous doses of fentanyl (25, 50, 100, and 400 mcg/
kg). Maternal toxicity was noted at doses =100 mcg/kg. A reduction in pup growth
and delayed attainment of developmental indices were observed at =100 mcg/kg. No
difference in the number of live pups/litter was seen at birth, however, pup survival at
LD 4 was reduced to 48% at 400 mcg/kg and by LD 21 pup survival was reduced to 30%
and 26% at 100 and 400 mcg/kg, respectively. During lactation, fentanyl-related clinical
signs (decreased activity, skin cold to touch, and moribund appearance) were noted in
the F1 pups, most prominently in the 400 mcg/kg group. Pups from this group also had
significantly reduced body weights throughout the lactation period. The dose of fentanyl
administered to rats at which no developmental toxicity in the F1 generation was seen
was 50 mcg/kg which is approximately equal the exposure of a single human dose of 800

mcg per pain episode, based on an AUC comparison.

8.2 Lactation

Risk Summary

Fentanyl is present in breast milk. One published lactation study reports a relative infant
dose of fentanyl of 0.024%. However, there is insufficient information to determine the
effects of fentanyl on the breastfed infant and the effects of fentanyl on milk production.
Because of the potential for serious adverse reactions, including excess sedation and
respiratory depression in a breastfed infant, advise patients that breastfeeding is not
recommended during treatment with FENTORA.
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Hidh FLEANE
KE O R CE The safety and efficacy of FENTORA have not been
(20134:2H) established in pediatric patients below the age of 18 years.
KM DSPC The safety and efficacy of Effentora in children aged 0 to 18
(20134:2H) years have not been established.No data are available.
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