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ANDA 74-917

FEB 3 1998

Marsam Pharmaceuticals Inc.
Attention: Steven W. Brown, R.Ph.
Building 31, 24 Olney Avenue

P.O. Box 1022

Cherry Hill, New Jersey 08034

II'lllIllII"IIIIl"IIIIIIIIIiII
Dear Sir:

This is in reference to your abbreviated new drug application
dated June 26, 1996, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Fentanyl Citrate
Injection USP, 0.05 mg (base)/mL, packaged in single-dose vials.

Reference is aléo made to your amendment dated July 25, 1997.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Fentanyl Citrate Injection, 0.05 mg (base)/mL,

to be bioequivalent and, therefore, therapeutically equivalent to
the listed drug (Sublimaze® Injection, 0.05 mg (base)/mL, of
Janssen Pharmaceutica Inc.).

Under 21-CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of

Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed. labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.




We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincerely yours,

2/3/78

Douglas L. Spbrn

Director

Office of Generic Drugs

Center for Drug Evaluation and Research
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NDC 0209-3660-20 L scribing information.
t Single Dose: Discard any
| unused portion.

i FOR INTRAVENOUS USE BY

3 X
50 mi. Single Dose Vial 50 mL Single Dose Vial
| HOSPITAL PERSONNEL

1 L USUAL DOSAGE: See pack-
“l “I SPECIFICALLY TRAINED IN

| age insert for complete pre-
PRESERVATIVE FREE 3 0209 - 3660 - 20 9 PRESERVATIVE FREE THE USE OF NARCOTIC

2

ANALGESICS.
FENTANYI- FENTANYL *Each mL contains fentanyl
citrate equivalent to 50 mcg
. . . . . . (0.05 mg) fentanyl base; sodi-
Citrate Injection, USP Citrate Injection, USP | " 0 ide added for pH
2500 mcg/50 mL 2500 mcg/50 mL adjustment to 4.0 to 7.5.
(50 meg/mL*) (50 mcg/mL*) Store at controlled room
temperature 15° to 30° C
WARNING: May be habit forming. WARNING: May be habit forming. | (59° to 86° F).
PROTECT FROM LIGHT:
FOR IV USE FOR IV USE Retain in carton until time of
use. STORE UPRIGHT.
MAaRrRsam EgUTIOdN: Federal law #ro-
PRARMACECTICALS I A . ibits dispensing without
herry il P 08034 ey i, R8s prescription. B3660
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NOC 0209-3650-20 ]
20 ml Single Does Vial [

< 1 :
FENTANYL
Citrate Injection, USP

1000 mcg/20 mL
(50 meg/mL*)
WARNING: May be habit forming.

FOR IV USE

PHARMACEAITICALS OXC.
Chesry Hill, NJ 08034

I

50 - 20

FENTANYL

Citrate Injection, USP

1000 mcg/20 mL
(50 meg/mL*)
WARNING: May be habit forming.

FOR IV USE

PHARMACELTICALS BYC.
Charry Hill, NJ 08034

USUAL DOSAGE: See pack-
age insert for complete pre-
“bing inf ‘

scribing information.
Single Dose: Discard any
unused portion.

FOR INTRAVENOUS USE

. BY HOSPITAL PERSONNEL

SPECIFICALLY TRAINED IN
THE USE OF NARCOTIC
ANALGESICS.
*Each mL contains fentanyl
citrate equivalent 1o 50 mcg
(0.05 mg) fentanyl base; s0di
hydroxide added for pH
adjustment to 4.0 to 7.5.
Store at controlled room
temperature 15° to 30° C
(59° to 86° F).
PROTECT FROM LIGHT:
Retain in carton until time of
use. STORE UPRIGHT.
CAUTION: Federal law pro-
hibits dispensing without
prescription.

B3650
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CAUTION: Federal Law Prohibits Dispensing Without Prescription

DESCRIPTION
FMMMMUSPhammm em-muamml«w
MMMbMMMWMWBWtOb?smmMDMFM
CMe.USRbam.mMum.me&Wnymas
N{1-Ph A~4-piperidyl) propi .

Fentany! Citrata has the following skuctural fommia:

H
oo X

C—CHy—CH,4
CH,—COOH
CHy

-HO-(I:—COOH
CH,=COOH

C,;H,N,0-C H O, M.W. 528.61
. FewC&yehiedonisamie. pyrogenic, p ative free it

Or intramuscaular injection.

CLINICAL PHARMACOLOGY

Femarmdvaleisammﬁcanalgedc.AdoseoHDo"\cg(o.lmg)(zml.)isappms'vnmelyeaivalemh
Igesic activity 1 10 mg of phine or 76 mg of C . The principal actions of therapeutic value
are analgesia and sedation. Alterations in spratory rate and alveok ion, i witt i
analges&s.nnyhslbnger"unlhemlges’ceﬁeaklﬂedoseol ic is increased, the d L
netis ot Aﬂn:ge:ﬁm Shin o meden His a':\uslonwhealtesu'mmms
emetic activity ither morphine or meperidine. istamine assays o ing in man
ok clini agnify hi e redo: y oocurs with fentanyl. Recent assays in man show
wpto S0 moghkg (0.05 mg/kg) (1 mikg). Fentany!
hom-omldwugesatﬁwerdoses

Y S
No clinicathy gic: e do:

y | h

The ph of fertanyl can he docrad

Y &s a three-compartment model, with a distribution
time of 1.7 minutes, red: ion of 13 mi anda s imination halt-ile of 219 minutes. The
volumeo(éstrbtmlor!erw‘:s4w.

Fentanyl plasma protein binding capacity & ithi ing ionization of the A
in pH may affact its distribution bety ta and the central system_ #t da bl
mwmwammmmm FMMEMM!IMM.
ahigh frstpass y of anintran

0.1mg) 2 mL). Fob g of action is from to eight minutes,

mmmamsmmmm Aswith longer acting L igesics, the duration of the

watory o effectol fentany! y belorgerthan g igesic effect. The folowing cb ione

havebeen d ing aktered respiratory response to CO, stimutation following administration of
man.

fentanyl citrate to man.

1. DIMINISHED SENSITIVITY TO CO, STIMULATION MAY PERSIST LONGER THAN DEPRESSION
OF RESPIRATORY RATE. (Altered itivity to i ion has been ok for up to four
hmrslolowhgasingledosedeoonng(o.smg)(wmu‘"‘ ylcitrate to healthy vokunt } Fentanyl
Mmmmwmammwmawmmmmm
2‘Tmmmmdwmmw”dawenmmammmsmsms
minutes following injection. SeeaboWARNlNGsaMPRECAUﬂONsww:\‘ngmspimwr’depms-
sion.

INDICATIONS AND USAGE
FMMIWUSPSM&IMM’ 3
—loranalgesicact'onolshodwaimduhghe- iC periods, ion, inch
i . andin the i rve penod | Y room) as the need arises.
—for use as a narcotic anaigesic suppk in general or regional ar i
—for administration with a dapéic such as droper njecti as an anesthetic premedication,
lamimaammasmaﬁrohm " e of g and regi
anesthesia.

—umsﬁmmmmhmmMMMumm
Open heart surgery or Certain compicaled neuroiogical o Orihopedic o
CONTRAINDICATIONS
wmsmmmmmmnmmumwm
WARMINGS

FENTANYL CITRATE SHOULD BE ADMINISTERED ONLY BY PERSONS SPECIFICALLY TRAINED
IN THE USE OF INTRAVENOUS ANESTHETICS AND MANAGEMENT OF THE RESPIRATORY
EFFECTS OF POTENT OPIOIDS

AN C@D ANTAGONIST, RESUSCITATIVE AND INTI UBATION EQUIPMENT AND OXYGEN
SHOULD BE'READILY AVAKABLE.
See also discussion of r . 55t in PRECAUTIONS and OVERDOSAGE.

acombination ts used, Buiis and other

nmsmm.wmswmmmmwm
mmmdmmmuMMMdm In addition, when such

xes 10 manage hyp Should be avalk
As with other potant ics, the Yy dep offect of 4 yl may persist longer than the
measured anaigasic eflect. D\ebﬁdpssdalmmﬁg doesics admine should be i

that " > >
recommended.

Y3
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F citrade ke inpab | . A fhe s o olher anioid
¥ y with olther opiokd age

WARNINGS

FENTANYL CITRATE SHOULD BE ADMINISTERED ONLY BY PERSONS SPECIFICALLY TRAINED
IN THE USE OF INTRAVENOUS ANESTHETICS AND MANAGEMENT OF THE RESPIRATORY
EFFECTS OF POTENT OPIOIDS.
AN OPIOID ANTAGONIST, RESUSCITATIVE AND INTUBATION EQUIPMENT AND OXYGEN
JALABLE

SHOULD BE READILY AV,

See also di son of Bc antag -PRECAU’!DNSMOVBDOSABE

W fortanyli ine sk ch the user should become tamiliar with
the of eachdn Mmmmmamhmumw
aoorrumxwed.lu!smdotmr \age hyp

polent eflect W may - the
meastndmd!ed. The total dose of all - i i should b i y
the practitioner bek y from i ki
that bics, when required, should b nradmddwesmnly.-hvasluhlnmm
recommendad. .
WMWMMM iving cles of respiration. This rigiciity has
¢ 10 0CCLs Or recur " ; od x highdose
lnadihon. m ol various groups in the ibes, nack and
- ol thecia il & wt B wporiad
Mmmmb&\mm pose patient manag: This eflect s related
to the dose and speed of ing _ be dby: 1) - oluwpto /40l the
Mlpamlyzngduudn wmwhmd
i aummd Q8 g loss
dmmmmucm i dusiory, or,
3)WM¢M““.MM“¢&WM
agent when fortanyl is used in capidly g agent
used should b with e patient's cardiovascular statuss.
Adequate faclities should b table for i d J admin-
ic doses of lantanyl. Wh , high dos d (above 10 moghag). ¥y ot
be adequate faciities for p ob ion, and it Y. of p who have
W His that these tacilities be fulty o handie all of Y

Fantanyl may also proch:co other signs and sy ot inclucsng

emhom.mA M“Wﬂwﬁmﬁo& " .
ep aser

ummmmmwmmm L jent data to tmthsdoes

ot oocur with fentanyl. Therelore, when jents who have IMAO

hibé ..-.14¢hys. ¥ HOr ‘"‘!Badymyu blockers for

the ol yp Auigiapediiugh

may bx f0 respiratory depressi wh i tho may have a head

myorbnmw Inamiion. yl may obx the chnical f peti with head injury.

PRECAUTIONS

Generi

Themmud' | citrate should b priately reduced in elderly and debilitated patients. The

efiect of the invial dose should b dered i ining o

Nitrouss oxide has b oD prodk el i i given with higher doses
of fertanyl,

Certain & A ek ek A . . dural anesthetics, can
alter iration by blocking Through other mechanisms (soe CLINICAL PHARMA-
COLOGY) 1 i can aiso ath P ! i d these forms

famssar with pr Prep:
0 manage them in th for these forms of
N Wham:_" o K as d idol is used with b i y artorial pr may be
interpretation of puimonary arterial pressure might final of the
patient. Wh LL_..A_‘ ‘AJ gesol& " oioyed iavely small dosages of
may

When fentanyl is used with a sizer such as dvo hyp Ht it occurs, the
possibility of hypovolemia should also be d apy

itioning the patient 1 imx retumto the heart should b h
ditions permit. Care should be p and golp of the possibilty of
ort ypotansion. K volume exp fusds phus ot v
sion, the administration of pressor agents epinep should b B ol the
apha action of Py
npamtmisdwﬂhdw iy 4

Emmmmwmmmmwwm

be due
ympath 'A _‘ 'ivi ,hoadoses"‘ mmmwmwumwm
9

When L fentanyl and the EEG is used & . itoring, it may be found
mnhaEEGumammbnmndM

wmmmmm

P Y dep “opioid i be y Opioid antagonists such as
B the durats ArEIOny depresss by nuyhsbrqer'mlhe
mdmmmmV opriate surven should b 0 Aswuhdpobm
opioids, prok : and i ity 10 CO,
mmmmwmuwnmmmww
tod'-esmalrgdlylnsbaanmomonm pesiod. hypewemt":lonumy
further alter bw'_,_" ori MA b
ensure that adecuate Spor antan nmmdmw
mmmmmmmm
Iimpaired Respivation -

Feartanyt shouk d with, . .-“_ . _&-r‘_-'f_ . with




paired Hepatic or Renal F:
. o SN

dumummnnmmmdm

Cardiovasculer Effects
—
F iyl iy produce brady which may be treated with atopine. Fentanyl should be used with
Cauion in patients with cardiac bradyantythmias.
Drug Interactions
———
Othar CNS depressant drugs (e. a ics and y ) wil have
“-“,“ m g”m'f’fi Y h < <2 e o de' A
m-'odwl‘lbeleasmanm Fouowu\ginmmnondwmte 1he dose of othes CNS
ugs shoud b
Carch 0 .M*, imp of Fertility
No cardinogenicity or mutagenicilty studies hy [ wi. Reproduction studies in rats
a signi o inth y cale of ol i groups. This se was most
inthe highdo --v.‘25"w-‘29“‘ dose) inwhich one of twerty b
progrant.
P y: T genic Effects, Preg: Y gory C
wmmmmummmnhwemmmnmmmm
doses0.3tmes the 12 days. No evidence of teratoganic efflecis have boen
ob: fh inistration of fentany! citrate © rats. There ch d lled stuckes
n pregnant women. Fentanyl should be used d. ng p y only if the ial benefit justifies the
potontial risk o the fetus,
Labor and Delivery
—————
Mnmﬁnbwmmdwhwmﬂmy.Theralore,sudwseisml
recommended.
Nursing Mothers
————
nnnothmnwhemmma it k. B many drugs are inhuman
milk, caution should be when f yicitrate is ik amursing woman.
Pediatric Use
S
The safety and efficacy of f yl Citrate # under two years ol age has not been estab-
kshed.
Rare cases of ined clinically i i have b
dergoing pency th anduwyMudundudedcombmedwedlmtanyl
[ and opine. A drect vt el ip " "‘hesectugs
andthe reg cases of methemogiobinemia h been established.
ADVERSE REACTIONS
Aswi!ho(her i ilgesics, the most Serious ad e s rep ‘boecurwnh
ratory 0N, 8pnea, figidty, and these

mavujaluyd.armormmwldw Otharadversereaunonslha(havebeen
h mmmmm.m

me .

ithas been 0N may ly ocour postop-
eratively. Pahemssmﬂdbenworedlnrhspo&sbify appropri takenas
necessary.

mammmsmmsmmwmh" g ach ] b AN 00
chills and/or shivering, y d with

iods of mental o (dy Nsia, and oculogyric

aas)hwbmobsavsdmbﬂtnusm&paaﬁvdy%lnymwmmn
usualty be controlled led with anti-parkinson agents. Py is also frequently reported
following the use of droperidol.
DRUG ABUSE AND DEPENDENCE
Fentanyl Citrate Injection, USP is a Schedule uy duce crug dey
0l the momhine type has the ial for being abusad.
OVERDOSAGE
Manifestations
T marosianons of fertanycivals ver onctisph fore (00 LI

CALPNARMAOOLOGY)aswmomer analgesces Themvevmw.oﬂemanyicmatals
amnrats.lmncas.MNWndogswomannU*eys

Treatment

—

inthep of hyp: ik ti .uwmmmmmwmmmm
. or as indw Apauu-mynwbemmomptwymmlmyor
ck fube might be i t rigickty, an

mwmmmwmbm

mmmmmwt«ammmmmmmmmw

mananni lfhypotemmooansandnssevereorporssts the possibility of ypovolemia should be
and managed with

approp P MWAMCWMMB
nalomphine, levallorphan or nak hould iabl bmumbwwm
sion. This does not preciude the use of more i The durati

depression following mmumwumemybew«mmmdmm
mwmepa&agemenolmmmmmbr detais about use.

DOSAGE AND ADMINISTRATION

SOIwu-O.mmg-lmL

Dosagemmmedm [ &ge, body

Ok “‘ﬁ\mdmmmdmnuw
wmwmm MMMWnMuMMM(m
PRECAUTIONS).

|. Pre bon -Pre hon (10 be ly modifiad in the aiderty, debilitated and those who

have vedt -xnlmnqmosnmm)(mzwmuamm

wyaolosommorb

Ilwbwm-&owww

Ill Adpsnct 10 Regional Anesthesia - wblmM(OOSbOIn\g)(lbznumhemw
amwmmnmm when addiional anaigesia is re-

qQuired.

N.Pw {recovery room) - somoomog(uosbomg)(mzm.)mybemwaau
for the conirol of pain, tachypnea and emergence delirum. The dose may be repeated

N 0Ne 10 two hours as needed.

Usage in chidren: Forrumlmmmnmztﬂzyusdmammas

low as 2 10 3 mog/q is recommended.

DOSAGE RANGE CHART
TOTAL DOSAGE {expressed ss fentanyl base)

Low Dose- 2mcglkg(00mnmj(004mum) Femmymsmaldosesnsnwwemlovm but
painiul, mmnmmmm lerw"uymoplwdesmwpam
reliel in the immediate postoperative period.

Moderate Dose - 2b20nu:gdq(0Mb0112nW)(004b04mMeg) Where surgery bacomes more
ma}orahmevdosensraqmwmmsenaddm 10 adequate anaigesia, one would expect to see
somme aboktion of the stress resp However, y depression will be such that artificial ventilation
mmsmmwmma ively is i




G UDAYO Ml iga LAl

m.mnwmm-somoom(o.osbmmmuznumybamm
intray ly or slowdy int; ly, Over one 10 two mi , when additional anal isre-
V. Post ively (i Y .,..,-SOblwnng(uleo.lnn)(lhznunnybem
ira 4 y for dm o e 9 ki Thados: b
in one 10 two hours as neaded.
Usage inchildren: For induction and mai inchidran2 10 12 years of age, a reduned doso as
low a5 2 10 3 moghg is

DOSAGE RANGE CHART

TOTAL DOSAGE (expressed ss fentany! base)

LuDoso-Z’moMrg(OMmg/kq) (0.04 mikg). F«nalmhmndosesismudd!am.bfn
mmmmmnyfmmm“* Y may ak /i
period.

relied in the i

mnm-znmnm(mbamwmmnmw.mmmm
nﬂu.ahuadoseismﬁadwmﬁsmse,haﬁmbmmmmmmhm
aboliion of the ™ "

P t Yy deprassion will be such that artificial ventitation
mthWMMd ' K

mg-m-zobsom(nmbo.osnw)mmnwmmapmm-m-:uemx
gical and ortt - Dery is more prolonged, and in
apinion of the anesthesiologist, the stress. Sp 0 8urp dotri 10 the wel being of the
mdmgesazobsom(ambonsmmmﬂudhwmmmm
been Shown 10 aftanuate the e Ak " levels of citutaing growth h
Catacholamine, ADH and in. When dosages in this range have been used d g surgery, >
g B0n 81 Ghsenat ial due 1o . . by

o are 1) D Y depression. The
.MMdI\BMMb@bMWM‘m

DOSAGE RANGE CHART
MAINTENANCE DOSE (expressed as fentanyt base)

Low Dase - 2 moghg (0.002 mokg) (o.mw.mmawmmwnm
in these minor procechres.

mm-zummm&namwnubmw.2smoomg(omsbm«|g)
OSDZNMNMWW‘ when movement and/or changes in vital
oS nch - 0 of "
H@Dosa-?moﬁ()mqwg(o.ozwo.osnwno.dblnﬂJkg).Maimemnoedosage(rarqinglrom
2snm(o.025mg)mmbwmmwmm)wmmwmmmmm
ich o ing of analgesia. However, the addit

ot g ol o addiional dosage selacted must be individu-
alized ially it the anticip ining tive time & short.
As a General Anesthetic
When att ion of the {o surgical stress is ally i doses of 5010 100 mog/kg (0.05
bO.MW(lbzntAQMybaaanwimoxygmwammTﬁswm
been rep " ia without the use of additional ic agents. in in cases, doses -
R mmsom(msw(am)._,k Y duoe th sthetic eflect it has been used
loropmheartwperyammahomermajor Y dures in patients for whom p ion of the
myocardim from excess oxygen demand i icutarty inc andfor certai Nogical
andorthopedic procedures.
Asnotedabove.ilisessuuhnﬂatq@iﬁed, and adk facilities be forthe
of respi d X

SuWAM&aéPﬁEﬂUﬂOmhmdM“mmmsmm
in patients with atered
mmmmwmummmmmb

HOW SUPPLIED
wmmwmwamwmmwwnsommmmm
pgcnﬂ..wlsavahueulolmz

N mm-zo—zoml.vhl.ﬂdwduany' ., packaged
NDCmmzo—Govaial.i\dividual?ypadﬂged

PROTECT FROM LIGHT: Retain in carton until time of use. STORE UPRIGHT.
STORE AT CONTROLLED ROOM TEMPERATURE 15°- 30°C (59 86° F).

CAUTION: Fedevallawpvotﬁsdspensngmnpresumon

Marsam Pharmaceuticals Inc.
Cherry Hill, NJ 08034

Issued 1-97
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13.

15.

17.

18.

19.

CHEMIST’S REVIEW NO. 2

ANDA # 74-917

NAME AND ADDRESS OF APPLICANT
Marsam Pharmaceuticals, Inc.
Attention: Steven Brown, R.H.
Bldg. 31, 24 Olney Avenue
P.O. Box 1022

Cherry Hill, NJ 08034

PATENT EXCLUSIVITY

The firm states that in accordance with 314.94 there is no

unexpired patent applicable to the product nor is the
product entitled to a period of market exclusivity.

PROPRIETARY NAME 7.
N/A

AMENDMENTS AND OTHER DATES:

Orig Submission 6/26/96

New correspondence 8/5/96

Ack. rec. ltr. 8/6/96
Amendment 1/14/97
Amendment 2/12/97
Amendment 7/25/97
PHARMACOLOGICAL CATEGORY 11.

Narcotic analgesic

RELATED IND/NDA/DMF(s)

DOSAGE FORM 14.
Injection

CHEMICAL NAME AND STRUCTURE

NONPROPRIETARY NAME

Fentanyl Citrate

Rx or OTC

Rx

POTENCY

50 mcg/mL

N-(l-phenethyl-4-piperidyl) propionanilide citrate (1:1)

Drug substance and drug product are compendial articles.

COMMENTS

Chemistry complete. ﬂQ#ﬁ“—4h£—#“¢&—LLA&4&$nﬂ%?L#nAﬂv.

CONCLUSIONS AND RECOMMENDATIONS

revible
REVIEWER:
Andrew J. Langowski

DATE_COMPLETED:

5/16/97; 9/2/97
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cC:

OFFICE OF GENERIC DRUGS, HFD-640
Microbiologist’s Review #2
July 31, 1997

1. ANDA 74-917

APPLICANT Marsam

2. PRODUCT NAMES: Fentanyl Citrate Injection USP

3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 20 mL and 50

.mL Vials, Intramuscular or Intravenous¥*

4. METHOD (S) OF STERILIZATION:

5. PHARMACOLOGICAL CATEGORY: Narcotic Analgesic

1. DATE OF INITIAL, SUBMISSION: June 26, 1996
(Received, June 28, 1996)
2. DATE OF AMENDMENT: July 25, 1997

Subject of this Review (Received, July 28, 1997)
3. RELATED DOCUMENTS: None
4. ASSIGNED FOR REVIEW: 7/31/97

REMARKS: The amendment provides for the response to the
Microbiology Deficiencies in the Minor Amendment
letter dated June 9, 1997. *The applicant stated
that the ampul product contained in the original
submission was withdrawn on January 14, 1997.

CONCLUSIONS: The submission is recommended for approval on
the basis of sterility assurance. Specific
comments are provided in "E. Review Notes".
:¥/Zl}ﬁ”?'

Andrea S. High, Ph. D.
Original ANDA
Duplicate ANDA
Division Copy
Field Copy
Drafted by A. High, HFD 640 x:wp\microrev\74-917a
Initialed by F. Fang or F. Holcombe, Jr.

’ —
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Fentanyl Citrate Injection Marsam Pharmaceuticals Inc.

50 ug base/mL Building 31, Olney Ave.
2,5,10, and 20 mL Ampoules P.O.Box 1022
20 and 50 mL Vials Cherry Hill
ANDA #74917 New Jersey 08034
Reviewer: Kuldeep R. Dhariwal Submission Date:
File name: 74917W.696 June 26, 1996
Review of a Waiver Request
- Introduction:

Fentanyl citrate injection is a potent narcotic analgesic. The
reference listed drug is Sublimaze® injection by Janssen
Pharmaceutica. It is available as 50 ug/mL of fentanyl base in 2
mL, 5 mL, 10 mL, and 20 mL ampoules. Sublimaze® is a sterile,
non-pyrogenic, preservative free aqueous solution for intravenous
or intramuscular injection.

Background:

The firm requests a waiver for evidence of biocavailability for
its test product fentanyl citrate injection, 50 ug base/mL under
21 CFR 320.22(b) (1).

Formulation:

Ingredients Test Reference

Fentanyl citrate, USP 50 pug/mL* 50 ug/mL"

Sodium Hydroxide to adjust pH to adjust pH
4.0-7.5 4.0-7.5

Water for injection g.s. 1 mL g.s. 1 mL

* Fentanyl citrate equivalent to 50 ug/mL fentanyl base




comments:

1. The route of administration and dosage form are the same for
test and reference drug products.

2. The active and inactive ingredients are qualitatively and
quantitatively the same in test and reference drug products.

3. The firm intends to package the product in 2, 5, 10, and 20 mL
ampoules as well as in 20 mL and 50 mL vials. The reference
listed drug Sublimaze® is available only in ampoules. However,
another generic fentanyl citrate injection from Elkins-Sinn is
‘available in ampoules as well as in 30 mL and 50 mL vials.

-Re&gmmgnda&ign:

The Division of Bicequivalence agrees that the information
submitted by Marsam Pharmaceuticals demonstrates that fentanyl
citrate injection 50 wug base/mL falls under 21 CFR section 320.22
(b) (1) of the Bioavailability/Bioequivalence Regulations. The
waiver of in vivo biocequivalence study for the test product
fentanyl citrate injection 50 ug base/mL is granted. From the
biocequivalence point of view, the Division of Bioequivalence
deems the test injectable formulation to be biocequivalent to
Sublimaze’ injection 50 ug base/mL manufactured by Janssen
Pharmaceutica.

] a[30|q¢
Kuldeep R. Dhariwal, Ph.D.
Review Branch II
Division of Bioequivalence '

RD INITIALED S.NERURKAR - olac
FT INITIALED S.NERURKAR e pate _3911

-

Concur: _ Date ?9439/éé
Kegth Chan, PHD. /4 !

Director, Division of Bioequivalence

cc: ANDA #74917 (original, duplicate), Dhariwal, HFD-655
(Nerurkar), Drug File, Division File
Draft: 092096; Final: 093096
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DIVISION REVIEW SUMMARY <7\ﬁ7
ANDA: 74-917

FIRM: Marsam Pharmaceuticals, Inc.
Bldg. 31, 24 Olney Avenue
P.O. Box 1022
Cherry Hill, NJ 08034

DOSAGE,EORM: Injection STRENGTH: 50 mcg/mL
(20 mL and 50 mL SD vials)

DRUG: Fentanyl Citrate USP

duhf

CGMP STATEMENT/EIR UPDATE STATUS: A((t‘f)]‘hb/c
BIO STUDY INFORMATION: Bio-waiver granted. See letter dated
10/3/96.

METHODS VALIDATION: N/A; Drug substance and drug product are
articles of the USP.

STABILITY - ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION? yes

The firm submitted accelerated stability data for the product
packaged in both container sizes.

The firm requests an expiration date of 24 months based on
the data submitted.

The stability tests and specifications are indicated in the
following table:

TEST SPECIFICATION

Description

pH

Assay

Related Compounds

Particulate Matter

Bacterial Endotoxins

Sterility

—

—

et e—————————————————————————————————————
— ]




SIZE OF BIO BATCH - (FIRM'S

No information on bio-batch

SIZE OF STABILITY BATCHES -
See below.

PROPOSED PRODUCTION BATCH -
The firm manufactured =
production batch size of
The firm manufactured a

production batch size of

RECOMMENDATION: APPROVABLE
7 V]

&/ v

SIGNATURE:

LABELING: Acceptable; See review dated 7/31/97.

STERILIZATION VALIDATION: Acceptable; See review dated 7/31/97.

SOURCE OF NDS 0.K.?)

since a waiver was granted.

(IF DIFFERENT FROM BIO BATCH WERE
THEY MANUFACTURED VIA SAME PROCESS?)
MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY?

batch to support the intended
for the 20 mL vial.

,atch to support the intended
for the 50 mL vial.

DATE: C?ﬂ)/'q 7



The finished product tests and specifications are as follows:

TEST SPECIFICATION

Description

Identification

pH
Volume

Assay

Related Compounds

Particulate Matter

Bacterial Endotoxins

Sterility

Confirmation sample* conforms
*performed on commercial batches

Component amt /mL "

Fentanyl Citrate USP

Water for Injection USP

Sodium Hydroxide NF ‘
1N solution ‘

Nitrogen NF | "

*Used only to provide pressure in
**Equivalent to 50 mcg/mL of fentanyl base
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PHARMACEUTICALS INC.

January 14, 1997

Office of Generic Drugs, CDER, FDA Nr" T
Document Control Room R Uraa Al il
Metro Park North Ii iVt |

7500 Standish Place, Room 150 /‘7 AA

Rockville, MD 20855-2773

Subject: AMENDMENT
ANDA 74-917, Fentanyl Citrate Injection, USP 50 mcg/mL
2mL, 5 mL, 10 mL and 20 mL Ampuls
20 mL and 50 mL Vials

Dear Sir/Madam:

In accordance with 21 CFR 314.96(a) we are submitting an amendment to the
Abbreviated New Drug Application for the above referenced product to provide for the
withdrawal of the 2 mL, 5 mL, 10 mL and 20 mL ampuls from the application.

We will continue to seek approval of the above referenced application for the
20 mL and 50 mL vial sizes. Prior to submission of final printed labeling, the “How
Supplied” section of the package insert will be revised to delete reference to the ampuis.

The decision to withdraw the 2 mL, 5 mL, 10 mL and 20 mL ampuls is without prejudice
to refiling at a later date.

In accordance with 21 CFR 314.96 (b), we hereby certify that a true and complete copy
of this amendment is being submitted to our home FDA district office (New Jersey
District Office, North Brunswick Resident Post).

Should you have any questions or comments regarding this submission, please do not
hesitate to contact Nilda Ramos at (609) 489-5323.

Sincerely,

Mao & el

Thomas L. Pituk
Director, Regulatory Affairs

Enclosures
cG: FDA New Jersey District Office (North Brunswick Resident Post)
120 North Center Drive, North Brunswick, NJ 08902 CE‘VE D _

IAN-1-5-1997
Building 31, Oiney Ave. P.O. Box 1022 Cherry Hill, New Jersey 08034, (609) 424-5600 v Y

a GENERIC DRUGS

Facsimile: 609-751-8784




I MARSaM

/ PHARMACEUTICALS INC.

NEW CORRESP
M \
August 5, 1996 \
Anna Marie Weikel, CSO . RECEIVED | Lo
Office of Generic Drugs FDA ) \\
Document Control Room AUG 0 9 19% \
¥ Metro Park North I
7500 Standish Place, Room 150 EE&E&Q DaUsS

Rockville, MD 20855-2773

Subjectt  NewANDA Ty 977
Fentanyl! Citrate Injection, USP
2, 5, 10 and 20 mL Ampuls, 20 and 50 mL Vials

Dear Ms. Weikel:

Pursuant to your request, | sent by facsimile a cover letter with an executed copy of the

Environmental Impact Analysis Statement on July 30, 1996. Enclosed is the hard copy
of the same.

If you have any questions, please feel free to contact me at (609) 424-5600, Ext. 319.

Sincerely,
;/@moém Rousitie
Nandan Mavinkurve
Manager, Regulatory Affairs
Enclosure(s)
8596fda/nm

UPS 06467350110

Building 31, Olney Ave. P.O. Box 1022 Cherry Hill, New Jersey 08034, (609) 424-5600
Telex: 5106012909 Marsam Pharma UQ
Facsimile: 609-751-8784




marsam G s

o
. . . eV
PHARMACEUTICALS INC. \)‘A{? MWM‘
\ 7 \" W. 1
June 26, 1996
Office of Generic Drugs, CDER, FDA
Document Control Room RECE’ Ve D
Metro Park North Il :
7500 Standish Place, Room 150 JUn 2 4 g

Rockville, MD 20855-2773 G
ENEsic CruGs
Subject: NEW ANDA
Fentanyl Citrate Injection, USP 50 mcg/mL

2, 5, 10 and 20 mL Ampuls
20 mL and 50 mL Vials

Dear Sir/Madam:

In acccrdance with Section 505(j) of the Federal Food, Drug and Cosmetic Act, we
are submitting the attached Abbreviated New Drug Application (ANDA) for the above
referenced product. The listed drug upon which this application is based is
Sublimaze® (fentany! citrate) injection by Janssen Pharmaceutica. Draft iabeling is
included (Section V) which is based on current approved labeling for Sublimaze®
(ampuls) and for Eikins-Sinn, Inc. Fentanyl Citrate Injection, USP (vials).

This submission consists of three (3) volumes. As required, archival and review
copies are provided, and a true copy of the ANDA is being sent concurrently to our
home district FDA office. (Please refer to Section XX! for the District Copy
Certification and Debarment Certification.) To facilitate the microbiological review,
perunent information has been placed in Section XI.2 of the ANDA. A request for
waiver of bioequivalence testing is located in Section V1.1.

Included in Section XVIi are stability data for the product in 2 mL, 5 mL, 10 mL and
20 mi. ampuls, and in 20 mL vials and 50 mL vials. Based on these data, we are
requesting a 24 month expiration date for this product.

Building 31, Olney Ave. P.O. Box 1022 Cherry Hill, New Jersey 08034, (609) 424-5600
Telex: 5106012909 Marsam Pharma UQ

Facsimile: 609-751-8784 MARSAM CONFIDENTIAL




Page 2

| MARSAM

PHARMACEUTICALS INC.

During the course of your review of this application, if you have questions or
comments which can be addressed via telephone and/or telefax, please do not
hesitate to contact the following:

Primary Contact

Nilda Ramos

Phone: (609) 424-5600, Ext. 323
Fax: (609) 751-8784

Alternate Contact

Nandan Mavinkurve

Phone: (609) 424-5600, Ext. 319
Fax: (609) 751-8784

Sincerely,

Thomas L. Pituk
Director, Regulatory Affairs

Enclosures
cc:  FDA Newark District Office (North Brunswick Resident Post)
120 North Center Drive, North Brunswick, NJ 08902

Building 31, Olney Ave. P.O. Box 1022 Cherry Hill, New Jersey 08034, (609) 424-5600
Telex: 5106012909 Marsam Pharma UQ

Facsimile: 609-751-8784 MARSAM CONFIDENTIAL
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PHARMACEUTICALS INC.

July 25, 1997 .
™Y ‘
Office of Generic Drugs, CDER, FDA . M‘m““ﬁ“
Document Control Room /
Metro Park North Il /\%qu

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Subject: MINOR AMENDMENT: RESPONSE TO MICROBIOLOGY
DEFICIENCIES.
AADA 74-917, Fentanyl Citrate Injection, 50 mcg/mL

f Dear Sir or Madam:

This Minor Amendment to the subject Application is submitted in response to the
letter dated June 9, 1997 from the Office of Generic Drugs.

We have restated each Microbiology Deficiency, followed by our response to the
same. We have revised the container labels and the package insert in
accordance with the points listed under Labeling Deficiencies. Twelve copies of
the final printed labeling along with a side-by-side comparison of the proposed
labeling are included in this Amendment. Certain additional chemistry,
manufacturing and controls changes (other than those made in response to the
deficiency letter) are summarized in the section entitled “Additional information”.
Documents revised to reflect the changes described are aiso included in that
section.

We certify that a true copy of the sections of this Amendment relating to the
chemistry, manufacturing and controls has been submitted to our home cistrict
office (New Jersey District), in accordance with 21 CFR 314.26(b).

We have responded fully to all FDA questions regarding this Application. If any
minor issues arise during the review of this response, we would appreciate their
resolution by telephone or facsmile. For this purpose, please centact Nandan
Mavinkurve at (609) 489-5319 (telephone) or at (€09) 424-24183 (facsimile).

RECE\YED Sincerely,

Wi2s 1897 oSz AL

: GENEZIC DRUGS  Steven W. 8rewn, R.Ph

Director, Regulatory Affairs §
Building 31, Olney Ave. P.O. Box 1022 Cherry Hill, New Jersey 08034, (609) 424-5600

73097

Telex: 5106012909 Marsam Pharma UQ
Facsimile: 609-751-8784




MdRSdAM

PHARMACEUTICALS INC.

February 12, 1997

Office of Generic Drugs, CDER, FDA &\\Q\
Document Control Room o >
Metro Park North I C
7500 Standish Place, Room 150 ﬂ ﬂ
Rockville, MD 20855-2773
Subject: MAJOR AMENDMENT

ANDA 74-917, Fentanyl Citrate injection, USP, 50 mcg/mL

20 mL and 50 mL Vials
Dear Sir/Madam:

In response to your not approvabie letter dated December 11, 1996, we are submitting this
amendment to the Abbreviated New Drug Application for the above referenced product.

Please note that an amendment was submitted to this application on January 14, 1997 to provide
for the withdrawal of the 2 mL, 5 mL, 10 mL and 20 mL ampuls without prejudice to refiling at a
later date. Our response to your above referenced not approvabile letter is intended to address
the deficiency items which apply to the 20 mL and 50 mL vial sizes, for which we will continue to
seek approval. For each deficiency item, we have restated each comment (in bold) followed by
our response and any necessary attachments.

Additional CMC changes (other than those made in response to the not approvabie letter) for the
referenced product are listed in the CMC Changes section provided. Revised documents are
included in this section. Many of the observations by the district office during the pre-approval
inspection for the referenced product were for items which are covered in your not approvable
letter, and which we have addressed in our response. CMC changes made in response to
observations during the pre-approval inspection, which are not covered in your not approvable
letter, are included in the CMC Changes section of this amendment.

In accordance with 21 CFR 314.96 (b), we hereby certify that a true and complete copy of this
amendment is being submitted to our home FDA district office (New Jersey District Office, North
Brunswick Resident Post).

Should you have any questions or comments regarding this submission, please do not hesitate to
contact Nilda Ramos at (609) 489-5323.

Sincerely,

Director, Feguistory ARECEIVED i
Enclosures FEB 1 5 1997

cc: FDA New Jersey District Office (North Brunswick Resident Post)

120 North Center Drive, North Brunswick, NJ 08902 RUGS
GENERIGDR

Building 31, Olney Ave. P.O. Box 1022 Cherry Hill, New Jersey 08034, (609) 424-5600
Telex: 5106012909 Marsam Pharma UQ

Facsimile: 609-751-8784




ANDA 74-917

Marsam Pharmace
Attention: Tho
Building 31, o1
P.O. Box 1022

Cherry Hill, NJ

Dear Sir:
We acknowledge
application sub
Food, Drug and

NAME OF DRUG:
5mL, 10 mL, and

DATE OF APPLICATION: June 26, 1996

DATE OF RECEIPT

We will corresp
opportunity to

Please identify
with the ANDA n

Should you have

ANDA 74-917

cc: DUP/Jacket
Division F
Field copy
HFD-600/Re
HFD-82
HFD-615/MB

Endorsement:

uticals, Inc.

mas L. Pituk

ney Ave. i B
~JC O (G398

(

08034

the receipt of your abbreviated new drug
mitted pursuant to Section 505(j) of the Federal
Cosmetic Act.

Fentanyl Citrate Injection, USP 50 mcg/mL, 2 mL,
20 mL Ampuls; 20 mL and 50 mL Vials

¢ June 28, 1996

ond with you further after we have had the
review the application.

any communications concerning this application
umber shown above. ’

questions concerning this application, contact:
s. Kassandra Sherrod

Project Manager
(301) 594-1300

Sincerely yours,

WiV ff_

Jerry Phillips,

Acting Directo

Division of LaMeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

ile
ading File
§é

ennett ) 74/
HFD-615/PRickman, Chief, RSB date
HFD-615/AMWeikel, CSO L date
HFD-645/BArnwine, Sup. Chem. date

X:\new\firmsam\marsam\74917.ack
F/T bcw/7-31-96
ANDA Acknowledgement Letter




