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ANDA 74-995

MAR 31 I938

Marsam Pharmaceuticals, Inc.
Attention: Steven W. Brown
Building 31, 24 Olney Avenue
P.O. Box 1022

Cherry Hill, NJ 08034

Dear Sir:

This is in reference to your abbreviated new drug application
dated October 31, 1996, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Dobutamine
Injection USP, 12.5 mg/mL; 100 mL Pharmacy Bulk Package.

Reference is also made to your amendments dated November 1, 1996;
August 6, 1997; and February 5, 1998.

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 Dobutamine Injection USP, 12.5 mg/mL, to be
bioequivalent and, therefore, therapeutically equivalent to the

listed drug, (Dobutrex Injection, 12.5 mg/mL, of Eli Lilly and
Co.).

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.
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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.

Singerely vours.

Douglas L. “Sporn 4§ff;7/

Director :?_133/"§i:
Office of Generic Drugs '
Center for Drug Evaluation and Research

cc: ANDA 74-995
Division File
FIELD COPY
HFD-610/JPhillips
HFD-92
HFD-210/B.Poole
HFD-330/

- W¥Y- 305

Endorsements:
HFD-623/D.Gill/3/6/
HFD-623/V.Sayer~/?/
HFD-617/J.Wils«
HFD-640/A.High,
HFD-613/C.Park,;
HFD-613/J.Gracs

/

x:\new\firmsam\marsam\ltrssrev\74995ap.dg sésbﬁag?
F/T by: gp/3/13/98
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NDC0209-2682-50

'DOBUTAMINE ==

Injection, USP

75 mlL {PHARSIACY BULK PACKAGE — %07 FOR DIRECT IFUSION |
i Equivalent to 1,25 grams D0BUTAMINE per 100 mi
g_ 25 mprml)

MUST BE DILUTED PRIOR TO USE
FOR IV USE ONLY.
Do not dispense as a2 unit.

NDC0209-2682-50

‘DOBUTAMINE +=

injection, USP

BULK PACKAGE — NOT FOR DIRECT INFUSION

75 mL

uivalent to 1.25 DOBUTAMINE per 100 mL
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NODC 0209-2682-60

'DOBUTAMINE
Injection, USP
[PRARMACY BULK PACKAGE — WOT FOR SMRECT WFUSION |

3 Equivalent to 1.2 grams DOBUTAMINE per 100 mL
H (125 mg/mL)

i’ MUST BE DILUTED PRIOR TQ USE

. FOR IV USE ONLY
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NDC 0209-2682-52
10 vials « 100 mL 1-25
grams

1.29

grams OBUTAMI
 USP Injection, USP
9
{PHARMACY BULK PACKAGE — NOT FOR DIRECT INFUSION|
NOT FOR DIRECT INFUSION Equivalent to 1.25 grams DOBUTAMINE per 100 mL
1 OO (12.5 mg/mL)
JBUTAMINE per ml MUST BE DILUTED PRIOR TO USE.
/mL) FOR IV USE ONLY.
PRIOR TO USE. Do not dispense as a unit. ‘
Z ONLY. M)
e as a unit. Cherry FeR L 08034
aM|
ALS INC.
1 08034
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IIRECT INFUSIONl

\E per 100 mL

J USE.

it.

NDC 0209-2682-52
10 vials e 100 mL

"

Injection, USP

PHARMACY BULK PACKAGE — NOT FOR DIRECT INFUSION

Equivalent to 1.25 grams DOBUTAMINE per 100 mL
(12.5 mg/mL)

MUST BE DILUTED PRIOR TO USE.
FOR IV USE ONLY.

Do not dispense as a unit.

MdRSaMm

PHARMACECTICALS INC.
Cherry Hill, N.J 08034
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1 12.5 mg dobutamine; and sodium metabisulfite
5.5; hydrochloric acid and/or sodium hydroxide added,

1 IV admixtures only. See insert for further information on

container contents should be completed without delay.
no later than 4 hours after initial closure puncturs.

“fusion fluids under a laminar flow hood using aseptic

B2682
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NDC 0209-2682-52
10 vials * 100 mL 1-25
grams

B

Injection, USP

I!HAHMACY BULK PACKAGE — NOT FOR DIRECT INFUSION]

Equivalent to 1.25 grams DOBUTAMINE per 100 mL
(12.5 mg/mL)

MUST BE DILUTED PRIOR TO USE.
FOR [V USE ONLY.

Do not dispense as a unit.

MaRsam

PHARMACEITICALS INC.
Chesry Hill, NJ 08034
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NDC 0209-2682-52
10 vials ¢ 100 mL =

grams

Injection, USP
|PHARMACY BULK PACKAGE — NOT FOR DIRECT INFUSION]

Equivalent to 1.25 grams DOBUTAMINE per 100 mL
(12.5 mg/mL)

MUST BE DILUTED PRIOR TO USE.
FOR IV USE ONLY.

Do not dispense as a unit.
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Each mL contains: Dobutamine hydrochloride, equivalent to 12.5 mg dobutamine; and sodium metabisulfite
0.24 mg (added during manufacture) in Water for Injection. pH 2.5-5.5; hydrochloric acid and/or sodium hydroxide added,
if needed, for pH adjustment,

Usual Dosage: This pharmacy bulk package is intended for preparing IV admixtures only. See insert for further information on
dilution, dosage and administration.

Use diluted solution within 24 hours after dilution.
Contains No Antimicrobial Preservatives.

Once the container closure has been punctured, withdrawal of the container contents should be completed without delay.
If prompt fluid transfer can not be accomplished, discard the contents no later than 4 hours after initial closure puncture.

Dispense aliquots from the vial via a suitable dispensing set into infusion fluids under a laminar flow hood using aseptic
technique.

Store at controlled room temperature 15°-30°C (59°-86°F).
CAUTION: Federal law prohibits dispensing without prescription.

i
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DOBUTAMINE INJECTION, USP
LPharmacy Buik Package—nNot for Direct Intusion |

DESCRIPTION
Dobutamine injection, USP is (twﬂswmownmommmmm
Pyrocatechol hydrochioride. ftis a synthetic catecholamine.

HQ

?“:
H (CH,),NHCH(CH,), @- GH @ HC

CuHaNO, « HCI M.W337.85
. 'niecﬁm.USPisstmﬁedasastaiewiﬁmkrhrawmeomy.Eadn
mLeomains:125mg(415maol)cttxnani|easmm024mm
metabisulfite (added during manut I€), in Waler for Injacion, Q.. Hydrochioric acid andior

Dobmanineisacﬁrecl-mmg' notropscagemMnsepmrwymyresuns from stimutation
o_lhebetareceptov; olhehemvhfleprodudngco'maraﬁvelynilddnwmc. hyperien-

accompanied by marked increases in heart rate (although tachycardia is occasionalty
observed), and the cardiac stroke volume is usually increased, In contrast, isoproterenof
increases the cardiac index primarily by increasing the heart rate while stroke volume
changes littie or declines.

Facilitation of atrioventricular conduction has been observed in human electrophysio-
logic studies and in patients with atria! fibriltation,

Y vascular resi is usually ok ed with admini
Most clinical experience with dobutamine is short-term—not more than several hours

in duration. in the limited ber of pati who were studied for 24, 48, and 72 hours,
apersistent inaeaseineardiacouw d in s0me, wh output ret 1toward
baseline values in others.

ThemselolactionofDobularmnelniecﬁomUSPiswmﬁnlw2ninutes;however as
MUCh 1= 4A —intein ot o abdn i tn n 2 3 mastis )

The plasma haif-lite of dobutamine in humans is principal routes of
mmmmmaﬁmummmwmmmmnm.mmm
wwmmmmmormmw&o«wmmw
deriv. aliveoidobuﬂmne‘_ is inactive. .

CONTRAINDICATIONS

Dobutamine Injection, USP is contraindicated in patients with idiopathic hypertrophic
subaortic stenasis and in patients who have shown previous i ions of hy i
tivity to Dobutamine Injection, USP.

WARNINGS

1. hevmolnﬂmﬂahorsbodﬁmm
‘nemymanwkedimveasehhanraleovbbodoressue. especially
Systolic pressure. App ; i y -10% of pats in clinical studies have had

latiorr are at risk of _ rmﬂven%m.?aieﬁsﬁhueax‘sﬁ\gw-
mmbmemmﬁymwmmemwuww
2 Ectopic Activity
‘ mine may precipitale or exacerbate ventricular ectopic activity, but it rarely has
Caused ventricular tachycardia,
3

Reactia\ssuggesﬁveo'hwenensnmyassoo’atedwim dmin ion of Dobx i
Injection, USP, including skin rash, fever, eosinophitia, and bronchospasm, have been
reported £ A

4. Dobutamine Injection, USP contains sodium metabisulfite, a sulfite that may
cause allergic-type reactions, including anaphylactic symptoms and lite-threatening or

sulfite sensitivity in the general Population is unknown and probably low. Sulfite sensi-
tivity is seen more frequently in asthmatic than in nonasthmatic peopie.

PRECAUTIONS

General

1. During the administration of Dobutamine Injection, USP as with any adrenergic
agent, ECG and blood pressure should be continuously monitored. In addition,
pulmonary wedge pressure and cardiac output shouid be ¥ d wh
Possible 1o aid in the safe and effective infusi of Dob injection, USP.

2 Hypovolemia should be corrected with suitabla vnhima avennrine. bor. .

BN GE A, 0,
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mwmm%navenadasommorgréta
of

in systolic px Usually, ge promp these ef-
fects. B facilitates ah dar conduction, patients with atriai fibril-
tation are at risk of developing rapid Aar resp Patients with pr 0] -
tension appear 1o tace an d risk of developing an exagg d pressor response.

2 Ectopic Activity
Dob ine may precip or ventricutar eclopic activity, but it rarety has

3
Reactions suggestive of h itivity iated with inistration of Dob -
injection, USP, including skin rash, fever, eosi nifia, and b hosp have been
reportedoccasaonaﬂy

4. Dob ine | uspP i di bisulfite, a sulfite that may
causeallerglc—type ? including anaphylactic sy and life-th ing or
less severe . n certai ntible people. The overall prevak of
sulfite sensitivity in the g i p ion is unk andp y fow. Sulfite sensi-
Myssemmﬁu:aﬂynmmmanmmmm

PRECAUTIONS

General

—

1. During the of [ ] USP as with any adrenergic
sgent, ECG and blood p d be ty d.in g
put y wedge pr and cardisc output be monitored
possibie to aid in the safe and effective otD jection, USP.

2 Hypovolemia should be with suitable volume exp: before 1t with
Dobutamine inj USP is instituted.

3 Noimprovement may be observed in the presence of marked mechanical obstruction,
such as severe valvular aortic stenosis.

UsageF g Acute My dial

Clinical expefience with dobutamine following myocardial infarction has been insufficient

to establish the safety of the drug for this use. There is concern that any agent that in-

creases.sgniractile force and heart rate may increase the size of an infarction by intens

ing ischemia, but it is not known whether dobutamine does so. .

ooratory Tests
——————
Dobutamine, kike Miber beta,-agonists, can produce a mild reduction in serum
ion, rarely levdsAwordnglyeomcderabmshouldbegwenlo

Drug Interactions
—————

mmmmmmmmﬂmnve«mmmmrw
a beta-blocking drug. In such a case, the periph

Preliminary studkes indicate that the itant use of dobutame andmt:opruss:de
results in a higher carckac output and, usualy, a lower pulmonary wedge pressure than when
either drug is used alone.

There was no evi of drug i ions in clinical studies in which ine was
administered cormrvmuy mth othe' dvugs. mcludmg dlgllahs pfeparauons furosemide,
sp'ronolactom 3 P atropine, heparin,
p p hlorick uncamd.m'ldace'amnophen.

Carcinog is, Mutag k ‘_,. of Fertility

Studies to evaluate th i genic potential of dob ine, or its ial to
affect fertility, haveno(hemcutuacted.

Preg ,.' genic Effects Preg y Category 8

studies performed in rats at doses up to the normat human dose (10 mog/kg/min
for 2 1 h, total daily dose of 14.4 mg/kg) and in rabbits at doses up to twice the normal human
dose have revealed no evidence of harm to the fetus due to dobutamine. There are,
however, no adequate and well-controlied studies in preg . B animal

T —

The effect of Dobutamine Injection, USP on labor and delivery is unknown.

Nursing Mothers

————

it is not known whether this drug is excreted in human milk. Be(zusenmy&wsaleewreted
in human milk, caution should be ised when Dobutamine § bon, USP is ac

10 a nursing woman. “anuhevremmesdobmamnetreambmasl-feeﬁngshouldbe
dlsoonmuedfortt\eduahonofmevmwn

Podiatﬂcuse

Thesafe!yandeﬂecnvevmsofoobmanmelmeam USPlorusenpedamcpauentshave
notbeen studied.

ADVERSE REACTIONS

WMMBWW“VM&MAM A10t020 mm
increase in systolic blood pressure and an increase in heart rate of 5 to 15 beats/minute
have been noted in mosi patients (see WARNINGS regarding exaggerated chronotropic and
pressor effects). Approxi y 5% of patk have had increased premature ventricular
beats dunng infusions. Thseeﬁec:saredoserelaﬁed
mwmnmmmwmm
n iation with dobe g the dose or dk inuing the i
typalymﬂsnrvdre&mdbloodprswehbaseﬁnevam In rare cases, however,
intervention may be required and reversibility may not be immediate.

R NI
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- F st Sites of intre Infusion: Phigbigis has ionally been reported.
Local inft ¥y changes have been d ing inadh infiltration. Isolated
mdumm(d&mdﬁm have been reported.
Miscellaneous Uncommon Effects: The fol ,’ ch effects have been reporied
in 1% 10 3% of patients: nausea, headache, anginal pain, nonspecific chest pain, papitations,
and shortness of breath.
Isolated cases of th >enia have been

Administration of Dobmar:rine Injection, USP, like other catecholamines, can produce
amild reduction in serum potassi ion, rarely 0 hyp ic levels (see PRE-
CAUTIONS).

Longer-Term Safety: Infusions of up 10 72 hours have revealed no adverse efiects other
than those seen with shorter infusions.

OVERDOSAGE

mdmmmmmwmmmsmwmasa
guide if such an overdose is encountered.

Signs and Symptoms

e ——
Tmﬁtymmmsuwaﬂymemmmbmmsﬁmm.
mmumumsmsﬁma_.zm)mmm
metabotized by catechol-O-methyit f . The sympy of toxicity may include
anorexia, naLsea, vomiting, tremor, anxiety, palpita h 3 of breath,
ammgi\dmdmpedﬁcchwpain.fhemsﬁnimwicwmopiceﬂems
dobx ne on the my hum may cause hypeniension, ias, myocardial
Treatment

—c

Tooblainwb—dateinbrmatbnabanlheheatmdmerdose.agoodrmisyour
certified Regional Poison Control Cemef.Telepl'tooembetsoloeniﬁedpoisonoomml
centers are listed in the Physici. Desk Ref (PDR). In managing overdosage,
consider the possibility of mullipledmgoverdos&s.iﬂeracﬁmamongaugs,andumsual
drug kinetics in your patient.
Theidﬁalat:ﬁmsbbehkenhado&ﬂmhewdosemdscmﬁmﬁngmwaﬁm.
establishing an airway, and ensuring oxygenation and ventilation. Resuscitative measures
Mmmww.mmmwwmwmm
with propranolol or lidocaine. Hypertension usually responds to a reduction in dose or
discontinuation of therapy.
Pmmﬂemﬁawsmaywwmmm.lfneeded.mw
electrolytes, etc.
llmewodmishgested.unoredicmabsaptmmywwr(mhenwmandme
mmwnwmmmmWMmymm
by giving activated charcoal, which, in many cases, is more effective than emesis or
hvage;omsbadﬁawammeadofminaﬂtbnmgasﬁcemmng.wmo(
dﬂwdmﬁmnay'm'enmo{sm\emm“ been absorbed. Sateguard
thepaﬁenrsahwayM\enemployinggsvicetmtymorehamoaL
Forced diuresis, peritoneal dialysis, h dialysis, or ch,
notbeen ished as b ial for an overdose of dobx §

DOSAGE AND ADMINISTRATION
Thisinseﬂlslo:aPhanmcyBulkPadtagegndig' tend ‘!or,.,,g g IV admixt only.

fations for i ) are for nalg only.
Note: Do not add Dobutamine Injection, USP to 5% Sodium Bicarbonate injection or to
any other gly alkalil lution. B ofp ial physical i watibilities, it is
recunnmdedhatbobumﬁnemjecﬁon,USPndbenixedwﬁhomdmgsmmesame
solution. Dobutamine Injection, USP should not be used in conjunction with other agents
or diluents containing both sulfites and ethanol.
Directions for Proper Use of Ph. 'y Butk Package—Not for Direct infy

1 Useom\isprodnmbictedtoasuhablewomarea,mchasalamhulowhm

2 ummw.mmemmmwmmmaam
slerile dispensing set which allows d dispensing of the Use of a syringe
andneedeisnotmcorrmendedsitmaycauseleakage.

3 Owemeeontahadosurembempumuned.mawalofmwnlemsshwldbe
completed without delay. THE ENTIRE CONTENTS OF THE VIAL SHOULD BE
DISPENSED WITHIN 4 HOURS OF INITIAL ENTRY. Use the bail band supplied with the
Mb&mﬂkwﬁwmmamwmmmwu
the contents.

THIS PACKAGE 1S NOT TO BE DISPENSED AS A UNIT.

Preparation and Stability

e

Within 24 hours prior to administration, withdraw the portion of the Pharmacy Buk Package
vial containing the desired dose and add it 1o an IV container. D ne lnjection, USP must
be diluted to atleast 5 mg/mL (see Recommended Dosage). Use one of the following:
5% Dextrose Injection, 5% Dextrose and 0.45% Sodium Chioride Injection, 5% Dextrose
and 0.9% Sodium Chloride Injection, 10% Dextrose Injection, Isotyte® M with 5% Dextrose
Injection, Lactated Ringer's Injection, 5% Dextrose in Lactated Ringer's Injection, Normoso®-M
in D5-W, 20% Osmitrol® in Water for Injection, 0.9% Sodium Chioride Injection, or Sodium
Lactate injection. Intravenous solutions should be used within 24 hours.

Recommended

The rate of infusion needed 1o increase cardiac output usually ranged from 2.5 10 15
mcg/kg/min (see Table 1). On rare occastons, infusion rates up (o 40 mcg/Akg/min have
been required 10 obtain the desired effect.

Iablel
Dobutamine injection, USP
Inh Rate (ml/kg/ ) tor Concentrations of
- 250, 500, and 1,000 meg/mL
/
DrugDeiivery Infusion Delivery Rate
Rate 250 mcg/mL* 500 mcg/ml " 1,000 mcg/mL***
(mcg/kg/min) (mL/kg/min) (mLkg/min) (mUxg/min)
25 0.01 0.005 0.0025
5 0.2 0.01 0.005
75 0.03 0.015 0.0075
10 0.04 0.2 0.01
125 0.05 0.025 0.0125

15 0.06 . 003 0.015

* 250 meg/mi of dituent
= 500 meg/ml or 250 mg/S00 mL of dluent
1,000 mog/mL or 250 mg/250 mi of dilent
Raauhwmhmummwmvmdsmwm.nmom.
and 2,000 mcg/mL are given in Table 2.

Table2
Dobutamine injection, USP Infusion Rate {(mL/mh)
for 500 meg/mL concentration

Drug Delivery
Rate Patient Body Weight (kq)




10 - 0.04 Q.02 0.01
125 005 0025 00125
15 0.06 a 0015

~* 250 mogiml of dilvent

500 mog/mL or 250 mg/S00 mi of diluent

o 1000w"l.or250m9f250ntdcﬁle'!
Rates of

finfusion in i for dob Bons of 500 meg/mi, 1,000 mogimi,
and 2,000 mcg/mi are given in Table 2.
Iable2
Dobutamine injection, USP infusion Rate (mL/h)
for 500 meg/mL concentration
Drug Delivery
Rate Patient Body Weight (kg)
—(mcgfa/min) 30 40 50 60__70 80 S0 100 110
25 9 v 15 18 21 24 27 30 33
S B 24 20 36 42 48 54 66
75 27 36 4 54 6 72 81 80 99
0 ¥ 48 & 72 B4 9% 108 120 132
125 4 60 75 90 105 120 135 150 165
—B 5 72 0 08 126 144 2 @ 1w
Dy Injection, USP inf Rate (mL/)
for 1,000 mcg/mi concentration
Drug Delivery® )
Rate Patient Body Weight (kg)
{mca/kag/min} 0 40 50 60 70 80 S0 %00 110
25 . 45 & 5 9 105 127 135 15 165
5 g ” B 18 21 24 27 30 323--
75 135 18 25 27 315 36 405 45 495
0 18 24 20 36 42 48 54 60 66
125 25 30 375 45 525 60 675 75 82.5
5 27 36 45 $4 63 72 8 90 99
Dob Injection, USP infusi Rate (mi/h)
mzmwmmﬂhﬁm
Drug Delivery
Rate Patient Body Weight (kg)
'min 4 S0 &J 90 110
25 2 3 4 4.5 5 7 75 8
5 45 6 75 9 105 12 135 15 16.5
75 7 9 1 135 16 18 20 25 25
0 9 174 1 18 21 24 27 30 33
125 n % L 25 26 30 34 375 4
5B 135 18 225 27 318 36 405 45 49.5
The rate of administration and the durats of therapy shouid be adjusted according 1o the
pabmfslemtsesdelemunedbyheamme.mdeﬁqxcactmybbodmre
urine fiow, and, wh of central or pub y wedge
pressure and cardiac output.
CmnammmstSNOnnglmLhavebemMns'eredbhquSOmngOnt)
The final vok Ad be o ined by the fluid requi of the patient.
Parenteral drug products shouid be i d visually for parti matter and
o ion prior to administration wh solution andu iner permit.
HOW SUPPLIED
Doumwuspmmlﬁm“ ine (as the hyd: ide) is avail-
able as foows:

NDCOZOQ-ZG&-&—1mev|d thra:yBc‘tPad@ge.pad@gedmlOs
Storage

Swrealoonuoledmomlanpemture 15°-30°C (59°-86°F).

CAUTION: memwmmm

Marsam Pharmaceuticals Inc.
Cherry Hill, NJ 08034
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ANDA 74-995

Marsam Pharmaceuticals, Inc.
Attention: Thomas L Pituk
24 Olney Avenue

P.O.Box 1022

Cherry Hill NJ 08034

Dear Sir;

Reference is made to your abbreviated new drug application submitted pursuant to Section 505
() of the Federal Food, Drug and Cosmetic Act for Dobutamine Hydrochlonde Injectlon USP ’
12.5 mg (base}mL, 100 mL Vial.

The Division of Bioequivalence has completed its review and has no further quwhons at ,
this time. s

Please note that the bioequiva]ency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

Nicholas Fleischer, Ph.D.

Director, Division of Bioequivalence
Office of Generic Drugs e
Center for Drug Evaluation and Researc
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Dobutamine Hydrochloride Injection Marsam Pharmaceuticals
12.5 mg base/mL 100 mL fill Cherry Hill, NJ

ANDA #74-995 - Submission Date:
Reviewer: Moo Park October 31, 1996

File name: 74995W.096

: £ 2 Wai E :

I. Objective

Review of Marsam Pharmaceuticals' request for a waiver of in vivo
-bioequivalence study requirements for its test product Dobutamine
Hydrochloride Injection, USP, 12.5 mg base/mL in 100 mL fill vials.
Innovator product is Dobutrex® manufactured by Eli Lilly.

Marsam’s Dobutamine Hydrochloride Injection, USP, 12.5 mg base/mL
in 20 mL fill vials (ANDA #74-279) was granted a waiver.

II. Comments

1. Dobutamine Hydrochloride Injection, USP, is an aqueous
injectable solution for IV infusion. The test and reference
products contain the same amount (12.5 mg base/mL) of the
active ingredient. However, the test product contains sodium
metabisulfite instead of sodium bisulfite which is used in the
reference product. The monograph of sodium bisulfite of NF XV
reads "Note-Where Sodium Bisulfite is called for, use Sodium
Metabisulfite.”"” The monograph of sodium bisulfite was deleted
from NF XVI and NF XVII. The pH range of the test product is

Table 1 shows the formulations of the test and
reference products:




Table 1. Comparison of Formulations
Dobutamine Hydrochloride Injection, USP
(Unit: mg/mL)

Ingredients Iest Product  Ref Product -
Dobutamine HCl (as base) 12.5 12.5
Sodium Metabisulfite 0.24 - -

Sodium Bisulfite - 0.24" 7
0.1 N NaOH or HCl for pH adjustment gs gas f?;.
Water for Injection gs ad 1.0 mL 1.0 mL.. .
2. The waiver is granted.

III. Deficiency L

None.

IV. Recommendation

The Division of Bioequivalence agrees that the information
submitted by Marsam Pharmaceuticals demonstrates that Dobutamine
Hydrochloride Injection, USP, 12.5 mg/mL packaged in 100 mL £fill
vials falls under 21 CFR Section 320.22 (b) of the Bioavailability/
Bioequivalence Regulations. The waiver of in vivo bioequivalence
study for the test product is granted. From the bioequivalence
point of view, the Division of Bioequivalence deems the test
product to be biocequivalent to Dobutrex® Injection, 12.5 mg/mL ™
packaged in 100 mL fill vials manufactured by Eli Lilly. 3

The firm should be informed of the recommendation.
- TN V74

Moo Patk, Ph.D7
Chemist, Review Branch III
Division of Bioequivalence

RD INITIALED RMHATRE
FT INITIALED RMHATRF _ ‘DA‘Z 7/9 7

Ramakant M. Mhatre, Ph.D.
Team Leader, Review Branch III
Division of Bioequivalence
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DIVISION OF CHEMISTRY I
OFFICE OF GENERIC DRUGS

Microbiologist's Review #1

December 16, 1996

A. 1. ANDA: 74-995

APPLTCANT: Marsam Pharmaceuticals, Inc.
Attention: Thomas L Pituk -
Building 31, Olney Avenue sl -
P.O. Box 1022 '
Cherry Hill, New Jersey 08034

2. PRODUCT NAMES: Dobutamine Injection USP
[Pharmacy Bulk Package]

3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: =
Sterile solution for injection 12. Smg/mL [1 25 g/100 mL] ;
100 mL fill contained in 100 mL vials

4. METHOD(S) OF STERILIZATION:
5. PRINCIPLE INDICATIONS: Parenteral therapy for inotropic

support in the short-term treatment of adults with cardiac
decompensation.

6. PHARMACOLOGICAL CATEGORY: Inotropic agent
B. 1. DATE OF INITIAL SUBMISSION:

October 31, 1996 (Received by OGD on 11/1/96)
- Subject of this review

2. DATE OF AMENDMENT: N/A; no amendments containing sterility
assurance information were received by the time this
document was reviewed

3. RELATED DOCUMENTS:

ANDA 74-279 held by the applicant for Dobutamine
Hydrochloride Injection in 20 mL single dose vials
[Recommended for approval by KHMuhvich on October 30,
1994 with respect to sterility assurance]




ANDA 74-995 Microbiologist's Review #1

4. ASSIGNED FOR REVIEW: December 12, 1996

C. REMARKS: The applicant requested permission to file an ANDA
for Dobutamine Hydrochloride Injection 12.5 mg/mL, 100 mL
Pharmacy Bulk Package (PBP) in a citizens petition dated February
1, 1993. The request was approved by the Office on September 1,
1993. The information provided in the application was sufficient
to determine that the applicant is taking the necessary steps to
ensure the sterility of the subject drug product (Dobutamine
Injection USP - Pharmacy Bulk Package) .

D. CONCLUSIONS: The submissions are therefore recommended for
approval on the basis of sterility assurance. Specific comments
are provided in "E. Review Notes."

_ 125
Kenneth H. Muhvich, Ph.D.

HFD-620/initialed by RPatel
drafted by: KHMuhvich, 12/16/96

ob
A

ccC:

Original ANDA 74-995
Field Copy

Page 2
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ORIG AMENDMENT

MarRSaM o

. PHARMACEUTICALS INC.

February 5, 1998

Office of Generic Drugs, CDER, FDA
Document Control Room

Metro Park North Il

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

Re: ANDA 74-995
Dobutamine Injection USP, 12.5 mg/mL, 100 mL vial (Pharmacy Bulk Package)
MINOR AMENDMENT

Dear Sir or Madam:

Reference is made to our abbreviated new drug application dated October 31, 1996,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act and in
accordance with the provisions of the Regulations 21 CFR§314.94 for Dobutamine
Injection USP, 12.5 mg/mL, 100 mL vial (PBP).

Reference is also made to your not approvable letter dated August 19, 1997, stating that
the application was deficient and, therefore, not approvable under 21 CFR§314.125(b)(13).
Your letter stated that, based on an April 22, 1997 to June 6, 1997 inspection, CDER had
determined that Marsam was not in compliance with current good manufacturing practice
(CGMP) regulations. Your letter stated that, until such time that we can demonstrate that
the problems have been corrected, the application cannot be approved. In addition, you
directed us to submit a MINOR AMENDMENT in response to the not approvabile letter
which includes a statement from a responsible corporate official certifying that our facilities
have been found to be in compliance with CGMP and cleared for approval of this drug
product by representatives of the local FDA District Office.

In accordance with your request and pursuant to 21 CFR§314.96, we are submitting this
MINOR AMENDMENT to provide a statement certifying that our facilities have been
reinspected and found to be in compliance with CGMP regulati Poval T
of this (and all) drug products by representatives of New Jerzgiy . We are \
also enclosing a copy of the “Profile System” printout that was supplied to us %Bd:ebruary' \
3, 1997, by Mr. Richard T. Trainor, Compliance Officer, of the NJO@EB 0 6 | ' A\

AN
Building 31, Olney Ave. P.O. Box 1022 Cherry Hill, New Jersey 08034, (609) 424-5600 GENER‘C m ON

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




ANDA 74-995 Page 2
Dobutamine Injection USP, 12.5 mg/mL, 100 mL vial (Pharmacy Bulk Package)
MINOR AMENDMENT

We certify that a true copy of this amendment is being sent to our local FDA District Office.
Please advise us if you require any additional information.

Sincerely, S e -
Marsam Pharmaceuticals Inc. ‘

AL, e

Steven W. Brown, R.Ph.
Director, Regulatory Affairs

SWB

Enclosures

cc. FDA New Jersey District Office (North Brunswick Resident Post)
120 North Center Drive, North Brunswick, NJ 08902
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———— ]
PHARMACEUTICALS INC.

October 31, 1996

Office of Generic Drugs
Center for Drug Evaluation and Research TSI TG
Food and Drug Administration 2 .t aa s
Document Control Room

Metro Park, North I IR
7500 Standish Place, Room 150
Rockville, MD 20855-2733 SUIreToiia e e AT

reraml Tlad AT Lot wndos -

Re: NEW ANDA
Dobutamine Injection, USP - 1.25 grams/100 mL (12.5 mg/mL)
100 mL vial, Pharmacy Bulk Package

Dear Sir/Madam:

In accordance 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 Dobutrex®
Solution (Dobutamine Hydrochloride Injection) by Eli Lilly and Co. Please note that this
ANDA is also based on a suitability petition submitted and approved by FDA for the
100 mL Pharmacy Bulk Package size of Dobutamine Injection, USP (Section Il). This
petition requested permission to file an ANDA for the 12.5 mg/mL, 100 mL product
based on Eli Lilly's 12.5 mg/mL, 20 mL Dobutrex® Solution (Dobutamine Hydrochloride
Injection). In addition, in accordance with the new nomenclature listed in USP 23
Supplement 5, effective November 15, 1996, the application and labeling have been
submitted as Dobutamine Injection, USP. Draft labeling is included (Section V) which is
based on current approved labeling for Dobutrex® Solution (Dobutamine Hydrochloride
Injection).

Please note that ANDA 74-279 for Dobutamine Hydrochloride Injection, 12.5 mg/mL,
was submitted by Marsam November 24, 1992 (prior to the nomenclature revision) for
the 20 mL single dose vial. Therefore, since both the 20 mL and 100 mL drug products
contain the same strength but in different fill sizes, the 100 mL application is similar to
the 20 mL application except where outlined. Please note that the exhibit batch
contained in this application contains active drug substance, Dobutamine
Hydrochloride, USP, manufactured and supplied bv )

to This revision contained changes in the manufacturing of
Dobutamine Hydrochloride, USP. Therefore, relevant issues conceming exhibit
batches using the active drug substance manufactured bv _

revision have been addressed in the 20 mL application and are not applicable in the

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




100 mL application. Please note that the draft package insert included in this
application contains both the proposed 20 mL and 100 mL presentations of Dobutamine

Injection, USP.

This submission consists of two (2) 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 XXI for the District Copy Certification and
Debament Certification.) In addition, to facilitate the microbiological review, pertinent
information has been placed in Section XI.2 of the ANDA. A request for waiver of
bioequivalence testing is located in Section VI.1.

Included in Section XVII are stability data for the product in the 100 mL vial. Based on
the data, we are proposing a 24 month expiration date for this product.

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

Primary Contact
Jill Kompa

Phone: (609) 424-5600, Ext. 330
Fax: (609) 751-8784

Altemate Contact

Anne Toland )
Phone: (609) 424-5600, Ext. 249
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




