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Approval Letter



ANDA 75-164
0CT 21 ise9

Abbott Laboratories

Attention: Jill Sackett

200 Abbott Park Road, D-389 AP 30
Abbott Park, IL 60064-3537

Dear Madam:

This is in reference to your abbreviated new drug application
dated June 30, 1997, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Vecuronium Bromide for
Injection, 10 mg/vial and 20 mg/vial. The 10 mg/vial strength is
packaged both with and without a 10 mL vial of diluent
(Bacteriostatic Water for Injection, USP).

Reference is also made to your amendment dated September 13,
1899, .

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 Vecuronium Bromide for Injection, 10 ng/vial and
20 mg/vial, to be bicequivalent and, therefore, therapeutically
equivalent to the listed drug (Norcuron Injection, 10 mg/vial and
20 mg/vial, respectively, of Organon, 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 and 314.98. 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 that 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-40). 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-40) with a completed Form FD-2253 at the time
of their initial use.

Sincerelv vonurs,

/S/ - 19/21/37

Douglas L. SpUrn

Director

Office of Generic Drugs

Center for Drug Evaluation and Research
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FINAL PRINTED LABELING
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10 vials, lyophilized powder 10 Units/NDC 0074-1632-01

VECURONIUM BROMIDE FOR INJECTIO

* FOR iV SINGLE -
10 mg USE ONLY B

’

(=)

*1 mg/mL when reconstituted to 10 mL. :

WARNING: Vecuranium bromide may cause respiratory depression. Facilities for artificial
respiration must be immediately available.

ABBOTT LABORATORIES, NORTH CHICAGO, It 60064, USA




=
VECURONIUM BROMIDE FOR INJECTION

10 mg*

10 Units/NDC 0074-1632-01

FOR IV SINGLE
USE ONLY

*1 mg/mL when reconstituted to 10 mL.

WARNING: Vecuronium bromide may cause respiratory depression. Facilities for artificial
respiration must be immediately available.

ABBOTT LABORATORIES, NORTH CHICAGO, IL 60064, USA

When reconstituted with 10 mL of Sterile

watar for injection the resultant®solution

will contain per mL: .
vecuronium bromide..................... 1mg
citric acid anhydrous, USP........... 2075 mg
sadium phosphate dibasic

anhydrous, USP........ccococcnnee... 1.628 mg
mannital, USP
{to adjust tonicity)................ocoree.. 9.7mg

May contain sodium hydroxide and/or
phosphoric acid for pH adjustment.
pH4 (3510 45),

Uswa! Dosage: Read enclosed prascribing
information.
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10 vials lyophilized powder. 10 vials of bacteriostatic water for infection, USP. 10 x 10 mL vials (powder)
Store dry powder at controfled room temperature 15° to 30°C {53° to 86°F). PROTECT FROM LIGHT. 10 x 10 mL vials (diluent)
When reconstituted with supplied bacteriostatic water for injection: CONTAINS BENZYL ALCOHOL WHICH

IS NOT FOR USE IN NEWBORNS. Use within 5 days. May be stored at room temperature or refrigerated. \
If reconstituted with sterile water for injection or other compatible LV, solutions {per package insert): <m ﬂc w ° z — —..— g m : c g— u m

Refrigerate vial. Use within 24 hours. Single use only. Discard unused portion, “c : — z -.— m ﬂq— c z

Caution: Federal (USA} law prohibits dispensing without prescription.
WARNING: Vecuronium bromide may cause respiratory depression. Facilities for artificial respiration - -
with diluent
10 mg* FOR IV USE ONLY

must be immediately available,
©Abbot 1938 RAQS722-2/R2-1/98 Printed in ISA
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10 x 10 mL vials {powder)
10x 10 mL v:als {diluent]

VECURONIUM BROMIDE FOR INJECTION

with diluent
10 mg* FOR IV USE ONLY

*1 mg/mL when reconstituted with 10 mL of bacteriostatic water for injection, USP.

10 vials lyophilized powder. 10 vials of bacteriostatic water for injection, USP.

WARNING: Vecuronium bromide may cause respiratory depression. Facilities for artificial
respiration must be immediately avaifable.

ABBOTT LABORATORIES, NORTH CHICAGO, IL 60064, USA

10 Units/NDC 0074-1613-01

When reconstituted with 10 mL of diluent {bacteriostatic water for injection,
USP} the resultant solution will contain per mL:

VECUTONIUM BIOMIE ........oeoeeeeec s ressesssssssmrersrnsserensssenseecssncnnenes | MG
citric acid anhydrous usP... v srssnesarsesntsecneesse 003 M
sodium phosphate dibasic anhydrous USP ... .. 1625 mg
_mannitol, USP (to adjust oGty .............ooevveercr it cerecnirererscennnrenenee: 3.7 MO
benzyl alcohol (Preservativel” ... .. 09%

May contain sodium hydroxide and/or phnsphonc acid for pH ad|ustment.
pH4(35to 4.5).

* From supplied diluent
Usuai Dosage: Read enclosed prescribing information.
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Storage: Store dry powder at controlled room temperature 15° to 33°C {59° 10 36°F).

PROTECT FROM LIGHT. .

When reconstituted with bacteriostatic water for injection: CONTAINS BENZYL ALCOHOL WHICH IS NOT FOR USE

IN NEWBORNS. Use within 5 days. May be stored at room temperature or refrigerated.

If reconstituted with sterile water for injection or other compatible LV. solutions {per package insert): Refrigerate <mﬁ==°2—=g

vial. Use within 24 hours. Single use only. .

Discard unused portion, — m :cg — c m

Caution: Federal (USA) law prohibits dispensing without prescription. —

WARNING: Vecuronium bromide may cavse respiratory depression. Facilities for artificial respiration must be “cw —z-.—mn-—-—az

mmedately availabie, .

©Abbott 1398 RAQ5725-2/R2-1/98 Printedinusa = | 20 mg cn_ﬁ.ﬁ._‘ USE
el 0 Refrigeration Reguired

Lot (01) 1 030074 163401 2




) e 10 Units/NDC 0074-1634-01

VECURONIUM BROMIDE
FOR INJECTION

20 mg* FOR IV USE ONLY

[° *1mg/mL when reconstituted to 20 mL.

WARNING: Vecuranitim hromide may cause respiratory depresston Facihhies tor artficial respirabion must
he immaediately available

ABBOTT LABORATORIES, NORTH CHICAGO, IL 60064, USA

1

When reconstituted with 20 mL of
sterile water for injection the resultant
solution will contain per mL:
vecuronium bromide.................. 1 mg
citric acid anhydrous, USP ... 2075 mg
sodium phosphate dibasic

anhydrous, USP ................. 1625 mg
mannitol, USP
ito adjust tonicity)................. 3.Tmg

May contain sodium hydroxide and/or
phosphoric acid for pH adjustment.
pH4{35to 45}

Usual Dosage: Read enclosed
prescribing information.
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cJ VECURONIUM BROMIDE
'" FOR INJECTION

THIS DRUS SHOULD BE ADMINISTERED Y
ADEGUATELY TRANED INDIVIDUALS FAMILIAR WITH
ITE ACTWONSE, CHARACTERISTICS, AND HAZARDS.

DESCRIPTION

Vecutonium Dromida tor injection is a nondepolarizing
naurgmuscular blocking sgem of intermediate duravan,
chemically designated as piperidinium, 1-[{28, 3a, 5o,
168, 178}-3, 17-bis (acetyloxy)-2-{1-piparidinyl)
androstan-16-yl]-1-methyi-, bromide. Yecuronium
bromide for injsction is prepared as a solution and
tyophilizad in its final container, The structural formuia is:

2o

Its chemical formule is CaHeyBrN;0, with molecular
weight 637.74.

Vecuronium bromide i3 suppiied as » sterile
nonpyrogenic fraeze-drisd butfered cake of very fine
migroscopic crystalling particies for intravenous injection
only. Each 10 mL vial contains 10 mg vecuronivm
bromide, 20.75 mg citric scid anhydrous, 16.25 mg sodium
phosphate dibasic snhydrous, 37 mg mannitol {to adjust
tanicity), sodium hydroxide and/er phosphoric acid to
butfer and adjust to a pH of 4 (3.5 to 4.5). Each 20 mL vial
conteins 20 mg of vecuronium bromide, 41.5 mg citric
acid anhydrous, 32.5 mg sadium phosphate dibasic
snhydrous, 194 mg mannitol {to adjust tonicity), sodium
hydroxide snd/or phosphoric acid to buffer and adjust to
& pH of 4 (3.5 to 4.5). Bacteriostatic watar for injection,
USP when supplied comains 0.9% w/v BENZYL ALCOHOL,
WHICH IS NOT FOR USE IN NEWBORNS.

CLINICAL PHARMACOLOGY

Vecuronium for injection is & nondepolarizing
neuromuscular blocking agent possessing ali of the
characieristic pharmacclogical actons of this class of
drugs {curariform}. it acts by competing for cholinergic

receptors at the motor and-plats. The antagonism to )

acetyichaling «s inhibited and nauromuscular block is
reversed by acetyicholinestarase inhibitors such as
neostigmina, edrophonium, snd pyridostigmine.
Vecuronium is about 13 mese potent than pancuronium;
the duration of neuromuscular biockade produced by
vecuronium bromide is shorter than that of pancuronium
at initinlly squipotent doses. The time to anset of
parstysis decreases and the duration of maximum sffect
increasss with increasing vecuronium bromide doses.
The use of a periphets! nerve stimulator is recommanded
in assassing the degrea of musgular relaxation with aif
neuromuscular biocking drugs. The EDy (dose required
to produce 50% suppression of the muscie twitch
response with balanced anesthesia) has sveraged
0.057 my/kg {0.049 to 0.062 mg/kg in various studies). An
initial vacuronium bromids dose of 0.08 to .10 mg/kg
generally producas first depression of twitch in
approximatsly | minuts, good or excellant intubation
conditions within 2.5 to 1 minutes, and maximym
neuramuscular blockede within 3 to § minutes of injecton
in Most patients.

Under balanced snesthesis, ths time to recovary to
5% of control (clinical duration) is approximataly 25 to
40 minutes sfter injection and racovery is usually %%
complete approximately 45-85 minutas after injsction of
intubating doss. The neuromusculer blocking action of
vacuronium is slightly enhanced in the presence of
potant inhalstion anesthetics. if vecuronium is first

admimictnred marn than & minutoc aftar tho etart nf the
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=) VECURONIUM BROMIDE
" FOR INJECTION

THIS DRUG SHOULD BE ADMINISTERED BY
mmmvmnmmlmm FABMILIAR WATH
ACTIONS. CHARACTERISTICS, AND HAZARDS.

DESCRIPTION

Vacuronium bromids for injection is & nondepolarizing
fisuramuscular blocking agent of intermediate duration,
chamically designated as piparidinium, 1-[{28, Jc, 5a,
168, 178)-3, 17-bis (acstyloxy)-2-{1-piperidinyl)
androstan-18-yl|-1-methyl-, bromide. Vecuronium
bromide for Injection is prepared as a solution and
Iyophilized in it final comtainer. The siructural formula is:

- e

550

Its chamical formula is CaHyBrN; 0, with molecular
waight 637.74,

Vecuronium bromide is supplied as a sterile
nonpyrogenic fresze-driad bufferad cake of very fine
microscopic crystalling particies for intravenous injection
only. Each 10 mL vial contains 10 mg vecuronivm
bromide, 20 75 myg citric acid anhydrous, 18.25 mg sodium
phosphate dibesic anhydrous, 87 mg mannitol (to adjust
tonicity}, sodium hydroxide and/or phospharic acid to
buffer and adjust to a pH of 4 (3.5 to 4.5). Each 20 mi. visl
contsins 20 mg of vecuronium bromide, 41.5 mg citric
acid anhydrous, 32.5 mg sodium phosphate dibasic
anhydrous, 194 mg mannitol {to adjust tonicity), sodium
hydraxide and/or phospharic acid to buffer and adjust 1o
a pH of 4 (35 to 4.5). Bactariostatic water for injection,
USP whan suppiisd comains 0.9% wiv BENZYL ALCOHOL
WHICH IS NOT FOR USE IN NEWBORNS.

CUNICAL PHARMACOLOGY
Veacuronium for injection is a nondepolarizing
neurom lar blocking sgent p sing all of the

characteristic pharmacological actions of this class of
drugs {curariform). It acts by competing for cholinergic |
receptors st the motor end-plate. The antagonism to
acetyicholing is inhibited and neuromuscuiar block is
reversad by acetyicholinesterase inhibitors such as
neostigmine, sdroghonium, snd pysidestigmine.
Vecuronium is sbout 1/3 more potent than pancuronium;
the duration of neuromuscular biockada produced by
vecuronium bromide is shorter than that of pancuronium
at initially squipotent doses. The time to onset of
paratysis decraases and the duration of maximum effect
inctensas with increasing vecuronium bromida dosaes.
The use of & peripheral nerve sumulator is racommended
in asgassing tha degres of musculsr relaxation with all
neuromuscuter blocking drugs. The EDy idose required
to produce 90% suppression of the muscle twitch
respongs with balanced anasthesia) has sveraged
0.057 mg/kg {0.049 to 0.062 mg/kg in various studiesh. An
initial vecuronium bromide dose of .08 10 0.1¢ mg/'kg
penerally produces first degression of twitch in
approximately 1 minute, good or excellant intubation
conditions within 2.5 to 3 minutes, and maximum
nauromuscular biockade within J to 5 minutas of injection
in mogt patients.

Under balanced anasthesia, the time to recovery o
25% of control-{clinical duration) is spproximately 25 1o
40 minytas after injection and recovery is ususlly 35%
complete approximately 45-65 minutes after injection of
intubating dase. The neuromuscular blocking action of
vecuronium is slightly enhancad in the pressnce of
potent inhalation anasthatics. If vecuronium is first

mdminimtarn A mpra than & mirimar attas the ofart nf tha
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reversed by acetyicholinasterasa inhibitors such as
nsostigmine, edrophonium, and pyridostigmine.
Vecuromum is about 1/3 more potent than pancuronium;
the durstion of neuromuscular blockade produced by
VBCUONium bromide is shorter than that of pancuronium
at initially aquipotent doses. The time to onset of
paralytiz dacreases and the duration of maximum eftect
NCreasas with inCregsing vecuronium bromide doses.
The use of & penipheral nerve stimulator is racommended
in assessing the degres of muscular relaxation with all
neuromuscular blocking drugs. The EDy (dose required
to praduce 90% suppression of the muscla twitch
rasponse with balanced snesthesis) has averaged
0.057 mg/kg (0.049 to 0.082 mg/kg in various studies). An
initisl vacuronium bromide dose of 0.08 to 0.10 mg/kg
genarally produces first dapression of twitch in
approximately 1 minute, geod or excedlent intubation
conditions within 2.5 to 3 minutes, and maximum
neuromuscular blockade within 3 to 5 minutes of injection
in Most patients.

Under balanced anssthesia, the time 10 recovery to
25% of control (clinical duration) is approximately 25 to
40 mnutes after injection and racovery is usually 35%
compiste approximately 45-85 minutes after injection of
intubating dose. The neuromuscular biocking action of
vecuronium 15 slightly enhanced in the presence of
potent inhalation anesthetics. If vecuronium is first
sdministerad mora than 5 minutes after the start of the
inhalanon of enflurans, isofiurane, or halothane, or when
steady stats has been achisved, the intubating dose of
vecuronium bromide may ba decreased by approxomatsly
15% (see DOSAGE AND ADMINISTRATION saction).
Prior administration of succinyichaline may anhance the
neuromuscular blocking effect of vacuronium and its
duration of sction. With succinyicholine as the intubating
agent, intial doses of 0.04-0.06 mg/kg ot vecuronium will
produte compiets asuromuscuisr block with clinicsl
duration of acbon of 25-30 minutes. If succinylcholine is
used prior to vecuronium, tha administration of
vecuronium should be delayed until the patient starts
recovering from sutcinylcholine-induced nauromuscuiar
blockade. Tha sffect of prior use of other nondepoiarizing
neuromuscular blocking agerts on the activity of
vecuronium has not basn studied (see PRECAUTIONS,
Drug Imsractions).

Repeated administrarion of maintenance doses of
vecuranium has littie cr no cumulative effect on the
durstion of neuromus: uiar Bloc«ade. Tharefore, repeat
doses can be adminis:ered at rslatively requiar imervals
with predictable resuiis. After an initisl dose of 0.08 to
0.10 mg/kg under Julancer anesthesis, tha first
maintenance dose {suggested naintenance dose is 0.010
to 0.015 mg/kg} is jenarsily required within 25 to
40 minutes; subsequait maintenance doses, if raquired,
may be sdministera!! at approximatsly 12 to 15 minute
intervais. Halothane snesthesia incraases the clinical
duration of the maintenance dose only slightly. Under
enflurane & maintensnca dose of 0.010 mg/kg is
approximately squal te 0.015 mg/kg doss under balanced
anesthes:a.

The recovery mdex time from 25% to 75% recovery) is
approximately 15-25 minutes under balsnced or
halothans snesthesin. When recovery from vecuronium
neuromuscular blocking effect bagins, it proceeds more
rapidly than recovery from pancuronium. Once
spontansous recovery has started. the nsuromuscular
block produced by vecironium is resdily reversed with
various anticholinesterase agents, i.g., pyridostigmine,
neos'igmine, or #drophomum in conjunction with an
antic 1lineigic agent such as atropine or ghycopyrroiate,
Rapil recovery 1s a finding consistent with vecuronium
shor. eliminstion haif-lite, aithough thers have baen
occe sionai reports of prolonged nauromuscular blockade
In prtsants i the intensive care unit (ses PAECAUTIONS).

The admimstration of chinical dosas of vecuronium
brarwde is not characterized by laborstory or clintcal
sigr s of chemically mediated histamine release. This
doas not preclude the possibility ot rare hypersensitivity
reactions (ses ADVERSE REACTIONS).
Pharmacokinetics: At clinical doses of 0.04-0,10 mg/fkg,
60-80% of vecuronium bromida it ysualiy bound to
p'asma protein. The distribution half-tite following a
single intravenous dose {range 0.025-0.280 mg/kg) is
approximately 4 minutes. Elimination haif-lite over this
sample dosage range is approximately 65-75 mmnutes in
heaithy surgical patients and in renal faiure patisnts
Lndergosng ransplant surgery.

In late pragnancy, slimination half-life may ba
thartened to approximstely 35-40 minutes. The volume of
listribution at steady state iz approximatsly
100-400 ml/kg; systamic rate of clearence is
Ipproximatety 3-4.5 m/minute/kg. In man, unne recavery
uf vecuronium varies from 3-35% within 24 hours, Nata
derived trom pauents requiring ingeruon of & T-tube in
the comman bite duct suggests that 25-50% of a 1otal
iravencus dose of vecuronium may ba excreted in bile
within 42 hours. Only unchsnged vecuronium has been
datected in human pissma following use duning surgery.
In addition, one metabolite 3-desacetyl vecuronium has
bean rarely detected in human plasma following
prolongad chinical use in the |.C.U. {See PRECAUTIONS:
Long Term Use in L.CU.). One metabolite, 3-desacetyt
vecuronium has been recoverad in the urina of some



Jluiw Blbin@iied a@n g, diieky i UiBie Ddve Jegl
occanional reports of prolonged nevromuscular biockade
in patients in the intensive cars unit (see PRECAUTIONS).

Tha administration of clinical doses of vaturoniym
bromide is nat characterized by laboratory or glinical
signs of chemically medisted histamine releass. This
doas not praciude the possibility of rare hypersensitivity
taactions (ses ADVERSE REACTIONS). .
Prarmacokinetics: At ciinical dosss of 0.04-0.10 ma/kg,
60-20% of vecuronium bromide is usually bound to
plasma protain. The distribution haif-life following a
single intravanaus dose (range 0.025-0.280 mg/kg} is
approximately 4 minutes. Ekmination hali-life over this
sample dosage range is approximately 85-75 minutes in
haatthy surgical patients ang in rensl fsilura patiants
undgrgoing transplant surgery.

In lata pregnancy, slimination half-lite may be
shartened to approximately 35-40 minutes. The voiuma of
distribution st steady sta1e is approximately
300-400 mi/kg; systemic rete of clearance is
approximataty 3-4.5 mU/minute/kq. In man, urine racovary
of vacuronium varies from 3-35% within 24 hours. Dats
derived from patients requiring insertion of & T-tube in
the common bile duct suggests that 25-50% of & totsl
intravenous dose ot vecuronium may be axcrated in bile
within 42 hours. Only unchanged vacuronium has been
datected in human plasma following use during surgery.
In addition, one metabolits 3-desacatyl vecuronium has
been rarely detected in human plasma following
prolonged ciinical use in the i.C.U. (See PRECAUTIONS:
Lasg Term Use in ).C.U.). Ona metabolite, 3-desacatyl
vecuronium has been recovered in the urine of some
patients in quantities that account for up to 10% of
wjected dose; 3-desacety! vecuronium has aisc besn
racovered by T-tube in some patisnts accounting for up
to 25% of the injacted dose. -

This metabolite has bean judged by animal screening
(dogs and cats) to have 50% or mare of the potency of
vecuronium; squipotent doses sre of approximately the
sama duration as vacuronium in dogs and cats. Biliary
sxcrebon accounts for about hall the dose of vecurenium
bromide within 7 hours in the anesthetized rat.
Circulatory bypass of the livar (cat praparation) prolongs
recovery from vecuronium. Limited dats derived from
patients with cirrhosis or cholestasis suggests that some
measurements of racovery may be doubled in such
patients. In patients with ranal failure, maasursments of
recovery do not diffar significantly ftrom similar
measuremants in healthy patients.

Studies involving routine hemodyhamic manitoring in
good risk surgical patients raveal that the sdministration
of vecuromum bromide ir: doses up to thres timas that
needed to produce chinical relaxation (0.15 mg/kg) did not
produce chinicelly significant changes in systolic,
diastolic or mean arterial prassure, The heart rats, under
similar manitoring, remainsd unchenged in some studies
and was lowered by a mean of up to 8% in other studies.
A large dose of 0.28 mg/kg administersd during & pariod
of no stimulation, whily patients ware baing prapard for
coronary artery bypass grafting was not associsted with
alteranions in rate-pressure-product or puimonary
capillary wedge pressure. Systemic vascular resistance
was lowerad slightly and cardiac output was increased
insignificantly. (The drug has not bean studied in patients
with hemodynamic dysfunction secondary to cardiac
valvular diseasel. Limited clinical exparience with use of
vecuionium during the surgery for pheathromocytoma
has shown that administration of this drug is not
associsted with changes in blaod pressure or haart rata.

Unlike othar nondepoisrizing skelatal muscle relgxants,
vecurenium has no clinically significant affects on
hemodynsmic paramsters. Vecurenium will not
counteract those hamodynamic changes or known side
effects produced by or associsted with anesthetic
agents, other drugs or various othar factors known to
aiter hemodynamics.

INDICATIONS AND USAGE

Vacuronium bromida is indicated as an #djunct to
genaral anesthesia, to facilitats endotrachesl intubation
and to provide skeietal muscie relaxation during surgery

or mechamewsl ventilation.

CONTRAINDICATIONS

Vecuronium bramide is contraindicated in patiants
known to have s hypersansitivity to it

WARNINGS

VECURONIUM BROMIDE SHOULD BE AOMINISTERED IN
CAREFULLY ADJUSTED -DOSAGE 8Y OR UNDER THE
SUPERVISION OF EXPERIENCED CLINICIANS WHO ARE
FAMILIAR WITH ITS ACTIONS AND THE POSSIBLE
COMPLICATIONS THAT MIGHT OCCUR FOLLOWING ITS
YSE. THE DRUG SHOULD NOT BE ADMINISTERED
UNLESS FACILITIES FOR INTUBATION, ARTIFICIAL
RESPIRATION, OXYGEN THERAPY, AND REVERSAL
AGENTS ARE IMMEDIATELY AVAILABLE. THE CLINICIAN
MUST BE PREPARED TO ASSIST OA CONTROL
RESPIRATION. TO REDUCE THE POSSIBILITY OF
PROLONGED NEURDMUSCLULAR BLOCKADE AND OTHER
POSSIBLE COMPLICATIONS THAT MIGHT OCCUR
FOLLOWING LONG-TERM USE IN THE ICY,
VECURONIUM @ROMICE OR ANY OQTHER
NEUROMUSCULAR BLOCKING AGENT SHOULD BE
ADMINISTERED IN CAREFULLY ADJUSTED DOSES BY
OR UNDER THE SUPERVISION OF EXPERIENCED
CLINICIANS WHD ARE FAMILIAR WITH ITS APTINNS
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atraphy. The recovary picture may vary from raganng
movement and strength in ak musclas to nitia! racovery
of movement af the facial and small muscles of the
extramitias then to the remaining muscies. In rare casas
recovery may be over an mxtendad penicd of bme and
May svan, on occasion, involve rehabilitation. Therstore,
when there is a need for long-term mechanicsl
ventilation, the bensfits-to-risk ratia of neutomuscular
blockade must be considerad.

Continuous infusion or intermittent bolus dasing to
support mechanical ventilation has not been studied
sufficiently to support dossge recommendations. IN THE
INTENSIVE CARE UNIT, APPROPRIATE MONITORING,
WITH THE USE OF A PERIPHERAL NERVE STIMULATDR
TO ASSESS THE DEGREE OF NEUAGMUSCULAR
BLOCKADE IS RECOMMENDED TO HELP PRECLUDE
POSSIBLE PAGLONGATION OF THE BLDCKADE.
WHENEVER THE USE OF VECURDNIUM OR ANY
NEUROMUSCULAR  BLOCKING  AGENT 1§
CONTEMPLATED IN THE ICU, IT IS RECOMMENDED
THAT NEUROMUSCULAR TRANSMISSION BE
MON{TCRED CONTINUOUSLY DURING
ADMINISTRATION AND RECOVERY WITH THE MELP OF A
NERVE STIMULATOR. ADDITIONAL DOSES OF
VECURONIUM BROMIDE OR ANY OTHER
NEUROMUSCULAR BLOCKING AGENT SHOULD NOT BE
GIVEN BEFORE THERE IS A DEFINITE RESPONSE TO T,
QA TO THE FIRST TWITCH. IF NO RESPONSE IS ELICITED,
INFUSION  ADMINISTRATION SHOULD BE
DISCONTINUED UNTIL A RESPONSE RETURNS.

Severs Obesity or Neuromusculsr Dissase: Patiants with
sevars obesity or neuromuscular disease may pose
atrway and/or ventilatory probtems requining spacisl care
before, during and after the use of neuromuscuiar
biocking agents such as vecuronium,

Malignant Hyperthermia: Many drugs used in snesthetic
practice are suspsctad of being capable of triggaring a
potantially tatal hyparmatabolism of skelatal muscle
known as malignant hypsrthermia. There are insufficisnt
data derived from scrasming in susceptibie animals
{swins) to establish whethar 3r not vecuronium is
capable of triggering maiignant hyperthermia.

C.N.5.: Vecuronium has no kaown affect on
consciousness, the pain threstold or cerebration,
Administration must bs accompanied by adequate
anesthasia o sedation.

Drwg Interactions: Prior administration of succinytcholing
may enhance tha neuromuscuar blo<king affact of
vacuronium for injection and s durabon of action. if
succinyicholing is used Letors vecurenium the
administration of vecuronium s uld be delayed until the
succinylicholine sffect shows -igns of wearing off, With
succinyicholine as the intubating agent, initiak doses of
0.04-0.08 mg/kg of vacurcmum bromida may be
administersd to produce comalete neuromuscular block
with clinical duration ot action of 25-30 minutas (see
CUNICAL PHARMACOLOGY).

Tha use of vecuronium befors succinylcholing, in order
to attenuate some of the side effects of succinyicholine,
has not been sufficiantly studied.

Other nondepolarizing neyromuscular bocking agsnts



Side-by-side Label Copy Comparison
Carton Label
Vecuronium Bromide for Injection 10 mg/Vial with
Bacteriostatic Water for Injection, USP Diluent
Abbott’s original labeiing is on top; our revised labeling is on the bottom

TOP PANEL

10 x 10 mL vials, powder and dituent 10 Units/NDC 0074-1613-01

VECURONIUM BROMIDE
FOR INJECTION
with diluent

10mg* | rorvuseomwy

L *1 mg/mL when reconstituted with 10 mL of bacteriostatic water
g for injection, USP.

10 vials Iyophilized powder. -
10 vials of bacteriostatic water for injection, USP.

WARNING: Vecurcnium bromide may cause respiratory depression.
Facilities for artificial respiration must be immediately avaitable.

ABBOTT LABORATORIES, NORTH CHICAGO. IL 60064. USA

d 10 x 10 mL vials {powder) 10 Units/NDC 0074-1613-01
I 10 x 10 mL vials (diluent) \
Fevised to specify:
VECURONIUM BROMIDE 107 10m v v
FOR INJECTION
with diluent

10 mg* FOR IV USE ONLY

*1 mg/mL when reconstituted with 10 mL of bacteriosta;r{ic water
for injection, USP. ‘
10 vials lyophilized powder.

10 vials of bacteriostatic water for injection, USP.

WARNING: Vecuronium bromide may cause respiratory depression.
Facilities for artificial respiration must be immediately available.

ABBOTT LABORATORIES, NORTH CHICAGO, IL 60064, USA

Changed from black to red ink to increase prominence. ‘ 31



CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number  75-164

CHEMISTRY REVIEW(S)



CHEMISTRY REVIEW NO: 4
ANDA 75-164 '

NAME AND ADDRESS OF APPLICANT
Abbott Laboratories
Attention: Jill N. Sackett
Hospital Products Division
D-3892, Bldg. AP30

200 Abbott Park Road

Abbott Park, IL €0064-3537

LEGAL BASIS FOR SUBMISSION

A patent certification statement claiming that Patents
#4,237,126 and 4,297,351 are valid until ™ 8/29/99 is
appended. The RLD Norcuron™ is not entitled to a period of
marketing exclusivity as per the 17™" Edition of Approved
Drug Products.

SUPPLEMENT
N/A

PROPRIETARY NAME
N/A

NONPROPRIETARY NAME
Vecuronium Bromide for Injection

SUPPLEMENT PROVIDE FOR:
N/A

AMENDMENTS AND OTHER DATES:

Firm
June 30, 1897-- Original Submission
August 6, 1597-- Amendment

September 12, 1597--New Correspondence
November 21, 1997-- New Correspondence

February 6, 1998 -~ Major amendment

October 12, 1998- Minor amendment

February 4, 1999 - Telephone amendment to clarify
postapproval testing

July 26, 1599 - New Correspondence

September 13, 1999- Amendment

FDA :

July 25, 1997-- Refuse to file letter

September 5, 1997-- Acceptance letter to firm
December 10, 1997 --Chemistry deficiency fax
December 31, 1997-- Bio granted waiver

January 6, 1998-- Label deficiency fax
July 14, 1998-- Methods validation results
July 21, 1998 -- Micro deficiency

September 2, 1998- Label review acceptable
September 15, 1998- Chemistry deficienC{ #2
September 15, 1998- Bio review acceptable



2

February 4, 1995- Phene call by Chemist

July 16, 1999 GMP Deficiency letter-
PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Relaxant-Skeletal Muscle Relaxer Rx
RELATED ANDAs/DMFs
, NDS

DOSAGE FORM 14 . POTENCY
Lyophilized 10 mg/vial

20 mg/vial

10 mg/vial with
Bacteristatic Water for Injection

CHEMICAL NAME AND STRUCTURE
l-< 3, 17-Bis-acetyloxy)-2-(1l-piperdinyl) androstan - 16-
yl>-1-methylpiperidinium bromide

RECORDS AND REPORT.:
EER acceptable, da:ted 5/20/99.

Bio waiver grantecd.

Methods validatior. completed, with minor changes to methods.

DMF is current and satisfactory.

COMMENTS
No outstanding Chemistry issues.

CONCLUSIONS AND RECOMMENDAT'IONS
ANDA recommendec for approval.

REVIEWER : DATE COMPLETED:
Radhika Rajagopalan, Ph.D. October 4, 19599

-
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CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 75-164

BIOEQUIVALENCE REVIEW(S)



BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 75-164 APPLICANT: Abbott Laboratories

DRUG PRODUCT: Vecurconium Bromide for Injéction 10mg/vial and 20
mg/vial

The Division of Bicequivalence has completed its review and has no
further questions at this time.

Please note that the biocequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology,
labeling, or other scientific or regulatory issues. Please be
advised that these reviews may result in the need for additional
bioequivalency information and/or studies, or may result in a
conclusion that the proposed formulation is not approvable.

Sincerely yours,

— - ~

474

Dale P. Conner, Fharm.D.ZLT\

Director Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research
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BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 75-164 APPLICANT: Abbott Laboratories

DRUG PRODUCT: Vecuronium Bromide for Injection 1lOmg/vial and 20
mg/vial

The Division of Biocequivalence has completed its review and has no
further questions at this time.

Please note that the bicequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology,
labeling, or other scientific or regulatory issues. Please be
advised that these reviews may result in the need for additional
biocequivalency information and/or studies, or may result in a
conclusion that the proposed formulation is not approvable.

Sincerely yours,

—

. 0
Dale P. Coﬁéggf,Pharm.D.

Director Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research



Vecuronium Bromide for Injection Abbott Laboratories

10 mg/Vial and 20 mg/Vial Abbott Park, Illinois
ANDA #75-164 Submission Date:
Reviewer: Moheb H. Makary August 6, 1997

WP. 75164W.897
Revi f Wai R

I. Objective:

The firm has requested waivers of bicequivalence study
requirements for its products Vecuronium Bromide for Injection,
10 mg/Vial and 20 mg/Vial. Innovator products are Norcuron® for
Injection 10 mg/Vial and 20 mg/Vial, manufactured by Organon Inc.
Vecuronium Bromide for Injection is a nondepolarizing
neuromuscular blocking agent of intermediate duration. It is
supplied as a . of
very fine microscopic rrystalllne particles for lntravenous
injection only.

IT. Formulations: {(Net to be réieased under FOI)

The formulations of Abbott’s Vecuronium Bromide and QOrganon’s
Norcuron® for Injection, 10 mg/Vial and 20 mg/Vial are shown in
Table I. .

Comments:

1. The active and inact.ve ingredients and their concentrations
for the test products are the same as those of the innovator's
Norcuron® for Injectior 10 mg/vial and 20 mg/vial, manufactured
by Organon Inc.

2. Waivers of in wvivo bicequivalence study requirements may be
granted based on 21 CFR 320.22(b) (1}.

Recommendation:

The Division of Bioesquivalence agrees that the information
submitted by Abbott Laboratories, demonstrates that Vecuronium
Bromide for Injection, 10 mg/Vial and 20 mg/Vial fall under 21
CFR 320.22 (b} (1). The waivers of in vivo bioequivalence study
for the test products are granted. From the bicequivalence point
of view, the Division of Bioequivalence deems the test injectable
formulations 10 mg/Vial and 20 mg/Vial to be biocequivalent to
Norcuron® Injectable, 10 mg/Vial and 20 mg/Vial, respectively,
manufactured by Organon Inc.



The firm should be informed of the above recommendation.

/! ﬂﬁ;,,———“

Moheb H. Makary, Ph.D.
Division of Bioeguivalence
Review Branch III

RD INITIALLED RMHATRE
FT INITIALLED RMHATRE \‘/J'/ Zpate: }3/12/% 5
Concur:, — i mur 1 Date: /§£§7/4?_7

Dale P. CoQa:St 7

Director

Division of Bioequivalence

File,



CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 75-164

MICROBIOLOGY REVIEW(S)



OFFICE OF GENERIC DRUGS, HFD-640
Microbiology Review #3
January 25, 1999

1. ANDA 75-164

= APPLICANT Abbott Labs
D-389 Bldg AP30

200 Abbott Park
Abbott Park IL 60064-3537

2. PRODUCT NAME: Vecuronium Bromide for Injection
3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 10 mg/vial in

10 mL vials and 20 mg/vials in 25 mL vials, 10 mg/vial
in 10 mL vials with 10 mL Bacteriostatic Water For
Injection USP [Diluent], Single Dose, Lyophilized
Powder, Intravenous

5. PHARMACOLOGICAL CATEGORY: Neuromuscular Block

1. DATE OF INITIAL SUBMISSION:(Originally Refuse-To-File)
.Filing date: August 6, 1997
' (Received August 6, 1997)

2. DATE OF FAX AMENDMENT: December 16, 1998

Subject of this Review (Received December 22, 1998)
3. RELATED DOCUMENTS: None .
4. ASSIGNED FOR REVIFEW: 1/25/99

REMARKS: The subject amendment provides for the response to
the microbiology deficiencies in the facsimile
letter dated November 18, 1998.

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

hﬁﬁ[ . 7& S/?-f/‘iﬁ‘

Andrea S. High, Ph. D
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ANDA 75-164 ' Microbiologist’s Review #2

Microbiology Comments to be Provided to the Applicant

ANDA: 75-164 APPLICANT: Abbott Labs

DRUG PRODUCT: Vecuronium Bromide for Injection,
10 mg/vial and 20 mg/vial

A. Microbiology Deficiencies:

1. Please provide summaries to demonstrate that the rubber
components do not contain detectable amounts of
endotoxin when tested prior to washing as stated in
your response.

2. Please provide sterilization validation summaries for
the ) ) from the filling line
to the

3. Your statement regarding leaking vials assumes the

detection of leaking wvials prior to the challenge and
incubation. Please state the failure rate for the
container/closure test agfter incubation.

4. Please specify the

regardless of filtration. I¥% the actual gtorage fime
is greater then 48 hours, studies to support prolonged

storage shoulcd be provided.

Please clearly identify your amendment to this facsimile as
“RESPONSE TO MICROBIOLOGY DEFICIENCIES”. The “RESPONSE TO
MICROBIOLOGY DEFICIENCIES” should alsc bhe noted in your cover
page/letter.

Sincgrely yours,
uf 77

o AU for
Frank ,O. F(:S;(mbe, }r., Ph.D.

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

Page 6



W1t

cc:

2.

3.

OFFICE OF GENERIC DRUGS, HFD-640
Microbiology Review #2
October 26, 1998

ANDA 75-164

APPLICANT Abbott Labs
D-389 Bldg AP30

200 Abbott Park
Abbott Park IL 60064-3537

PRODUCT NAME: Vecuronium Bromide for Injection
DOS (s) : 10 mg/vial in

10 nL vials and 20 mg/vials in 25 nmlL vials, 10 mg/vial
in 10 mL vials with 10 mIL Bacteriostatic Water For
Injection USP {Diluent), Single Dose, Lyophilized
Powder, Intravenous ’

METHOD(S) OF STERILIZATION:

PHARMACOLOGICAL CATEGORY: Neuromuscular Block

DAYE OF INITIAL SUBMISSION: (Originally Refuse-To-File)
Filing date: August 6, 1997

Subject of this Review (Received Aaugust 6, 1997)

DATE OF AMENDMENT: August 21, 1998
Subject of this Review (Received August 25, 1998)
RELA UM : None

ASSIGNED FOR REVIEW: 10/26/98

REMARKS: The subject amendment provides for the response to

the microbiology deficiency letter dated July 21,
1998.

CONCLUSIONS: The submission is not recommended for

approval on the basis of sterility assurance.
Specific comments regarding the

filling - on are
provided in "E. Review Notes" and
"Microbiology Comments to be Provided to the

Applicant". fur B
C' ' Anx{é"/s. Hagn, Bn.lju'2 IQ?

5-164a
_ F. Holcombe, Jr.

JLW—; /v 9%
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OFFICE OF GENERIC DRUGS, HFD-640

Microbiology Review #1
July 16, 1998

1. ANDA 75-164

APPLICANT Abbott Labs
D-389 Bldg AP30

200 Abbott Park

Abbott Park IL 60064-3537

2. PRODUCT NAME: Vecuronium Bromide for Injection
3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 10 mg/vial in

10 mL vials and 20 mg/vials in 25 mL vials, 10 mg/vial

in 10 mL vials with 10 mL Bacteriostatic Water For

Injection USP [Diluent}, Single Dose, Lyophilized

Powder, Intravenous

4. METHOD(S) OF STERILIZATION: -
5. PHARMACOLOGICAL CATEGORY: Neuromuscular Block
1. DAIE.QE.LEIIIAL.ﬁQEMi&&IQH=(Originally Refuse-To-File)

Filing date:

2. DATE OF AMENDMENT: August 6, 1997

August 6, 1997
Subject of this Review (Received August 6, 1997)

Subject of this Review (Received August 8, 1997)

3. RE DOCUMENTS: None
4. ASSIGN 0 VIEW: 7/10/98

REMARKS: The subiect drug product is aseptically filled on

pharmaceuticai %acility.

1t the North Chicago

CONCLUSTIONS: The submission is not recommended for
approval on the basis of sterility assurance.
Specific comments regarding the aseptic
filling process/terminal sterilization are
provided in "E. Review Notes" and

"Microbioclogy Comments to
Applicant".

b7§71n' P

—.—-v\

A

Andrea §. High, Ph. D.

-
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CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 75-164

ADMINISTRATIVE DOCUMENTS



DIVISION APPROVAL SUMMARY

ANDA: 75-164

o
Daft-#1
/0/%/5?7 |

DRUG PRODUCT: Vecuronium Bromide for Injection

FIRM: Abbott Laboratories

DOSAGE: Lyophillized Powder

10 mg/vial, 20 mg/vial and 10
mg/vial with Bacteriostatic Water
for Injection

STRENGTH: 10 mg/vial, 20 mg/vial and 10 mg/vial with Bacteriostatic Water
for Injection

CGMP STATEMENT/EIR UPDATE STATUS:
CGMP: Statement provided on 2-38.
EIR: EER acceptable on 9/20/99.

BIO STUDIES/BIOEQUIVALENCE STATUS:
Bio waiver granted on 12/31/97.

METHODS VALIDATION:

Field conducted methods validation and found them suitable. Results filed

in volume 2.1.

STABILITY (conditions,

systems and data reported.
and specifications.

containers and methods):
Bio batch was set up cn stability in the proposed container/closure

The fcllowing are the firm's stability tests

Test

Specifications

Vecuronium Bromide

Physical Appearance

Reconstitution time

Identification

Bacterial Endotoxins

Sterility




=H :

w0isture

Mannitol -

Particulate Matter

Related Substances

Single Unknown
Total

LABELING REVIEW STATUS:
Acceptable dated 9/2/98.

STERILIZATION VALIDATION (If Appl;cable):
Satisfactory review daced 1/25/99.

BATCH SIZES:
Bio batch {identity #, drug substance source):

The drug substance is supplied by
ST T - The bio batch size is

STABILITY BATCH (different from bio batch, manu. Site, process) :
Stability batch is the same as bio batch.

PROPOSED PRODUCTION BATCH:
Reprocessing statement is enclosed on page

3-330.

COMMENTS :
Approvable

CHEMISTRY REVIEWER: Raihika Rajagopalan, Ph.D.
DATE: 10/4/99 77 — - 7

13/, 4,
/ O/?‘//7f



RECORD OF TELEPHONE CONVERSATION

I called Zf Abbot;, Jean Conwa; lebout
ANDA 75-164, ir unapproved

original for Vecuronium bromide for a
clarification on post approval
testing protocol. The firm indicated
testing per protocol for the first
three validation batches and then one
lot to be tested annualy. I told
them to medify it so one lot annualy
will be tested at 0, 3, 6, 9, 12, 18,
24 and annualy thereafter at expiry.
She will provide it as a telephone
amendment.

DATE
2/4/99

ANDA NUMBER
75-164

IND NUMBER

TELECON

INITIATED BY MADE

APPLICANT/ X BY
SPONSOR TELE.
X FDA _ IN

PERSON

PRODUCT NAME
Vecuronium
bromide for Inj.

FIRM NAME
Abbott Labs

NAME AND TITLE OF
PERSON WITH WHOM
CONVERSATION WAS HELD
Jean Conaway
Reg. Affairs

TELEPHONE NUMBER
{B47) 937-6845

SIGNATURE

R. Ragagogalan

x:\new\firmsam\abbott\tcons\75164?Eb.1

lsﬁ{rfm !

v
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TENTATIVE APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
‘ LABELING REVIEW BRANCH

ANDA Number: 75~164 Date of Submission: February 6, 1998
Applicant's Name: Abbott Laboratories

Established Name: Vecuronium Bromide for Injection, 10 mg/vial
and 20 mg/vial

APPROVAL SUMMARY (List the package size, strength(s), and date of
submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes

Container Labels: Vecuronium Bromide fcr Injection - 10 mg &
20 mg; Bactericstatic Water fotr Injection, USP - 10 mL

Satisfactory in FPL as of 2/6/98 submission

Carton Labeling: 10 vials, lyopﬁilized powder (10 mg & 20 mg);
10 x 10 mL vials {10 mg powder and diluent)

Satisfactory in FPL as ~f 2/6/98 submission
Professional Package Irnsert Labeling:
Satisfactory in FPL as of 2/6/98 submission
Auxiliary Labeling:

Satisfactory in FPL as of 2/6/93 submission
Revisions needed postc-approval:

1. Replace “CAUTION: Federal..” statement with “Rx cnly” and
relocate to the principal display panel.

2. Increase the space where pharmacist writes on container
label.

BASIS OF APPROVAL:

Was this approval based upon a petition? No



What is the RLD on the 356(h) form: Norcuronﬁ Injection
NDA Number: 18-776

NDA Drug Name: Norcuron® Injection

NDA Firm: Organon

Date of Approval of NDA Insert and supplement #: January 3,
1992/5-016

Has this been verified by the MIS system for the NDA?
Yes

Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels and carton labeling:

a. The labeling of the listed drug NORCURON® (Organon,
revised 12/91; approved 1/3/92).

b. Also used is the labeling of an approved generic
Vecuronium Bromide Injection, ANDA 74-334 (August 3,
1995).

c. USP 23 for labeling guidance for Bacteriostatic Water

for Injection.

FOR THE RECORD
1. MODEL LABELING

a. This review was based upon the labeling of the listed
drug NORCURON® {(Organon, revised 12/91; approved
1/3/92).

b. Blsc used is the labeling of an approved generic
Vecurconium Bromide Injection, ANDA 74-334 (August 3,
1985).

c. USP 23 for labeling guidance for Bacteriostatic Water
for Injection.

2. Some of the recommendations made in this review based on the
previous FTR for this drug found in the file folder. To be
specific,



a. Comment {a) (iii) under CONTAINER: See FTR prepared by
Shannon 9/1/93 and signed by JP 9/3/93.

b. . Comment (a) (iv) under CONTAINER : See FTR prepared by
Shannon 8/10/93 & signed by Yana Mille 8/10/93.
Consequently, we will not ask the firm to add “Retain
in carton until contents are used” on container labels

= and carton labeling.

One generic firm {(Marsam) for the approved Vecuronium
Injection (ANDA 73-334) argued that addition of the WARNING
statement “WARNING: paralyzing Agent” to the labels and
aluminum seal for vial cap is a stronger warning than
“respiratory depression” and should be standard phrase for
all containers of neuromuscular blocking agents. ' Therefore
the firm had submitted this revision as a SSCBE on July 17,
1997. In fact, these identical warning statement appear on
the cap for “Succinylcholine Injection by Abbott
Laboratories (see the Marsam’s. supplemental application
dated July 17, 1996 in vol.3.1 for ANDA 74-334 for detail}.
The agency has sent consult to NDA review division (HFD-170)
regarding this proposal and received agreement from HED-170
on this labeling change (see Medical Officer Consult dated
10/30/96 on 74-334/SL-001_in vol.3.1.). Consequently, the
agency has approved this change {74-334/5-001) based on the
consult outcome even though the innovator’s labeling still
is not approved for this change. However, since the NDA
products still has not implemented on these changes, we will
not ask for these changes to the applicant. (Decision made
between Chan Park and John Grace, Team Leader}. :

INACTIVE INGREDIENTS

The listing of inactive ingredients in the DESCRIPTION
section of the package insert appears to be consistent with
the listing of inactive ingredients found in the statement
of components and composition appearing on page 64 & 65
(Volume 1.1).

PATENTS/EXCLUSIVITIES
No entitlement to exclusivity.
Patent # 4237126 - August 20, 1999

Patent # 4297351 - August 20, 1999. The firm’s statement is
accurate.

The “description and solubility” of the drug products found
in the DESCRIPTION section is identical with those described
in the innovator’s insert labeling.

STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON

NDA -rsporé dry powder at controlled room temperature 15°-
30°C (59°-86°F). Protect from light.



ANDA - Store at controlled room temperature 15°-30°C (59°-
86°F). Protect from light.

8. PACKAGING CONFIGURATIONS

NDA - 10 mg & 20 mg vials without BWFI.
. 10 mg vials with BWFI.
ANDA - 10 mg & 25 mg vials without BWFI
10 mg vials with BWFI.

9. CONTAINER/CLOSURE SYSTEM (Vecuronium Bromide for Injection)

10 mL & 25 mL Flint, Tubing vial type I (for 10 mg & 20 mg,
respectively),

10 mg: West Stopper & Aluminum seal, Flipoff top, Red.
20 mg: West Stopper & Aluminum seal, Flipoff top, Blue.
(see P. 5-246 in vol.l1l.5) )

10. We have encouraged the firm to enclose the “WARNING”
statement in a box (preferably in red color} to increase the
prominence. The firm has increased the prominence using a
contrasting color (red for: 10 mg, blue for 20 mg) matching
other prominent informationh on the container and carton
labeling. We note that the innovator has this “WARNING”
statement in black ink without being enlarged nor enclosed
in a box. We find the sponsor’s proposal is acceptable.

Date of Review: August 27, 1998 Date of Submission:
February 6, 1998

oace: G/+/7f

Date:

Cycle # 2 (FPL)
Primary Reviewer: Chan Park 4 \s

Team Leader: Charlie Hoppes /n
£ e

B\ VO 2
—

cce



CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 75-164

CORRESPONDENCE
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Hospital Products Division

Abbott Laboratories

D-389, Bldg. AP30

200 Abbott Park Road

Abbott Park, lllincis 60064-6157

ami ALTDMENT

September 13, 1999 LIS
p N

CENTER FOR DRUG EVALUATION AND RESEARCH
OFFICE OF GENERIC DRUGS,

Metro Park North 1l

7500 Standish Place, Room 150

Rockville, Maryland 20855

ATTENTION: Douglas Sporn Via Fax 301-594-1174
Director (Paper Copy Via Federal Express)

Re: ANDA 75-164 Vecuronium Bromide for Injeétion (10mg/Vial & 20mg/Vial)
MINOR AMENDMENT

Abbott Laboratories hereby amends the above-referenced abbreviated new drug application for
the subject drug. We are responding to the Agency's letter dated July 16, 1989. The Agency
reiterated comments made by the FDA Chicago District concerning CGMP issues at the Abbott
Laboratories manufacturing facility in North Chicago. We have been informed that the FDA
Chicago District Officer has revised its early position and now recommends approval of this
ANDA. We include a statement from a responsible company official stating that Abbott
Laboratories has been informed of the ANDA approval recommendation. We Also attach a
copy of written District approval of the site. Please see Exhibit|l. Abbott Laboratories is not
required to significantly revise its procedures, controls or practices.

We trust that this submission is complete and that the ANDA may now be approved. Please
telephone at your earliest convenience if any additional information is needed.

Sincerely,

ABBOTT LABORATORIES

Lhsreaa ¥ Filp

Thomas F. Willer, Ph.D.

Associate Director, Regulatory Affairs
Hospital Products Division

Phone: (847} 937-6845

Fax: (847)938-7867

Internet: WILLETF @hpd.abbott.com
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cJABBOTT 'v['h}') Ju

Hospital Products Division

Abbott Laboratories

D-389, Bidg. AP30 '
200 Abbott Park Road NEW CGPRRESP
Abbott Park, llincis 60064-6157 ” -

July 26, 1999

CENTER FOR DRUG EVALUATION AND RESEARCH .
OFFICE OF GENERIC DRUGS, N C/
Metro Park North Il

7500 Standish Place, Room 150

Rockville, Maryland 20855

ATTENTION: Douglas Sporn
Director

Re: ANDA 75-164 Vecuronium Bromide for !r]jegtion (10mg/Vial & 20mg/Vial)

Abbott Laboratories hereby amends the above-referenced abbreviated new drug application for
the subject drug product. We are responding to the Agency's letter dated July 16, 1999. The
Agency commented that the Abbott Laboratories North Chicago manufacturing facility received
an unsatisfactory inspection (February-May, 1999) . concemning CGMP issues. Abbott
Laboratories has participated in written and verbal discussions with FDA, Chicago District. We
will meet in early August, 1999, and hopefully resolve all cutstanding issues, if any, appiicable to
this ANDA. We will respond as requested with a certification that FDA, Chicago District,
recommends approval of this application. We will designate that submission as a MINOR
AMENDMENT. If significant changes are made that were referenced in this ANDA, then we will
designate the response as a MAJOR AMENDMENT. .

We look forward to early resolutior: of this inspection and rapid approval of the ANDA since all
other issues have previously be resolved with OGD. Piease contact me at your earliest
convenience if additional informati=n is needed.

Sincerely,

ABBOTT LABORATORIES

Lbormas Z -7,

Thomas F. Willer, Ph.D.

Associate Director, Regulatory Affairs
Hospital Products Division Q
Phone: (847) 937-6845 RE/MD

JUL 281999

Fax:  (847) 938-7867
Internet: WILLETF @hpd.abbott.com
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 DABBOTT

Hospital Products Division

Abbott Laboratories

0-389, Bldg-AP30

200 Abbott Park Road

Abbott Park, lllincis §0064-6157

February 4, 1999 NDA ORIG AMENDMENT

CENTER FOR DRUG EVALUATION AND RESEARCH M / m
OFFICE OF GENERIC DRUGS, HFD #8630

Metro Park North |i

7500 Standish Piace, Room 150

Rockville, Maryland 20855

ATTENTION: Douglas Sporn " FAX: R. Rajagopalan 301-443-3839
Director

Re:  ANDA 75-164 Vecuronium Bromide for Injection (10mg/Vial & 20mg/Vial)
TELEPHONE AMENDMENT

Abbott Laboratories hereby amends the above-referenced original new drug application for the
subject drug product submitted June 30, 1997. We are responding to a telephone conference
from Radhika Rajagopalan, OGD to Jean Conaway, Abbott Laboratories on February 4, 1999
concerning the need to revised the post approval commitments on the proposed stability
protocols submitted..

REQUEST: Please revise the post approval commitments to assure that the first
three marketed lots, as well as, one lot annually are placed on the stability
protocol and tested at the designated test intervals through the product
expiration date. ‘

RESPONSE: Provided in EXHIBIT | are the proposed revised stability protocols which include
the revisions as requested by the Agency.

We trust that this submission is complete and can be expeditiously approved. Please telephone
me at your earfiest convenience if | can provide additional information.

Sincerely,

ABBOTT LABORATORIES

Z 2y,

Thomas F. Wilter, Ph.D.

Associate Director, Regulatory Affairs
Hospital Products Division

Phone: (847) 937-6845

Fax:  (847) 938-7867

Internet: WILLETF@hpd.abbott.com



S)ABBOTT

Hospital Products Division
Abbott Laboratories

Dept. 389, Bidg. AP30

200 Abbott Park Road

Abbott Park, lincis 80064-3537

October 12, 1998 wiW CORRESP
CENTER FOR DRUG EVALUATION AND RESEARCH /\/ c
OFFICE OF GENERIC DRUGS, HFD #630
Metro Park North Ii | /
7500 Standish Place, Room 150 AN
Rockyville, Maryland 20855 q[‘
7 ~
ATTENTION: Dougias Spom (/pb{'ﬂ 99
Director _ L

FACSIMILE AMENDMENT
Chemistry, Manufacturing and Controls

RE: ANDA 75-164  Vecuronium Bromide for Injection, (10 mg/vial and 20 mg/vial)
Abbott Laboratories herein responds to a Se'p:tember 16,1988, facsimile deficiency letter

received from Kassandra Sherrod of the Agency. The letter contained deficiencies identified by
the FDA laboratory conducting methods validation. We provide the following responses:
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We trust that this information is complete.

Sincerely,

ABBOTT LABORATORIES

W

Jill N. Sackett

Assistant Director, Regulatory Affairs
Hospital Products Division

Phone: (847) 937-4085

Fax: (847) 938-7867
10-S8fda



DEPARTMENT OF HEALTH & HUMAN SERVICES

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

oate: 14 July 1998

rrow:  Director, Science Branch
Philadelphia District, HFR-CE160

suasecr: ANDA 75-164, Vercuronium Bromide for Injection, 10 mgivial and 20 mg/vial
Abbott Laboratories, North Chicago, IL 60064
RE: 98-785-370

T0: Radhika Rajagopalan, Review Chemist,
Office of Generic Drugs, CDER

The Phifadelphia District Laboratory performed the analysis of Vercuronium Bromide for Injection, 10 mg/vial and
20 mg/vial, using the firm's method and samples provided. Attached are the summary of results, worksheets, and

comments for the subject ANDA.

In evaluating the firm's methods, the following probierné were encountered:



Based on the analytical results, the ANDA method appears to be suitable, but the following comments or probiems
stated above should be considered before approving the ANDA. No other problems were encountered with the

analytical methods.

/ - .
i~ -C l-\-.:-vv(‘_; L)).LC(,:C r

W. Charles Becoat

cc. HFR-CE100
HFD-300
HFC-140
HFR-CE150
LabB: D. Lech
File



S ABBOTT

Hospital Products Division

Abbott Laboratories

Dept. 389, Bidg. AP30
200 Apbott Park Road asa7 .
Abbott Park, Uinois 60084 -
- , ORIB APy~ -
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February 6, 1998

CENTER FOR DRUG EVALUATION AND RESEARCH
OFFICE OF GENERIC DRUGS, HFD #630

Metro Park North |l

7500 Standish Place, Room 150

Rockville, Maryland 20855

ATTENTION: Douglas Sporn
Director

MAJOR AMENDMENT
Chemistry, Manufacturing and Controls, Labeling

RE: ANDA 75-164  Vecuronium Bromide for Injection, {10 mg/vial and 20 mg/vial)

Abbott Laboratories herein responds to December 10, 1997, and January 6, 1998, deficiency
letters telefaxed by Kassandra Sherrod and Julia Johnson, respectively, of the Agency. The
first letter contained chemistry, manufacturing and controls deficiencies while the second letter
contained labeling deficiencies. We provide the following responses:

CHEMISTRY, MANUFACTURING AND CONTROLS
A. Deficiencies

Ramiact 1- Dlanca mravisa - MOVA fnr ame: i lmiiom cmfaoaman mbom adaede ..o« o8 ° .
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ANDA 75-164
Page Five
February 6, 1998

LABELING DEFICIENCIES

Revised final printed labeling is provided in Exhibit X. We have responded to the Agency's
specific requests as detailed below. Additionally, to aid in review, we have provided in
Exhibit X| a side-by-side comparison with the newly revised labeling and our last submitted
labeling with all differences annotated and explained.

1. CONTAINER

a. Vecuronium Bromide for Injection - 10 mg & 20 mg

iii.

Delete the statements-"10 mL vial" and "20 mL vial” from your
labels. Please note that your proposed container for 20 mg drug
product is “25 mL" rather than “20 mL".

Response: We have complied with this request and have revised
the labeling accordingly.

Some of the statements including "Contains benzyl...in newborns”
on the 20 mg container labels is difficult to read, in particular the
paie blue print on white background. Revise your container
labels to increase the readability of these statements.

Response: We have complied with this request and have revised
the labeling accordingly. We have selected a darker blue
background for the subject text.

Replace "By:" with “Time:" on a line for reconstitution with
Bacteriostatic Water for Injection.

Response: We have complied with this request and have revised
the labeling accordingly.

Add the statement "PROTECT FROM LIGHT.”
Response: We have complied with this request and have revised
the labeling accordingly. We have deleted the term “Lyophilized

Powder” from the container label to make room for this statement.

We encourage you to enclose the "WARNING” statement in a
box (preferably in red color) to increase the prominence.



=

ANDA 75-164
Page Six
February 6, 1998

vi.

vit.

Response: We note that the innovator's container labeis (original
submission, page 1-13) print the waming statement in biack ink
and position the text vertically on the label. The text is not
enlarged nor is it enclosed in a box. To increase the prominence
as requested by the Agency and remain similar to the innovator,
we have highlighted the waming statement in the contrasting
color chosen for other prominent information on our container
label (red for the 10 mg dose, blue for the 20 mg dose). Our text
is positioned horizontally on the label, which enhances readability
over vertically positioned text. We, like the innovator, do not
enclose the statement in a box.

Revise the statement *Dosage/...insert" to read as follows:

USUAL DOSAGE: See package insert.

Response: We note that our current container label copy matches
that of the innovator: “Dosage/Storage: See package insert”
(original submission, page 1-13). To more closely comply with
the Agency’s request and yet remain similar to the innovator, we
have revised the statement to read “Usual Dosage/Storage: See
package insert.” -

We encourage you to include the following if space permits.

Store: dry powder at controlled room temperature 15° - 30°C
(59° - 86°F).

Resonse: Unfortunately, we lack the space to include this
information on our container labels. We note that the innovator
does not include this statement on their container labels (original
submission, page 1-13). This information is present on our

‘ product carton and insert. Furthermore, our container label

advises the user to consult the package insert for storage
information (see item vi immediately above).

b. Bacterostatic Water for Injection, USP - 10 mL

Increase the print size of the text "for Injection, USP”

Response: We have complied with this request and have revised
the labeling aczordingly.

Relocate and/or revise the prominence of the statement “Not for
use in Newborns". We refer you to the monograph for
Bacteriostatic Water for Injection” in USP 23 for guidance.

Response: We have complied with this request and have revised

-the labeling accordingly per USP 23.
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ANDA 75-164
Page Seven
February 6, 1998

2. CARTON

a. 10 x 10 mL and 10 x 20 mL vials, lyophilized powder

vi.

Revise to read "10 vials, lyophilized powder” and "10 vials,
lyophilized powder”. Please note that your proposed container
for 20 mg drug product is "25 mL" rather than "20 mL".

Response: We have complied with this request and have revised
the labeling accordingly.

See (a) (v) under CONTAINER.

Response: Response: We note that the innovator's carton labels
(original submission, pages 1-14 through 1-18) print the warning
statement in black ink. The text is not enlarged nor is it enciosed
in a box. To increase the prominence as requested by the
Agency and remain similar to the innovator, we have highlighted
the waming statement in the contrasting color chosen for other
prominent information on the our carton label (red for the 10 mg
dose, blue for the 20 mg dose). We, like the innovator, do not
enclose the statement in a box.

Increase the prominence of the text "Protect from light".

Response: We have complied with this request and have revised
the labeling accordingiy.

We encourage you to revise the storage requirement to read
“Store dry powder at controlied room temperature 15° - 30°C
(59° - 86°F)."

Response: We have complied with this request and have revised
the labeling accordingly.

"USUAL DOSAGE...." rather than “DOSAGE:".
Response: We have complied with this request and have revised
the labeiing accordingly. We have retained our upper/lower case

format which matches that used by the innovator.

We encourage you revise the paragraph beginning “If
reconstituted...” to read:

...compatible |.V. solutions (per package insert): Refrigerate...

Response: We have complied with this request and have revised
the labeling accordingly.
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ANDA 75-164
Page Eight
February 6, 1998

b. 10 x 10 mL vials, powder and diluent

3. AUXILIARY LABEL

Add “Time mixed: * following “Date mixed: By:

Revise the net quantity statement to read:

10 x 10 mL vials {powder)
10 x 10 mL vials (diluent)

Response: We have complied with this request and have revised
the labeling accordingly.

See comments (a) (i) through (vi) under CARTON.

Response: See responses for (a) (i) through (vi) under CARTON.

Response: We have complied with this request and have revised the labeling
accordingly. Some of the text was rearranged tc accommodate the added phrase.

4. INSERT

a. CLINICAL PHARMACOLOGY

Regzice “vecuronium bromide” with “vecuronium” throughout the
text axcept when referring to the dose of vecuronium bromide.

Response: We have complied with this request and have revised
the labeling accordingly.

Second paragraph, last sentence
(see PRECAUTIONS, Drug Interactions)

rResponse: We have complied with this request and have revised
the labeling accordingly.

Pharmacokinetics - Second paragraph, last sentence:
One metabolite, 3-desacetyl vecuronium has been recovered. ..

Response: We have complied with this request and have revised
the: labeling accordingly.
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ANDA 75-164
Page Nine
February 6, 1998

b.

PRECAUTIONS
i. See comment (i) under CLINICAL PHARMACOLOGY.

Response: We have complied with this request and have revised
the labeling accordingly.

ii. Hepatic Disease:
- ...{see CLINICAL PHARMACOLOGY, Pharmacokinetics).

Response: We have complied with this request and have revised
the labeling accordingly.

ADVERSE REACTIONS
Replace “vecuronium bromide” with “vecuronium” throughout the text.

Response: We have cdmplied with this request and have revised the
labeling accordingly.

OVERDOSAGE
See comment under ADVERSE REACTIONS.

Response: We have complied with this request and have revised the
labeling accordingly.

DOSAGE AND ADMINISTRATION
i. Use "mcg"” rather than "ug” when referring to micrograms.

Response: We have complied with this request and have revised
the labeling accordingly.

. Use by continuous infusion - Paragraph 5
{Infusion solutions of vecuronium...)

Response: We have complied with this request and have revised
the labeling accordingly.

Revise to read as follows:

...solutions such as Dextrose Injection 5%, Sodium Chloride
Injection 0.9%, Dextrose (5%) and Sodium Chloride Injection, or
Lactated Ringer's Injection.

Response: We have complied with this request and have revised
the labeling accordingly.
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ANDA 75-164
Page Ten
February €, 1998

Dosage in Pediatric Patients ~ Paragraph 1, sentence 1:
Older pediatric patients...

Response: We have complied with this request and have revised
the labeling accordingly.

Compatibility - Revise to read as follows:

Vecuronium bromide is compatible in solution with:
Sodium Chioride Injection 0.9%

Dextrose Injection 5%

Sterile Water for Injection

Dextrose (5%} and Sodium Chloride Injection
Lactated Ringer's Injection.

Use...

Response: We have complied with this request and have revised
the iabeling accordingly.

f. HOW SUPPLIED

Store dry powder at controlled...

Response: We have complied with this request and have revised
the labeling accordingly.

After Reconstitution:

We encourage you to relocate this subsection to the compatibility
subsection under DOSAGE AND ADMINISTRATION section
immediately following the sentence "Use within 24 hours...”

Response: We have complied with this request and have revised
the labeling accordingly.

We trust that this information is complete.

Sincerely,

ABBOTT LABORATORIES

Jaosee—
Jill N. Sackett
Assistant Director, Regulatory Affairs

Hospital Products Division

Phone:

Fax:
1-88fda.jxn

(847) 937-4085
(847) 9387867



S)ABBOTT

HMospital Products Division

Abbott Laboratories

D-388, Bldg. AP30

200 Abbott Park Road

Abbott Park, ilinois 60064-3537 JETIIE

- o

November 21, 1997 {

CENTER FOR DRUG EVALUATION AND RESEARCH
OFFICE OF GENERIC DRUGS, HFD #5630

Metro Park North il

7500 Standish Place, Room 150

Rockvifle, Maryland 20855

ATTENTION: 'Douglas Spom
Director

Minor Amendment
RE: ANDA 75-164 Vecuronium Bromide for Injection, (10 mg/vial and 20 mg/vial)

Abbott Laboratories wishes to the amend the above referenced application to correct an entry
in the manufacturing instructions for the subject drug and to provide updated stability data for
the exhibit batches. S

On page 2-48 and page 6-243 of the original application, step 2 of “Filling/Initial Stoppering”
incorrectly gives a target fill volume of 2.58 mL. The target fill volume should be 5.15 mL.
Corrected pages are provided in Exhibit |.

Additional stability data, now coilected through 9 months, 25°C and 30°C, and 6 months 40°C,
are provided in the stability report in Exhibit H.

Sincerely,

ABBOTT LABORATORIES

}WM—_

Jill N. Sackett
Assistant Director, Regulatory Affairs
Hospital Products Division

Phone: (847) 937-4085
Fax: ((847))938-7867 | HEGENED
11-97fda jxn
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S]ABBOTT

Hospital Products Division
Abbott Laboratories

0-389, Bidg. AP30

200 Abbott Park Road

Abbott Park, llinois 60064-3537

September 12, 1997

' abte Lo
CENTER FOR DRUG EVALUATION AND RESEARCH (el e
OFFICE OF GENERIC DRUGS, HFD #630 . 17 TP A
Metro Park North Il NEW CORRESP _
7500 Standish Place, Room 150 o 'y f 7
Rockville, Maryland 20855 ' oy

ATTENTION Douglas Sporn
Director

RE: Vecuronium Bromide for injection, 10 mg and 20 mg

On August 29, 1897, Abbott Laboratories submitted the above abbreviated new drug
application for Vecuronium Bromide for Injection, (10 mg/vial and 20 mg/vial) in accordance
with Section 505(j) of the Federal Food, Drug and Cosmetic Act. The dosage forms and
manufacturing site are as follows: :

- Manufacturing
List Number Dosage Form Facility
1632 10 mg/10 mL. Vial
1634 : 20 mg/20 mL Vial
1613 10 mg/10 mL Vial

w/ 10 mL Bacteriostatic
Water for Injection, USP

On September 10, 1997, we received a telephone call from Peter Rickman of the Agency.

Mr. Rickman explained that he was refusing to file this application, citing 21 CFR 314.101(d)(8)
and stating that we had already filed ANDA 75-164, dated June 30, 1997, for the same dosage
forms for our North Chicago manufacturing facility. He advised that one of these two ANDAs
must be withdrawn.

We herein withdraw our ANDA dated August 29, 1997 for the .
manufacturing facility. We apologize for any inconvenience this may have caused, and
request that the review of ANDA 75-164 proceed expeditiously.

Sincerely,
ABBOTT LABORATORIES

%}‘W"—' '
Jill N. Sackett ' A

Assistant Director, Regulatory Affairs P uliim ]\ﬂ“a
Hospital Products Division
Phone: (847) 937-4085 ney 161997

Fax: (847) 9387867
GEMERIC DRUL.

9-97fda.jxn



S ABBOTT

Hospital Products Division

Abbott Laboratories
D-389, Bkig. AP30

200 Abbott Park Road

Abbott Park, llinois 60064-3537

NEW CORes¢

August 6, 1987

CENTER FOR DRUG EVALUATION AND RESEARCH Nf—
OFFICE OF GENERIC DRUGS, HFD #630

Metro Park North i

7500 Standish Place, Room 150

Rockyville, Maryland 20855

ATTENTION: Douglas Spomn
~ Director

RE: ANDA 75-164 Vecuronium Bromide for Injection, (10 mg/vial and 20 mg/vial)

The above application, dated June 30, 1997, included stability data for two lots of product as
follows:

List Number Concentration '~ LotNumber Batch Size
1634 20 mg /25 mL vial 22-£S0-JE
1632 10 mg /10 mL vial : 22-888-JE

Accountability sheets for Lot Nos. 22-890-JE and 22-889-JE are provided in Attachment | for
quick reference.

Abbott Laboratories received a retusal-to-file letter from the Agency dated July 25, 1997. The
ietter stated:

“You are required to completely package your exhibit batch in the containers proposed
for marketing. For further reference, please refer to the letters to industry from the
Director, Office of Generic Drugs, dated November 8, 1991, and August 4, 1993, and
the February 8, 1995, Office of Generic Drugs Policy and Procedure Guide #41-95."

We provide the following explanation:

Our typical batch size for the 20 mg dosage form is planned to be Our typical batch
size for the 10 mg dosage form is planned to be In support of the ANDA submission,
a - master batch was manufactured and used to fill both 20 mg and 10 mg vials.

Unfortunately, the commodity prep area misunderstood the planned batch size for this run.
Accordingly, they prepared and provided an insufficient quantity of glass vials. Due to the
shortage of glass vials, . . of solution remained at the completion of filling.

R=CEIVZD
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ANDA 75-164
Page Two
August 6, 1997

This is detailed on the accountability sheets provided in Attachment-I. For Lot 22-889-JE,
“-. of the master batch prepared as Lot 22-890-JE were used to fill the 10 mg vial and

no solution was left over. The remalmng solution was used to fill the.20-mg vials as
Lot 22-890-JE. Here : were left over. Thus only “of the master

batch were consumed in the manufacturing and filling process. ——— -

Please note that the naster batch was aiso utilized to perform mix time validation.
Results from the mix time validation confirmed that a homogenous solution was achieved and
maintained during the manufacturing process.

Nonetheless, we herein amend the appiication to correct our typical batch size to or
the 20 mg vial, based upon the actual/ amount of solution that was filled from the
master batch. The typicai batch size for the 10 mg vial remains at

Sincerely,

ABBOTT LABORATORIES

J»W‘"—

Jill N. Sackett

Assistant Director, Regulatory Affairs
Hospital Products Division

Phone: (847) 937-4085

Fax:  (847)938-7867
8-97fda.jxn



ANDA 75-164

Abbott Laboratories

Hospital Products Division

Attention: Jill N. Sackett

D-389, Bldg. AP30 JUL
200 Abbott Park Road

Abbott Park, IL 60064-3537

i g

~2
(]
[}

Dear Madam:

Please refer to your abbreviated new drug application dated

June 30, 1997, submitted under Section 505(j) of the Federal
Food, Drug and Cosmetic Act for Vecuronium Bromide for Injection,
10 mg/vial and 20 mg/vial.

We have given your application .a preliminary review, and we find
that it is not sufficiently complete to merit a critical
technical review.

We are refusing to file this ANDA under 21 CFR 314.101(d) (3) for
the following reasons:

Your are required to completely package your exhibit batch
in the containers proposed for marketing. For further
reference, please refer to the letters to industry from the
Director, Office of Generic Drugs, dated November 8, 1991,
and August 4, 1993, and the February 8, 1995, Offlce of
Generic Drugs Policy and Procedure Guide #41—95.

Thus, it will not be filed as an abbreviated new drug application
within the meaning of Section 505(j) of the Act.

Within 30 days of the date of this letter you may amend your
application to include the above information or request in
writing an informal conference about our refusal to file the
application. To file this application over FDA’s protest, you
must avail yourself of this informal conference.



If after the informal conference, you still do not agree with our
conclusion, you may make a written request to file the
application over protest, as authorized by 21 CFR 314.101(a) (3)If
you do so, the application shall be filed over protest under 21
CFR 314.101(a)(2). The filing date will be 60 days after the
date you requested the informal conference. If you have any

questions please call:

cc:

En

Anna Marie H. Weikel
Project Manager
(301) 827-5862

Sincerely yours,

%

Jerry Phillips ?4L%%??—
Director . _
Division of Labelling and Program Support
Office of Generid Drugs

Center for Drug Evaluation and Research
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Hospital Products Division

Abbott Laboratories .
D-389, Bidg. AP30 / ,
200 Abbott Park Road /\/

Abbott Park, lllinois 50064-3537 ) 'tQ ﬁ\

June 30, 1997 uﬁ_‘}mﬂ,

CENTER FOR DRUG EVALUATION AND RESEARCH ﬂ ’
OFFICE OF GENERIC DRUGS, HFD #530 9

Metro Park North I Q_’b |
7500 Standish Place, Room 150 Q\

Rockville, Maryland 20855

ATTENTION: Douglas Spomn
Director

RE: ANDA Vecuronium Bromide for Injection, (10 mg/vial and 20 mg/vial)

ORIGINAL ABBREVIATED NEW DRUG APPLICATION
Abbott L aboratories hereby subrnits an abbreviated new drug application for Vecuronium
Bromide for Injection, (10 mg/vial and 20 mg/vial) in accordance with Section 505(j) of the

Federal Food, Drug and Cosmetic Act. The dosage form and manufacturing site may be
described as foliows:

; Mznufacturing
List Number Dosage Form Facility
1632 10 my/10 mL Vial North Chicago, IL
1634 20 m/25 mlL Vial North Chicago, IL
1613 10 rg/10 mL Vial North Chicago, IL

w/ 10 mL Bacteriostatic
Water for Injection, USP

The basis for this submission is Vecuronium Bromide for injection which is currently
manufactured in the same dosage forms by Organon, Inc., West Orange, New Jersey, under
the trade name Norcuron®. The NDA for this product is 18-776, approved April 30, 1984
(10 mg vial} and January 3, 1992 (20 mg vial).

Please refer to the accompar.ying Table of Contents for a list of the data supporting this
submission. These data have been presented in six volumes consistent with the Office of
Generic Drugs Policy and Procedure Guide #30-91 dated 4/10/91, entitled “Organization of an
Abbreviated New Drug Application and an Abbreviated Antibiotic Application.”

ETTTNED
JUL D - 1277
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Abbott Laboratories will manufacture the finished dosage form at its currently approved North
Chicago, lllinois facility. Certain portions of North Chicago, lliinois’ Drug Master File ._ .. have
been reproduced here for ease of review. However, please refer to Drug Master File ‘or
a full description of this facility.

in compliance with 21 CFR 314 covering FDA pre approval inspections of manufacturing sites,
Abbott Laboratories has submitted a complete copy of the CMC section from this application
("designated as the field copy") to the Chicago FDA district office with inspection
responsibilities for the Abbott Laboratories manufacturing site listed in this application.

We aiso include in Section XXI of this application the "Certification Requirement of All
applications For Approval of a Drug Product,” as required by the Generic Drug Enforcement
Act of 1992,

The sterilization assurance information is found in Section X|, Manufacturing and Processing
instructions section of this submission.

The convenience package, List 1613, is comprised of Vecuronium Bromide for Injection,

10 mg/vial, List 1632, with Bacteriostatic Water for Injection, USP, 10 mL Vial, List 3977, as a
dituent. All data provided in this submission for Vecuronium Bromide for Injection, 10 mg/vial,
List 16832, are also supportive of the convenience package, List 1613, List 3977 has been
marketed by Abbott Laboratories as a grandfathered product for quite some time. In support of
the diluent component, we provide draft labeling in Section V and marketed product stabiiity
data in Section XVII.4.

We request twenty-four (24) months expiration dating for these products based on the
accelerated stability data enclosed. At the request of the Agency, we will provide samples of
the drug substance and finished dosage form.

We trust that this submission is complete.

Sincerely,

N

Jill N. Sackett

Assistant Director, Regulatory Affairs
Hospital Products Division

Phone (847) 937-4085

Fax (847)938-7867

vecur. doc



ANDA 75-164

Abbott Laboratories

Hospital Products Division n

D-389, Bldg. AP30 SE 5 1897
200 Abbott Park Road

Abbott Park, IL 60064-3537

Il"ll"lll"llllIIllIIII]lI"lIII[III“IIIIIII"II'

Dear Madam:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505{(j) of the
Federal Food, Drug and Cosmetic Act.

Reference is also made to our "Refuse to File" letter dated
July 25, 1997, and your amendme@t dated August 6, 1997.

NAME OF DRUG: Vecuronium Bromide for Injection, 10 mg/vial
and 20 mg/vial

DATE OF APPLICATION: June 30, 1997
DATE OF RECEIPT: July 3, 1997
DATE ACCEPTABLE FOR FILING: August 8, 1997

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.



Should you have questions concerning this application, contact:

- Kassandra Sherrod
- Project Manager
(301) 827-5849

Sincerely yours,

sl

Je@rry Phillips
Director _
Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

cC:



