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ANDA 65-012

JUL 3 200G

American Pharmaceutical Partners
Attention: Genny Cruz
2045 N. Cornell Avenue
Melrose Park, IL 60160

Dear Madam:

This is in reference to your abbreviated new drug application
dated March 20, 1998, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act (Act), for Cefoxitin
for Injection USP, 1 ¢g/20 mL vial, 1 g/100 mL vial, 2 g/20 mL
vial, and 2 g/100 mL vial. We note that this product is
subject to the exception provisions of Section 125(d) (2) of
Title I of the Food and Drug Administration Modernization Act
of-1997.

Reference is also ﬁéde to your amendments dated March 22,
April 26, June 1 and June 12, 2000.

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 Cefoxitin for Injection USP, 1 g/vial and 2
g/vial to be bioequivalent and, therefore, therapeutically
equivalent to the listed drug (Mefoxin® Injection, 1 g/vial
and 2 g/vial, respectively, of Merck and Co.).

Under Section 506A of the Act, 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 ydu 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-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.

Sincerely yours,

Gary Bue(ler '7‘3!90

Acting Director
Office of Generic Drugs
Center for Drug Evaluation and Research
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CEFOXITIN
FOR INJECTION MBPROVED

DESCRIPTION:

Cefoxitin for Injection, USP contains cefoxitin sodium
asemi-synthetic, broad-spectrum cephalosporin antibi-
otic for parenteral administration. It is derived from
cephalosporin C, which is produced by Cephalospo-
rium Acremoniumn. It is the sodium salt of 3-(hydrox-
ymethyl)-7a-methoxy-8-oxo-7-[2-(2-thienyl)acetamido]-
5.thia-1-azabicyclo [4.2.0] oct-2-ene-2- xylate car-
bamate (ester). The molecular formulais CieHieN-NaO, S,
and the structural formula is:

N M.W. 449.44

Cefoxitin for Injection, USP contains cefoxitin sodium
with approximately 53.8 mg (2.3 mEq) of sodium per
gram of cefoxitin activity. Solutions of Cefoxitin for
injection, USP range from colorless to light amber in
color. The pH of freshly constituted solutions usually
ranges from 4.2107.0.

Each conventional vial contains sterile cefoxitin
sodium, USP equivalent to 1 or 2 g cefoxitin. Each
infusion bottle contains sterile cefoxitin sodium, USP
equivalent to 1 or 2 g cefoxitin.

CLINICAL PHARMACOLOGY:
Clinical Pharmacology
Following an intravenous dose of 1 gram, serum con-
centrations were 110 mcg/mL at § minutes, declining
to less than 1 meg/mlat 4 hours. The half-life after an
intravenious dose is 41 to 59 minutes. Approximately 85%
of cefoxitin is excreted unchanged by the kidneys over
a6-hour period, resulting in high urinary concentrations.
Probenecid siows tubular excretion and produces
higher serum levels and increases the duration of mea-
surable serum concentrations.

Cefoxitin passes into pleural and joint fluids and is
detectable in antibacterial concentrations in bile.

Microblology
The bactericidal action of cefoxitin resutts from inhibi-
tion of cell wall synthesis. Cefoxitin has in vitro activity
against a wide range of gram-positive and gram-neg-
ative organisms. The methoxy dgroup inthe 7a position
provides cefoxitin with a high degree of stability in the
presence of beta-lactamases, both penicillinases and
cephalosporinases, of gram-negative bacteria.

Cefoxitin has been shown to be active against most
strains of the following microorganisms, both in vitro and
in clinical infections as described in the INDICATIONS
AND USAGE section.
Aerobic gram-positive microorganisms

Staphylococcus aureus? (including penicillinase-
producing strains)

Staphylococcus epidermidis®

Streptococcus agalactiae

Streptococcus pneurnoniae

Streptococcus pyogenss

o hylococci resistant to methicillin/oxacillin should
be considered resistant to-cetoxitin: - - -

Moststrains of enterococci, e.g. Enferococcus faecalis,
are resistant.

Aerobic gram-negative microorganisms

Escherichia coli

Haemophilus influenzae

Klebsiella spp. (including K. pneumoniae)

Morganella morganii

Neisseria gonorrhoeas, (including penicillinase-
roducing strains)
roteus rirabills

Proteus vulgaris

Providencia spp. (including Providencia rettgeri)

Anaerobic gram-positive microorganisms
Clostridium spp.
Peptococcus niger
Paptostreptococcus spp.

Anaerobic gram-negative microorganisms

Bacteroldes distasonis

Bacteroides fragilis

Bacteroides ovatus

Bacteroides thetaiotaomicron

Bacteroides spp.

The following in vitro data are available, buttheir clin-
ical significance Is unknown. '

Cefoxitin exhibits in vitro minimum inhibitory con-
centrations (MIC's) of 8 mcg/mL or less for aerobic
microorganisms and 16 mcg/mL or less for anaerobic
microorganisms against most (>90%) strains of thefol-
lowing microorganisms; however, the safety and effec-
tiveness of cefoxitin in treating clinical infections due to
these microo! isms have not been established in ade-
quate and well-controlled clinical trials.

Aerobic gram-negative microorganisms
Eikenella corrodens (non-B-lactamase producers)
Klebslefla oxytoca

Anaerobic gram-positive microorganisms
Clostridium perfringens

Anaerobic ram—negatlve microorganisms
Prevoteila bivia (formerly Bacteroides bivius)
Cefoxitin is inactive /n vitro against most strains of
Psaudomonas aeruginosa and enterococci and many
strains of Enterobacter cloacas.

Susceptibility Tests
Dilution Techniques:
Quantitative methods are used to determine antimi-
crobial minimum inhibitery concentrations (MIC’s).
These MIC's provide estimates of the susceptibility of
bacteria 1o antimicrobial compounds. The MIC's should
be determined using a standardized procedure. Stan-
dardized procedures are based on a dilution method'
(broth or agar) or equivalent with standardized inocu-
{um concentrations and standardized concentrations
of cefoxitin powder. The MIC values should be inter-
preted according to the following criteria:

For testing aerobic microorganisms*>° other than
Neisseria gonorrhoeae: .

MIC (mcg/mL) Interpretation
<8 Susceptible (S)
16 i Intermediate (I)
232 ’ F!esistant (R)

*Staphylococci exhibiting resistance to methicillin/
oxacillin, should be reported as also resistant to cefoxitin
desgite apparent in vitro susceptibility.

For testing Haemophilus influenzae these interpre-
tative criteria applicable only to tests performed by
broth microdilution method using Haemophilus Test
Medium (HTM)! : L

°Fortesting streptococci these interpretative criteria
applicable only to tests performed by broth microdily-
tion method using cation-adjusted Mueller-Hinton broth
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AND USAGE section.
Aerobic gram-positive microorganisms

Staphylococcus aureus? (including peniciilinase-
producing strains)

Staphylococcus epidermidis®

Streptococcus agalactiae

Streptococcus pneurmoniae
Streptococcus pyogenes
sstaphylococci resistant to methicillin/oxacillin should
be considered resistantto-esfoxitin: ----

Most strains of enterococci, 8.g. Enterococcus faecalls,
are resistant.

Aerobic gram-negative microorganisms
Escherichia coli
Haemophilus influenzae
Klabsiella spp. (including K. pneumoniae)
Morganella morganii
Nelsseria gonorrhoeae, (including penicillinase-
producing strains)
Proteus mirabills
Proteus vulgaris
Providencia spp. (including Providencia rettgeri)

Anaerobic gram-positive microorganisms
Clostridium spp.
Peptococcus niger
Peptostreptococcus spp.

Anaerobic gram-negative microorganisms

Bacteroides distasonis

Bacteroides fragilis

Bacteroides ovatus

Bacteroides thetaiotaomicron

Bacteroides spp.

Thefollowing in vitro data are available, butthelr clin-
ical significance is unknown.

Cefoxitin exhibits in vitro minimum inhibitory con-
centrations (MIC’s) of 8 m /mL or less for aerobic
microorganisms and 16 mcg/ml or less for anaerobic
microorganisms against most (>980%) strains of the fol-
lowing microorganisms; however, the safety and effec-
tiveness of cefoxitin in treating clinical infections due to
these microorganisms have not been established in ade-
quate and well-controlled clinical trials.

Aerobic gram-negative microorganisms
Eikenella corrodens (non-p-flactamase producers)
Klebsiella oxytoca

Anaerobic gram-positive microorganisms
Clostridium perfringens

Angerobic ram-negaﬂve microorganisms
Pravoteila bivia (formerly Bacteroides bivius)
Cefoxitin is inactive in vitro against most strains of
Pseudomonas aeruginosa and enterococci and many
strains of Enterobacter cloacae.

Susceptibliity Tests
Dilution Techniques:
Quantitative methods are used to determine antimi-
crobial minimum inhibitory concentrations (MIC’s).
These MIC’s provide estimates of the suscegnbilily of
bagcteria to antimicrobial compounds. The MIC's should
be determined using a stan ardized procedure. Stan-
dardized procedures are based on a dilution method'
(broth or agar) or equivalent with standardized inocu-
lum concentrations and standardized concentrations
of cefoxitin powder. The MIC values should be inter-
preted according to the following criteria:

For testing aerobic microorganisms*®* other than
Neisseria gonorrhoeae: .

MIC (meg/mb) Interpretation
<8 Susceptible (S)
16 . Intermediate ()
232 ' Resistant (R)

*Staphylococci exhibiting resistance to methicillin/
oxacillin, should be reported as also resistant to cefoxitin
despite apparent in vitro susceptibllity.

°Fortesting Haemoghllus influénzae these interpre-
tative criteria applicable only to tests performed by
broth microdilution method using Hasmophilus Test
Medium (HTM)! : -

°Fortesting streptococci these interpretative criteria

applicable only to tests performed by broth microdily-
tion method using cation-adjusted Mueller-Hinton broth
with 210 5% lysed horse blood! —— . . — - —
For testing Neisseria T
MIC (mog/mL) Interpretation
<2 Susceptible (S)
4 Intermediate (I}
28 Resistant (R)

YInterpretative criteria applicable only to tests per-
formed by agar dilution method using GCa%f;basewith
2: 98 t‘:lefined growth supplement and incubated in 5%

L'
Areportof “Susceptible” indicatesthat the pathogen
islikely to beinhibited ifthe antimicrobial compound in
the blood reaches the concentrations usually achiev-
able. Areport of “Intermediate” indicates that the result
should be considered equivocal, and, if the microor-
?anism is not fully susceptible to alternative, clinically
feasible drugs, the test should be repeated. This cate-
gory implies possible clinical applicabllity in body sites
where the drug s physiologlcally concentrated orin sit-
uations where high dosage of drug can be used. This
cate?ory also provides a buffer zone which prevents
small uncontrolled technical factors from causing major
discrepancies in interpretation. A report of “Resistant”
indicates that the pathogen is not likely to be inhibited
ifthe antimicrobial compound In the blood reaches the
concentrations ugually achievable; other therapy should
be selected. :

Standardized susceptibility test procedures require
the use of laboratory control microorganisms to control
the technical aspects of the laboratory procedures.
Standard cefoxitin powder should provide the follow-
ing MIC values:

Microorganism : MIC (mcg/mL)
Escherichia coli ATCC 25922 1-4

Neisseria gonorrhogae®  ATCC 49226 0.5-2
Staphylococcus aureus  ATCC 29213 14 -

'Intergreiative criteria applicable only to tests per-

formed d\( agar dilution method using GC agar base
with 1% defined growth supplement and incubated in
5% CO;\ :

Diffusion Techniques:

Quantitative methods that require measurement of
zone diameters also Provide reproducible estimates of
the susceptibility of bacteria to antimicrobial com-
pounds. One such standardized procedure®requires
the use of standardized inoculum concentrations. This
procedure uses paper disks impre?nated with 30-mcg
cefoxitinto test the susceptibility of microorganisms to
cefoxitin.

Reports from the laboratory providing results of the
standard single-disk susceptibility test with a 30-mcg
cafoxitin disk should be interpreted according to the fol-
lowing criteria: .

For testing aerobic microorganisms®®° other than
Neisseria gonorrhoeae:

Zone Diameter (mm) Int_erpreiation

=18 Susceptible (S)
15-17 Intermediate (I)
<14 Resistant (R)

astaphylococci exhibiting resistance to methicillin/
oxacillin, should be reported as also resistant to cefoxitin
desgite apparent in vitro susce})tibility.

bEortesting Haemoghilus influenzae these integ)re—
tative criteria applicable only to tests performed by
disk ﬁi!fusion method using Haemophilus Test Medium

“For testing streptococci these interpretative criteria
applicable only to tests performed by disk diffusion



method using Mueller-Hinton agar with 5% defibrinated
sheep biood and incubated in 5% CO.2
For testing Neisseria gonomhoeae®:

Zone Diameter (mm) Interpretation

228 Susceptible (S)
24-27 Intermediate (1)
23 Resistant (R)

“Interpretative criteria applicable only to tests per-
formed tay disk diffusion method using GC agar base
weizh (:10‘3:2 efined growth supplement and incubated in
5

Interpretation should be as stated above for results
using dilution techniques.

Interpretation involves correlation of the diameter
obtained in the disk test with the MIC for cefoxitin.

As with standardized dilution techniques, diffusion
methods require the use of laboratory control microor-
ganisms that are used to control the technical aspects
ofthe laboratory procedures. For the diffusion technique,
the 30-mcg cefoxitin disk should provide the following
z?nga diameters in these laboratory test quality control
strains:

Microorganism Zone Diameter (mm)
Escherichia coli ATCC 25922 23-29
Neisseria gonorrhoeag® ATCC 49226 3341
Staphylococcus aureus ATCC 25923 23-29

"lntergretative criteria applicable only to tests per-
formed J, disk diffusion method using GC agbar base
with C1 0%2 efined growth supplement and incubated in
5% CO2

Anaerobic Techniques:

For anaerobic bacteria, the susceptibility to cefoxitin
as MIC's can be determined by standardized test
methods® The MIC values obtained should be inter-
preted according to the following criteria:

MIC (mcg/mL) Interpretation
<16 Susceptible (S)
32 Intermediate ()

264 Resistant (R)

Interpretation is identical to that stated above for
results using dilution techniques.

Aswitho er susceptibility techniques, the use of lab-
oratory control microorganisms is required to control
thetechnical aspscts of the laboratory standardized pro-
cedures. Standard cefoxitin powder should provide
the following MIC vaiues: :

Using either an Agar Dilution Method® or Using a
Broth® Microdilution Method:

Microorganism MIC (mcg/ml)
Bacteroides fragilis ATCC 25285 4-16

Bacteroides thetaiotaomicron  ATGC 29741 8-32

“Range applicable ow to tests performed using
either Brucella blood or ilkins-Chalgren agar.

"Range applicable only to tests performed in the
broth formulation of Wilkins-Chalgren agar’.

INDICATIONS AND USAGE:

Treatment .

Cefoxitin for Injection, USP is indicated for the treatment

of serious infections caused by susceptible strains of

Lhe designated microorganisms in the diseases listed
elow.

(1) Lowerrespiratory tract Infections, including pneu-
monia and lung abscess, caused by Streptococcus
pneumoniae, other streptococci (excluding ente-
rococci, e.g., Enterococcus faecalis [formerly Strep-
tococcus faecalis]), Staphylococcus aureus {inclug-
ing penicillinase-producing strains), Escherichia
coli, Klebsislla species, Haemophilus influenzae,
and Bacteroides species.

(2) Urlnary tract Infections caused by Escherichia
coli, Klebsiella sgecies, Proteus mirabilis, Mor-
ganella morganii, Proteus vulgaris and Providencia
species (including P rettger).

) minal Infections, including peritonitis and
intra-abdominal abscess, caused by Escherichia coli,
Kiebslella species, Bacteroldes species including
Bacteroides fragilis, and Clostridium species.

Gy loglcal infections, including endometri-
tis, pelvic cellulitis, and pelvic Inflammatory disease
caused by Escherichia coli, Neisseria gonorrhoeae
including penlclllinase-producing strains),
ceroides species including B. fragilis, Clostrid-
ium species, Peptococcus niger, Peptostrepto-
coccus species, and Streptococcus agalactiae.
Cefoxitin for Injection, USP like cephalosporins,
has no activity. against Chlamydia trachomatls.
Therefore, when Cefoxitin for Injection, USP is used
inthe treatment of patients with pelvicinflammatory
disease and C. trachomatls is one ofthe suspected
pathogens, appropriate anti-chlamydial coverage
should be addsd.

(5) Septicemia caused by Streptococcus pneumo-
niae, Staphylococcus aureus (including peni-
cillinase-producing strains), Escherichia coli,
Klebsiella species, and Bacteroides species includ-
ing B. fragilis.

(6) Bone and joint Infections caused by Staphyio-
cocau§ aureus (including penicillinase-producing
strains).

(7) Skin and skin structure Infections caused b
Staphylococcus aureus (including penicillinase-
producing strains), Staphylococcus epidermidis,
Streptococcus pyogenes and other streptococci

excluding enteracocci e.g., Enterococcus faecalis
formeriy gtococcus faecalis]), Escherichia coli,

roteus mirabilis, Klebsiella sgecies, Bacteroides
species including B. fragilis, Clostridium species,
Peptococcus niger, and Peptostraptococcus
species.

Appropriate culture and susceptibility studies should
be performed to determine the susceptibility of the
causative organisms to Cefoxitin for Injection, USP
Therapy may be started while awaiting the results of
these studies.

In randomized comﬁarative studies, Cefoxitin for
Injection, USP and cephalothin were comparably safe
and effective in the management of infections caused
by gram-positive cocci and gram-negative rods sus-
ceptible to the c?halosporins. Cefoxitin for Injection,
USP has a high degree of stability in the presence of
bacterial beta-lactarnases, both penicillinases and
cephalosporinases.

any Infections caused by aerobic and anasrobic
gram-negative bacteria resistant to some cephalo-
sporins respond to Cefoxitin for Injection, USP Similarly,
many infections caused by aerobic and anaerobic bac-
teria resistant to some penicillin antibiotics (ampicillin,
carbenicillin, peniclliin G respond to treatment with

Cefoxitin for Injection, USP Many infections caused by

mixtures of susceptible aerobic and anaerobic bacte-

ria respond to treatment with Cefoxitin for Injection, USP

Prevention

Cefoxitin for Injection, USP Is indicated for the pro-
phylaxis of infection in patients under, 0ing unconta-
minated gastrointestinal surgery, vaginal hysterectomy,
abdominal hysterectomy, or cesarean section.

If there are signs of infection, specimens for cutture
should be obtained for identification of the causative
organism so that appropriate treatmerit may be instituted.
CONTRAINDICATIONS:

Cefoxitin for Injection is contraindicated in patients
who have shown hypersensitivity to cefoxitin and the
cephalosporin group of antiblotics.

WARNINGS:
BEFORE THERAPY WITH CEFOXITIN FOR INJEC-

WITH CAUTION TO PENICILLIN-SENSITIVE PATIENTS.
ANTIBIOTICS SHOULD BE ADMINISTERED WITH
CAUTION TO ANV DATIENIT WA Liae mmssmar
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(3) intra-abdominai infections, inciuding peritonitis and
intra-abdominal abscess, caused by Escherichia col,
Klebslella speciés, Bacteroides species including

Bacteroides fraFiIis, and Clostridium species.

(4) Gy glcal Infecti including endometri-
is, pelvic cellulitis, and pelvic inflammatory disease
caused by Escherichia coll, Neisseria gonorrhoeae
ggcluding penicillinase-producing strains),

cteroides species including B. fragilis, Clostrid-
ium specles, Peptococcus niger, Peptostrepto-
coccus species, and Streptococcus agalactiae.
Cefoxitin for Injection, USP like cephalosporins,
has no activity against Chlamydia trachomatls.
Therefore, when Cefoxitin for Injection, USP is used
inthe treatment of patients with pelvic inflammatory
disease and C. trachomatis is one of the suspected
pathogens, appropriate anti-chlamydial coverage
should be added.

{5) Septicemia caused by Streptococcus pneumo-
niae, Staphylococcus aureus {including peni-
cillinase-producing strains), Escherichia coli,
Klebsialia species, and Bacteroides species includ-
ing B. fragliis.

(6) Bone and joint infectlons caused by Staphylo-
coclcus) aureus (including penicillinase-producing
strains).

(7) Skin and skin structure Iinfectlons caused by
Staphylococcus aureus (including penicillinase-
producing strains), Staphylococcus epidermidis,
Streptococcus pyogenes and other streptococci
i;excludln enterococci e.g., Enterococcus faecalis

ormerly fococcus faecalis]), Escherichia coli,

roteus mirabilis, Klebsiella species, Bacteroides
species including B. fragllis, Clostridium species,
Peptococcus niger, and Peptostreptococcus
species.

Appropriate culture and susceptibility studies should
be performed to determine the susceptibility of the
causative organisms to Cefoxitin for Injection, USP
Therapy may be started while awaiting the results of
these studies.

In randomized comparative studies, Cefoxitin for
Injection, USP and cephalothin were comparably safe
and effective In the management of infections caused
by gram-positive cocci and gram-negative rods sus-
ceptible to the cephalosporins. Cefoxitin for Injection,
USP has a high degree of stability in the presence of
bacterial beta-lactamases, both penicillinases and
cephalosporinases.

Many infections caused by aerobic and anaerobic
gram-negative bacteria resistant to some cephalo-
sporins respond to Cefoxitin for Injection, USP Similarly,
many infections caused by aerobic and anaerobic bac-
teria resistant to some penicillin antibiotics (ampicillin,
carbenicillin, penicillin G) respond to treatment with
Cefoxitin for Injection, USP. Many infections caused by
mixtures of susceptible aerobic and anaerobic bacte-
ria respond to treatment with Cefoxitin for Injection, USP

Prevention
Cefoxitin for Injection, USP is indicated for the pro-
phylaxis of infection in patients undergoing unconta-
minated gastrointestinal surgery, vaginal hysterectomy,
abdominal hysterectomy, or cesarean section.

I there are signs of infection, specimens for culture
should be obtained for identification of the causative
organism so thatappropriate treatment may be insti

CONTRAINDICATIONS:

Cefoxitin for Injection is contraindicated in patients
who have shown hypersensitivity to cefoxitin and the
cephalosporin group of antiblotics.

WARNINGS:

BEFORE THERAPY WITH CEFOXITIN FOR INJEC-
TION IS INSTITUTED, CAREFUL INQUIRY SHOULD BE
MADE TO DETERMINE WHETHER THE PATIENT HAS
HAD PREVIOUS HYPERSENSITIVITY REACTIONS TO
CEFOXITIN, CEPHALOSPORINS, PENICILLINS, OR
OTHER DRUGS. THIS PRODUCT SHOULD BE GIVEN
WITH CAUTION TO PENICILLIN-SENSITIVE PATIENTS.
ANTIBIOTICS SHOULD BE ADMINISTERED WITH
CAUTION TO ANY PATIENT WHO HAS DEMON-
STRATED SOME FORM OF ALLERGY, PARTICULARLY
TO DRUGS. IF AN ALLERGIC REACTION TO CEFOX-
ITIN FOR INJECTION OCCURS, DISCONTINUE THE
DRUG. SERIOUS HYPERSENSITIVITY REACTIONS
MAY REQUIRE EPINEPHRINE AND OTHER EMER-
GENCY MEASURES.

Pseudomembranous colltis has been reported
with allantibacterial , Including n,
and may range in severity from miid to life threaten-
{mﬁaﬂ mwhmslm h:’mldnrmlsdlagnods
n patlel o present with dlarrhea subsequentto
the admlnlstmtﬂm of antibacterial agents.

Treatment with antibacterial agents alters the normat
flora ofthe colon and may permit overgrowth of clostridia.
Studies Indicate atoxin produced by Clostridium difficile
is one primary cause of “antibiotic-assoclated colitis™.

After the diagnosis of pseudomembranous colitis has
been established, :ﬁ ropriate therapeutic measures
should be initiated. Mild cases of pseudomembranous
colitis usually respond to drug discontinuation alone.
In moderate to severe cases, consideration should
be given to management with fiuids and electrolytes,

rotein supplementation, and treatment with an anti-
acterial drug clinically effective against Clostridium
difficlle colitis.
PRECAUTIONS:
General
The total daily dose should be reduced when Cefoxitin
for Injection Is administered to patients with transient
or persistent reduction of urinary output due to renal
insufficlency (see DOSAGE AND ADMINISTRATION),
because high and prolonged serum antibiotic con-
gentratlons can occur in such individuals from usual
oses.

Antibiotics (including cephalosporins) should be
prescribed with caution in individuals with a history of
gastrointestinal disease, particularly colitis.

As with other antibiotics, prolonged use of Cefoxitin
for Injection may result in overgrowth of nonsuscepti-
ble organisms. Repeated evaluation of the patient’s con-
ditionis essential. if superinfection occurs during ther-
apy, appropriate measures should be taken.

Laboratory Tests

As with any potent antibacterial agent, periodic assess-

ment oforgan system functions, including renal, hepatic,

gyd hematopoietic, is advisable during prolonged
erapy.

Drug Interactions

Increased nephrotoxicity has been reported following
concomitant administration of cephalosporins and
aminoglycoside antibiotics.

Drug/Laboratory Test Int
As with cephalothin, high concentrations of cefoxitin
(>100 meg/mL) may interfere with measurement of
serum and urine creatinine levels by the Jaffé reaction,
-and-produce false increases of modest degree in the
levels of creatinine reported. Serum samples from
patients treated with cefoxitin should not be analyzed
for creatinine if withdrawn within 2 hours of drug admin-
istration. .

High concentrations of cefoxitin in the urine may
interfere with measurement of urinary 17-hydroxy-cor-
ticosteroids by the Porter-Silber reaction, and produce
false increases of modest degree in the levels reported.

Afalse-positive reaction for glucose in the urine may
%:;s This has been observed with CLINITEST! reagent

Carcinogenesis, Mulagenesis, Impalrment of Fertility
Long-term studies in animals have not been performed
with cefoxitin to evaluate carcinogenic or mutagenic




potential. Studies in rats treated intravenously with
400 mg/kg of cefoxitin (@approximately three timgs the
maximum recommended human dose) revealed no
effects on fertility or mating ability.
Pregnancy
Pregnancy Category B. Reproduction studies per-
formed in rats and mice at parenteral doses of approx-
imately one to seven and one-halftimes the maximum
recommended human dose did not reveal teratogenic
orfetal toxic effects, although a slight decrease in fetal
weight was observed,
here are, however, no adequate and well-controlled
studies in pregnant women. Because animal repro-
cr:!euscglons sﬂ;r:i_leg are Rot Iadhgays predictive of human
onse, this drug should be'used duri

only if clearly need%d. napregnancy

Inthe rabbit, cefoxitin was associated with a highinci
dence of abortion and maternal death. This was not con.
sidered to be a teratogenic effect but an expected
gg{ilg%ctlgqnge ofd th?1 rabbit’s ugusual sensitivity to

T ic-induced changes in the populati

microfiora of the intesting. Population of the

Nursing Mothers

Gefoxitin for Injection is excreted in human milk in low
cgoncentrations. Caution should be exarcised when
gg:g;::ln for Injection is administered to a nursing.

Pediatric Use

Safety and efficacy in pediatric patients from birth to three
months of age have not yet been established. In pedi-
atric patients three months ofagbe and older, higher doses
of Cefoxitin for Injection have been associated with an
g\ég_?sed incidence of eosinophilia and elevated

ADVERSE REACTIONS:

Cefoxitin for Injection is generally well tolarated. The most
common adverse reactions have been local reactions
following intravenous injection. Other adverse reac-
tions have been encountered infrequently,

Local Reactions
Thrombophlebitis has occurred with intravenous
administration. .

Alierglc Reactions

Rash ‘lncludlng' exfoliative dermatitis and toxic epi-
dermal necrolysis), pruritus, eosinophilia, fever, dysp-
nea, and other allergic reactions including anaphylaxis,
interstitial nephritis and angioedema have been noted.

Cardlovascular
Hypotension,

Gastrolntestinal

Diarrhea, including documented pseudomembranous
colitis which can appear during or after antibiotic treat-
ment. Nausea and vomiting have been reported rarely.

Neuromuscular
Possible exacerbation of myasthenia gravis.

Blood

Eosinophilia, leukopenia includin%]granulocytopenia.
neutropenia, anemia, including emolytic anemia,
thrombogcytopenia, and bone marrow depression. A
positive direct Coombs test may develop in some indi-
viduals, especially those with azotemia.

Liver Function

Transient elevations in SGOT, SGPT, serum LDH, and
serum alkaline phosphatase; and jaundice have been
reported.

Renal Function

Elevations in serum creatinine and/or blood urea
nitrogen levels have been observed. As with the
cephalosporins, acute renal failure has been reported
rarely. The role of Cetoxitin for Injection in changes in
renal function tests is difficult to assess, since factors
E’edisposing to prerenal azotemia orto impaired renal

nction usually have heen present.

In addition to the adverse reactions listed above
which have been observed in patients treated with
Cofoxitin for Injection, the followmg adverse reactions
and altered laboratory test results have been reported
for cephalosporin class antibiotics:

Urticaria, erythema multiforme, Stevens-Johnson
syndrome, serum sickness-like reactions, abdominal
pain, colitis, renal dysfunction, toxic nephropathy, false-
positive test for urinary glucose, hepatic d sfunction
including cholestasis, elevated bilirubin, aplastic ane-
mia, hemorrhage, Frolongad prothrombin time, pan-
cytopenia, agranulocytosis, superinfection, vaginitis
including vaginal candidiasis. o .

Several cephalosporins have been implicated in
triggering seizures, particularly in patients with renal
impairment when the dosage was not reduced. (See
DgsAGE AND ADMINISTRATION.) If seizures
associated with drug therapy occur, the drug should be
discontinued. Anticonvulsant therapy can be given if
clinically indicated. :

OVERDOSAGE:

The acute intravenous LDy, in the adult female mouse
and rabbit was about 8 g/kg and greater than 1g/kg,
respectively. The acute intraperitoneal LD, in the adul
rat was greater than 10 g/kg.

DOSAGE AND ADMINISTRATION:
Treatment

Adults
The usual adult dosage rangeis 1 gram to 2 grams every
sixto eight hours. Dosage should be determined by sus-
ceptibillg' ofthe causative organisms, severity of infec-
tion, and the condition of the patient (see Table 1 for
dosage guidelines). )
iC. trachomalis is asuspected pathogen, apgropnate
anti-chlamydial coverage should be added, because
cefoxitin sodium has no activity against this organism.

Cefoxitin for Injection may be used in patients with
reduced renal function with the foliowing dosage
adjustments: : -

n adults with renal Insufficiency, an initial loadin
dose of 1 gram to 2 grams may be given. After a load-
ing dose, the recommendations for maintenance dosage
(Table 2) may be used as a guide.

When only the serum creatinine level is avail-
able, the following formula (based on sex, weight, and
age of the patient) may be used to convert this value
into creatininé clearance. The serum creatinine should
represent a steady state of renal function.

Males: Weight (kg) x (140-age)
72 x serum creatinine (mg/100 mL)
Females: 0.85 x above value

In patients undergoing hemodialysls, the loadin
dose of 1to 2 grams should be given after eac|
hemodialysis, and the maintenance dose should be
given as indicated in Table 2. !

Antibictic therapy for group A beta-hemolytic strep-
tococcal infections should be maintained for atleast 10
days to guard against the risk of rheumatic fever or
glomerulonephritis. In staphylococcal and other infec-
tions involving a collection of pus, surgical drainage
should be carried out where indicated.

Pediatric Patients . § !
The recommended dosage in pediatric patients three
months of age and older is 80 to 160 mg/kg of body

weight per day divided into four to sixequal doses. The _

higher dosages should be used for more severe or seri-
ous Infections. The total daily dosage should not exceed
12 grams.
tthis time no recommendation is made for pediatric
atients from birth to three months of age (see
gRECAUTIONS). .

In pediatric patients with renal insufficiency, the
dosage and frequency of dosage should be modified
consistent with the recommendations for adults (see
Table 2).
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nction usually have heen present.

In addition to the adverse reactions listed above
which have been observed in patients treated with
Cefoxitin for Injection, the following adverse reactions
and aitered laboratory test results have been reported
for cephalosporin class antibiotics:

Urticaria, erythema multiforme, Stevens-Johnson
syndrome, serum sickness-like reactions, abdominal
pain, colitis, renal dysfunction, toxic nephropathy, false-

ositive test for urinary glucose, hepatic dysfunction
including cholestasls, elevated bilirubin, aplastic ane-
mia, hemorrhage, Prolonged prothrombin time, pan-
cytopenia, agranulocytoss, superinfaction, vaginitis
including vaginal candidiasis.

Several cephalosporins have been implicated in
triggering seizures, particularly In patients with renal
impairment when the dosage was not reduced. (See
DOSAGE AND ADMINISTRATION.) If seizures
associated with drug therapy oceur, the drug should be
discontinued. Anticonvulsant therapy can be given if
clinically indicated. :

OVERDOSAGE:

The acute intravenous LD in the adult female mouse
and rabbit was about 8 gmg and greater than 1g/kg,
respectively. The acute intraperitoneal LDs, in the adul
rat was greater than 10 g/kg.

DOSAGE AND ADMINISTRATION:

Treatment .

Adults
The usual adult dosage rangeis 1 gramto 2 grams every
sixto eight hours. Dosages ould be determined by sus-
ceptibility of the causative organisms, severity ofinfec-

tion, and the condition of the patient (see Table 1 for
dosage guidelines).

IfC. trachomatis is a suspected pathogen, apgropriate
anti-chlamydial coverage should be added, because
cefoxitin sodium has no activity against this organism.

Cefoxitin for Injection may be used in patients with
reduced renal function with the following dosage
adjustments: :

n adults with renal Insufficlency, an initia! loadin
dose of 1 gram to 2 grams may be given. After a load-
ingdose, the recommendations for maintenance dosage
\(Table 2) may be used as a guide.

," When only the serum creatinine level Is avalil-
able, the following formula (based on sex, weight, and
age of the patient) may be used to convert this value
into creatinine clearance. The serum creatinine should
represent a steady state of renal function.

Males: Weight (kg) x (140-age)
72 x serum creatinine (mg/100 mlL)
Females: 0.85 x above value

in patlents undergolng hemodialysis, the Ioading
dose of 1to 2 grams should be given after eacl
hemodialysis, and the maintenance dose should be
given as indicated in Table 2.

Antibiotic therapy for group A beta-hemolytic strep-
tococcal infections should be maintained for at least 10
days to guard against the risk of rheumatic fever or
glomerulonephritls. Instaphylococcal and other infec-
fions involving a collection of pus, surgicél drainage
should be carried out where indicated.

Pediatric Patlents
The recommended dosage in pediatric patients three
months of age and older is 80 to 160 mg/kg of body
weight per day divided Into four to six equaldoses. The
higher dosages should be used for more severe or seri-
?gs Infections. Thetotal daily dosage should not exceed
rams.
tthis time no recommendation is made for pediatric
atients from birth to three months of age (see
RECAUTIONS).

In pediatric patients with renal insufficiency, the
dosage and frequency of dosage should be modified
$orl;lsis§nt with the recommendations for adults (see

able 2).

Prevention
Effective prophylactic use depends on the time of
administration. Cefoxitin for Injection usually should be
iven one-half to one hour before the operation, which
s sufficient time to achieve effective levels in the wound
during the procedure. Prophylactic administration
should usually be stopped within 24 hours since con-
tinuing administration any antibioticincreases the pos-
slbility of adverse reactions but, in the majority of
surgical procedures, does notreducethe incidence of
subsequent infection.

For prophylactic use in uncortaminated intesti-
nal surgery, vaginal hysterectomy, or ab jominal hys-
terectomy, the following doses are recommended:

Adults:

2 grams administered Intravenously just prior to
surgery (approximately one-halfto one hour before the
initial incision) followed by 2 grams every 6 hours after
the first dose for no more than 24 hours.

Pediatric Patients (3 months and older):

30 to 40 mg/kg doses may be given at the times
designated above.

Cesarean section patients:

For patients undergoing cesarean section, either a
single 2 gram dose administered intravenously as
soon as the umbilical cord is clamped OR a3-dose reg-
imen consisting of 2 grams given intravenously as
soon as the umbilical cord is clamped followed by
2 grams 4 and 8 hours atter the initial dose is recom-
mended. (See CLINICAL STUDIES.)

Table 1 -Guidelines for Dosage of Cefouitin for Injection
Type of Infection DailyDosage |  Frequency and Route

Uncomplicated forms* of 34qrams | 1gram uve'v 6-8 hours
Infections such as pheumonia,

urinary tract infection,
cutaneous infaction

Moderataly severe or severs | 6-8grams 1 gram every 4 hours
infections

o
2 grams every 6-8 hours

Infections cnmmonly needing | 12 grams 2 grams every 4 hours
antibiotics In higher dosage or
(2.9., 93s gangrene) 3 grams every 6 hours V

*Including patientsin whom hacteremia is absent or unlikely.
Table 2 - Maintenance Dosage of Cefoxdtin for njection in Adults with

Reduced Renal Function

Creatinine

Clearance | Dose
Renal Function {mi/min) | (grams) Freguency
Mild impairment 50-30 1-2 every 8-12hours
Moderate impaiment 210 1-2 every 12-24 hours
Severe imparment 95 051 | every12-24hours
Essentially no function <5 051 every 24-48 hours

Table 3 Preparation of Solution for Inravenous Administration

Amountof | Approximate
Diluentto be drawable | Approximate Average
Strengih Added {mLj** | Volume (mL) | Concentration (mgy/mL)
1 gram Vial 10 105 9%
2gramVial 100r20 113021 1800195
1gram
Infusion Bottle [ 50 r100 500r100 200r10
2gram
Infugion Botde |  500r 100 500100 0020
#+Shak to dissolve and let stand until clear.
Preparation of Solution

Table 3 is provided for convenience in constituting
Cefoxitin for Injection for intravenous administration.

For Vials
One gram should be constituted with at least



10 mL, and 2 grams with 10 or 20 mL, of Sterile
Water for Injection, Bacteriostatic Water for Injec-
tion, 0.9 percent Sodium Chloride Injection, or
§ percent Dextrose Injection. These primary solu-
tions may be further diluted in 50 to 1000 mL of the
diluents listed under the Vials portion of the
COMPATIBILITY AND STABILITY section.

Benzyl alcohol as a preservative has been associated
with toxicity in neonates. While toxicity has not been
demonstrated in pediatric patients greater than three
months of age, in whom use of Cefoxitin for injection may
be indicated, small pediatric patients in this age range
may also beatrisk for benzyl alcohol toxicity. Therefore,
diluent containing benzyt alcohol should hot be used *
when Cefoxitin for Injection is constituted for adminis-
tration to pediatric patients in this age range.

For Infusion Bottles
One or 2 grams of Cefoxitin for Injection for infusion
may be constituted with 50 or 100 mL of 0.9 percent
Sodium Chloride Injection, or § percent or 10 percent
Dextrose Injection.

ADMINISTRATION:

Cefoxitin for Injection may be administered intravenously

after constitution. X
Parenteral drug products should be inspected visu-

ally for particulate matter and discoloration prior to

administration whenever solution and container permit.

Intravenous Administration .
The intravenous route is preferable for patients with
bacteremia, bacterial septicemnia, or other severe or life-
threatening infections, or for patients who may be poor
risks because of lowered resistance resulting from
such debilitating conditions as mainutrition, trauma,
surﬁe?, diabetes, heart failure, or malignancy, partic-
ularly if shock is present or impending.

For intermittent intravenous administration, a solution
containing 1gram or 2 grams in 10 mL of Sterile Water
for Injection can beinjected overa period of three tofive
minutes. Using an infusion system, it may also be given
overa |ontﬁer period of time through the tubing system
by which the patient may be receiving other intravenous
solutions. However, during infusion of the solution con-
taining Cefoxitin for Injection, itis advisable to temporarily
discontinue administration of any other solutions at
the same site.

Forthe administration of higher doses by continuous
intravenous infusion, a solution of Cefoxitin for Injection
may be added to an intravenous bottle oontainin%S per-
cent Dextrose Injection, 0.9 percent Sodium Chloride
InLection. or 5 percent Dextrose and 0.9 percent Sodium
Chloride Injection. BUTTERFLY!! or scalp vein-type
needles are preferred for this type of infusion.

Solutions of Cefoxitin for Inljection, like those of most
beta-lactam antibiotics, should not be added to amino-
glycoside solutions (e.g., gentarnicin sulfate, tobramycin
sulfate, amikacin sulfate) because of potential interac-
tion. However, Cefoxitin for Injection and aminoglyco-
sidﬂes may be administered separately to the same
patient.

‘%O’MPATIBILITY AND STABILITY:
L]

s
Cefoxitin for Injection, as su§plied in vials and consti-
tuted to 1 gram/10 mL with Sterile Water for Injection,
Bacteriostatic Water for Injection, (see Preparation of
Solution), 0.9 percent Sodium Chloride Injection, or
5 percent Dextrose Injection, maintains satisfacto
potency for 6 hours at room temperature or for one wee!
under refrigeration ﬁbelow 5°C).

These primary solutions may be further diluted in 50
to 1000 mL of the following diluents and maintain
potency for an additional 18 hours at room temperature
or an additional 48 hours under refrigeration:

0.9 percent Sodium Chioride Injection

§ percent or 10 percent Dextrose Injection P

5 percent Dextrose and 0.9 percent ium Chloride

Injection

5 percent Dextrose Injection with 0.2 percentor 0.45

percent saline solution

Lactated Ringer’s Injection

5 percent Dextrose in Lactated Ringer's Injection

10 percent invert sugar in water

10 percent invert sugar in saline solution

5 percent Sodium Bicarbonate Injection

M/6 sodium lactate solution

Mannitol 5% and 10%

Infusion Bottles
Cefoxitin for injection, as supplied in infusion bottles and
constituted with 50 to 100 mL of 0.9 percent Sodium
Chioride Injection, or 5 percent or 10 percent Dextrose
Injection, maintains satisfactory potency for 24 hours
at room temperature or for 1week under refrigeration
(below 5°C).

After the periods mentioned above, any unused
solutions should be discarded.

HOW SUPPLIED:

Cefoxitin for Injection, USP is a dry white to off-white

mder supplied in conventional vials and infusion
les containing cefoxitin sodium as follows:

Product NDC

0. No.
304120 63323-341-20 Sterile cefoxitin sodium, USP
equivalent to 1 g cefoxitinin a
20mL vial (tray of 25).
304220 63323-342-20 Sterile cefoxitin sodium, USP
saulvalem to 2 gcefoxitinina
20 m. vial (tray of 25).
304165 63323-341-65 Sterile cefoxitin sodium, USP
eal(:]lva!entto 1 g cefoxitinina
- 100 mL infusion bottle (trf‘y of 10).
304265 63323-342-65 Sterile cefoxitin sodlum, USP
ulvalent to 2 g cefoxitin ina
100 mL infusion battle (tray of 10).

Special storage instructions

efoxitin for Injection, USP in the dry state should be
stored between 2°-25°C (36°-77°F). Avoid exposure to
temperatures above 50°C. The dry material as well as
solutions tend to darken, depending on storage con-
dﬂm:c;t‘gij product potency, however, is not adversely
af B

CLINICAL STUDIES: R
A prospective, randomized, double-blind, placebo-
controlled clinical trial was conducted to determine the
efficacy of short-term prophylaxis with cefoxitin in
atients undergoing cesarean section who were at
igh risk for subsequent endometritis because of rup-
tured membranes. Patients were randomized to receive
either three doses of placebo (n=58), a sln%g dose of
cefoxitin (2 3) followed by two doses of placebo (n=64),
or a three-dose regimen of cefoxitin (each dose con-
sisting of 2 gz (n=60), given intravenously, usuall
b?'glnmng atthetime of clamping of the umbilical cord,
with the second and third doses given 4 and 8 hours
post-operatively. Endometritis occurred in 16/58 (27.6%)
patients given placebo, 5/63 (7.9%) patients given asin-
gle dose of cefoxitin, and 3/58 (5.2%) patients given three
oses of cefoxitin. The differences between the two
groups treatad with cefoxitin and placebo with respect
to endometritis were statistically significant {(p<0.01) in
favor of cefoxitin. The differences between the one-dose
and three-dose regimens of cefoxitin were not statisti-
cally significant.

Two double-blind, randomized studies compared the
efficacy of a single 2 gram intravenous dose of cefox-
itin to a single 2 gram intravenous dose of cefotetan in
the prevention of surgical site-related infection (major
morbidity) and non-site-related infections (minor mor-
bidity) In patients following cesarean section. In the first
study, 82/98 (83.7%) patients treated with cefoxitin
and 71/95 (74.7%) patients treated with cefotetan expe-
rienced no major or minor morbidity. The difference in
the outcomes in this study (95% CI: -0.03,+0.21) was
not statistically significant, In the second study, 65/75
(86.7%) patients treated with cefoxitin and 62/76 (81.6%)
patients treated with cefotetan experienced no major
or minor morbidity. The difference in the outcomes in
this study (95% Cl: -0.08,+0.18) was not statistically sig-

nificant.
n clinical trials of patients with intra-abdominal infec-



5 percent Dextrose Injection with 0.2 percent or 0.4
percent saline solution
Lactated Ringer’s Injection . e
5 percent Dextrose in Lactated Ringer’s Injection
10 percent invert sugar in water .
10 percent invert sugar in saline solution
5 percent Sodium Blcarbonate Injection
M/6 sodium lactate solution
__Mannitol 5% and 10%

Intusion Botlles
Cefoxitin for Injection, as supplied in infusion bottles and
constituted with 50 to 100 mL of 0.9 percent Sodium
Chloride Injection, or 5 percent or 10 percent Dextrose
Injection, maintains satisfactory potency for 24 hours
at room temperature or for 1 week under refrigeration
(below 5°C).

After the periods mentioned above, any unused
solutions should be discarded.

HOW SUPPLIED:

Cefoxitin for Injection, USP is a dry white to off-white

gowder supplied in conventional vials and Infusion
ottles containing cefoxitin sodium as follows:

Product NDC

No. 0.

304120 63323-341-20 Sterile cefoxitin sodlum, USP
equivalentto 1 g cefoxitinina
20 mL vial (tray of 25).

304220 63323-342-20 Sterile cefoxitin sodium, USP
egulvalenno 2gcefoxtinina
20 mL vial (tray of 25).

304165 63323-341-65 Sterile cefoxitin sodium, USP

. egl&walem t0 1 g cefoxitinIn a

100 mL infuslon bottle W of 10).

304265 63323-342-65 Sterlle cefoxitin sodlum, USP
eﬂléivalemto 2gcetoxitinina
100 mL infusion bottle (tray of 10).

Speclal storage instructions

efoxitin for Injection, USP in the dz state should be
stored between 2°-25°C (36°-77°F). Avoid exposure to
temperatures above 50°C. The dry material as well as
solutions tend to darken, depending on storaé;a con-
dif}l:c‘n:é’ product potency, however, is not adversely
al X

CLINICAL STUDIES:
A prospective, randomized, double-blind, placebo-
controlled clinical trial was conducted to determine the
efficacy of short-term prophylaxis with cefoxitin in
Eatiems undergoing cesarean section who were at
igh risk for subseguent endometritis because of rup-
tured membranes. Patients were randomized to receive
either three doses of placebo (n=58), a sln%lg dose of
cefoxitin (2 g) followed by two doses of placebo (n=64),
or a three-dose regimen of cefoxitin (each dose con-
sisting of 2 g) (n=60), given intravenously, usuarléy
b%glnning atthe time of clamping of the umbilical cord,
with the second and third doses given 4 and 8 hours
post- . Endometritis occurred in 16/58 (27.6%)
patients given placebo, 5/63 (7.9%) patients givenasin-
gle dose of cefoxitin, and 3/58 (5.2%) patients given three
oses of cefoxitin, The differences between the two
groups treated with cefoxitin and placebo with respect
1o endometritis were statistically significant (p<0.01) in
favor of cefoxitin. The differences between the one-dose
and three-dose regimens of cefoxitin were not statisti-
cally significant.

Two double-blind, randomized studies comparedthe
efficacy of a single 2 gram intravenous dose of cefox-
itin to a single 2 gram intravenous dose of cefotetan in
the prevention of surgical site-related infection (major
morbidity) and non-site-related infections (minor mor-
bidity) In patients following cesarean section. Inthefirst
study, 82/98 (83.7%) patients treated with cefoxitin
and 71/95 (74.7%) patients treated with cefotetan expe-
rienced no major or minor morbidit?(. The differencein
the outcomes In this study (95% CI: -0.03,+0.21) was
not statistically significant. In the second study, 65/75
(86.7%) patients treated with cefoxitinand 62/76 (81.6%)
patients treated with cefotetan experienced no major
or minor morbidity. The difference in the outcomes in
mi:issmdy (95% Cl: -0.08,+0.18) was not statistically sig-

nificant.
In clinical trials of patients with intra-abdominal infec-
-tions due o Bacteroides-fragilis-group microorgan-
isms, eradication rates at 1 to 2 weeks posttreatment
for Isolates were in the range of 70% to 80%. Eradica-
tion rates for individual species are listed below:

Bacteroides distasonis ~ 7/10 0%
Bacteroides fragllis 26/33 9%)
Bacteroides ovatus 10/13 %,
B. thetalotaomicron 13/18

REFERENCES:

1. Natlonal Committee for Clinical Laboratory
Standards, Methods for Dilution Antimicrobial
Susceptibility Tests for Bacteria that Grow Aerobi-
cally - Fourth Edition. Apnroved Standard NCCLS
DocumentM7-A4, Vol. 17, No. 2, NCCLS, Wayne, PA,
January 1997.

2. National Committee for Clinical Laboratory Stan-
dards, Performance Standards for Antimicrobial
Disk Susceptibility Tests - Sixth Edition. Approved
Standard NCCLS Document M2-A6, Vol. 17, No. 1,
NCCLS, Wayne, PA, January 1997.

3. National Committee for Clinical Laboratol
Standards, Methods for Antimicrobial Susceptibll
ity Testing of Anaerobic Bacteria - Third Edition.
Approved Standard NCCLS Document M11-A4,
¥539.717, No. 26, NCCLS, Villanova, PA, December

NOTES:
1Registered trademark of Ames Company, Division of
Miles Laboratories, Inc.
tRegistered trademark of Abbott Laboratories, Inc.
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Cefoxitin for Injection, USP (SDV)
1g/20 mL Container Label (Conventional Vial)
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Cefoxitin for Injection, USP (SDV)
2g/20mL Container Label (Conventional Vial)
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Labeling Amendment

Cefoxitin for Injection, USP (SDV)
Product Code: 304265

2g/100mL Container Label (Piggyback Vial)

Cefoxitin for Injection, USP (SDV)

ANDA 65-012
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NDC 63323-342-65 304265
For Intravenous
SINGLE DOSE VIAL

FOR INJECTIO,
Infusion Bottle
Infusion Only
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American Pharmaceutical Partners, Inc.
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*Each vial contains: Sterile cefoxitin sodium, USP
equivalent to 1 g of cefoxitin.The sodium content

is approximately 53.8 mg (2.3 mEq) per gram

of cefoxitin.

Usual Dosage: For the Preparation of Solution and
Dosage and Administration, see package insert.

AMERICAN
PHARMACEUTICAL

-
62527A v A‘ g ’
b PARTNERS. INC.

Los Angeles, CA 90024

Color changes in powder or solution do not affect
potency.

Prior to constitution: Store dry material between
2°- 25°C (36°-77°F). Avoid exposure to
temperatures above 50°C.




63323-341-20 304120

FOR INJECTION, USP

travenous Use

Y 25 Vials
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*Each vial contains: Sterile cefoxitin 'sodi.um, USP equivalent to 19 of After constitution, the solution maintains satisfactory potency for
+ cefoxitin. The sodium content is approximately 53.8 mg (2.3 mEq) per 24 hours at room temperature or for 1week under refrigeration (below
i gram of cefoxitin. 5°C). Discard any unused solutions after these periods.
+ Usual Dosage: See package insert for the preparation of intravenous Prior to constitution: Store dry material between 2°~25°C (36°-77°F).
i solution and dosage. Avoid exposure to temperatures above 50°C. Color changes in powder
' Forintravenous administration add 50 or 100 mL of 0.9% Sodium or solution do not affect potency.

| Chloride Injection, or 5% or 10% Dextrose Injection. Shake to dissolve.
Let stand until clear. See accompanying package insert.
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NDC 63323-341-65

304165
FOR INJECTION, USP
Infusion Bottle
For Intravenous Infusion Only
SINGLE DOSE VIAL
Rx only 10 Infusion Bottles
AP P .,

BLACK 15650
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*Each vial contains: Sterile cefoxitin sodium, usP
equivalent o 2gof cefoxitin. The sodium content
is approximately 53.8 mg (2.3 mEq) per gram

of cefoxitin.

Usual Dosage: For the Preparation of Solution and
Dosage and Administration, see package insert.

- AMERICAN ~
62529A " [3) B rPuarRMACEUTICAL
PARTNERS, INC.

Los Angeles, CA 90024

Color changes in powder or solution do not affect
potency.

Prior to constitution: Store dry material between
20.95°C (36°-77°F). Avoid exposure to
temperatures above 50°C.
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. ’ *Each vial contains: Sterile cefoxitin sodium, USP equivalent to 2 g of
- .14 cefoxitin. The sodium content is approximately 53.8 mg (2.3 mEq) per
3 gram of cefoxitin.

- Usual Dosage: See package insert for the preparation of intravenous
-3 solution and dosage.

4 For intravenous administration add 50 or 100 mL of 0.9% Sodium

: "";; Let stand until clear. See accompanying package insert.
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4 Chloride Injection, or 5% or 10% Dextrose Injection. Shake to dissolve.

After constitution, the solution maintains satisfactory potency for
24 hours at room temperature or for 1week under refrigeration (belc
5°C). Discard any unused solutions after these periods.

Prior to constitution: Store dry material between 2°-25°C (36°~77°F
Avoid exposure to temperatures above 50°C. Color changes in powd
or solution do not affect potency.
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NDC 63323-342-65

For Intravenous Infusion Only
SINGLE DOSE VIAL

Rx only

- AMERICAN
ol A‘ W B PHARMACEUTICAL
R PARTNERS, INC..

FOR INJECTION, USP

Infusion Bottle

30

10 Infusion Bottl¢

/

BLACK 3262C




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 65-012

LABELING REVIEWS



REVIEW OF PROFESSIONAL LABELING

DIVISION OF LABELING AND PROGRAM SUPPORT

LABELING REVIEW BRANCH

ANDA Number:

65-012

Date of Submission: March 20, 1998

Applicant's Name: American Pharmaceutical Partners, Inc.

Established Name: Cefoxitin for Injection USP,

1 g and 2 g conventional vials, and
1l g and 2 g infusion bottles

Labeling Deficiencies:

1. GENERAL COMMENTS:

a.

Replace the “Caution: Federal law...” statement
with “Rx only” or “R only” on labels and
labeling. A GUIDANCE FOR INDUSTRY entitled
"Implementation of Section 126 of the Food and
Drug Administration Modernization Act of 1997
Elimination of Certain Labeling Requirements", was
revised July 1998 and posted at Internet site:
http://www.fda.gov/cder/guidance/index.htm.
Please note that Section IV, "Frequently Asked
Questions” offers guidance on placement of the
symbol on all labels and labeling.

b. Revise your labels and labeling to reflect the
transfer of ownership.
2. CONTAINERS:
a. 1 g and 2 g conventional vials

i. We encourage you to differentiate your drug
product strengths by using contrasting colors
and/or boxing.

ii. Front panel

A) Add an asterisk following the strength,
ANY g* r7” .



3.

iii.

B) Delete the text

Side panel

Revise to read as follows:

A) *Fach vial contains: Sterile cefoxitin
sodium, USP equivalent to g of
cefoxitin. The sodium content

B) Usual Dosage: For the preparation

C) Prior to constitution: Store dry

b. 1l g and 2 g infusion bottles:

i. See comments 2(a) (i, ii and iii) and

2(a) (iv) (A) under CONTAINER.

ii. Front panel

A) Revise the text V " to read
“For IV Infusion Only” in bold print.

B) Add the following statement in uppercase
bold print:

SINGLE DOSE VIAL
iii. Side panel

Revise to read as follows:

A) Usual Dosage: See package insert for the
preparation of intravenous solution and
dosage.

B) Prior to constitution: Store dry ,..

iv. Delete the text from the up-
side-down statement.
CARTON:
a. 1 g and 2 g conventional vials: 25s

See comments 2(a) (i, 1i and iii) and 2({(a) {iv) (A)
under CONTAINER.



b. 1 g and 2 g infusion bottles: 10s

See comments 2(b) (i), 2(b) (ii) (A and B), 2(b) (iii)
(A and B) and comment 3(a) under CARTON.,

4. INSERT
a. General Comment

Delete “USP” following the established name except
in the TITLE and in the DESCRIPTION, INDICATIONS
AND USAGE and HOW SUPPLIED sections.

b. DESCRIPTION

i. Revise the firstvsentence to read, “Cefoxitin
for Injection, USP contains cefoxitin sodium
a semi-synthetic, ”,

ii. You may delete the text “sealed under
nitrogen”, which is no longer required in the
DESCRIPTION section.

iii. We acknowledge that you have deleted the
text, “... administration. It is derived
from cephamycin C, which is produced by
Streptomyces lactamdurans” because your firm
uses a different synthetic route. In the
first paragraph please include the synthetic
route used by your firm.

iv. Revise the chemical name to read, “...-7«-
methoxy—-8-...".

v. Revise ™ . -7 to “molecular
formula”.

vi. Revise the first sentence of the second
paragraph to read, “Cefoxitin for Injection,
USP contains cefoxitin sodium with
approximately AN

vii. Add the following as the last paragraph:
Each conventional vial contains
cefoxitin. Each infusion bottle

contains ... cefoxitin.

C. PRECAUTIONS (Pediatric Use)



Revise to read as follows:

Safety and efficacy in infants from birth to
three months ... established. 1In pediatric
patients three months of age and older,
...elevated SGOT.

ADVERSE REACTIONS (Liver function)
Revise to read, “... in SGOT, SGPT, serum

LDH, ...”.
[Delete - ].

OVERDOSAGE

Delete the terminal zero following the decimal
point, i.e., “1" instead of “1.0".

DOSAGE AND ADPMINISTRATION

i, To be in accord with 21 CFR 201.57 revise
“DOSAGE” to read “DOSAGE AND ADMINISTRATION”.

ii. In patients undergoing hemodialysis

Delete -

iii. Revise the subsection heading “Pediatric
Patients” to read “Infants and Pediatric
Patients”.

iv. See comment under OVERDOSAGE.

V. Please note “Preparation of Solution” is a
subsection of the “DOSAGE AND ADMINISTRATION”
section. Therefore, revise the title format
to be consistent with your other subsection
headings.

vi. Preparation of Solution
A) For IV Use

- In the second paragraph revise

3 ” to read
“infants”, (two locations).

- In the last sentence of second
paragraph revise ™ :

" to read




“infants”.
g. Notes

Delete the number 5 and the corresponding text. We
refer you to comment 4(f) (ii) under DOSAGE AND
ADMINISTRATION.

Please revise your labels and labeling, as instructed above,
and submit in final print or draft if you prefer.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and

explained.
C \¥s (3"/

Jerry PhilliAg',
Director
Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research




REVIEW OF PROFESSIONAL LABELING CHECK LIST

Applicant's Established Name

individually cartoned? Light sensitive product which might
require cartoning? Must the package insert accompany the
product?

Yes | No |{N.A

Different name than on acceptance to file letter? X
Is this product a USP item? If so, USP supplement in which X
verification was assured.
Is this name different than that used in the Orange Book? x*
*Cefoxitin Sodium Injection
If not USP, has the product name been proposed in the PF?

Error Prevention Analysis — - -
PROPRIETARY NAMKE
Has the firm proposed a proprietary name? If yes, complete. X
this subsection.
Do you find the name objectionable? List reasons in FTR, if X
50. Consider: Misleading? Sounds or looks like another name?
USAN stem present? Prefix or Suffix present?
Has the name been forwarded to the Labeling and Nomenclature X
Committee? If so, what were the recommendations? If the
name was unacceptable, has the firm been notified?
PACKAGING -See applicant's packaging configuration in FTR - - -
Is this a new packaging configuration, never been approved X
by an ANDA or NDA? TIf yes, describe in FTR.
Is this package size mismatched with the recommended dosage? b:4
If yes, the Poison Prevention Act may require a CRC.
Does the package proposed have any safety and/or regulatory X
concerns?
If IV product packaged in syringe, could there be adverse X
patient outcome if given by direct IV injection?
Conflict between the DOSAGE AND ADMINISTRATION and x
INDICATIONS sections and the packaging configuration?
Is the strength and/or concentration of the product x
unsupported by the insert labeling?
Is the color of the container (i.e. the cclor of the cap of X
a mydriatic ophthalmic) or cap incorrect?
Individual cartons required? Issues for FTR: Inhovator X




Are there any other safety concerns?

LABELING

Is the name of the drug unclear in print or lacking in
prominence? (Name should be the most prominent information
on the label).

Has applicant failed to clearly differentiate multiple
product strengths?

Is the corporate logo larger than 1/3 container label? (No
regulation - see ASHP guidelines)

Error Prevention Analysis: LABELING (Continued)

Yes

No

Does RLD make special differentiation for this label? (i.e.,
Pediatric strength vs Adult; Oral Solution vs Concentrate,
Warning Statements that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or
falsely inconsistent between labels and labeling? Is
"Jointly Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying
markings in HOW SUPPLIED?

Has the firm failed to adequately support compatibility or
stability claims which appear in the insert labeling? Note:
Chemist should confirm the data has been adequately
supported. *See NOTES TO THE CHEMIST

Scoring: Describe scoring configuration of RLD and
applicant (page #) in the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW
SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application
where inactives are Jlisted)

Does the product contain alcohol? If so, has the accuracy
of the statement been confirmed?

Do any of the inactives differ in concentration for this
route of administration?

Any adverse effects anticipated from inactives (i.e., benzyl
alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and
the composition statement?

Has the term "other ingredients™ been used to protect a
trade secret? If so, is claim supported?




Failure to list the coloring agents if the composition
statement lists e.g., Opacode, Opaspray?

Failure to list gelatin, coloring agents, antimicrobials for
capsules in DESCRIPTION? '

Failure to list dyes in imprinting inks? (Coloring agents
e.g., lron oxides need not be listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage
recommendations)

Do container recommendations fail to meet or exceed USP/NDA
recommendations? If so, are the recommendations supported
and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA
meet them?

Is the product light sensitive? 1If so, is NDA and/or ANDA
in a light resistant container?

Failure of DESCRIPTION to meet USP Description and
Solubility information? If so, USP information should be
used. However, only include solvents appearing in innovator
labeling. * Not listed in the RLD.

x*

Bioequivalence Issues: (Compare biocegivalency values:
insert to study. List Cmax, Tmax, T 1/2 and date study
acceptable)

Insert labeling references a food effect or a no-effect? If
so, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly
detail where/why.

Patent/Exclusivity Issues: FTR: Check the Orange Book
edition or cumulative supplement for verification of

the latest Patent or Exclusivity. IList expiration date

for all patents, exclusivities, etc. or if none, please
state.

APPEARS THIS WAY

ON ORIGINAL




NOTES/QUESTIONS TO THE CHEMIST:

1.

Do you concur with the following labeling comment?

We acknowledge that you have deleted the text, ™...
administration. It is derived from cephamycin C, which
is produced by Streptomyces lactamdurans” because your
firm uses a different synthetic route. In the first

paragraph please include the synthetic route used by
your firm.

Has the firm submitted adequate compatibility and stability
studies to support the claims which appear in the insert
labeling under the DOSAGE AND ADMINISTRATION (Compatibility
and stability) section? '

FOR THE RECORD:

1.

Mefoxin, NDA 50-517 by Merck & Co., Inc., revised 2/95 and

approved 2/27/97.

50-517/5-039 approved 4/24/97, is for instructions for the
ADD Vantage Vial. :

NOTE. This is a combined conventional vial and infusion
bottle insert that references the pharmacy bulk package
(ANDA 65-011). :

The firm’s composition statement is consistent with the
DESCRIPTION section.
[Vol. 1.1, p. 00094]

The formulated drug product is packaged in Type I USP flint,
glass tubing (20 mL) and molded glass vials (100 mL) with

gray rubber stoppers and flip-off seals.
[Vol. 1.1, p. 00094]

Package sizes:

NDA - 1 g x 25, 1 g infusion bottles x 10

2 g x 25, 2 g infusion bottles x 10
10 g PBP X ©
1 g ADD-vantage x 25
2 g ADD-vantage x 25
65012 - 25, 1 g infusion bottles 10
25, 2 g infusion bottles x 10

P

lg
2 g
Bioavailability/Biocequivalence - pending

- A bio. in vivo biocequivalence study waiver was granted



on 7/23/98 for intravenous administration only.
- A waliver was not granted for intramuscular use.

- The bio. reviwer reported that the reference listed
drug was for intravenous use only [Physicians Desk
Reference, 1998]. NOTE: The reference listed drug,
“Mefoxin” packaged in conventional vials is for
intravenous and intramuscular use. The infusion
bottles are for intravenous use only. The bio.
reviewer most likely saw labeling for premixed plastic
mini-bags, which are for intravenous use only.

Storage:
Dry powder
NDA - Mefoxin in dry state should be stored below
300C. Avoid exposure to temperatures above
500C. The dry material as well as solutions
tend to darken, depending on storage
conditions; product potency, however, is not
adversely affected.
ANDA - Same as NDA

After constitution

NDA - 24 hours at room temperature, one week under
refrigeration( below 50C) and 30 weeks frozen

ANDA - Same as-NDA

After further dilution in intravenous solution

NDA - 24 hours at room temperature, 48 hours under
refrigeration
ANDA - same as NDA

Labeling Issues:
a. ADVERSE REACTIONS

ANDA 62182 approved on 4/8/98 has three paragraphs at
the end of the ADVERSE REACTIONS section that are
missing from NDA 50517 approved on 2/27/97. I would
like to know if there is a FTR regarding this issue.

b. Dosage AND ADMINISTRATION (Compatibility and Stability
/Intravenous)

I noticed that bacteriostatic water for injection is
listed as a diluent. There should be follow-up with
the Project Manager in the new drug division.
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APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 65-012
Date of Submission: December 4, 1998
Applicant's Name: American Pharmaceutical Partners, Inc.

Established Name: Cefoxitin for Injection USP,
1 g and 2 g Conventional vials, and
1 g and 2 g Infusion bottles

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: 1 g and 2 g Conventional vials, and
1 g and 2 g Infusion bottles

Satisfactory in FPL (12/4/98 submission)

Carton Labeling: 25's (Conventional vials)
10's (Infusion bottles)

Professional Package Insert Labeling:
Satisfactory in FPL (12/4/98 submission)
Revisions needed post-approval:

1. GENERAL

Add storage requirement in Fahrenheit as well [e.g., 30°C
(86°F), 50°C (122°F)]

2. CONTAINER

Encourage the relocation of Rx Only” to the principal
display panel. :



3. CARTON

See the comment under CONTAINER.

4, INSERT
a. Use lower case letters for the established name
throughout the text except at the beginning of the
-sentence. :
b. Encourage the inclusion of “Rx Only” beneath the title.

BASIS OF APPROVAL:

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Mefoxin®

NDA Number: 50-517/S-031

NDA Drug Name: Mefoxin®

NDA Firm: Merck Co.

Date of Approval of NDA Insert and supplement #: 2/27/97 (S-031)

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

Was this approval based upon an OGD labeling guidance? No
Other Comments:

The firm’s product is derived from a different source as compared
to the innovator’s product. (See FTR)

FOR THE RECORD:

1. Mefoxin, NDA 50-517 by Merck & Co., Inc., revised 2/95 and
approved 2/27/97.



50-517/S-039 approved 4/24/97, is for instructions for the
ADD Vantage Vial.

NOTE. This is a combined conventional vial and infusion
bottle insert.

The firm has deleted the reference to the -
from the H.S. section.

The ownership of this product has been transferred from
Fujisawa to APP.

The firm’s product is derived from “cephalosporin C, which
is produced by Cephalosporium Acremonium” as opposed to
“Streptomyces lactamdurans” of the RLD.

The firm’s composition statement is consistent with the
DESCRIPTION section.
[Vol. 1.1, p. 00094]

The formulated drug product is packaged in Type I USP flint,
glass tubing (20 mL) and molded glass vials (100 mL) with
gray rubber stoppers and flip-off . ———— seals.

[Vol. 1.1, p. 00094]

Package sizes:

NDA - 1 g x 25, 1 g infusion bottles x 10
2 g x 25, 2 g infusion bottles x 10
10 g PBP x 6
1 g ADD-vantage x 25
2 g ADD-vantage x 25

65012 - 1 g vials x 25, 1 g infusion bottles x 10
2 g vials x 25, 2 g infusion bottles x 10

Storage:
Dry powder
NDA - . Mefoxin in dry state should be stored below
300C. Avoid exposure to temperatures above
500C. The dry material as well as solutions
tend to darken, depending on storage
conditions; product potency, however, is not
adversely affected.
ANDA - Same as NDA

After constitution



10.

NDA - 24 hours at room temperature, one week under
refrigeration( below 50C) and 30 weeks frozen

ANDA - Same as NDA

After further dilution in intravenous solution

NDA - 24 hours at room temperature, 48 hours under
refrigeration

ANDA - same as NDA

Labeling Issues (From previous record):

d.

ADVERSE REACTIONS

ANDA 62182 approved on 4/8/98 has three paragraphs at
the end of the ADVERSE REACTIONS section that are
missing from NDA 50517 approved on 2/27/97. I would
like to know if there is a FTR regarding this issue.

Dosage AND ADMINISTRATION (Compatibility and Stability
/Intravenous)

I noticed that bacteriostatic water for injection is
listed as a diluent. There should be follow-up with
the Project Manager in the new drug division.

The ADVERSE section of the applicant is identical to that of
the innovator’s

APPEARS THis w
A
ON ORIGINAL '
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 65-012
Date of Submission: April 26, 2000
Applicant’s Name: American Pharmaceutical Partners, Inc.
Established Name: Cefoxitin for Injection, USP
65-012 - 1 g and 2 g Conventional vials, and
1 g and 2 g Infusion bottles
Labeling Deficiencies:
1. CONTAINER:
Generai Comment
Please note that the “Intramuscular Route of Administration [IM]” is no
longer approved in the labeling of the reference listed drug, Mefoxin®.
Therefore, delete all text referring to this route of administration on your
conventional vial container labels.
2. CARTON:
See General Comment under CONTAINER.
3. INSERT
a. General Comments
i. Delete all text that refers to the “intramuscular route of
administration” and revise your labeling to be consistent with the
reference listed drug, Mefoxin® approved on February 14, 2000.
See General Comment under CONTAINER.

ii. Improve the readability of the superscripts and the text printed in
each table by increasing the print size.

b. DESCRIPTION
Iimprove the readability of the molecular formula.

c. CLINICAL PHARMACOLOGY (Pharmacokinetics)

Delete the last paragraph, *

d. INDICATIONS AND USAGE

i. Revise the second Indigation and Usage, “Genitourinary
Infections” to read the same as the text of the reference I|sted o

drug Mefoxin®, approved on February 14, 2000.



ii. Prevention
Relocate the paragraph, “Effective prophylactic use
...subsequent infection” to appear as the first paragraph under
the DOSAGE AND ADMINISTRATION/Prevention section.
WARNINGS |
Revise the last three paragraphs of this section to be consistent
with the last three paragraphs found in the insert labeling of the
reference listed drug, Mefoxin® approved on February 14, 2000.
PRECAUTIONS
Add the subsection, “Laboratory Tests ...” immediately prior to the
subsection “Drug Interactions” as seen in the insert labeling of the
reference listed drug, Mefoxin® approved on February 14, 2000.
ADVERSE REACTIONS
Renal function
Add the last three paragraphs, “In addition ... clinically indicated”
as seen in the insert labeling of the reference listed drug,
Mefoxin® approved on February 14, 2000.
OVERDOSAGE
Replace “IV” with “intravenous”.
DOSAGE AND ADMINISTRATION
i. Prevention
Please refer to comment 3(d)(ii) above.
ii. Preparation of Solution

Revise as follows:

- For Vials
For IV Use, 1 gram ... 20 mL

- For Infusion Bottles
One or 2 grams ... Injection. o

- In the last sentence, delete the text, *

- _Revise the third paragraph to be consistent with the
insert labeling of the reference listed drug, Mefoxin® ,
approved on February 14, 2000. A

iii. COMPATIBILITY AND STABILITY (Intravenous) "



Revise this subsection to be consistent with the insert labeling of

the reference listed drug, Mefoxin® approved on February 14,
2000.

j- CLINICAL STUDIES

Add a third paragraph as seen'in the insert 1abeling of the reference
listed drug, Mefoxin® approved on February 14, 2000.

k. REFERENCES

Add a “REFERENCES" section immediately following “CLINICAL
STUDIES” as seen in the insert labeling of the reference listed drug,
Mefoxin® approved on February 14, 2000.

L NOTES

i Renumber the list of NOTES, [due to the relocation of the first
three references]. See comment 3(k).

ii. Delete note number 5, * and/or
comment_.

Please revise your container labels, carton and insert labeling, as instructed above, and
submit twelve copies in final print.

Prior to approval, it may be necessary to further revise your labeling subsequent to
approved changes for the reference listed drug. We suggest that you routinely monitor
the following website for any approved changes,

It i fran Y frnmnrinma frictiinineiin fOn iAW APaN AR
NODIWWW.IGA. GOV/ICGEN O rd/fiabeling review brancn. html.

To facilitate review of your next submission, and in accordance with 21 CFR
314.94(a)(8)(iv), please provide s\d -by-side comparison of your proposed labeling with
your last submission with all differences annotated and explained.

-

OM» X

{
William Peter Rich\sLn
Acting Director
Division of Labeling and
Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research




REVIEW OF PROFESSIONAL LABELING CHECK LIST

No

Applicant's Established Name Yes | No | N.A.
Different name than on acceptance to file letter? X
Is this product a USP item? If so, USP supplement in which verification was X
assured.
Is this name different than that used in the Orange Book? *
*Cefoxitin Sodium Injection
If not USP, has the product name been proposed in the PF?
Error Prevention Analysis - - -
PROPRIETARY NAME '
Has the firm proposed a proprietary name? If yes, complete this subsection. X
Do you find the name objectionable? List reasons in FTR, if so. Consider: X
Misleading? Sounds or looks like another name? USAN stem present? Prefix or
Suffix present?
Has the name been forwarded to the Labeling and Nomenclature Committee? If X
so, what were the recommendations? If the name was unacceptable, has the fi
been notified?
PACKAGING -See applicant's packaging configuration in FTR - - -
Is this a new packaging configuration, never been approved by an ANDA or NDA? X
If yes, describe in FTR.
Is this package size mismatched with the recommended dosage? If yes, the X
Poison Prevention Act may require a CRC.
Does the package proposed have any safety and/or regulatory concerns? X
If IV product packaged in syringe, could there be adverse patient outcome if given X
by direct IV injection?
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS X
sections and the packaging configuration?
Is the strength and/or concentration of the product unsupported by the insert X
labeling?
Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or X
cap incorrect?
individual cartons required? Issues for FTR: Innovator individually cartoned? X
Light sensitive product which might require cartoning? Must the package insert
accompany the product? _
Are there any other safety concemns? X
LABELING
Is the name of the drug unclear in print or lacking in prominence? (Name should X
be the most prominent information on the label).
'Has applicant failed to clearly differentiate muttiple product strengths?
Is the corporate logo larger than 1/3 container label? (No regulation - see AS‘HP X
| guidelines) .
Error Prevention Analysis: LABELING (Continued) Yes N.A.




Does RLD make special differentiation for this label? (i.e., Pediatric strength vs
Adult; Oral Solution vs Concentrate, Waming Statements that might be in red for
the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent
between labels and labeling? Is "Jointly Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW
SUPPLIED?

Has the firm failed to adequately support compatibility or stability claims which
appear in the insert labeling? Note: Chemist should confirm the data has been
adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the
FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

Does the product contain alcohoi? If so, has the accuracy of the statement been
confirmed?

Do any of the inactives differ in concentration for this route of administration?

x| *x

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

x

Is there a discrepancy in inactives between DESCRIPTION and the composition
statement?

Has the term "other ingredients" been used to protect a trade secret? If so, is
claim supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode,
Opaspray?

Failure to list gelatin, coloring agents, antimicrobials for capsules in
DESCRIPTION?

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not
be listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)
*| do have the USP in this office. | plan to request it.

Do container recommendations fail to meet or exceed USP/NDA
recommendations? If so, are the recommendations supported and is the
difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant
container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If
so, USP information should be used. However, only include solvents appearing in
innovator labeling. *Not listed in the RLD.

Bioequivalence Issues: (Compare bioegivalency values: insert to study. List
Cmax, Tmax, T 1/2 and date study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study
done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detait where/why.




Patent/Exclusivity Issues: FTR: Check the Orange Book edition or cumulative
supplement for verification of the latest Patent or Exclusivity. List expiration date
for all patents, exclusivities, etc. or if none, please state.

APPEARS THIS WAY
ON ORIGINAL



FOR THE RECORD:

1.

Labeling Model:

Mefoxin®, NDA 50-517/S-038 by Merck & Co., Inc., issued 10/96 and approved .
2/14/2000. Also, S-031 approved 2/27/97 for text pertaining to the conventional vial and
the IM route of administration.

Components and Composition:

The firm’s composition statement is consistent with the DESCRIPTION section.

- [65-011-Vol. 1.1, p. 00080]

- [65-012 [Vol. 1.1, p.00094]

CONTAINER/CLOSURE:

-The formulated drug product is packaged in Type | USP flint, molded glass vials (100

mL) with gray rubber stoppers and flip-off seals.
[65-011-Vol. 1.1, p. 00080]

-The formulated drug product is packaged in Type | USP flint,giass tubing (20 mL) and
molded glass viais (100 mL) with gray rubber stoppers and flip-Off e SEQIS.
[65-012-Vol. 1.1, p. 00094]

Package sizes:

NDA - 1 g x 25, 1 g infusion bottles x 10
2 g x 25, 2 g infusion botiles x 10
10g PBP x6
1 g ADD-vantage x 25
2 g ADD-vantage x 25

65-011 - 10gx 10

65-012 - 1 g vials x 25, 1 g infusion bottles x 10
2 g vials x 25, 2 g infusion bottles x 10

This amendment was the result of up-dated insert labeling approved for the RLD
Mefoxin®, NDA 50-517 on 2/14/2000. This review supersedes the approval summary for
the firm's 12/4/98 submission for ANDA 65-012.



Date of Review: 5/1/2000

S - -e0%0
Date
w/
d,{ \|®
Oate |
cc:
ANDA: 650-12
DUP/DIVISION FILE
HFD-613/JCouncil/CHoppes (no cc)
x\American\trs&rev\65012na3.|
Review
.\%“k‘{
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APPROVAL SUMMARY

REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 65-012
Date of Submission: June 1, 2000
Applicant's Name: American Pharmaceutical Partners, Inc.

Established Name: Cefoxitin for Injection, USP
65-012 - 1 g and 2 g Conventional vials, and
1 g and 2 g Infusion bottles

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: 1 g and 2 g conventional vials, and
1 g and 2 g infusion bottles
Satisfactory in final print as of the June 1, 2000 submission.

Carton Labeling: 1 g and 2 g.Conventional vials =25s, and
1 g and 2 g Infusion bottles — 10s
Satisfactory in final print as of the June 1, 2000 submission.

Professional Package Insert Labeling:
Satisfactory in final print as of the June 1, 2000 submission.

Future revisions/post-approval:

1. INSERT

- DOSAGE AND ADMINISTRATION (Compatibility and Stability)
Vials

Revise to read, “...in vials may be constituted ...".-
- REFERENCES:

Revise the third reference to read, “... Bacteria - Third Edition, ...No. 26, NCCLS,
Wayne, PA. ...". :
2. CONTAINER

- 1gand 2 g infusion bottles

Revise “...maintains satisfactory potency for 24 hours ...” to read “...mairitains N

satisfactory potency for 6 hours ...".

3. CARTON

- 1gand 2 gram infusion bottles — 10s
See comment under CONTAINER.




BASIS OF APPROVAL:

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Mefoxin®

NDA Number: 50-517

NDA Drug Name: Cefoxitin for Injection, USP

NDA Firm: Merck & Co.

Date of Approval of NDA Insert and supplement #: S-038 approved 2/14/2000
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: RLD

APPEARS THIS WAY
ON ORIGINAL




REVIEW OF PROFESSIONAL LABELING CHECK LIST

Applicant’'s Established Name

Yes

No

N.A.

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was
assured.

Is this name different than that used in the Orange Book?
*Cefoxitin Sodium Injection

If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

PROPRIETARY NAME

Has the firm proposed a proprietary name? If yes, complete this subsection.

Do you find the name objectionable? List reasons in FTR, if so. Consider:
Misleading? Sounds or looks like another name? USAN stem present? Prefix or
Suffix present?

Has the name been forwarded to the Labeling and Nomenclature Committee? If
s0, what were the recommendations? If the name was unacceptable, has the firm
been notified?

PACKAGING -See applicant's packaging configuration in FTR

Is this a new packaging configuration, never been approved by an ANDA or NDA?
If yes, describe in FTR.

Is this package size mismatched with the recommended dosage? If yes, the
Poison Prevention Act may require a CRC.

Does the package proposed have any safety and/or regulatory concerns?

If IV product packaged in syringe, could there be adverse patient outcome if given
by direct IV injection?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS
sections and the packaging configuration?

Is the strength and/or concentration of the product unsupported by the insert
labeling?

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or
cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned?

Light sensitive product which might require cartoning? Must the package insert
accompany the product?

Are there any other safety concerns?

LABELING

Is the name of the drug unclear in print or lacking in prominence? (Name should
be the most prominent information on the label).

Has applicant failed to clearly differentiate multiple product strengths?

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP
guidelines)

Error Prevention Analysis: LABELING (Continued)

Yes

No

N.A.




Does RLD make special differentiation for this label? (i.e., Pediatric strength vs
Adult; Oral Solution vs Concentrate, Warning Statements that might be in red for
the NDA)

Is the Manufactured by/Distributor statement incorrect or faisely inconsistent
between labels and labeling? Is "Jointly Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW
SUPPLIED? B

Has the firm failed to adequately support compatibility or stability claims which
appear in the insert labeling? Note: Chemist should confirm the data has been
adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the
FTR -

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

Does the product contain alcohol? If so, has the accuracy of the statement been
confirmed?

Do any of the inactives differ in concentration for this route of administration?

x| X

Any adverse effects anticipated from inactives (i.e., benzyl alcohoi in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition
statement?

Has the term "other ingredients” been used to protect a tradé secret? If so, is
claim supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode,
Opaspray?

Failure to list gelatin, coloring agents, antimicrobials for capsules in
DESCRIPTION?

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not
be listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)
*| do have the USP in this office. | plan to request it.

Do container recommendations fail to meet or exceed USP/NDA
recommendations? If so, are the recommendations supported and is the
difference acceptabie?

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant
container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If
so, USP information should be used. However, only include solvents appearing in
innovator labeling. *Not listed in the RLD.

Bioequivalence Issues: (Compare biceqivalency values: insert to study. List
Cmax, Tmax, T 1/2 and date study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study
done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why.




Patent/Exclusivity Issues: FTR: Check the Orange Book edition or cumulative
supplement for verification of the latest Patent or Exclusivity. List expiration date
for all patents, exclusivities, etc. or if none, please state. :

AY
PEARS THIS W
AP ON ORIGINAL




FOR THE RECORD:

1. Labeling Model:
a. Mefoxin®, NDA 50-517/S-038 by Merck & Co., Inc., issued 10/96 and approved .
2/14/2000.
b. The firm is being requested to update reference #7 in the REFERENCES section

to be in accord with the approvali letter dated 2/14/2000. These revisions are
terms of the approval for the draft insert labeling of the RLD, Mefoxin®.

2. Components and Composition:
The firm's composition statement is consistent with the DESCRIPTION section.
[Vol. 1.1, p. 00094]
3. CONTAINER/CLOSURE:
The formulated drug product is packaged in Type | USP flint,glass tubing (20 mL) and

molded glass vials (100 mL) with gray rubber stoppers and flip-off ——— seals.
[65-012-Vol. 1.1, p. 00094]

4. Package sizes:
NDA - 1 g x 25, 1 g infusion bottles x 10
2 g x 25, 2 g infusion bottles x 10
10gPBP x6
1 g ADD-vantage x 25
2 g ADD-vantage x 25
65-012 - 1 g vials x 25, 1 g infusion bottles x 10
2 g vials x 25, 2 g infusion bottles x 10
5. Prior to approval the firm will be requested to commit to making the revisions listed under

“Future revisions/post-approval” to their container labels and carton labeling.

Date of Review: 6/8/2000 W

ANDA: 65-012 .

DUP/DIVISION FILE »
HFD-613/JCouncil/CHoppes (no cc)
v:\firmsams\American\ltrs&revi65012ap.|
Review '




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 65-012

CHEMISTRY REVIEWS




Office of Generic Drugs
Chemistry, Manufacturing and Controls Review

CHEMISTRY REVIEW NO. 1
ANDA # 65-012

NAME AND ADDRESS OF APPLICANT
As received on 3/20/98:
Fujisawa USA, Inc.
3 Parkway North, 3rd Floor
Parkway North Center
Deerfield, IL 60015-2548

Change in ownership 6/1/98 to:
Corporate Address
American Pharmaceutical Partners
Mitchall Clark, Senior Director, Reg. Affairs
2825 Santa Monica Boulevard
Santa Monica, CA 90404
Phone: 310-264-7768

Correspondence Address
Mitchall Clark, Senior Director, Reg. Affairs

or
Genny Cruz, Senior Regulatory Scientist
American Pharmaceutical Partners

2045 N. Cornell Avenue

Melrose park, IL 60160

Phone: 708-343-6100

Manufacturing Facility
Fujisawa USA, Inc. (Lyphomed Division)

3159 Staley Road
Grand Island, NY 14072

LEGAL BASTS FOR SUBMISSION

The applicant certifies that there is patent information
submitted to the Agency with respect to Cefoxitin for
Injection, USP, for which clearance is sought and that there
is no marketing exclusivity in effect for the listed drug.
(See page 7, Vol. 1)

Innovator: Merck Sharp Dohme Mefoxin®
SUPPLEMENT (s) 6. PROPRIETARY NAME

N/A N/A



ANDA 65-012 American Pharmaceutical Partners/Cefoxitin for Injection USP, 1 g and 2 g/vial(base) Review No.1

10.

12.

13.

NONPROPRIETARY NAME 8. SUPPI.EMENT (s} PROVIDE(gs) FOR:
Cefoxitin for Injection N/A
AMENDMENTS AND OTHER DATES:
Firm:
1. Original submission 3/20/98
2. Change of Ownership 6/1/98
3. NC: vrevised LOA for DMF #

_ 7/1/98
FDA:
1. Telecon re: exhibit batch size 4/2/98
2 Acknowledgment letter 4/9/98
PHARMACOI.OGICAL CATEGORY 11. Rx ox OTC
Antibacterial R

RELATED IND/NDA/DMF (s)
TABLE 1: RELATED NDA'S/DMF'S

Firm Type Functlon
DMF II 109 +
7/1/98
NC
DMF s 148
DMF III 622
DMF IIT 626
DMF III 627
DMF IIT 629
DMF ITI 630
DOSAGE FORM 14. POTENCY
For Injection 1 g/20 mL

2 g/20 mL
1 g/100 mL piggyback
2 g/100 mL piggyback

Page 2



ANDA 65-012 American Pharmaceutical Partners/Cefoxitin for Injection USP, 1 g and 2 g/vial(base) Review No.l

15.

16.

17.

19.

CHEMICAL NAME AND STRUCTURE

N\ S S CH,OCONH,
COgNa

Cefoxitin Sodium

RECORDS AND REPORTS
N/A

COMMENTS

The CMC aspects of this submission are generally adequate.
Minor deficiencies are noted with regard to the proposed
Finished Product Specifications protocol and limits for
impurities, as well as a very minor deficiency in the
testing protocol for the stability program.

Outstanding issues with this application are:

¢ DMF for the Drug Substance under first review.

EER (to be requested)

L 4

¢ Microbioclogy review pending
L4 Labelling review pending

. _

Review of request for waiver of in vivo biocequivalence

study is pendine- G cceptable '?'lﬁg/‘?? M Bpdtsn &/1f5¢

REVIEWER : DATE COMPLETED:
R. C. Adams 7/31/98

Page 3
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cc: ANDA #65-102

DUP

Division File

Field Copy 3443_
Endorsed:

HFD-643/RAdams/7/31/98

C§%Z4VOG‘7AM
HFD-643/JHarrison/7/31/98 W X/ !
HFD-600/MAnderson/7/31/98

X: \new\flrmsam\amerlcan\ltrs&rev\65012 naf

Facsimile Amendment

APPEARS THIS WAy
ON ORIGINAL
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Office of Generic Drugs
Chemistry Manufacturing and Controls Review

CHEMISTRY REVIEW NO. 2

ANDA # 65-013— i<

NAME AND ADDRESS OF APPLICANT
As received on 3/20/98:
Fujisawa USA, Inc.
3 Parkway North, 3rd Floor
Parkway North Center
Deerfield, IL 60015-2548

Change in ownership 6/1/98 to:
Corporate Address
American Pharmaceutical Partners
Mitchall Clark, Senior Director, Reg. Affairs
2825 Santa Monica Boulevard
Santa Monica, CA 90404
Phone: 310-264-7768

Correspondence Address

Mitchall Clark, Senior Director, Reg. Affairs
or

Genny Cruz, Senior Regulatory Scientist
American Pharmaceutical Partners

2045 N. Cornell Avenue

Melrose Park, IL 60160

Phone: 708-343-6100

Manufacturing Facility

Fujisawa USA, Inc. (Lyphomed Division)
3159 Staley Road

Grand Island, NY 14072

LEGAL BASIS FOR_SUBMISSION

The applicant certifies that there is patent information
submitted to the Agency with respect to Cefoxitin for
Injection, USP, for which clearance is sought and that there
is no marketing exclusivity in effect for the listed drug.
(See page 7, Vol. 1)

Innovator: Merck Sharp Dohme Mefoxin®
SUPPLEMENT (s) v 6. PROPRIETARY NAME

N/A N/A



ANDA 65-012 American Pharmaceutical Partners/Cefoxitin for Injection USP, 1 g and 2 g/vial(base) Review No.2

7. NONPROPRIETARY NAME 8. SUPPLEMENT (g) PROVIDE(s) FOR:
Cefoxitin for Injection N/A
9. AMENDMENTS AND OTHER DATES:
Firm:
1. Original submission 3/20/98
2. Change of Ownership 6/1/98
3. NC: revised L.OA for DMF #.
h ' 7/1/98
4. * Minor amendment response to deficiencies faxed on
8/18/98 9/10/98
FDA :
1. Telecon re: exhibit batch size 4/2/98
2. Acknowledgment letter 4/9/98
3. Fax transmission of minor CMC deficiencies. 8/18/98
3. Fax transmission granting waiver of in vivo
bicequivalence studies 8/18/98

*Amendment being reviewed.
10. PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Antibacterial R

12. RELATED IND/NDA/DMF (s)
TABLE 1: RELATED NDA'S/DMF'S

109 +

7/1/98

NC
DMF v 148
DMF I1T 622 -
DMF I1I 626
DMF III 627
DMF IIT 629
DMF IIT 630

Page 2



ANDA 65-012 American Pharmaceutical Partners/Cefoxitin for Injection USP, 1 g and 2 g/vial(base) Review No.2

13.

15.

l6.

17.

DOSAGE FORM 14. POTENCY
For Injection 10 g/100 mL Pharmacy
Bulk Package

CHEMICAL NAME AND STRUCTURE

N
cff 7 CH,OCONH;

COgNa

Cefoxitin Sodium

RECORDS AND REPORTS
N/A

COMMENTS

The CMC aspects of this submission are generally adequate.
Minor deficiencies were noted with regard to the proposed
Finished Product Specifications protocol and limits for
impurities, as well as a very minor deficiency in the
testing protocol for the stability program.

These deficiencies were communicated to the firm in our

facsimile transmission of August 18, 1998:

Page 3
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cc: ANDA #65-012
Division File
Field Copy
Reading File

Endorsed: Qcﬁadﬂww~

a1

y M%

HFD-643/RAdams/9/20/98 R
HFD-643/JHarrison/9/21/98 CZM%ltﬁ«’”V‘
HFD-617/MAnderson/10/28/98 »zlavél

F/T by tic 10/29/98
X : \NEW\FIRMSAM\AMERICAN\LTRS&REV\65012R2 . NAF

NOT APPROVABLE - MINOR

i H'ls
ON ORIgg, "
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Office of Generic Drugs
Chemistry Manufacturing and Controls
Minor Amendment Review

CHEMISTRY REVIEW NO. 3

ANDA # 65-012

NAME AND ADDRESS OF APPLTCANT
As received on 3/20/98:
Fujisawa USA, Inc.
3 Parkway North, 3rd Floor
Parkway North Center
Deerfield, IL 60015-2548

Change in. ownership 6/1/98 to:
Corporate Address
American Pharmaceutical Partners
Mitchall Clark, Senior Director, Reg. Affairs
2825 Santa Monica Boulevard
Santa Monica, CA 90404
Phone: 310-264-7768

Correspondence Address

Mitchall Clark, Senior Director, Reg. Affairs
or

Genny Cruz, Senior Regulatory Scientist
American Pharmaceutical Partners

2045 N. Cornell Avenue

Melrose Park, IL 60160

Phone: 708-343-6100

Manufacturing Facility

Fujisawa USA, Inc. (Lyphomed Division)
3159 Staley Road

Grand Island, NY 14072

LEGAL, BASTS FOR SUBMISSION

The applicant certifies that there is patent information
submitted to the Agency with respect to Cefoxitin for
Injection, USP, for which clearance is sought and that there
is no marketing exclusivity in effect for the listed drug.
(See page 7, Vol. 1)

Innovator: Merck Sharp Dohme Mefoxin®

SUPPLEMENT (s) 6. PROPRIETARY NAME

N/A N/A

NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE (s) FOR:

Cefoxitin for Injection N/A



ANDA 65-012 American Pharmaceutical Partners/Cefoxitin for Injection USP, 1 g, 2g/vial(base) Review No.3

10.

12.

AMENDMENTS AND OTHER DATES:

1. Original submission 3/20/98
2. Change of Ownership 6/1/98
3. NC: revised LOA for DMF #-
- 7/1/98
4. Minor amendment response to deficiencies faxed on
8/18/98 9/10/98
5. Microbiology Review #1 FArarardrdrs
6. Response to 11/12/98 fax deficiencies 12/15/98
7. Minor amendment: response to 11/12/fax deficiencies
3/9/99
FDA:
1. Telecon re: exhibit batch size 4/2/98
2. Acknowledgment letter 4/9/98
3. Chemistry Review #1 and fax transmission of minor CMC
deficiencies. 8/18/98
4. Fax transmission granting waiver of in vivo
biocequivalence studies 8/18/98
5. Fax transmission of labelling, micro deficiencies,
Chemistry Review #2 (CMC OK) 11/12/99
6. Labeling approval summary 1/12/99
7. Microbiology Review #2 - unacceptable 5/19/99
PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Antibacterial R
RELATED IND/NDA/DMF (s)
TABLE 1: RELATED NDA'S/DMF'S
Firm ANDA/ Iyp LOA Function
DMF No. e Page
DMF II 109
DMF II auth. in
# <
DMF \'% 148
DMF IIT 622
DMF III 626
DMF III 627
DMF III 629
DMF IIT 630



ANDA 65-012 American Pharmaceutical Partners/Cefoxitin for Injection USP, 1 g, 2g/vial(base) Review No.3

13.

15.

16.

17.

DOSAGE FORM

For Injection

14. POTENCY
1 g and 2 g/vial

CHEMICAL NAME AND STRUCTURE

Cefoxitin Sodium. Ci;eH1gN3NaO;S,. 449.44. 5-Thia-1-
azabicyclo[4.2.0]oct-2-ene-2-carboxylic acid, 3-

[[ (aminocarbonyl)oxylmethyl]~-7-methyl-8-oxo-7—-[ (2-
thienylacetyl)amino] -, sodium salt (6R-cis)-. 33564-30-6,
35607-66-0. Antibacterial.

w
= H
N--

H .

RECORDS AND REPORTS

N/A
COMMENTS

All CMC issues in this application were acceptable as of the
second review (11/18/98 fax deficiency date) except for the
drug substance DMF's. Both the primary and secondary DMF's

have since been
acceptable.

amended and were reviewed and found

A question was raised by the labeling reviewer regarding

supporting data
and LVP diluent
earlier but had
reviews. These
the application
review (Section

for the labeling claims for primary diluents
compatibilities. This had been reviewed

not been specifically commented upon in the
data are included in Attachment 30 and 31 of
and a discussion is now incorporated in this
29) . The claims were found to be adequately

supported with data. However, the firm should provide a
rationale for the unsupported LVP diluent compatibility

claims.



ANDA 65-012 American Pharmaceutical Partners/Cefoxitin for Injection USP, 1 g, 2g/vial(base) Review No.3

18.

19.

Summary of Application Issues:

4

*> & <& <

DMF's for the Drug Substance (DMF #’
acceptable with regard to CMC issues after amendment
response to deficiency letters.

EER acceptable 6/30/98
Labelling review acceptable: approval summary 1/12/99.
Biowaiver granted 8/18/98.

still not

Microbiology Review #2: DMF #
acceptable.

In the minor amendment notice for the microbiology
deficiencies, we will ask the firm for justification
for the unsupported LVP diluent compatibility claims.

CONCLUSIONS AND RECOMMENDATIONS :

Microbiology review of DMF for drug substance remains
unacceptable; firm will also be asked to provide a rationale
for the unsupported diluent compatibility claims.

Application NOT APPROVABLE, MINOR AMENDMENT required.

REVIEWER : DATE COMPLETED :
R. C. Adams 6/10/99
Y
APPEARS THIS WA
ON ORIGINAL
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Office of Generic Drugs
Chemistry Manufacturing and Controls
Minor Amendment Review

CHEMISTRY REVIEW NO. 4

ANDA # 65-012

NAME AND ADDRESS OF APPLICANT
As received on 3/20/98:
Fujisawa USA, Inc.
3 Parkway North, 3rd Floor
Parkway North Center
Deerfield, IL 60015-2548

Change in ownership 6/1/98 to:
Corporate Address
American Pharmaceutical Partners
Mitchall Clark, Senior Director, Reg. Affairs
2825 Santa Monica Boulevard
Santa Monica, CA 90404
Phone: 310-264-7768

Correspondence Address

Mitchall Clark, Senior Director, Reg. Affairs
or

Genny Cruz, Senior Regulatory Scientist
American Pharmaceutical Partners

2045 N. Cornell Avenue

Melrose Park, IL 60160

Phone: 708-343-6100

Manufacturing Facility

Fujisawa USA, Inc. (Lyphomed Division)
3159 Staley Road

Grand Island, NY 14072

LEGAL BASIS FOR SUBMISSION

The applicant certifies that there is patent information
submitted to the Agency with respect to Cefoxitin for Injection,
USP, for which clearance is sought and that there is no

marketing exclusivity in effect for the listed drug. (See page
7, Vol. 1)

Innovator: Merck Sharp Dohme Mefoxin®

SUPPLEMENT (s)

N/A

PROPRIETARY NAME
N/A

NONPROPRIETARY NAME
Cefoxitin for Injection USP

SUPPLEMENT (s) PROVIDE (g) FOR:
N/A



ANDA 65-012 American Pharmaceutical Partners/Cefoxitin for Injection USP, 1 g, 2g/vial(base) Review No.4

10.

12.

AMENDMENTS AND OTHER DATES:

1. Original submission 3/20/98
2. Change of Ownership 6/1/98
3. NC: revised LOA for DMF #.——m— 7/1/98
4. Minor amendment : 9/10/98
5. Microbiology Review #1 9/28/98
6. Response to 11/12/98 fax deficiencies 12/15/98
7. Minor amendment 3/9/99
8. Minor amendment 7/23/99
FDA:
1. Telecon re: exhibit batch size 4/2/98
2. Acknowledgment letter 4/9/98
3. Chemistry Review #1 - CMC deficiencies 8/18/98
4. Fax transmission: bio waiver granted 8/18/98
5. Fax transmission of (labeling & micro) 11/12/99
6. Labeling approval summary 1/12/99
7. Microbiology Review #2 - unacceptable 5/19/99
8. Chemistry Review #3 - CMC deficiencies 6/18/99
PHARMACOLOGICAL CATEGORY 11. Rx or QOTC
Antibacterial R
RELATED IND/NDA/DMF (g)
TABLE 1: RELATED NDA'S/DMF'S
Fi ANDA/ Type LOA Function

DMF No. Page

DMF II 109

DMF I1 auth. in

¥ -

DMF v 148

DMF IIT 622

DMF ITI 626

DMF III 627

DMF III 629

DMF I1I 630




ANDA 65-012 American Pharmaceutical Partners/Cefoxitin for Injection USP, 1 g, 2g/vial(base) Review No.4

13.

15.

16.

17.

DOSAGE FORM 14. POTENCY
For Injection 1 g and 2 g/vial

CHEMICAL NAME AND STRUCTURE

Cefoxitin Sodium. CigH16N3Na0O7S;. 449.44., 5~-Thia-1-
azabicyclof4.2.0]oct-2-ene~-2-carboxylic acid, 3-

[[ (aminocarbonyl)oxylmethyl]-7-methyl-8-oxo-7-[ (2~
thienylacetyl)amino]-, sodium salt (6R-cis)-. 33564-30-6,
35607-66-0. Antibacterial. -

@\iﬁggﬂoﬁm

RECORDS AND REPORTS
N/A

COMMENTS

All CMC issues in this application were acceptable as of the
second review (11/18/98 fax deficiency date) except for the
drug substance DMF's. Both the primary and secondary DMF's
have since been amended and were reviewed and found
acceptable.

A question was raised by the labeling reviewer regarding
supporting data for the labeling claims for primary diluents
and LVP diluent compatibilities. This had been reviewed
earlier but had not been specifically commented upon in the
reviews. These data are included in Attachment 36 and 37 of
the application and a discussion is now incorporated in this
review (Section 29). Most claims were adequately supported
with data. For those not supported with data the firm
provided an acceptable scientific rationale in their minor
amendment dated 7/23/99.

Summary of Application Issues:

¢ DMF's for the Drug Substance (DMF i )
acceptable with regard to CMC issues after amendment
response to deficiency letters.




ANDA 65-012 American Pharmaceutical Partners/Cefoxitin for Injection USP, 1 g, 2g/vial(base) Review No.4

18.

19.

¢ EER was re-requested since firm added a new contract
fac111ty to perform diluent compatibility studies
Results remain pending.

4 Labeling review acceptable: approval summary 1/12/99.

¢ Biowaiver granted 8/18/98.

¢ Microbiology Review #3: DMF # still not
acceptable.

¢ Firm's justification for the unsupported LVP diluent

compatibility claims found acceptable.

CONCIL.USIONS AND RECOMMENDATIONS:

Microbiology review of DMF for drug substance remains
unacceptable. EER re-requested due to the addition of a new
contract facility ( ). Results remain
pending.

Application NOT APPROVABLE, MINOR AMENDMENT required.

REVIEWER: DATE COMPLETED :
R.C. Adams (Reviews 1-3) 9/21/99
S.M. Rosencrance (Review 4)

//WW;;ZZ 24
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Office of Generic Drugs
Chemistry Manufacturing and Controls
Minor Amendment Review

CHEMISTRY REVIEW NO. 5

ANDA # 65-012

NAME AND ADDRESS OF APPLICANT
As received on 3/20/98:
Fujisawa USA, Inc.
3 Parkway North, 3rd Floor
Parkway North Center
Deerfield, IL 60015-2548

Change in ownership 6/1/98 to:
Corporate Address
American Pharmaceutical Partners
Mitchall Clark, Senior Director, Reg. Affairs
2825 Santa Monica Boulevard
Santa Monica, CA 90404
Phone: 310-264-7768

Correspondence Address

Mitchall Clark, Senior Director, Reg. Affairs
or :

Genny Cruz, Senior Regulatory Scientist
American Pharmaceutical Partners

2045 N. Cornell Avenue

Melrose Park, IL 60160

Phone: 708-343-6100

Manufacturing Facility

Fijisawa USA, Inc. (Lyphomed Division)
3159 Staley Road

Grand Island, NY 14072

LEGAL BASIS FOR SUBMISSION

The applicant certifies that there is patent information
submitted to the Agency with respect to Cefoxitin for Injection,
USP, for which clearance is sought and that there is no

marketing exclusivity in effect for the listed drug. (See page
7, Vol. 1)
Innovator: Merck Sharp Dohme Mefoxin®

SUPPLEMENT (s)
N/A

PROPRIETARY NAME
N/A

NONPROPRIETARY NAME
Cefoxitin for Injection USP

SUPPLEMENT (s) PROVIDE (s) FOR:
N/A




ANDA 65-012 American Pharmaceutical Partners/Cefoxitin for Injection USP, 1 g, 2g/vial(base)

Review No.3

10.

12.

AMENDMENTS AND OTHER DATES:

Firm: '
1. Original submission 3/20/98
2. Change of Ownership 6/1/98
3. NC: revised LOA for DMF {e——m——ro 7/1/98
4, Minor amendment 9/10/98
5. Microbiology Review #1 9/28/98 -
6. Response to 11/12/98 fax deficiencies 12/15/98
7. Minor amendment 3/9/99
8. Minor amendment 7/23/99
9. Minor amendment 11/24/99
FDA: .
1 Telecon re: exhibit batch size 4/2/98
2. Acknowledgment letter 4/9/98
3. Chemistry Review #1 - CMC deficiencies 8/18/98
4. Fax transmission: bio waiver granted 8/18/98
5. Fax transmission of (labeling & micro) 11/12/99
6. Labeling approval summary 12/9/98
7. Microbiology Review #2 - unacceptable 5/19/99
8. Chemistry Review #3 - CMC deficiencies 6/18/99
9. Microbiology Review #3 - unacceptable 8/27/99
10. Chemistry Review #4 - unacceptable 9/21/99
PHARMACOLOGICAL CATEGORY 11. Rx or QOTC
Antibacterial R
RELATED IND/NDA/DMF (s)
TABLE 1: RELATED NDA'S/DMF'S
Firm ANDA/ Type LoA Function

DME No. Page

DMF II 109

DMF 1T auth. in

h

DMF v 148

DMF 11T 622

DMF III 626

DMF IIT 627

DMF IIT 629

DMF IIT 630



ANDA 65-012 American Pharmaceutical Partners/Cefoxitin for Injection USP, 1 g, 2g/vial(base) Review No.5

13.

15.

le.

17.

DOSAGE FORM 14. POTENCY
For Injection 1 g and 2 g/vial

CHEMICAL NAME AND STRUCTURE

Cefoxitin Sodium. C16H16N3NaO7SZ. 449,44, 5-Thia-1-
azabicyclo[4.2.0]Joct-2-ene-2-carboxylic acid, 3-

[[ (aminocarbonyl)oxylmethyl]-7-methyl-8-oxo-7-[ (2-
thienylacetyl)amino]-, sodium salt (6R-cis)-. 33564-30-6,
35607-66-0. Antibacterial.

RECORDS AND REPORTS
N/A

COMMENTS
All CMC issues in this application were acceptable as per
the 4" review cycle.

Summary of Application Issues:

L4 DMF’s for the Drug Substance (DMF # - - )
acceptable with regard to CMC issues after amendment
response to deficiency letters.

EER acceptable as of 9/30/99
Labeling review acceptable: approval summary 12/9/98.

Biowaiver granted 8/18/98.

* & ¢ o

Microbiology Review #4: DMF #———continues to be
unacceptable.



ANDA 65-012 American Pharmaceutical Partners/Cefoxitin for Injection USP, 1 g, 2g/vial(base) Review No.5

18.

19.

CONCLUSIONS AND RECOMMENDATIONS:
Microbiology review of DMF

remains unacceptable.

Application NOT APPROVABLE, MINOR AMENDMENT required.

REVIEWER: : DATE COMPLETED:
R.C. Adams (Reviews 1-3) 1/28/00
S.M. Rosencrance (Review 4-5)

APPEARS THIS WAY
ON ORIGINAL
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Office of Generic Drugs
Chemistry, Manufacturing, and Control Review

CHEMISTRY REVIEW NO. 6

ANDA # 65-012

NAME AND ADDRESS OF APPLICANT
As received on 3/20/98:
Fujisawa USA, Inc.
3 Parkway North, 3rd Floor
Parkway North Center
Deerfield, IL 60015-2548

Change in ownership 6/1/98 to:
Corporate Address '
American Pharmaceutical Partners
Mitchall Clark, Senior Director, Reg. Affairs
2825 Santa Monica Boulevard
Santa Monica, CA 90404
Phone: 310-264-7768

Correspondence Address

Mitchall Clark, Senior Director, Reg. Affairs
or

Genny Cruz, Senior Regulatory Scientist
American Pharmaceutical Partners

2045 N. Cornell Avenue

Melrose Park, IL 60160

Phone: 708-343-6100

Manufacturing Facility

Fujisawa USA, Inc. (Lyphomed Division)
3159 Staley Road

Grand Island, NY 14072

LEGAL BASIS FOR SUBMISSION

The applicant certifies that there is patent information
submitted to the Agency with respect to Cefoxitin for
Injection, USP, for which clearance is sought and that there
is no marketing exclusivity in effect for the listed drug.
(See page 7, Vol. 1)

Innovator: Merck Sharp Dohme Mefoxin®

SUPPLEMENT (s)
N/A

PROPRIETARY NAME
N/A




ANDA 65-012 American Pharmaceutical Partners/Cefoxitin for Injection USP, 1 g, 2g/vial(base) Review No.6

10.

12.

NONPROPRIETARY NAME
Cefoxitin for Injection USP

SUPPLEMENT (s) PROVIDE (s) FOR:

N/A
AMENDMENTS AND OTHER DATES:
Firm:
1. Original submission 3/20/98
2. Change of Ownership 6/1/98
3. NC: revised LOA for DMF # — 7/1/98
4. Minor amendment 9/10/98
5. Microbiology Review #1 9/28/98
6. Response to 11/12/98 fax deficiencies 12/15/98
7. Minor amendment 3/9/99
8. Minor amendment 7/23/99
9. Minor amendment 11/24/99
10. Minor amendment 3/22/00
11. Labeling amendment 4/26/00
12. Labeling amendment 6/1/00
13. Commitment 6/12/00
FDA
1. Telecon re: exhibit batch size 4/2/98
2 Acknowledgment letter 4/9/98
3 Chemistry Review #1 - CMC deficiencies 8/18/98
4. Fax transmission: bio waiver granted 8/18/98
5. Fax transmission of (labeling & micro) 11/12/99
6 Labeling approval summary 12/9/98
7 Microbiology Review #2 - unacceptable 5/19/99
8 Chemistry Review #3 - CMC deficiencies 6/18/99
9. Microbiology Review #3 - unacceptable 8/27/99
10. Chemistry Review #4 - unacceptable 9/21/99
11. Microbiology Review #4 - unacceptable 1/21/00
12. Chemistry Review #5 — unacceptable 1/31/00
13. Microbiology Review #5 - acceptable 4/4/00
14. Labeling Review - unacceptable 5/11/00
15. Labeling Review - acceptable 6/9/00
PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Antibacterial R
RELATED IND/NDA/DMF (s)
TABLE 1: RELATED NDA'S/DMF'S
Firm ANDA/ Type LOA Function
DMF No. Page
— DMF II 109 —_—



ANDA 65-012 American Pharmaceutical Partners/Cefoxitin for Injection USP, 1 g, 2g/vial(base) Review No.6

13.

15.

l6.

17.

DMF IT auth. in
#—
DMF v 148
DMF III 622
DMF 11T 626
DMF III 627
DMF III 629
DMF III 630
DOSAGE FORM 14. POTENCY
For Injection T g and 2 g/vial

CHEMICAL NAME AND STRUCTURE

Cefoxitin Sodium. C;¢H;eNsNaO;S,. 449.44. 5-Thia-1-
azabicyclo[4.2.0]loct-2~-ene-2-carboxylic ac1d, 3-

[ [ (aminocarbonyl)oxylmethyl]-7-methyl-8-oxo-7-[ (2-
thienylacetyl)amino]l-, sodium salt (6R-cis)-. 33564- 30-0,
35607-66-0. Antibacterial.

)
ES g o
a
HCO H S

RECORDS AND REPORTS
N/A

COMMENTS
AIT CMC issues in this appllcatlon were acceptable as per
the 4" review cycle.

Summary of Application Issues:

¢ DMF’s for the Drug Substance (DMF # )
acceptable with regard to CMC issues after amendment
response to deficiency letters.



ANDA 65-012 American Pharmaceutical Partners/Cefoxitin for Injection USP, 1 g, 2g/vial(base) Review No.6

EER acceptable as of 9/30/99

Biowaiver granted 8/18/98

¢

14 Labeling review acceptable: approval summary 6/9/00
. .

¢

Microbiology Review #5: DMF # found acceptable

18. CONCLUSIONS AND RECOMMENDATIONS:
Microbiology review of DMF
labeling issues resolved.

. found acceptable. All

Application is ready for APPROVAL

19. REVIEWER: DATE COMPLETED:
R.C. Adams (Reviews 1-3) 6/14/00
g .M. Rosencrance (Review 4-6)

o;//‘//KC
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ANDA APPROVAL SUMMARY

ANDA: 65-012

DRUG PRODUCT: Cefoxitin for Injection USP
FIRM: American Pharmaceutical Partners (APP)
DOSAGE FORM: Sterile Powder (IM/IV)

STRENGTHS/CONFIGURATIONS: 1 g/20 mL vial, 2 g¢g/20 mL vial,
1 g/100 mL piggyback vial, 2 g/100 mL piggyback vial

CGMP STATEMENT/EIR UPDATE STATUS: Signed cGMP certification
provided on page 136 (3/20/98 submission). Acceptable EER dated
9/30/99.

BIO STUDY: Bio-study waiver request under CFR 320.22(b) was
granted by the Division of Bioequivalence (8/18/98) .

METHOD VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S) :
The drug substance and product are USP. The applicant is using
the USP method with slight modification for assaying the bulk
drug and finished product. The firm's method was validated and
shown to yield comparable results with the USP method.

STABILITY - (ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION?): The container/closure system used in the
stability study was identical to that described in the container
section.

LABELING: FPL found acceptable 6/9/00 (see approval summary)

STERILIZATION VALIDATION (IF APPLICABLE) : Application
recommended for approval on the basis of sterility assurance (see
Micro Review #5; 4/4/00).

SIZE OF BIO BATCH (FIRM'S SOURCE OF NDS OK?): A waiver was
granted for a bio-study (no bio batches available).

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH, WERE
THEY MANUFACTURED VIA THE SAME PROCESS?): The exhibit batches
were manufactured with bulk drug from - The batches
produced yields that were 10% of full scale production. Samples
from the batches were used in generating accelerated and room
temperature stability data to support the 24 month expiry date.
The submission included data or justification to support




stability claims made in the package insert regarding
reconstitution, dilution and admixture.

PROPOSED PRODUCTION BATCH - (MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY?): The proposed production batch sizes are 10%
greater than the yield from the exhibit batches. The
manufacturing process described in the master production record
is comparable to that described in the exhibit batch record.

/’j%ZZV§ZLQ¢Wu0aan«¢z.42/77796

CHEMIST: Susan Rosencrance DATE: ..
o
TEAM LEADER: Richard Admas  DATE: R. C . A o/r1/
APPEARS THIS WAY

ON ORIGINAL



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 65-012

BIOEQUIVALENCE REVIEWS




Cefoxitin for Injection Fujisawa USA, Inc.

Sterile Powder Deerfield, Illinois
1 g/20 mL Vial, 2g/20 mL Vial, Submission Date
1 g/100 mL Piggyback Vial, and March 20, 1998

!

2 g/100 mL Piggyback Vial N
ANDA 65-012

Reviewer: James E. Chaney

WP #65012w.398

Review of a Waiver Request for a Sterile Powder for Injection

The firm has requested that the in-vivo bioequivalence
requirements for its Cefoxitin for Injection, USP (1 g/20 mL
Vial, 2 g/20 mL Vial, 1 g/100 mL Piggyback Vvial, and 2 g/100 mL
Piggyback Vial) be waived under the provisions of 21 CFR

320.22(b) (1) . The drug is a broad-spectrum cepha antibiotic.
Comments:
1. The test products are identical in formulation to the

reference strengths of Mefoxin®, manufactured by Merck Sharp
and Dohme.

2. The reference and test dosage forms each contain sterile
Cefoxitin Sodium, USP equivalent to the label strengths of
Cefoxitin and each contains no inactive ingredients except
for head space nitrogen.

3. The firm claims that the reference products are approved for
intravenous or intramuscular administration after .
reconstitution, depending on the amounts of diluents used.
Similarly, the firm reports that the test products are
intended for intravenous or intramuscular administration
after reconstitution.

It should be noted that according to current labeling the
reference products are only for intravenous administration.

If the products are intended for intramuscular
administration the powder upon reconstitution must be ,
completely dissolved as a requirement to receive a waiver of
bioequivalence study requirements.

The Division of Labeling should be made aware of this
matter.



Recommendation:

The Division of Bioequivalence agrees that the information

submitted by Fujisawa USA, Inc. demonstrates that Cefoxitin for
Injection, (1 g/20 mL Vial, 2 g/20 mL Vial, 1 g/100 mL Piggyback
Vial, and 2 g/100 mL Piggyback Vial) falls under 21 CFR Section

" 320.22(b) (1) of the Bioavailability/Bioequivalence Regulations.

The waiver of the in-vivo bioequivalence study regquirements on
Cefoxitin for Injection, (1 g/20 mL Vial, 2 g/20 mL Vial, 1 g/100
mL Piggyback Vial, and 2 g/100 mL Piggyback Vial) is granted for
intravenous administration only. From the bicequivalence point
of view, the Division of Biocequivalence deems the test Cefoxitin
for Injection (1 g/20 mL Vial, 2 g/20 mL Vial, 1 g/100 mL
Piggyback Vial, and 2 g/100 mL Piggyback Vial) to be
biocequivalent to the approved Mefoxin®, (1 g/20 mL Vial, 2 g/20
mL Vial, 1 g/100 mL Piggyback Vvial, and 2 g/100 mL Piggyback
Vial) manufactured by Merck, Sharp and Dohme.

The waiver 1s granted for intravenous administration only, since
the current labeling of the listed reference drug does not .
include intramuscular administration (Physicians Desk Reference,
1998).

If the test products are intended for intramuscular
administration the powder upon reconstitution must be completely
dissolved as a requirement to receive a waiver of bioequivalence
study requirements.

APPEARS THIS WAY
ON ORIGINAL
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James E. Chaney, Ph.D.
Division of Bioequivalence
Review Branch I

RD INITIALED YCH
ke

FT INITIALED YCHuang :Ik
Concur:%%m\ Date 7/231/?8/

Dale P. Conner, Pharm.D.
Director, Division of Bicequivalence

JEC/072398 .
X :\NEW\FIRMSAM\FUJISAWA\LTRS&REV\65012W.398

cc: ANDA # 65-012 (original, duplicate), Chaney HFD-652, Drug
File, Division File '



Jo!

"A%N
ANDA: 65-012 APPLICANT: Fujisawa USA, Inc.

{'f /y\k,{
iy

DRUG PRODUCT: Cefoxitin for Injection, USP (1 g/20 mL Vial, 2
g/20 mL Vial, 1 g/100 mL Piggyback Vial, and 2
g/100 mL Piggyback Vial)

The Division of Bioequivalence has completed its review and has
no further questions at this time assuming per currently approved
labeling that the products are for intravenous administration
only. '

In general, a waiver of biocequivalence study requirements for a
drug powder intended for intramuscular administration requires
complete dissolution of the drug powder upon reconstitution.

Please note that the 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,

Dale P. Conner, Pharm.D.

Director Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research



CC: ANDA 65-012
ANDA DUPLICATE
DIVISION FILE
FIELD COPY
HFD-651/ Bio Secretary - Bio Drug File
HFD-652/ J. Chaney
HFD-652/ Y. Huang
BIO DRUG FILE

HFD-652/ J. Chaney ; &Q»ﬂ‘} 7/2/’;/ff

HFD-652/ Y. Huang \(( 7/;3/q8“
HFD-617/ L. Sanchez

HFD-650/ D. Conner% 7/23/?3/

X:\NEW\FIRMSAM\FUJISAWA\LTRS&REV\65012W.398
07/21/98

BIOEQUIVALENCY - ACCEPTABLE

1. WAIVER (WAT) Strengths: Cefoxitin for Injection, USP
' (1 g/20 mL Vial, 2 g/20 mL
Vial, 1 g/100 mL Piggyback
Vial, and 2 g/100 mL Piggyback
Vial)
submission date: 03-20-98

OUTCOME DECISIONS: AC - Acceptable

WINBIO COMMENTS :

Waiver of the bioequivalence study requirements is granted
provided the products are for intravenous injection only.



OFFICE OF GENERIC DRUGS DIVISION OF BIOEQUIVALENCE
ANDA/AADA # 65-012 SPONSOR: Fujisawa USA, Inc.
DRUG & DOSAGE FORM: Cefoxitin for Injection, Sterile Powder
STREﬁGTH(s): 1 g/20 mL Vial, 2g/20 mL Vial,

1 g/100 mL Piggyback Vial, and
2 g/100 mL Piggyback Vial

TYPE OF STUDIES: Waiver request
STUDY SITES: Not applicable
STUDY SUMMARY: The test products are identical in

formulation to the reference products,
Mefoxin®, manufactured by Merck Sharp and
Dohme. Waiver is granted for i.v.
administration.

DISSOLUTION: Not applicable

PRIMARY REVIEWER: James E. Chaney, Ph.D. BRANCH: I

INITIAL: %Mk;/ Z. C/\,a/«u&; DATEH 7/L’;/7Zf/
4

BRANCH CHIEF: Yih Chain Huang, Ph.D. BRANCH: I
¢ : N
INITIAL: H I — DATE: 7/43 /55
9% N\ I

DIRECTOR, DIVISION OF BIOEQUIVALENCE: Dale P. Conner, Pharm.D.

INITIAL: % DATE: /., / 2 3/ 7K

DIRECTOR, OFFICE OF GENERIC DRUGS:

INITIAL: __ DATE:



Cefoxitin for Injection, USP Fujisawa USA, Inc.

Sterile Powder Deerfield, Illinois
1 g/20 mL Vial, 2g/20 mL Vial Submission Date
1 g/100 mL Piggyback Vial, and March 20, 1998

2 g/100 mL Piggyback Vvial

ANDA 65-012

Reviewer: James E. Chaney
V:\FIRMSAM\FUJISAWA\LTRS&REV\65012adm.398

Addendum to Review of a Waiver Request for
A Sterile Powder for Injection

In the original March 20, 1998 submission the firm requested that
the in-vivo bioequivalence requirements for its cefoxitin for
injection, USP (1 g/20 mL vial, 2 g/20 mL vial, 1 g/100 mL
piggyback vial, and 2 g/100 mL piggyback vial) be waived under
the provisions of 21 CFR 320.22(b) (1). The waiver request was
denied for intramuscular administration and granted for
intravenous administration (review of July 23, 1998). The
biocequivalence review is herein revised to grant a waiver for
both routes of administration.

Comments:

1. The test products are identical in formulation to the
reference strengths of Mefoxin’, manufactured by Merck Sharp
and Dohme.

2. The reference and test dosage forms each contain sterile
cefoxitin sodium, USP equivalent to the labeled strength of
cefoxitin and each contains no inactive ingredients except
for head space nitrogen.

3. Formerly, the listed reference drug labeling provided for
intramuscular administration of the 1 and 2 gram doses
reconstituted in 2 mL and 4 mL of water (or ageuous 0.5%
lidocaine hydrochloride solution), respectively. The .
generic applicant has included the former RLD labeling which
provides for its proposed intramuscular or intravenous
administration (Volume 1.1, p 43).

4., As noted in the July 23, 1998 bioequivalence review,
according to the then current labeling (1998 PDR) the
reference products were for intravenous administration only.
Also, according to the 1999 PDR these products are for



intravenous administration only. The Division of Labeling
reviewer, Jacqueline White, suggests that the package insert
should include both routes of administration (see her
attached email of January 4, 2000, Attachment 1).

5. According to policy of the Division of Bioequivalence if a
powdered drug product for injection is intended for
intramuscular administration the drug substance upon
reconstitution must be completely dissolved as a requirement
for a waiver of bioequivalence study requirements to be
granted. :

The Division of Bioequivalence has recently been advised via
the attached email (Attachment 1) from Susan Rosencrance
(reviewer in the Division of Chemistry) to Lizzie Sanchez of
the Division of Bicequivalence that there should be no
problem concerning the complete dissolution of this drug at
the proposed IM concentrations (1 and 2 gram doses
reconstituted in 2 ml and 4 mL of diluent, respectively)
based on solubility information derived from the Merck Index
and the U.S. Pharmacopeia.

Also, AHFS Drug Information 1999 reports that 1 and 2 grams
of sterile cefoxitin sodium reconstituted in 2 mL and 4 mL
of water, respectively, yield solutions containing 400 mg of
cefoxitin per mL.

6. The waiver may be granted for both intravenous and
intramuscular administration.

Recommendation:

The Division of Bioequivalence agrees that the information
submitted by Fujisawa USA, Inc. demonstrates that cefoxitin for
injection, (1 g/20 mL vial, 2 g/20 mL vial, 1 g/100 mL piggyback
vial, and 2 g/100 mL piggyback vial) falls under 21 CFR Section
320.22(b) (1) of the Bioavailability/Bioequivalence Regulations.
The waiver of the in-vivo bioequivalence study requirements on
cefoxitin for injection, (1 g/20 mL vial, 2 g/20 mL vial, 1 g/100
mL piggyback vial, and 2 g/100 mL piggyback vial) is granted.
From the biocequivalence point of view, the Division of
Bioequivalence deems the test cefoxitin for injection (1 g/20 mL
vial, 2 g/20 mL vial, 1 g/100 mL piggyback vial, and 2 g/100 mL
piggyback vial) to be bicequivalent to the approved Mefoxin®, (1



g/20 mL vial, 2 g/20 mL vial, 1 g/100 mL piggyback Vial, and 2
g/100 mL piggyback vial) manufactured by Merxrck, Sharp and Dohme.

T

James E. Chaney, Ph.D.
Division of Bioequivalence
Review Branch I

RD INITIALED YCHuang

FT INITIALED YCHuang /(///(-‘( l\“;’{ Date 'I/lz /D‘c)

Concur(:;2;2;442}2?:24;;i;%/1vlzk Date ﬁ//zﬁ;/425>

Dale P. Conner, Pharm.D.
Director, Division of Biocequivalence

JEC/011100
V:\FIRMSAM\FUJISAWA\LTRS&REV\65012adm.398



Printed by James Chaney

AH&J\ Mefn% / Electronic Mail Message
a 47 g o | Z_CLaLﬂ 594

Date: 05-Jan-2000 10:4lam

From: Susan Rosencrance
ROSENCRANCES .

Dept HFD-643 MPN2 E240

Tel No: 301-827-5779 FAX 301-594-3839

Subject: Cefoxitin Sodium for IM use

Lizzie: Based on the Merck and USP definitions cefoxitin sodium is very
soluble in water. From chemistry's standpoint we don't have a concern
about the drug not forming a soluticn when diluted to the IM

concentrations.

Susan

APPEARS THIS WAY
ON ORIGINAL



A jdac waemél J’U
, Awwb 97— Printed.by Jam?s Chaney
5017 aem .27 Flectronic Mail Message

Date: 04-Jan-2000 05:06pm
From: Jacqueline White

WHITEJ
Dept: HFD-613 MPN2 200N

Tel No: 301-827-5846 FAX 301-594-0183
Subject;: FWD: RE: ESI's Cefoxitin for Injection, ANDA 65-051

Good afternoon,

This ANDA's package insert labeling should contain both the IV and IM routes of
administration. Most likely the IM dosage form is a suspension. Therefore, I
thought we should notify bio., since a bio. waiver was granted for the IV route
of administration. In addition, chemistry should be notified since additional
stability tests by be required. We plan to request the firm to add the IM
routes of administration to their labeling to be consistent with our Office

policy. :

Jacqueline

APPEARS THIS WAY
OM ORIGIMAL



BIOEQUIVALENCY COMMENTS
ANDA: 65-012 APPLICANT: Fujisawa USA, Inc.

DRUG PRODUCT: Cefoxitin for Injection, USP (1 g/20 mL Vial, 2
g/20 mL Vial, 1 g/100 mL Piggyback Vial, and 2
g/100 mL Piggyback Vial)

The Division of Bioequivalence has completed its review and has
no further comments at this time.

Please note that the 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,

L fnny

Dale P. Conner, Pharm.D.

Director Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research



CC: ANDA 65-012
ANDA DUPLICATE
DIVISION FILE
FIELD COPY
DRUG FILE

HFD-652/ J. Chaney ,
HFD-652/ Y. Huang 4.4,
HFD-617/ J. Fan 4 IQ,?C.D

HFD-650/ D. Conner% //2=//o’{)

V:\FIRMSAM\FUJISAWA\LTRS&REV\65012ADM. 398

f

“7

BIOEQUIVALENCY - ACCEPTABLE Submission date: October 12, 1999

1. WAIVER (WAI) Strengths: 1 g/20 mL Vial, 2 g/20 mL Via,
1 g/100 mL Piggyback Vial,
and 2 g/100 mL Piggyback Vial
NOTE:
AC - Acceptable UN - Unacceptable
NC - No Action IC - Incomplete

Outcome Decision: Acceptable

WINBIO COMMENTS:

Waiver of the bioequivalence study requirements is granted.



OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA # 65-012 SPONSOR : Fujisawa USA, Inc.
DRUG & DOSAGE FORM: Cefoxitin for Injection, Sterile Powder
STRENGTH (s) : 1 g/20 mL Vial, 2g/20 mL Vial,

1 g/100 mL Piggyback Vial, and
2 g/100 mL Piggyback Vial

TYPE OF STUDIES: Waiver reguest
STUDY SITES: Not applicable
STUDY SUMMARY: Waiver of biocequivalence testing is granted.

DISSOLUTION: Not applicable

— S NS EEPEON—STATES

Inspection needed: Inspection status: Inspection results:
NO (Not applicable)
First Generic Inspection requested:
(date)
New facility Inspection completed:
For cause (date)
Other
PRIMARY REVIEWE; : _James Chaney BRANCH : I i
INITIAL : W EC_ DATE : 1/;3/00

J

TEAM LEADER ih-Chain Huang BRANCH

: Y : I
INITIAL : &W (e Y-C.%uwu;, DATE : | ![‘([00

DIRECTOR, DIV OF BIOEQUIVALENCE : DALE P. CONEEB, Pharm. D.
INITIAL : g/ DATE : Z{z%é



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 65-012

MICROBIOLOGY REVIEWS




cc:

4.

REMARKS: The subiject drug product is , —

OFFICE OF GENERIC DRUGs; HFD-640
Microbiology Review #1
September 22, 1998

ANDA 65-012

APPLICANT APP (American Pharmaceutical Partners) Inc
[formerly Fujisawa USA Inc]
2045 North Cornell
Melrose Park Il 60160

PRODUCT NAME: Cefoxitin for Injection USP

DOSAGE FORM AND ROUTE_OF ADMINISTRATION: 1 g/20 mL
vial, 2 g/20 mL vial, 1 g/100 mL Piggyback Vial, 2
g/100 mL Piggyback Vial, Intravenous, Intramuscular (20
mL Vials only)

METHOD(S) OF STERILIZATION:

PHARMACOLOGICAL CATEGORY: Anti-Infective

DATE OF INITIAL SUBMISSTON: March 20, 1998

Subject of this Review (Received, March 24, 1998)
DATE OF AMENDMENT: None

RELATED DOCUMENTS: DMF
DMF ——
DMF —m

ASSIGNED FOR REVIEW: 9/9/98

CONCLUSIONS: The submission is not recommended for

approval on the basis of sterility assurance.
Specific comments are provided in "E. Review:

Notes" and "Microbiology Comments to be

Provided to the Applicant". The referenced
DMF is deficient. The DMF holder will

be notified.
T CRud ety sl

Andrea S. High, Ph. D.

original ANDA
Duplicate ANDA
Division Copy
Field Copy

Drafted by A. High, HFD 640 x:wp\microrev\65-012péQE;z loﬁ§457

Initialed by M. Fanning, R. Patel, F. Fang/F. Holcombe, Jr.



Redacted “+ } page(s)
of trade secret and/ 61’
confidential commercial
information from

MUCRoBloLocy REVIEW |




ANDA 65-012 Microbiologist’s Review #1

Microbiology Comments to be Provided to the Applicant

ANDA : 65-012 APPLICANT: American Pharmaceutical Partners

DRUG PRODUCT: Cefoxitin Sodium USP, 1 g/20 mL Vial, 2 g/20 mL
vial, 1 g/100 mL Piggyback Vial, 2 g/100 mL
Piggyback Vial

Microbiology Deficiency:

The

DMF is deficient.

Please clearly identify your amendment to this facsimile as
“RESPONSE TO MICROBIOLOGY DEFICIENCY”. The “RESPONSE TO
MICROBIOLOGY DEFICIENCY” should also be noted in your cover
page/letter.

Singlerely yours,

Q,Zj D, /ﬁf)j/m/.
Franki O. Holcompe

, Jr., Ph.D.
Director
"Division of Chemistry II
Office of Generic Drugs
Center for Drug Evaluation and Research

Page 6



ccC:

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

May 19, 1999

1. ANDA 65-012
APPLICAN APP (American Pharmaceutical Partners) Inc
[formerly Fujisawa USA Inc]
2045 North Cornell
Melrose Park Il 60160
2. PRODUCT NAME: Cefoxitin for Injection USP
3. DOS o) 0 0 ON: 1 g/20 mL, 29

/20 mL, 1 g/ 100 mL and 2 g/100 mL, Intravenous

4. METHOD(S) OF STERILIZATION:

5. PHARMACOT,OGICAL CATEGORY: Anti-Infective
1. DATE OF INTITTAI, SUBMISSTON: March 20, 1998

(Received, March 24, 1998)

2. DATE OF AMENDMENT: March 9, 1999
Subject of this Review (Received, March 10, 1999)

3. RELATED DOCUMENTS: DMF

4. ASSIGNED FOR REVIEW: 5/19/99

REMARKS: The subject drug amendment is in response to the
microbiology deficiency in the correspondence
dated November 12, 1998.

CONCLUSIONS: The submission is not recommended for
approval on the basis of sterility assurance.
Specific comments are provided in "E. Review
Notes" and "Microbiology Comments: to be
Provided to the Applicant". The referenced
DMF & is deficient. The DMF holder will

e notified. - e s

Andrea S. High, Ph. D.

Original ANDA

Duplicate ANDA

Division Copy

Field Copy

Drafted by A. High, HFT/Z%? wp\microrev\65-012a

Initialed by M. Fanning %/#7?6



~ ANDA 65-012 Microbiologist's Review #2

E. REVIEW NOTES:

The applicant has responded to the microbiology
deficiency in the correspondence dated November 2, 1999.
The authorization to access DMF - . for the
- was provided. '

Comment:
DMF is deficient.

APPEARS THIS WAY
ON ORIGINAL

Page 2



* ANDA 65-012 Microbiologist's Review #2

Microbiology Comments to be Provided to the Applicant
ANDA: 65-012 APPLICANT: APP Inc

DRUG PRODUCT: Cefoxitin Sodium for Injection,

1 g/20 mL, 2 g/20
mL, 1 g/100 mL and 2 g/ 100 mL

Microbiology Deficiency:

DMF

is deficient.

Please clearly identify your amendment as “RESPONSE TO
MICROBIQLOGY DEFICIENCIES”. The “RESPONSE TO MICROBIOLOGY
DEFICIENCIES” should also be noted in your cover page/letter

Sincerely yours,

Mary anning, M.D., Ph.D

Associate Director for Medical Affairs
Office of Generic Drugs

Center for Drug Evaluation and Research

Page 3



CcC:

OFFICE OF GENERIC DRUGS, HFD-640
Microbiology Review #3
August 27, 1999

1. ANDA 65-012

APPLICANT APP (American Pharmaceutical Partners) Inc
[formerly Fujisawa USA Inc]
2045 North Cornell
Melrose Park IL 60160

2. PRODUCT NAME: Cefoxitin for Injection USP
3. - DOSAGE FORM AND ROUTE OF ADMINISTRATION: 1 g/20 mL, 29
/20 mL,”L_g/ 10" mL and 2 g/100 mL, Intravenous
4. METHOD (S) OF STERILIZATION:
5. PHARMACOLOGICAL CATEGORY: Anti-Infective
1. DATE OF INITIAL SUBMISSION: March 20, 1998
(Received, March 24, 1998)
2. DATE OF AMENDMENT: July 23, 1999

'Subject of this Review (Received, July 26, 1999)

3. RELATED DOCUMENTS: DMF

4. ASSIGNED FOR REVIEW: 8/26/99

REMARKS: The subject drug amendment is in response to the
correspondence dated June 18, 1999.

CONCLUSIONS: The submission is not recommended for
approval on the basis of sterility assurance.
Specific comments are provided in "E. Review
Notes" and "Microbioclogy Comments to be
Provided to the Applicant™. The referenced
DMF' - 1s deficient. The DMF holder will

be notified. WC Q/IS /qﬂ

Andrea S. High, Ph. D.

Original ANDA
Duplicate ANDA
Division Copy
Field Copy
Drafted by A. High, HFD 6
Initialed by M. Fanning

f

vZmicrorev\65-012a2

9/114%



ANDA 65-012 Microbiologist's Review #3

E. REVIEW NOTES:

The applicant has responded to the correspondence dated
June 18, 1999. The letter indicating the response to the
microbiology deficiencies from the DMF Holder for DMF Type
for the- — was provided.

Comment:

DMF - was reviewed and found
deficient.

APPEARS THIS WAY

fA ARININAY

Page 2



ANDA 65-012 Microbiologist's Review #3

Microbiology Comments to be Provided to the Applicant
ANDA.: 65-012 APPLICANT: APP Inc

DRUG PRODUCT: Cefoxitin Sodium for Injection, 1 g/20 mL, 2 g/20
mL, 1 g/100 mL and 2 g/ 100 mL

Microbiology Deficiency:

DMF 7 was reviewed and
found deficient.

Please clearly identify your amendment as “RESPONSE TO
MICROBIOLOGY DEFICIENCIES”. The “RESPONSE TO MICROBIOLOGY
DEFICIENCIES” should also be noted in your cover page/letter.

Sincerely yours,

Mary;i:ZLing, M.D.,

Associate Director for Medical Affairs
Office of Generic Drugs
Center for Drug Evaluation and Research

Page 3



CC:

OFFICE OF GENERIC DRUGS, HFD-640
Microbiology Review #4
January 21, 2000

1. ANDA 65-012

APPLICANT APP (American Pharmaceutical Partners) Inc
[formerly Fujisawa USA Inc]
2045 North Cornell
Melrose Park Il 60160

2. PRODUCT NAME: Cefoxitin for Injection USP
3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 1 g/20 mL, 2g
/20 mL, 1 g/ 100 mL and 2 g/100 mL, Intravenous
4. METHOD (S) OF STERILIZATION:
5. PHARMACOLOGICAL \CATEGORY: Anti-Infective
1. DATE OF INITIAL SUBMISSION: March 20, 1998
. (Received, March 24, 1998)
2. DATE OF AMENDMENT: November 24, 1999

Subject of this Review (Received November 26, 1999)

3. RELATED DOCUMENTS: DMF

4. ASSIGNED FOR REVIEW: 1/21/00

REMARKS: The subject drug amendment is in response to the
correspondence dated September 23, 1999.

CONCLUSIONS: The submission is not recommended for
approval on the basis of sterility assurance.
Specific comments are provided in "E. Review
Notes" and "Microbiology Comments to be
Provided to the Applicant"”. The referenced
DMF ~ is deficient. The DMF holder will

be notified. :
@M’M \/2-\/00

Andrea S. High, Ph. D.

Original ANDA
Duplicate ANDA
Division Copy

Field Copy

Drafted by A. High, HFD v:microrev\65-012a3
Initialed by M. Fannin }&qlco :



ANDA 65-012 Microbiologist's Review #4

E. REVIEW NOTES:

The applicant has responded to the correspondence dated
September 23, 1999. The letter indicating the response to
the microbiology deficiencies from the DMF Holder for DMF

- for the was
provided.
Comment:
DMF " was reviewed and found
deficient.

APP‘EARS THIS WAY
ON ORIGINAL

Page 2



OFFICE OF GENERIC DRUGS, HFD-640

Microbiology Review #5
April 4, 2000

1. ANDA: 65-012

APPLICANT: APP (American Pharmaceutical Partners), Inc.
[formerly Fujisawa USA Inc]
2045 North Cornell
Melrose Park, IL 60160

2. PRODUCT NAME: Cefoxitin for Injection USP

3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 1 g/20 mL,
' 2 220 mL, 1 g/100 mL and 2 g/100 mL; Intravenous injection

4. METHOD OF STERILIZATION:

5. PHARMACOLOGICAL CATEGORY: Anti-Infective

1. DATE OF INITIAL SUBMISSION: March 20, 1998 (Received, March 24, 1998)

2. DATE OF AMENDMENT: March 22, 2000 (Received March 23, 2000)
Subject of this Review

3. RELATED DOCUMENTS: DMF ——~
4. ASSIGNED FOR REVIEW: March 29, 2000

REMARKS: The subject amendment is in response to the correspondence dated
February 2, 2000.

CONCLUSIONS:  The submission is recommended for approval on the basis of
sterility assurance. Specific comments are provided in “E. Review
Notes”. The referenced Drug Master File (DMF ———is no
longer deficient.

‘%/ M {A’A"oo

Paul C. DeLeo, Ph.D.

Original ANDA (s g / g /w

Duplicate ANDA

Division Copy

Field Copy

Drafted by P. DeLeo HFD 600 V:\MICROREV\65-012A5.DOC
Initialed by A. High




ANDA 65-012 Microbiologist's Review #5

E. REVIEW NOTES: The applicant responded to the letter dated February 2, 2000. A copy
of the letter indicating the response to the microbiology deficiency was provided by the DMF
Holder for DMF ————— for the 3

Deficiency: =+——————— DMF -—————— was reviewed and found deficient.

Response:  The applicant reported that ——————responded to the deficiencies found in
DMF

Comment:  The referenced Drug Master File (DMF —— is no longer deficient.

ACCEPTABLE

Page 2 of 2



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
'ANDA 65-012

ADMINISTRATIVE DOCUMENTS




RECORD OF TELEPHONE CONVERSATION

DATE: April 2, 1998

DRUG PRODUCT: Cefoxitin

ANDA NUMBER: 65-012

' COMPANY: Fujisawa

NAME OF COMPANY REPRESENTATIVE (S): Genny Cruz

NAME OF OGD REPRESENTATIVE (S): Nasser Mahmud

Telecon initiated by: Nasser Mahmud

COMPANY TELEPHONE: 847-317-8679

I called Genny because the test batch for 2g/20mL and 2g/100mL
was less than 10% of the proposed production batch. She said she
would call back after looking into this. If an explanation can

not be provided, revised production batch records would have to
be submitted.

APPEARS THIS WAY
ON ORIGINAL



, RECORD OF TELEPHONE CONVERSATION

DATE: April 3, 1998

DRUG PRODUCT: Cefoxitin

ANDA NUMBER: 65-012

COMPANY: Fujisawa

NAME OF COMPANY REPRESENTATIVE (S): Genny Cruz
NAME OF OGD REPRESENTATIVE (S): Nasser Mahmud
Telecon initiated by: Genny Cruz

COMPANY TELEPHONE: 847-317-8872

Genny called back to point out that the batch information
requested is on pages 435 and 578.

APPEARS THIS WAY
ON ORIGINAL



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 65-012

CORRESPONDENCE




FUJISAWA USA, Inc.

Parkway North Center, Three Parkway North
Deerfield, lllinois 60015-2548
Tel. (847) 317-8800 ¢ Telefax (847) 317-7286

March 20, 1998

Douglas Sporn, Director
Office of Generic Drugs

Food and Drug Administration
Park Building Room 2-14
12420 Parklawn Drive
Rockville, MD 20852

Re:  Cefoxitin for Injection, USP (SDV)
1 g/20 mL Vial, 2 /20 mL Vial ,
1 g/100 mL Piggyback Vial, and
2 /100 mL Piggyback Vial
Manufacturing Site: Grand Island, NY
Number of Volumes: 3 Volumes

Dear Mr. Sporn:

Fujisawa USA, Inc. is submitting this application, in duplicate, as an Abbreviated New
Drug Application in accordance with Section 505 of the Federal Food, Drug and
Cosmetic Act to seek marketing clearance for Cefoxitin for Injection, USP. Enclosed, for
your conveniences, are three copies of the analytical methods and validation section for
the drug substance and finished dosage form.

Fujisawa USA, Inc. will manufacture this product at 3159 Staley Road, Grand Island,
NY 14072. This application contains information describing the manufacturing and
control of Cefoxitin for Injection, USP (1 g/20 mL Vial, 2 g/20 mL Vial, 1 g/100
mL Piggyback Vial, and 2 g/100 mL Piggyback Vial) using stopper
and Type I USP glass vial. Applicable general procedural approaches and data may be
cross-referenced to Fujisawa USA, Inc., Type V DMF # 11713. In addition, this
application contains a request for the waiver of in vivo bioequivalence studies.

This application has been formatted according to the information in Office of Generic
Drugs Policy and Procedure Guide #30-91, April 10, 1991 and letters to industry
dated October 14, 1994 and December 24, 1996. An executive summary explaining
the organization of this application is included after the cover letﬁECE‘VED

LIAR 2 4 1998
GENERIC DRUGS



March 20, 1998

Mr. D. Spom, Director

Re:  Cefoxitin for Injection, USP (SDV)
Original ANDA

Page 2

An archival and review copy of this submission are provided for your review.
Furthermore, a field copy has been sent to the FDA Buffalo District Office in accordance
with 21 CFR §314.94(d)(5). Fujisawa USA, Inc. certifies that the field copy is a true
copy of the Abbreviated New Drug Application submitted herewith. Also, note that the
pharmacy bulk package application is being submitted to the FDA simultaneously with
this single dose vial application. '

Should you have any questions or require additional information, please do not
hesitate to contact the undersigned at (847) 317-8679 or Mr. Donald E. Baker, J.D. at
(847) 317-8872. The facsimile number is (847) 317-7286.

Sincerely,
G%?’E/r'u“f‘t] W

Senior Regulatory Scientist

LAWP60\APP\ANDAN2.168



ANDA 65-012

Fujisawa USA, Inc.

Attention: Donald E. Baker APR 8g 1998
3 Parkway North, 3rd Floor v
Parkway North Center

Deerfield, IL 60015-2548

Dear Sir:

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 the telephone conversations dated
April 2, 1998 and April 3, 1998.

NAME OF DRUG: Cefoxitin for Injection USP, lg(base)/vial and
2g (base) /vial

DATE OF APPLICATION: March 20, 1998
DATE (RECEIVED) ACCEPTABLE FOR FILING: March 24, 1998

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.

APPEARS THIS WAY
ON ORIGINAL



e

Should you have questions concerning this application, contact:

Mark Anderson
Project Manager
(301) 827-5849

Sincerely yours,

erry Phillips

Director
Division of /abheling and Program Support
Office of Gg
Center for B

g Evaluation and Research

ANDA 65-012

cc: DUP/Jacket
Division File
Field Copy
HFD-610/J.Phillips
HFD-92

HFD-615/M.Bennett ' .
SB Wm— date %7/%?

Endorsement: HFD-615/PRickman, Chief//R Jr~—
HFD-615/NMahmud, CSO_gZe—r 772 & —=f~ date 4/(/7%
HFD-643/JHarrison, Sdp. Chenf._< date
WP File x:\new\firmsam\fujisawa\ltrs&rev\65012.ack
FT/njg/4/6/98
ANDA Acknowledgment Letter!
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Fujisawa USA, Inc.

. 00
Parkway North Center, Three Parkway North
. Deerfield, Illinois 60015-2548 rb Q
Telephone (847) 317-8800 » Telefax (847) 317-7286 @

June 1, 1998

Douglas Sporn, Director NEW CORRESP
Office of Generic Drugs : )

Food and Drug Administration pes

Center for Drug Evaluation and Research
HFD-600, Room 150
7500 Standish Place
Rockville, MD 20855-2773
' RE: ANDA 65-012
Cefoxitin for Injection, USP (Single Dose Vial)
Pending Approval

CHANGE IN OWNERSHIP OF AN APPLICATION
Dear Mr. Sporn:

In accordance with the provisions of 21 CFR 314.72, the ownership of the above identified ANDA is being
transferred in its entirety, effective June 1, 1998, from Fujisawa USA, Inc. (FUSA) to American
Pharmaceutical Partners, Inc. (APP).

FUSA affirms that all of the rights to the referenced ANDA have been transferred to APP and that a
complete copy of the ANDA including all amendments and FDA correspondence have been provided to

APP.

The name and address of the new primary contact person at APP is:

CORPORATE ADDRESS CORRESPONDENCE ADDRESS
Mitchall Clark Mitchall Clark

Senior Director, Regulatory Affairs Senior Director, Regulatory Affairs
American Pharmaceutical Partners, Inc. American Pharmaceutical Partners, Inc.
2825 Santa Monica Boulevard 2045 N. Cornell Avenue -

Santa Monica, CA 90404 Melrose Park, IL. 60160

Phone: (310)264-7768 Phone: (708)343-6100

All FDA correspondence should be forwarded to the correspondence address.

Please change your records to reflect this change in the ownership of the ANDA and acknowledge receipt of
this letter. All future communications regarding this ANDA should be sent to APP.

Sincerely,
O.
RESEWED |

erry D. Johnson, Ph.D. -
Vice President, Regulatory Affairs and Pharmacovigilance

'JUN 0 2 1998
cc: Mitchall Clark

Senior Director, Regulatory Affairs (APP) ™ ",F?TG} at» TR akn

o

LARA\WP6\TRANSFER\CEFOX.012



AMERICAN :
PHARMACEUTICAL
PARTNERS, INC.
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ARCHIVAL

July 1, 1998

Douglas Sporn, Director
Office of Generic Drugs NEW COEBESP
Metro Park North II, HFD-600, Room 150 PN~
Center for Drug Evaluation and Research

Food and Drug Administration

7500 Standish Place

Rockville, MD 20855-2773

Re:  ANDA 65-012
Cefoxitin for Injection, USP (SDV)
1 g/20 mL Vial, 2 g/20 mL Vial ,
1 g/100 mL Piggyback Vial, and
2 g/100 mL Piggyback Vial
Manufacturing Site: Grand Island, NY

GENERAL CORRESPONDENCE
Dear Mr. Sporn:

American Pharmaceutical Partners, Inc. (APP) is submitting this amendment to the above
mentioned product to provide a revised letter of authorization from
permitting FDA to cross reference to their Drug Master File No. for

Please note that at the time of our ANDA submission on March 20, 1998, the AADA No.
or DMF No. for - was not available
yet due to the repeal of Sectlon 507 of the Federal Food, Drug, and Cosmetic Act. In light
of this, a letter of authorization, with no assigned AADA or DMF No., from
has been included in the ANDA submission based on our February 11, 1998 telephone
conversation with FDA.

Enclosed herewith in Attachment 1 is revised letter of authorization to
DMF on behalf of APP. A field copy of this amendment has been sent to the FDA

Buffalo District Office in accordance with 21 CFR §314.94(d)(5). APP certifies that the
field copy is a true copy of the amendment submitted herewith.

RECEIVED

Ju 0 2'1998‘-
?ﬁ}‘; T:LT::B) Eﬂ‘éﬁs

2045 NORTH CORNELL ) FACSIMILE (708) 343-4249
MELROSE PARK, ILLINOIS 60160 WWW.AMPHARMAPARTNERS.COM




July 1, 1998

Mr. D. Sporn, Director

Re:  Cefoxitin for Injection, USP (SDV)
General Correspondence

Page 2

Should you have any questions or require additional information, please do not hesitate
to contact the undersigned at (708) 547-3615. You may also contact me via fax at
(708) 343-4269. '

Sincerely,

Genfty Cruz
Senior Regulatory Scientist H:\DATA\RA\SHARE\CEFOXIT\C06.248

APPEARS THIS WAY
ON ORIGINAL



FACSIMILE AMENDMENT

ANDA 65-012

OFFICE OF GENERIC DRUGS, CDER, FDA
- Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (301-594-0320)

TO: APPLICANT: American Pharmaceutical Partners, Inc. PHONE: 708-547-3615

ATTN: Genny Cruz FAX: 708-343-4269

FROM: Mark Anderson PROJECT MANAGER (301) 827-5849

Dear Madam:

This facsimile is in reference ta your abbreviated new drug application dated March 20, 1998, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Cefoxitin Sodium for Injection
USP, 1 g (base)/vial, 2 g (base)/vial; 20 mL vials and 100 mL piggy-back vials..

Attached meAspages of minor deficiencies and/or comments that should be responded to within 30
calendar days from the date of this document. This facsimile is to be regarded as an official FDA
communication and unless requested, a hard copy will not be mailed. Your complete response should be (1)
faxed directly to our document control room at 301- 827-4337, (2) mailed directly to the above address, and
(3) the cover sheet should be clearly marked a FACSIMILE AMENDMENT.

Please note that if you are unable to provide a complete response within 30 calendar days, the file on this
application will be closed as a MINOR AMENDMENT and you will be required to take an action described
under 21 CFR 314.120 which will either amend or withdraw the application. Accordingly, a response of
greater than 30 days should be clearly marked MINOR AMENDMENT and will be reviewed according to
current OGD policies and procedures. Facsimiles or incomplete responses received after 30 calendar days
will not be considered for review, nor will the review clock be reactivated until all deficiencies have been
addressed. You have been/will be notified in a separate communication from our Division of Bioequivalence
of any deficiencies identified during our review of your bioequivalence data.

SPECIAL INSTRUCTIONS:
We note that this product is subject to the exception provisions of Section 125(d) (2) of Title I of the FDA
Modernization Act of 1997. ChAC < @Q T Aran L, —Eg

. - Fr~n0 vl )ey
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INF ORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED

FROM DISCLOSURE UNDER APPLICABLE LAW. Ifreceived by someone other than the addressee or a person authorized to

deliver this document to the addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to the content of this
communication is not authorized. If you have received this document in error, please immediately notify us by telephone and retum it to us by mail at
the above address.. )
X:\new\ogdadmin'\macros\faxfax.frm
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AUG | 8 joo8

Chemistry Comments to be Provided to the Applicant:

ANDA: 65-012 APPLICANT:

American Pharmaceutical
Partners, Inc.

DRUG PRODUCT: Cefoxitin For Injection, USP

1 g/20 mL, 2 g/20 mL,
1 g/100 mlL piggyback,
2 g/100 mL piggyback

The deficiencies presented below represent FACSIMILE

deficiencies.

Deficiencies:
1. The tentative
Specification
realistically

tests on your

2. Please report

% for

——

specification limit of

The proposed
Limits should be revised to more
reflect the values obtained from the
exhibit batches.

actual testing results for
in the stability samples.

Sincerely yours,

Sl Sy b

Frank O. Holcombe, Jdr., Ph.D.

Director

Division of Chemistry II

Office of Generic Drugs .

Center for Drug Evaluation and Research



—t

ANDA: 65-012 APPLICANT: Fujisawa USA, Inc.

DRUG PRODUCT: Cefoxitin for Injection, USP (1 g/20 mL Vial, 2
g/20 mL Vial, 1 g/100 mL Piggyback Vial, and 2
g/100 mL Piggyback Vial)

The Division of Bioequivalence has completed its review and has
no further questions at this time assuming per currently approved
labeling that the products are for intravenous administration
only.

In general, a waiver of bioequivalence study requirements for a
drug powder intended for intramuscular administration requires
complete dissolution of the drug powder upon reconstitution.

Please note that the 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,

Dale P. Conner, Pharm.D.

Director Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research



=\ ] JECEE ARCHIVAL

PARTNERS, INC.

September 10, 1998

Douglas Sporn, Director

Office of Generic Drugs ' '
Metro Park North II, HFD-600, Room 150 - NEW c}(\)}ﬂlfsp P
Center for Drug Evaluation and Research
Food and Drug Administration

7500 Standish Place

Rockville, MD 20855-2773

\Rm\ _

Re: ANDA 65-012
Cefoxitin for Injection, USP (SDV)
1 g/20 mL Vial, 2 g/20 mL Vial ,
1 g/100 mL Piggyback Vial, and
2 g/100 mL Piggyback Vial
Manufacturing Site: Grand Island, NY

FACSIMILE AMENDMENT
Dear Mr. Sporn:

Reference is made to our Abbreviated New Drug Application dated March 20, 1998,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for
the above mentioned product. Reference is also made to FDA'’s facsimile amendment
dated August 18, 1998 concerning CMC and Bioequivalence comments.

American Pharmaceutical Partners, Inc. (APP) is submitting this facsimile amendment
in response to the minor deficiencies listed in your August 18, 1998 facsimile
transmittal. For ease of review, both the FDA reviewer’s comments and APP’s
responses are organized sequentially . Additional information concerning revised
finished product specifications and SOP # 10-08-03-6057 are included in Attachment 4
and Attachment 5, respectively. _

A field copy of this facsimile amendment has been sent to the FDA Buffalo District
Office in accordance with 21 CFR §314.96(b). APP certifies that the field copy is a
true copy of the amendment submitted herewith.

Should you have any questions or require additional information, please do not hesitate
to contact the undersigned at (708) 547-3615 or via fax at (708) 343-4269.

RECEIVED

Sincerely,

e SEP 11 1998’
Senior Regulatory Scientist \‘. g-«* tiL Uu‘ia.,e S

TEL (708) 343-6100
2045 NORTH CORNELL FACSIMILE (708) 343-4269
MELROSE PARK, ILLINOIS 60160 WWW.AMPHARMAPARTNERS.COM



MINOR AMENDMENT
ANDA 65-012 NOY | 2 1998

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place, Room 150 ,
Rockville, MD 20855-2773 (301-594-0320)

TO: APPLICANT: American Pharmaceutical Partners, Inc. PHONE: 708-547-3615

ATTN: Genny Cruz FAX: 708-343-4269

FROM: Mark Anderson PROJECT MANAGER (301) 827-5849
Dear Madam:

This facsimile is in reference to your abbreviated new drug application dated March 20, 1998, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Cefoxitin for Injection USP,
1g/20mL, 2 g/20 mL, 1 g/100 mL, 2 g/100 mL vials.

Reference is also made to your amendment dated September 10, 1998.

The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons
provided in the attachments ( " pages). This facsimile is to be regarded as an official FDA
communication and unless requested, a hard copy will not be mailed.

The file on this application is now closed. You are required to take an action described under 21 CFR
314.120 which will either amend or withdraw the application. Your amendment should respond to all of the
deficiencies listed. Facsimiles or partial replies will not be considered for review, nor will the review clock
be reactivated until all deficiencies have been addressed. The response to this facsimile will be considered to
represent a MINOR AMENDMENT and will be reviewed according to current OGD policies and
procedures. The designation as a MINOR AMENDMENT should appear prominently in your cover letter.
You have been/will be notified in a separate communication from our Division of Bioequivalence of any
deficiencies identified during our review of your bioequivalence data. If you have substantial disagreement
with our reasons for not approving this application, you may request an opportunity for a hearing.

SPECIAL INSTRUCTIONS:

We note that this product is subject to the exception provisions of Section 125(d) (2) of Title I of the FDA

Modemizatiqn Act of 1997. Cpn © —‘\«-Q oo Kol ac\ «1 . :‘) A
AT e R_ Prid O T ‘ s , <

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED
FROM DISCLOSURE UNDER APPLICABLE LAW., Ifreceived by someone other than the addressee or a person authorized to
deliver this document to the addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to the content of this
communication is not autherized. If you have received this document in error, please immediately notify us by telephone and retum it to us by mail at
the above address.. . :
X:\new\ogdadmin\macros\fauzn frm




38.

NOV 12 1838

Chemistry Comments to be Provided to the Applicant:

ANDA: 65-012 APPLICANT: American Pharmaceutical
Partners, .Inc.

DRUG PRODUCT: Cefoxitin For Injection, 1 g/20 mL, 2 g/20
mL, 1 g/100 mL piggyback, 2 g/100 mL

piggyback

The deficiencies presented below represent MINOR
deficiencies.

A. Deficiencies:

1. The Drug Master File (DMF) #
— was
reviewed and found deficient. The DMF holder has
been notified of the deficiencies. Please do not
respond to this communication until you have been
informed by the DMF holder that they have
responded to their deficiencies.

Sincerely yours,

0 "

Frank O. Holcolme, {Jr., Ph.D.

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research



ANDA 65-012 Microbiologist’s Review #1

Microbiology Comments to be Provided to the Applicant

ANDA: 65-012 APPLICANT: American Pharmaceutical Partners

DRUG PRODUCT: Cefoxitin Sodium USP, 1 g/20 mL Vial, 2 g/20 mL
vial, 1 g/100 mL Piggyback Vial, 2 g/100 mL
Piggyback Vial

Microbiology Deficiency:

The DMF is deficient.

Please clearly identify your amendment to this facsimile as
“RESPONSE TO MICROBIOLOGY DEFICIENCY”. The “RESPONSE TO
MICROBIOLOGY DEFICIENCY” should also be noted in your cover
page/letter.

Singerely yours,

Q}zﬂ a0 PED j/m/
Franki O. Holcompe

, Jr., Ph.D.
Director _
Division of Chemistry II
Office of Generic Drugs
Center for Drug Evaluation and Research

Page 6



"AMERICAN

PHARMACEUTICAL
PARTNERS, INC.

March 9, 1999

Douglas Sporn, Director AR CH !V AL
Office of Generic Drugs

Metro Park North II, HFD-600, Room 150

Center for Drug Evaluation and Research

Food and Drug Administration

7500 Standish Place _ .
Rockville, MD 20855-2773 o /nww-

Re: ANDA 65-012
Cefoxitin for Injection, USP (SDV)
1 2/20 mL Vial, 2 g/20 mL Vial ,
1 g/100 mL Piggyback Vial, and
2 g/100 mL Piggyback Vial
Manufacturing Site: Grand Island, NY

: MINOR AMENDMENT
(RESPONSE TO MICROBIOLOGY DEFICIENCY)

Dear Mr. Spom:

Reference is made to our Abbreviated New Drug Application submitted on March 20, 1998 for
Cefoxitin for Injection, USP, Single Dose Vials. Reference is also made to the attached FDA

communication dated November 12, 1998 concerning Chemistry and Microbiology deficiencies
found in . Drug Master File (DMF) #

American Pharmaceutical Partners, Inc. (APP) has been notified by ————, on behalf of —
, that they have responded to the deficiencies observed in their DMF # for

- By copy of ————’s transmittal dated March 3, 1999 provided in
Attachment 1, APP has fully responded to the November 12, 1998 FDA communication.

In addition, please note that APP responded to the CMC and Labeling deficiencies for this
application on September 10, 1998 and December 4, 1998, respectively.

MAIN TELEPHONE (708) 343-4100
2045 NORTH CORNELL AVENUE TELEFAX (708) 547-4429
MELROSE PARK, ILLINOIS 60160-1002 WWW.AMPHARMAPARTNERS.COM



In compliance with 21 CFR 314.96(b), a true and complete field copy of this amendment is being
submitted to the District Director, Buffalo District, Food and Drug Administration, 300 Pearl
Street, Buffalo, NY 14202.

Should you have any questions or require additional information concerning this amendment,
please contact the undersigned at (708) 547-3615 or via fax at (708) 343-4269 or Mr. Mitchall G.
Clark, Vice President of Regulatory Affairs at (310) 470-4222.

Sincerely,
Senior Regulatory Scientist h:\data\ra\share\cefoxiti\65012.dmf

APPEARS THIS WAY
ON QRIGINAL

American Pharmaceutical Partners, Inc.



MINOR AMENDMENT
JUN 1 8 1999
ANDA 65-012

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North IT
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (301-594-0320)

TO: APPLICANT: American Pharmaceutical Partners, Inc. PHONE: 708-547-3615

ATTN: Genny Cruz FAX: 708-343-4269

FROM: Mark Anderson PROJECT MANAGER (301) 827-5849

Dear Madam:

This facsimile is in reference to your abbreviated new drug application dated March 20, 1998, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Cefoxitin for Injection USP, 1
/20 mL, 2 g/20 mL, 1g/100 mL, and 2 g/100 mL vials..

Reference is also made to your amendment(s) dated March 9, 1999.

The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons
provided in the attachments ( :Iﬁ pages). This facsimile is to be regarded as an official FDA
communication and unless requested, a hard copy will not be mailed.

The file on this application is now closed. You are required to take an action described under 21 CFR
314.120 which will either amend or withdraw the application. Your amendment should respond to all of the
deficiencies listed. Facsimiles or partial replies will not be considered for review, nor will the review clock
be reactivated until all deficiencies have been addressed. The response to this facsimile will be considered to
represent a MINOR AMENDMENT and will be reviewed according to current OGD policies and
procedures. The designation as a MINOR AMENDMENT should appear prominently in your cover letter.
You have been/will be notified in a separate communication from our Division of Bioequivalence of any
deficiencies identified during our review of your bioequivalence data. If you have substantial disagreement
with our reasons for not approving this application, you may request an opportunity for a hearing.

SPECIAL INSTRUCTIONS:

We note that this product is subject to the exception provisions of Section 125(d) (2) of Title I of the FDA
Modemization Act of 1997. :

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED
FROM DISCLOSURE UNDER APPLICABLE LAW. If received by someone other than the addressee or a person authorized to
deliver this document to the addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to the content of this
communication is not authorized. If you have received this document in error, please immediately notify us by telephone and retum it to us by mail at
the above address.. s

X-new\ogdadmin\macros\faxmin.frm (A.a, b , 7 ) '17



Ju 18 1999

Chemistry Comments to be Provided to the Applicant:

ANDA: 65-012 APPLICANT: American Pharmaceutical
Parthers, Inc.

DRUG PRODUCT: Cefoxitin For Injection, H
] lstr 26 converrtion~d i, s cwreA_

/g ond 28 TIntusS)on bm*ﬂes
The deficiencies presented below represent MINOR
deficiencies.

Deficiencies: _

1. Although all diluent compatibility claims are not
required to be supported by data, please provide a
justification for those for which no data was
submitted.

2. The Drug Master File (DMF) #
. was reviewed
and found deficient. The DMF holder has been
notified of the deficiencies. Please do not respond
to this communication until you have been informed
by the DMF holder that they have responded to their
deficiencies.

Sincerely yours,

o

<¥¥ Florence S. Fang
Director

Division of Chemistry II
Office of Generic Drugs
Center for Drug Evaluation and Research
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"PHARMA CEUTICAL

PARTNERS, INC.

L
| July 23, 1999 ARGH‘N Px\‘
Douglas Sporn, Director -‘\j [\\Hﬁa‘d

Office of Generic Drugs
" Metro Park North I, HFD-600, Room 150

Center for Drug Evaluation and Research NDA OR' G AMENDMENT

A

Food and Drug Administration ;
7500 Standish Place / /A
Rockville, MD 2(0855-2773 ' ’

Re: ANDA 65-012
Cefoxitin for Injection, USP (SDV)
1 g and 2 g Conventional Vials
1 g and 2 g Infusion Bottles
Manufacturing Site: Grand Island, NY

MINOR AMENDMENT
Dear Mr. Sporn:

Reference is made to our Abbreviated New Drug Application dated March 20, 1998,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for
the above mentioned product. Reference is also made to FDA’s facsimile dated June
18, 1999.

American Pharmaceutical Partners, Inc. (APP) is submitting this MINOR
AMENDMENT in response to each of the comments made in your communication
dated June 18, 1999. For ease of review, each of the reviewer’s observation is
provided in bold, followed by APP’s response.

Also provided in this minor amendment is information concerning an additional
contract testing laboratory ¢—— ), which will be used to perform
diluent compatibility testing on Cefoxitin for Injection, USP drug product. The full
address, brief description of the function to be performed and current GMP/GLP
certification of the facility are provided in the Additional Information section of this
submission. T "

MAIN TELEPHONE (708) 343-6100 v
2045 NORTH CORNELL AVENUE TELEFAX (708) 547-4429
MELROSE PARK, ILLINOIS 60160-1002 WWW.AMPHARMAPARTNERS.COM



In compliance with 21 CFR § 314.96(b), we hereby certify that a true and complete
field copy of this amendment is being simultaneously provided to the Buffalo district

office.

Should you have any questions or require additional information concerning this
amendment, please do not hesitate to contact the undersigned at (708) 547-3615 or
Mitchall G. Clark, Vice President, Regulatory Affairs at (310) 470-4222.

Sincerely,

e

Senior Regulatory Scientist

APPEARS THIS WAY
ON ORIGINAL




MINOR AMENDMENT
SEP 23 1999

ANDA 65-012

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North I
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (301-594-0320)

TO: APPLICANT: American Pharmaceutical Partners, Inc. PHONE: 708-547-3615

ATTN:; Genny Cruz FAX: 708-343-4269
FROM: Mark Anderson ‘ PROJECT MANAGER (301) 827-5849
Dear Madam:

This facsimile is in reference to your abbreviated new drug application dated March 20, 1998, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Cefoxitin for Injection USP,
1 g and 2 g conventional vials and 1 g and 2 g infusion bottles.

Reference is also made to your amendment dated July 23, 1999.

The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons
provided in the attachments (_2~ pages). This facsimile is to be regarded as an official FDA
communication and unless requested, a hard copy will not be mailed.

The file on this application is now closed. You are required to take an action described under 21 CFR
314.120 which will either amend or withdraw the application. Your amendment should respond to all of the
deficiencies listed. Facsimiles or partial replies will not be considered for review, nor will the review clock
be reactivated until all deficiencies have been addressed. The response to this facsimile will be considered to
represent a MINOR AMENDMENT and will be reviewed according to current OGD policies and
procedures. The designation as a MINOR AMENDMENT should appear prominently in your cover letter.
You have been/will be notified in a separate communication from our Division of Bioequivalence of any
deficiencies identified during our review of your bioequivalence data. If you have substantial disagreement
with our reasons for not approving this application, you may request an opportunity for a hearing.

SPECIAL INSTRUCTIONS:

We note that this product is subject to the exception provisions of Section 125(d) (2) of Title I of the FDA
Modemization Act of 1997.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED

FROM DISCLOSURE UNDER APPLICABLE LAW. If received by someone other than the addressee or a person authorized to

deliver this document to the addresses, you are hereby notified that any disclosure, dissemination, copying, or other action to the content of this
communication is not authorized. If you have received this document in error, please immediately notify us by telephone and retumn it to us by mail at

the above address..

X:\new\ogdadmin\macros\faxmin.frm




ANDA 65-012 Microbiologist's Review #3

Microbiology Comments to be Provided to the Applicant
ANDA: 65-012 APPLICANT: APP Inc

DRUG PRODUCT: Cefoxitin Sodium for Injection, 1 g/20 mL, 2 g/20
mL, 1 g/100 mL and 2 g/ 100 mL

Microbiology Deficiency:

DMF was reviewed and

found deficient.

Please clearly identify your amendment as “RESPONSE TO
MICROBIOLOGY DEFICIENCIES”. The “RESPONSE TO MICROBIOLOGY
DEFICIENCIES” should also be noted in your cover page/letter.

Sincerely yours,

o/

Mary Fa M.D.,
Associate Director for Medical Affairs
Office of Generic Drugs

Center for Drug Evaluation and Research

Page 3



SEP 23 1999

Chemistry comments to be provided to the applicant:

ANDA: 65-012 APPLICANT: American Pharmaceutical
Partners, Inc.

DRUG PRODUCT: Cefoxitin for Injection USP,
lg and 2g conventional vials and
lg and 2g infusion bottles

The deficiencies presented below represent MINOR
deficiencies.

Deficiencies:

The Drug Master File (DMF) #

, was reviewed and found
deficient. The DMF holder has been notified of the
remaining deficiencies. Please do not respond to this
communication until you have been informed by the DMF
holder that they have responded to their deficiencies.

Sincerely yours,

g -
<%&?5 Florence S. Fang

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research



- , AMERICAN .
w A PHARMACEUTICAL
! am PARTNERS, INC.

November 24, 1999

Douglas Sporn, Director ARCH iVAL

Office of Generic Drugs
Metro Park North II, HFD-600, Room 150

Center for Drug Evaluation and Research Y
Food and Drug Administration CRIG AMENDMENT
7500 Standish Place ' (‘\\::x. N

Rockville, MD 20855-2773

Re:  ANDA 65-012
Cefoxitin for Injection, USP (SDV)
1 g/20 mL Vial, 2 g/20 mL Vial ,
1 g/100 mL Piggyback Vial, and
2 g/100 mL Piggyback Vial
Manufacturing Site: Grand Island, NY

MINOR AMENDMENT
(RESPONSE TO MICROBIOLOGY DEFICIENCY)

Dear Mr. Sporn:

Reference is made to our Abbreviated New Drug Application dated March 20, 1998,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for the
above mentioned product. Reference is also made to FDA’s facsimile dated September 23,
1999, which indicated the DMF of the manufacturer of the * was deficient.

American Pharmaceutical Partners, Inc.(APP) has been notified by ————— that they
have responded to the deficiencies observed in their - DMF #
. DMF # for the . By copy of the
attached transmittal letters both dated November 23, 1999 provided in Attachment 1 APP is
fully responding to the September 23, 1999 FDA communication.

In compliance with 21 CFR § 314.96(b), we hereby certify that a true and complete field
copy of this amendment is being simultaneously provided to the Buffalo district office.

Should you have any questions or require additional information concerning this amendment,
please do not hesitate to contact the undersigned at (708) 547-3615 or Mr. Mitchall G. Clark,
Vice President, Regulatory Affairs at (310) 470-4222. T

Sincerely,

N i
3 ijy Ay @}u\é
Senior Regulatory Sci€ntist
T~
\ "
MAIN TELEPHONE(708) 343-6100 >

2045 NORTH CORNELL AVENUE TELEFAX {708) 547-4429%
MELROSE PARK, ILLINOIS 60160-1002 WWW . AM-PP.COM




MINOR AMENDMENT

ANDA 65-012

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North 11
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (301-594-0320)

TO: APPLICANT: American Pharmaceutical Partners, Inc. PHONE: 708-547-3615

ATTN: Genny Cruz FAX: 708-343-4269
FROM: Mark Anderson PROJECT MANAGER (301) 827-5849
Dear Madam: -

This facsimile is in reference to your abbreviated new drug application dated March 20, 1998, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Cefoxitin for Injection USP,
1 and 2 g conventional vials, and 1 and 2 g infusion bottles.

Reference is also made to your amendment dated November 24, 1999.

The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons
provided in the attachments (_%pages). This facsimile is to be regarded as an official FDA
communication and unless reqifested, a hard copy will not be mailed.

The file on this application is now closed. You are required to take an action described under 21 CFR
314.120 which will either amend or withdraw the application. Your amendment should respond to all of the
deficiencies listed. Facsimiles or partial replies will not be considered for review, nor will the review clock
be reactivated until all deficiencies have been addressed. The response to this facsimile will be considered to
represent a MINOR AMENDMENT and will be reviewed according to current OGD policies and
procedures. The designation as a MINOR AMENDMENT should appear prominently in your cover letter.
You have been/will be notified in a separate communication from our Division of Bioequivalence of any
deficiencies identified during our review of your bioequivalence data. If you have substantial disagreement
with our reasons for not approving this application, you may request an opportunity for a hearing.

SPECIAL INSTRUCTIONS:

We note that this product is subject to the exception provisions of Section 125(d) (2) of Title I of the FDA
Modemization Act of 1997.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED

FROM DISCLOSURE UNDER APPLICABLE LAW. If received by someone other than the addressee or a person authorized to
deliver this document to the addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to the content of this
communication is not authorized. If you have received this document in error, please immediately notify us by telephone and retum it to us by mail at
the above address..

X:\new\ogdadmin\macros\faxmin.frm -
o




ANDA 65-012 Microbiologist's Review #4

Microbiology Comments to be Provided to the Applicant
ANDA: 65-012 APPLICANT: APP Inc

DRUG PRODUCT: Cefoxitin Sodium for Injection, 1 g/20 mL, 2 g/20
mL, 1 g/100 mL and 2 g/ 100 mL

Microbiology Deficiency:

DMF was reviewed and

found deficient.

Please clearly identify your amendment as “RESPONSE TO
MICROBIOLOGY DEFICIENCIES”. The “RESPONSE TO MICROBIOLOGY
DEFICIENCIES” should also be noted in your cover page/letter.

Sincerely yours,

Marjzt:Zning, M.D., )Ph.D.

Associate Director for Medical Affairs
Office of Generic Drugs
Center for Drug Evaluation and Research

Page 3
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Chemistry comments to be provided to the applicant:

ANDA: 65-012 APPLICANT: American Pharmaceutical
Partners, Inc.

DRUG PRODUCT: Cefoxitin for Injection USP,
1g and 2g conventional vials and
1g and 2g infusion bottles

The deficiencies presented below represent MINOR
deficiencies.

Deficiencies:

The Drug Master File (DMF) #

was reviewed and found
deficient. The DMF holder has been notified of the
remaining deficiencies. Please do not respond to this
communication until you have been informed by the DMF
holder that they have responded to their deficiencies.

Sincerely yours,

SN o (SO

*<&A( Florence S. Fang
Director
Division of Chemistry II
Office of Generic Drugs
.Center for Drug Evaluation and Research

i



"AMERICAN -
"PHARMACEUTICAL

PARTNERS, INC.

f R

March 22, 2000 P Qe el
[

Gary Buehler, Acting Director Z"M' m" (o

Office of Generic Drugs

Metro Park North II, HFD-600, Room 150

Center for Drug Evaluation and Research /L\ ~

Food and Drug Administration A

7500 Standish Place R T WS Y

Rockville, MD 20855-2773

Re: ANDA 65-012
Cefoxitin for Injection, USP (SDV)
1 g/20 mL Vial, 2 g/20 mL Vial,
1 g/100 mL Piggyback Vial, and
2 g/100 mL Piggyback Vial
Manufacturing Site: Grand Island, NY

MINOR AMENDMENT
(RESPONSE TO MICROBIOLOGY DEFICIENCIES)

Dear Mr. Buehler:

Reference is made to our Abbreviated New Drug Application dated March 20, 1998,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for the
above mentioned product. Reference is also made to the attached FDA’s facsimile dated
February 2, 2000, which indicated the DMF of the manufacturer of the
was deficient.

American Pharmaceutical Partners, Inc.(APP) has been notified by —————— that they
have responded to the deficiencies observed in their ——— DMF # —

—— DMF # — - . By copy of the
attached transmittal letters, both dated March 22, 2000, provided in Attachment 1, APP
is fully responding to the February 2, 2000 FDA communication.

In compliance with 21 CFR § 314.96(b), we hereby certify that a true and complete field
copy of this amendment is being simultaneously provided to the Buffalo district office.

MAIN TELEPHONE (708) 343-6100 §
2045 NORTH CORNELL AVENUE . TELEFAX (708) 547-4429
MELROSE PARK, IL 60160-1002 Www.appdrugs.com §



Gary Buehler
March 22, 2000
Page 2 of 2

- Should you'have any questions or require additional information concerning this
amendment, please do not hesitate to contact the undersigned at (708) 547-3615 or Nancy
Bauer, Associate Director, Regulatory Affairs at (708) 547-2381.

Sincerely,

N
o

APPEARS THIS WAY
ON ORIGINAL



— ) AMERICAN. ..
! PHARMACEUTICAL
Vo PARTNERS, INC.

il 26, 2000

Gary Buehler, Acting Director A1 L
ffice of Generic Drugs AR{; H 1\1 A

‘Metro Park North I, HFD-600, Room 150

fCenter for Drug Evaluation and Research

Food and Drug Administration

7500 Standish Place

Rockville, MD 20855-2773

Re: ANDA 65-012
Cefoxitin for Injection, USP (SDV)
1 g/20 mL Vial, 2 g/20 mL Vial,
1 g/100 mL Piggyback Vial, and
2 g/100 mL Piggyback Vial
Manufacturing Site: Grand Island, NY

: LABELING AMENDMENT
Dear Mr. Buehler:

~ Reference is made to our Abbreviated New Drug Application dated March 20, 1998,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for the
above mentioned product. Reference is also made to the attached FDA’s labeling
comments dated April 17, 2000.

With this submission, American Pharmaceutical Partners, Inc. has revised the package
insert in accordance with the changes noted in the innovator’s (Merck & Co., Inc.)
labeling provided in the FDA communication dated April 17, 2000. Twelve (12) copies
of the Final Printed Labeling (FPL) for the package insert are provided in Attachment 1.
A detailed annotation of the differences between the proposed labeling and existing
labeling is included in Attachment 2. '

Should you have any questions or require additional information concerning this
amendment, please do not hesitate to contact the undersigned at (708) 547-3615 or Nancy
Bauer, Associate Director, Regulatory Affairs at (708) 547-2381.

Sincerely,

nny Criz
nior Regulatorty Scientist

=y T
. S ToEry

APR 27 Gl

desk copy: Mark Anderson, Project Manager, FDA

MAIN TELEPHONE (708) 343-6100
2045 NORTH CORNELL AVENUE TELEFAX {708) 547-4429
MELROSE PARK, IL 60160-1002 www.appdrugs.com



AMERICAN
PHARMACEUTICAL

'PARTNERS, INC.

June 1, 2000

Gary Buehler, Acting Director

Office of Generic Drugs

Metro Park North II, HFD-600, Room 150
Center for Drug Evaluation and Research
Food and Drug Administration e e
7500 Standish Place A A // i3
Rockville, MD 20855-2773 /

Re: ANDA 65-012

Cefoxitin for Injection, USP (SDV)

1 g/20mL (Product Code: 304120)
2g/20mL (Product Code: 304220)
1g/100mL (ProductCode 304165)
2g/100mL (Product Code: 304265)
Manufacturing Site: Grand Island, NY

LABELING AMENDMENT
Dear Mr. Buehler: :

Reference is made to our Abbreviated New Drug Application dated March 20, 1998,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for the
above mentioned product. Reference is made to our labeling amendment dated

April 26, 2000, responding to the April 17, 2000 FDA communication.

With this submission, American Pharmaceutical Partners, Inc. (APP) has revised the
Final Printed Labeling (FPL) for the container, carton and package insert based on the
attached May 11, 2000 FDA communication. The revised FPL also incorporated changes
based on the instruction received from Dr. Jacqueline White-Council on May 11, 2000.
The instruction is to include all other revisions made in the February 14, 2000 innovator’s
(Merck & Co., Inc.) labeling that were not specifically asked from APP in the

April 17,2000 and May 11, 2000 FDA communications.

Twelve (12) copies of the Final Printed Labeling (FPL) for the package insert, container,
and carton are provided in Attachment 1 (separate binder). Based on the discussion with
Dr. Jacqueline Council on May 11, 2000, a side-by side comparison of our proposed
container and carton labeling with the FPL (contamer and carton) submltted on. December

&:1 W‘“qﬁﬁ G ‘."'f

2045 NORTH CORNELL AVENUE
MELROSE PARK, IL 60160-1002



Gary Buehler
Cefoxitin for Injection, USP (SDV)
Page 2 of 2

For clarification, please note that the “Current Labeling” contains only those changes that
were highlighted in the February 14, 2000 innovator’s labeling, and the “Proposed
Labeling” contains all the changes included in the February 14, 2000 innovator’s labeling
and in the May 11, 2000 FDA comments. '

Should you have any questions or require additional information concerning this
amendment, please do not hesitate to contact the undersigned at (708) 547-3615 or Nancy
Bauer, Associate Director, Regulatory Affairs at (708) 547-2381.

Sincerely,

t;_@aﬁ;‘ér’:g D

Sghior Regulatory Scientist

desk copy: Mark Anderson, Project Manager, FDA



AMERICAN

PHARMACEUTICAL
PARTNERS, INC.

June 12, 2000 ARCH}VAL

Gary Buehler, Acting Director e '
Office of Generic Drugs OORIE AMENDMENT
Metro Park North II, HFD-600, Room 150 NJAF

Center for Drug Evaluation and Research '

Food and Drug Administration

7500 Standish Place

Rockville, MD 20855-2773

Re: ANDA 65-012
Cefoxitin for Injection, USP (SDV)
1 g/20mL (Product Code: 304120)
2g/20mL (Product Code: 304220)
1g/100mL (ProductCode 304165)
2g/100mL (Product Code: 304265)
Manufacturing Site: Grand Island, NY

TELEPHONE MINOR AMENDMENT
(LABELING)

Dear Mr. Buehler:

Reference is made to our Abbreviated New Drug Application dated March 20, 1998,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for the
above mentioned product. References are also made to our labeling amendments dated
April 26, 2000 and May 11, 2000.

In response to the attached FDA facsimile dated June 9, 2000, American Pharmaceutical
Partners, Inc. (APP) is hereby committing to make the following changes and submit as a
Prior Approval Supplement. :

CONTAINER:
1 g and 2 g infusion bottles
Revise “...maintains satisfactory potency for 24 hours...to
read...maintains satisfactory potency for 6 hours...”

CARTON:
1 g and 2 gram infusion bottles — 10s
See comment under CONTAINER.

[ JUN 22200
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MAIN TELEPHONE (708) 343-6100
2045 NORTH CORNELL AVENUE TELEFAX (708) 547-4429
MELROSE PARK, iL 60160-1002 www.appdrugs.com



Gary Buehler
Cefoxitin for Injection, USP (SDV)
Page 2 of 2

It is our understanding from our discussion with Mark Anderson on June 9, 2000, that the
above labeling changes will not be required for the approval of the ANDA (65-012), and
that the FPL submitted on June 1, 2000 could be used in the distribution of the
commercial batches.

Should you have any questions or require additional information concerning this
amendment, please do not hesitate to contact the undersigned at (708) 547-3615 or Nancy
Bauer, Associate Director, Regulatory Affairs at (708) 547-2381.

Sincerely, -

ior Regulatory Scientist

desk copy: Mark Anderson, Project Manager, FDA



