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ANDA 64-201

MAR 24 2000

American Pharmaceutical Partners, Inc.
Attention: Tom Stothoff

2045 North Cornell Avenue

Melrose Park, IL 60160-1002

Dear Sir:

This is in reference to your abbreviated new drug application
dated February 10, 1997, submitted pursuant to Section 505 (3)
of the Federal Food, Drug, and Cosmetic Act, for Cefotaxime
for Injection USP, packaged in 10 g, and 20 g Pharmacy Bulk
Packages. 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 made to your amendments dated February 24,
and March 14, 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 Cefotaxime for Injection USP, Pharmacy Bulk
Package to be bioequivalent and, therefore, therapeutically
equivalent to the listed drug (Claforan® Injection, 10 g
Pharmacy Bulk Package, of Hoechst Marion Roussel Inc.). In
addition, your Cefotaxime for Injection USP, 20 g Pharmacy
Bulk Package can be expected to have the same therapeutic
effect as the referenced listed drug product upon which the
Agency relied as the basis of safety and effectiveness.

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 you submit, in duplicate, any proposed
advertising or promotional copy that you intend to use in your
initial advertising or promotional campaigns. Please submit
all proposed materials in draft or mock-up form, not final
print. Submit both copies together with a copy of the
proposed or final printed labeling to the Division of Drug
Marketing, Advertising, and Communications (HFD-40). Please
do not use Form FD-2253 (Transmittal of Advertisements and
Promotional Labeling for Drugs for Human Use) for this initial
submission.

We call your attention to 21 CFR 314.81(b) (3) which requires
that materials for any subsequent advertising or promotional
campaign be submitted to our Division of Drug Marketing,
Advertising, and Communications (HFD-40) with a completed Form
FD-2253 at the time of their initial use.

R e

|9
Gary Buehler
Acting Director
Office of Generic Drugs
Center for Drug Evaluation and Research

cc: ANDA 64-201
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To prevent postoperative infection in conta-
minated or potentially contaminated surgery, the
recommended dose isasingle 1 gramiMor \Y
administered 30 to 80 minutes prior to start of
surgery.

Cesarean Section Patients

The first dose of 1 gram is administered intra-
venously as soon as the umbilical cord is
clampedy. The second and third doses should
be given as 1 gram intravenously or intramus-
cularly at 6 and 12 hours after the first dose.

Neonates, Infants, and Children
The following dosage schedule is recom-

mended:
Neonates (birth to 1 month):

AMERICAN
PHARMACEUTICAL
PARINERS. INC.
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CEFOTAXIME%,

0-1 week of age 50 mg/kg per dose FOR INJECTION, USP
every 12 hours IV
1-4 weeks of age 50 mg/kg per dose PHARMACY BULK PACKAGE-
) every 8 hours [\ Not For Direct Infusion
Itis not necessary to differentiate bet \pre-
mature and normal-gestational age infants. DESCRIPTION:

Infants and Chitdren (1 month to 12 years):

For body weights less than 50 kg, the recom-
mended daily dose is 50 to 180 mg/kg Mor IV
body weight divided into four to six equal doses.
The higher dosages should be used for more
severe or serious infections, includin%]menin-
gitis. For body weights 50 kg or more, the usual
adult dosage shouid be used; the maximum
daily dosage should not exceed 12 grams.

impaired Renal Function — see PRECAU-
TIONS section.

NOTE: As with antibiotic therapy in general,
administration of Cefotaxime for Injection should
be continued for a minimum of 48 to 72 hours
after the patient defervesces or after evidence
of bacterial eradication has been obtained; a
minimum of 10 days of treatment is recom-
mended for infections caused by Group A
beta-hemolytic streptococci in order to guard
against the risk of rheumatic fever or glomeru-
lonephritis; frequent bacteriologic and clinical
appraisal is necessary during therapy of chronic
urinary tract infection and may be required for
several months after therapy has been com-
pleted; persistent infections may require treat-
ment of several weeks and doses smaller than
those indicated above should not be used.

PREPARATION OF CEFOTAXIME FORINJEC- )

TION PHARMACY BULK PACKAGE
After constitution, Cefotaxime for Injection can
be administered by intramuscular or intra-
venous injection. However, the intent of this
harmacy bulk package is for the preparation
of solutions for intravenous infusion only. Dosing
referencestothe intramuscular route of admin-
istration are for informational purposes only.
Cefotaxime for Injection for IM or IV adminis-
tration should be reconstituted as follows:
Approximate

Strength  Diluent Withdrawable Concentration
(mL) _Volume (mL) _(mg/mL)

10 gbottle 47 52 200

10 gbottle 97 102 100

20 g bottle* 94 1071 200

*20g bottle stren%th notapartofthe innovator's pack-

age insert, data 0 tained from in-house results.

Shake to dissolve; inspect for particulate mat-
ter and discoloration prior to use. Solutions of
cefotaxime range from very pale yeliow to light
amber, depending on conceritration, diluent
used, and length and condition ofstorage

Directions for Proper Use of Pharmacy Bulk
Package:

For 10 gbottles, reconstitute with 47 mLof dilu-
ent for an approximate concentration of 200
mg/mL or 97 mL of diluent for an approximate
concentration of 100 mg/mL. For20g bottles,
reconstitute with 94 mL of diluent for an approx-
imate concentration of 200 mg/mL. Stock solu-
tions may be further diluted for IV infusion with
diluents as listed in Compatibility and Stability.

The container closure.of the pharmacy. bulk
bottle may be penetrated ONLY ONE TIME
after regonstitution, utilizing a suitable sterile
transfer device of dispensing set which allows
measured distribution of the contents. Use of
Cefotaxime for Injection in pharmacy bulk bot-
tles s restrictedtoa suitable work area, such as
a laminar flow hood.

The withdrawal of the bottle contents from a
pharmacy bulk bottle should be accomplished
without delay. However, if this is not possible,
a maximum time of 4 hours from the initial clo-
sure entry and introduction of the diluent, into
the pharmacy bulk bottle is permitted to com-
plete fluid transfer operations.

NOTE: Solutions of Cefotaxime for Injection
must not be admixed with aminoglycoside solu-
tions. If Cefotaxime for Injection and aminogly-
cosides are to be administered to the same
patient, they must be administered separately
and not as mixed injection.

A SOLUTION OF 1 G CEFOTAXIME FOR
INJECTION IN 14 ML OF STERILE WATERFOR
INJECTION IS ISOTONIC.

Cefotaxime for Injection, USP is a sterile, semi-

tic, broad spectrum cephalosporin antibi-
otic for intramuscular and intravenous
administration. ltis the sodium salt of (6R,7R)-
7-[2-(2—amino-4~thiazolyl) lyoxylamido]-3-
(hydroxymethyl)-8-oxo-5-t ia-1-azabicyclo
[4:2.0] oct-2-ene-2-carboxylate 72-(2)-(c-methyl-
oxime), acetate (ester). Cefotaxime for Injection,
USP contains approximately 50.5mg (2.2mEQq)
of sodium per gram of cefotaxime activity.
Solutions of Cefotaxime for Injection, USP range
from very pale yellow to lightamber depending
on the concentration and the diluent used. The
pH of the injectable solutions usually ranges
from 5.0 to 7.5. it has the following structural
formula:

"/OC": ° RS "
3
N CONH- =
o A
HN 'S
C15H17N507Sz 477.46

Cefotaxime for Injection, USP in Pharmacy Bulk
Packages is supplied as @ dry powder in vials
equivalentto10gor 20 g of cefotaxime andare
intended for intravenous infusion only. ’
A Pharmacy Bulk Package is a container of
a sterile preparation for parenteral use that
contains many single doses. The contents are
intended for use in a pharmacy admixture pro-
ram and are restricted to the preparation of
admixtures for intravenous infusion. FURTHER
DILUTION IS REQUIRED BEFORE USE.

CLINICAL PHARMACOLOGY:
Following IM administration of a single 500 mg
or 1 g dose of Cefotaxime for Injection to nor-
mal voluntears, mean peak serum concentra-
tions of 11.7 and 20.5 mcg/mb respectively
were attained within 30 minutes an declined
with an elimination half-life of approximatety 1
hour. Therewasa dose-dependentincrease in
serum levels after the IV administration of 500
mg,1g,and2gof Cefotaxime for injection (38.9,
101.7, and 214.4 mcg/mL respectivelmithout
alteration in the elimination half-life. There is no
evidence of accumutation following ré| it
imfusion of 1 g deses every 6 hours for 14 days
- there are no alterations of serum of renal clear-
ance. About 60% ofthe administered dose was
recovered from urine during thefirst6 hours fol-
lowing the start of the infusion.

Approximately 20-36% of an intravenously
administered dose of 14Ccefotaxime is excr
by the kidney as unchanged cefotaxime and 15~
25% as the desacetyl derivative, the major
metabolite. The desacetyl metabolite has been

shown to contribute to the bactericidal activity.” -

Two other urinary metabolites (M2 and Ma)
account for about 20-25%. They lack bacterici-
dal activity.

A single 50 mg/kg dose of Cefotaxime for
Injection was administered as an intravenous
infusion over a 10 to 15 minute period to 29
newborn infants grouped accordin? to
birth weight and age. The mean half-life of
cefotaxime in infants with lower birth weights
(< 1500 grams), regardiess of age, was longer
(4.6 hours) than the mean half-life (3.4 hours)
in infants whose birth weight was greater than
1500 grams. Mean serum clearance was also
smaller in the lower birth weightinfants. Although
the ditferences in mean half-life values are
statistically significant for weight, they are not
clinically important. Therefore, dosage should
be based solely on age. (See DOS. GE AND
ADMINISTRATION.)

Additionally, no disulfiram-like reactions were
reported in a study ‘conducted in 22 healthy vol-
unteers administered Cefotaxime for Injection
and ethanol.

Microbiology

The bactericidal activity of cefotaxime sodium
results from inhibition of cell wall synthesis.
st endinm hae in vitro activity acainst



cosides are to be admihistered to the same
patient, they must be administered separately
and not as mixed injection.

A SOLUTION OF 1 G CEFOTAXIME FOR
INJECTION IN 14 ML OF STERILE WATER FOR
INJECTION IS ISOTONIC.

IV Administration
The IV route is preferable for patients with bac-
teremia, bacterial septicemia, peritonitis, menin-
gitis, or other severe or life-threatening infections,
or for patients who may be poor risks because
of lowered resistance resulting from such debil-
itating conditions as malnutrition, trauma,
surgery, diabetes, heartfailure, or malignancy,
particularly if shock is present or impending.
For intermittent IV administration, a solution
containin? 1 ?ram or 2 grams in 10 mL of Ster-
ile Water for Injection can be injected over a
period of three to five minutes. Cefotaxime
should not be administered over a period of less
than three minutes. (See WARNINGS). Withan
infusion system, it may also be given over a
longer period of time through the tubing system
by which the patient may be receivin? other IV
solutions. However, during infusion of the solu-
tion containing Cefotaxime for Injection, it is
advisable to discontinue temporarily the admin-
istration of other solutions at the same site.
For the administration of higher doses by
continuous IV infusion, a solution of Cefotaxime
for Injection may be added to IV bottles con-
taining the solutions discussed below.

Compatibility and Stability

For the 10 g and 20 g bottles withdraw recon-
stituted contents immediately. However, if it is
not possible, aliquoting operations must be
completed within four hours of reconstitution.
Discard the reconstituted stock solution 4 hours
after initial entry.

Reconstituted solutions may be further diluted
up to 1000 mL with the following solutions and
maintain satisfactory potency for 24 hours at or
below 22°C, and at ieast 5 days under refriger-
ation (at or below 5°C): 0.9% Sodium Chloride
Injection; 5 or 10% Dextrose Injection; 5% Dex-
trose and 0.9% Sodium Chloride Injection, 5%
Dextrose and 0.45% Sodium Chloride Injec-
tion; 5% Dextrose and 0.2% Sodium Chloride
Injection; Lactated Ringers Solution; Sodium
Lactate Injection (M/6); 10% Invert Sugar Injec-
tion; 8.5% TRAVASOL® (Amino Acid) Injection
without Electrolytes.

NOTE: Cefotaxime for Injection solutions
exhibit maximum stability in the pH 5-7 range.
Solutions of Cefotaxime for Injection should
not be prepared with diluents having a pH
above 7.5, such as Sodium Bicarbonate
Injection.

Parenteral drug products should be inspected
visually for particulate matter and discoloration
prior to administration, whenever solution and
container permit.

- OW SUPPLIED:
efotaxime for Injection, USP in Pharmacy Bulk
ackages is a dry off-white to pale yellow crys-
line powder supplied in bottles as follows:

= -oduct NDC
~0. No.

13361 63323-333-61 Equivalentto 10
cefotaxime in 100 mL,
Pharmacy Bulk Pack-
age, packaged in tens
Equivalent to 20 g
cefotaxime in 100 mL,
Pharmacy BulPack-
age, packaged in tens

'rior to reconstitution, store dry powder atcon-
-olled room temperature 15°-30°C (569°-86°F).

’rotect from light.

AOTE: The dry material as well as solutions tend
to darken depending on storage conditions
and should be protected from elevated tem-
peratures and excessive light.

REFERENCES:

1) Richmond, M.H. and Sykes, R.B.: The 8-
Lactamages of Gram-Negative Bacteria and
their Possible Physiological Role, Advances
in Microbial Physiology 9:31-88, 1973.
National Committee for Clinical Laboratory
Standards. Methods for Dilution Antimicro-
bial Susceptibility Tests for Bacteria that
Grow Aerobically—Third Edition. Approved
Standard NCCLS Document M7-A3, Vol.
13, No. 25, NCCLS, Villanova, PA, Decem-
ber, 1993.

National Committee for Clinical Laboratory
Standards. Performance Standard for Antimi-
crobial Disk Susceptibility Tests—Fifth Edi-
tion. Approved Standard NCCLS Document
M2-A5, Vol. 13, No. 24, NCCLS, Villanova,
PA, December, 1993.

National Committee for Clinical Laboratory
Standards. Methods for Antimicrobial Sus-
ceptibility Testing of Anaerobic Bacteria—
Third Edition. Approved Standard NCCLS
Document M11-A3, NCCLS, Villanova, PA,
December, 1993.

13461  63323-334-61
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reported in a study conducted in 22 heaithy Voi-
unteers administered Cefotaxime for Injection
and ethanol.

Microblology

The bactericidal activity of cefotaxime sodium
results from inhibition of ceil wall synthesis.
Cefotaxime sodium has in vitro activity against
awide range of %'am-positive and gram-nega-
tive organisms. Cefotaxime sodium has a high
degree of stability in the presence of 8-lacta-
mases, both penicillinases and cephalospori-
nases, of gram-negative and gram-positive
bacteria. Cefotaxime sodium has been shown
to be active against most strains of the follow-
in? microorganisms both in vitro and in clinical
infections as described in INDICATIONS
AND USAGE.

Aerobes, Gram-positive:
Enterococcus spp.
occus aureus*, including B-lactamase-
positive, and negative strains
Staphylococcus epidermidis
Streptococcus pneumoniae
Streptococcus pyogenes (Group A beta-
hemolytic streptococci)
Streptococcus spp.
* Staphylococci which are resistant to methi-
cillinfoxacillin must be considered resistant to
cefotaxime sodium.

Aerobes, Gram-negative:

Acinetobacter spp.

Citrobacter spp.

Enterobacter spp.

Escherichia coli

Haemophilus influenzae (including ampicillin-
resistant strains)

Haemophilus parainfluenzae

Kiebsiella spp. (including Klebsiella pneumo-
niae)

Morganella morganii

Neisseria gonorrhoeae (including B-lactamase-
positive and negative strains)

Neisseria meningitidis

Proteus mirabilis

Proteus vulgaris

Providencia rettgeri

Providencia stuartii

Serratia marcescens

NOTE: Many strains of the above organisms that

are multiply resistant to other antibiotics, e.g.

penicillins, cephalosporins, and aminogtyco-

sides, are susceptible to cefotaxime sodium.

Cefotaxime sodium is active against some

strains of Pseudomonas aeruginosa.

Anaerobes:

Bacteroides spp., including some strains of

Bacteroides fragilis
Clostridium spp. (Note: Most strains of Clostrid-

ium difficile are resistant.)

Fusobacterium spp. (including Fusobacterium
nucleatum).

Peptococcus spp.

Peptostreptococcus spp.

Cefotaxime sodium also demonstrates
in vitro activity against the following micro-
organisms

. Cefotaxime sodium exhibits in vitro
minimal inhibitory concentrations (MIC’s) of 8
mcg/mL or less against most (= 90%) strains of
the following microorganisms; however, the
safety and effectiveness of cefotaxime sodium
in treating clinical infections due to these
microorganisms have not been established in
adequate and well-controlled clinical trials:
Aerobes, Gram-negative:
Providencia spp.

Salmonella spp. (including Salmonella typhi)

Shigella spp. ) .

Cefotaxime sodium is highly stable in vitro to
four of the five major classes of 5-lactamases
described by Richmond et al., including type
lla (TEM) which is produced by many gram-neg-
ative bacteria. The drug is also stable to B-lacta-
mase (penicillinase) produced by staphylococci.
In addition, cefotaxime sodium shows high
affinity for peniciliin-binding proteins in the cell
wall, including PBP; Ib and IH.

Cefotaxime sodium and aminoglycosides
have been shown to be synergistic in vitro
against some strains of Pseudomonas aerugi-
nosa but the clinical significance is unknown.

Susceptibility Tests
Dilution Techniques:
Quantitative methods that are used to determine
minimum inhibitory concentrations (MIC’s) pro-
vide reproducible estimates of the susceptibil-
ity of bacteria to antimicrobial compounds. One
such standardized procedure uses a stan-
dardized dilution method! (broth or agar) or
equivalent with cefotaxime sodium powder.
The MIC values obtained should be interpreted
according to the following criteria:

When testing organisms2 other than
Haemophilus spp., Neisseria gonorrhoeae, and
Streptococcus spp.

Interpretation
<8 Susceptible (sg
16622 Intermediate (!
2

Resistant (R)

i




wyecuol.

’Parenteral drug products should be inspected
visually for particulate matter and discoloration
prior to administration, whenever solution and
container permit.

HOW SUPPLIED:

Cefotaxime for injection, USP in Pharmacy Bulk
Packages is a dry off-white to pale yellow crys-
talline powder supplied in bottles as follows:

Product NDC

No. No.

313361 63323-333-61 Equivalenttowg
cefotaxime in 100 mL,
Pharmacy Butk Pack-
age, packaged intens

313461 63323-334-61 Equivalent to 20
cefotaxime in 100 mL,
Pharmacy Bulk Pack-

age, packaged in tens

Prior to reconstitution, store dry powder at con-
trolied room temperature 15°-30°C (59°-86°F).

Protect from light.

NOTE: The dry material as well as solutions tend
to darken depending on storage conditions
and should be protected from elevated tem-
peratures and excessive light.

REFERENCES:
1) Richmond, M.H. and Sykes, R.B.: The B-
Lactamases of Gram-Negative Bacteria and
their Possible Physiological Role, Advances
in Microbial Physiology 9:31-88, 1973.
National Committee for Clinical Laboratory
Standards. Methods for Dilution Antimicro-
bial Susceptibility Tests for Bacteria that
Grow Aerobically—Third Edition. Approved
Standard NCCLS Document M7-A3, Vol.
13, No. 25, NCCLS, Villanova, PA, Decem-
ber, 1993.
National Committee for Clinical Laboratory
Standards. Performance Standard for Antimi-
crobial Disk Susceptibility Tests—Fifth Edi-
tion. Approved Standard ICCLS Document
M2-A5, Vol. 13, No. 24, NCCLS, Villanova,
PA, December, 1993.
National Committee for Clinical Laboratory
Standards. Methods for Antimicrobial Sus-
ceptibility Testing of Anaerobic Bacteria—
Third Edition. Approved Standard NCCLS
Document M11-A3, NCCLS, Villanova, PA,
December, 1993.
5) Cockcroft, D.W. and Gautlt, M.H.: Predic-
tion of Creatinine Clearance from Serum
Creatinine, Nephron 16:31-41, 1976.

Rx only

8.5% TRAVASOL® Injection without Electrolytes
is made by the Baxter Healthcare Corporation.
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Clostridium spp. (Note: Most strains of Clostrid-
jum difficile are resistant.)

Fusobacterium spp. (including Fusobacterium
nucleatum).

Peptococcus spp-

Peptostreptococcus Spp-

Cefotaxime sodium also demonstrates
in vitro activity against the following micro-
organisms

" Cefotaxime sodium exhibits in vitro
minimal inhibitory concentrations (MIC's) of8
mcg/mL or less againstmost (2 90%) strains of
the following microorganisms; however, the
safety and effectiveness of cefotaxime sodium
in treating clinical infections due to these
microorganisms have not been established in
adequate and well-controlled clinical trials:

Aerobes, Gram-negative:
Providencia spp-
Salmonella spp. (including Salmonella typhi)
Shigella spp. ,

fotaxime sodiumis highly stable in vitro to
four of the five major classes of 5-lactamases
described by Richmond et al.}, including type
Hiia (TEM) which is produced by many gram-neg-
ative bacteria. The drug is also stable to B-lacta-
mase (penicillinase) produced by staphylococci.
In addition, cefotaxime sodium shows high
affinity for penicillin-binding proteins in the cell
wall, including PBP; Ib and Ill.

Cefotaxime sodium and aminoglycosides

have been shown to be synergistic in vitro
against some strains of Pseudomonas aerugi-
nosa but the clinical significance is unknown.
Susceptibility Tests
Dilution Techniques:
Quantitative methods that are used to determine
minimum inhibitory concentrations (MIC’s) pro-
vide reproducible estimates of the susceptibil-
ity of bacteriato antimicrobial compounds. One
such standardized procedure uses a stan-
dardized dilution method! (broth or agar) or
equivalent with cefotaxime sodium powder.
The MIC values obtained should be interpreted
according to the following criteria:

When testing organisms@ other than
Haemophilus spp., Neisseria gonorrhoeae, and

Streptococcus spp-
Mﬁ_(mmlml-l Interpretation
<8 Susceptible (S
16-32 Intermediate (1
> 64 Resistant (R)
When testing Haemophilus | p.b
MIC (mcg/mL} °
<2 Susceptible (S)
When testing Streptococcusd ‘
Inferpretation
<0. Susceptible (S{
1 Intermediate (!
22 Resistant (R)
When testing Neisseria gonorrhoeae®
<05 Susceptible (S)

a. Staphylococci exhibiting resistance to methi-
cillinfoxacillin, should be reported as also
resistant to cefotaxime despite apparent
in vitro susceptibility.

Interpretive criteriais applicable only totests

performed by broth microdilution method

using Haemophilus Test Media?.

. The absence of resistant strains precludes
defining any interpretations other than sus-
ceptible.

d. Streptococcus pneumoniae must be tested

using cation-adjusted Mueller-Hinton broth

with 2-5% lysed horse blood.

interpretive criteria applicable only to tests per-

agar dilution method using GCagar
base with 1% defined growth supplement2. _

A report of “Susceptible” indicates that the

pathogen is likely to be inhibited if the antimi-

crobial compound in the blood reaches the
concentrations usually achievable. A report of

“Intermediate” indicates that the resuit should

be considered equivocal and if the micro-

organism is not fully susce, tible to alternative
clinically feasible drugs the test should be
repeated. This category implies possible clini-
cal applicability in body sites where the drugis
physiologically concentrated or in situations
where high dosage of drug can be used. This
category also provides a buffer zone that pre-
vents small uncontrolied technical factors from
causing major discrepancies in interpretation.

A report of “Resistant” indicates that the

pathogen is not likely to be inhibited if the anti-

microbial compound in the blood reaches the
concentrations usually achievable, other therapy
should be selected.
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Standardized susceptibility test procedures
require the use of laboratory control microor-
ganisms to control the technical aspects of the
laboratory procedure. Standard cefotaxime
sodium powder should provide the following
MIC values:

Microorganism

Escherichia coli ATCC 25922 0.06-0.25
Staphylococcus aureus ATCC 28213 1-4
Pseudomonas aeruginosa ATCC 27853  4-16

Haemophilus influenzae? ATCC 49247 0.12-05
Streptococcus pneumoniae® ATCC 49619  0.06-0.25
Neisseria gonorrhoeat ATCC 49226 0.015-0.06

Ranges applicable only to tests performed by
broth microdilution method using Haemo-
philus Test Mediaz2.

Ranges applicable only to tests performed by
broth microdilution method using cation-
adjusted Mueller-Hinton broth with 2-5% lysed
horse blood2. .

- Ranges applicable only to tests performed by
agar dilution method using GC agar base
with 1% defined growth supplement2.

Dittusion Techniques:
. .artitative methods that require measure-
~ems of zone diameters also provide repro-
2ucible estimates of the susceptibility of bacteria
to antimicrobial compounds. One such stan-
dardized procedure? requires the use of
standardized inoculum concentrations. This
procedure uses paper disks impregnated with
30 mcg cefotaxime sodium to test the suscep-
tibility of microorganisms to cefotaxime sodium.
Reports from the laboratory providing results of
the standard single-disk susceptibility test using
a 30 mcg cefotaxime sodium disk should be
nterpreted according to the following criteria:
When testing organisms@ other than Haemo-
"ilus spp., Nefsseria gonorrhoeae, and Strep-

c

[2]

~0CCUS SPP.
Mi Interpretation
>23 Susceptible (S
15-22 Intermediate (!
<14 Resistant (R)
When testing Haemophilus spp.t
S -
226 Susceptible (S)

When testing Streptococcus other than Strepto-
coccus pneumoniae ‘

interpretation
>28 Susceptible (S{
26-27 Intermediate (1
<25 Resistant (R)
When testing Neisseria gonorrhoeaed
> -
231 Susceptible (S)

a. Staphylococci exhibitin% resistance to methi-

cillin/oxacillin, should be reported as also

resistant to cefotaxime despite apparent
in vitro susceptibility.

- Interpretive criteria is applicable only to tests

performed by disk diffusion method using

Haemophilus Test Media3.

The absence of resistant strains precludes

defining any interpretations other than sus-

ceptible.

- Interpretive criteria applicable only to tests
performed by disk diffusion method using
GC agar base with 1% defined growth
supplement3.

Interpretation should be as stated above for
results using dilution techniques. Interpreta-
tion involves correlation of the diameter obtained
in the disk test with the MIC for cefotaxime
sodium.

As with standardized dilution techniques, dif-
fusion methods require the use of iaboratory
control microorganisms that are used to control
the technical aspects of the laboratory proce-
dures. For the diffusion technique, the 30 mcg
cefotaxime sodium disk should provide the fol-
lowing zone diameters in these laboratory test
quality control strains:

o

[

Q

Zone Diameter (mm)

Escherichia coli

ATCC 25922 29-35
Stafhglococcus aureus
/ ATCC 25923 25-31

./ Pseudomanas aeruginosa

ATCC 27853 18-22
Haemophilus influenzae?

ATCC 49247 31-39
Neisseria gonorrhoea®

ATCC 49226 38-48

a. Ranges applicable only to tests performed by
disk diffusion method using Haemophilus
Test Media3.

b. Ranges applicable only to tests performed by
disk diffusion method using GC a%ar base with
1% defined growth supplement3.

Anaerobic Techniques:

For anaerobic bacteria, the susceptiblility to
cefotaxime sodium as MICs can be determined
by standardized test methods4. The MIC values
obtained should be interpreted according to the
following criteria:

Interpretation
<16 Susceptible (S)

surgery) that may be classified as contami-
nated or potentially contaminated.

. In patients undergoing cesarean section,
intraoperative (after clamping the umbilical
cord) and postoperative use of Cefotaxime for
Injection may also reduce the incidence of cer-
tain postoperative infections. See DOSAGE
AND ADMINISTRATION.

Effective use for elective surgery depends on
the time of administration. To achieve effective
tissue levels, Cefotaxime for Injection shouid be
glven % to 1% hours before su;‘gery. See

OSAGE AND ADMINISTRATION.

For patients undergoing gastrointestinal
surgery, preoperative bowel preparation by
mechanical cleansing as well as with a non-
absorbable antibiotic (e.g., neomycin) is
recommended.

If there are signs of infection, specimens for
culture should be obtained for identification of
the causative organism so that appropriate
therapy may be instituted.

CONTRAINDICATIONS:

Cefotaxime is contraindicated in patients
who have shown hypersensitivity to cefotaxime
sodium or the cephalosporin group of
antibiotics.

WARNINGS:

BEFORE THERAPY WITH CEFOTAXIME FOR
INJECTION IS INSTITUTED, CAREFUL
INQUIRY SHOULD BE MADE TO DETERMINE
WHETHER THE PATIENT HAS HAD PREVI-
OUS HYPERSENSITIVITY REACTIONS TO
CEFOTAXIME SODIUM, CEPHALOSPORINS,
PENICILLINS, OR OTHER DRUGS. THIS PROD-
UCT SHOULD BE GIVEN WITH CAUTION TO
PATIENTS WITH TYPE | HYPERSENSITIVITY
REACTIONS TO PENICILLIN. ANTIBIOTICS
SHOULD BE ADMINISTERED WITH CAUTION
TO ANY PATIENT WHO HAS DEMONSTRATED
SOME FORM OF ALLERGY, PARTICULARLY TO
DRUGS. IF AN ALLERGIC REACTION TO
CEFOTAXIME FOR INJECTION OCCURS, DIS-
CONTINUE TREATMENT WITH THE DRUG.
SERIOUS HYPERSENSITIVITY REACTIONS
MAY REQUIRE EPINEPHRINE AND OTHER
EMERGENCY MEASURES.

During post-marketing surveillance, a poten-
tially life-threatening arrhythmia was reported in
each of six patients who received a ra?id (less
than 60 seconds) bolus injection of cefotaxime
through a central venous catheter. Therefore,
cefotaxime should only be administered as
instructed in DOSAGE AND ADMINISTRATION.

Pseudomembranous colitis has been
reported with nearly all antibacterial agents,
including cefotaxime, and may range from
mild to life threatening. Therefore, itis impor-
tantto consider its diagnosis in patients with
diarrhea subsequent to the administration of
antibacterial agents.

Treatment with antibacterial agents atters the
normal flora of the colon and may permit over-
growth of Clostridia. Studies indicate a toxin
produced by Clostridium difficile is one primary
cause of antibiotic-associated colitis.

After the diagnosis of pseudomembranous
colitis has been established, appropriate ther-
apeutic measures should be initiated. Mild
cases of colitis may respond to drug discon-
tinuance alone. In moderate to severe cases
consideration should be given to management
with fluids and electrolytes, protein supple-
mentation, and treatment with an antibacterial
drug clinically effective against Clostridium
difficile colitis.

When the colitis is not relieved by drug dis-
continuance or when it is severe, oral van-
comycin is the treatment of choice for
antibiotic-associated pseudomembranous.
colitis produced by C. difficile. Other causes of
colitis should also be considered.

PRECAUTIONS:

Cefotaxime should be prescribed with caution
in individuals with a history of gastrointestinal
disease, particularly colitis.

Because high and prolo serum antibiotic
concentrations can occur from usual doses in
patients with transient or persistent reduction of
urinary output because of renal insufficiency, the
total daily dosage should be reduced when
cefotaxime is administered to such patients.
Continued dosage should be determined by
degree of renal impairment, severity ofinfection,
and susceptibility of the causative organism.

Although there is no clinical evidence sup-
porting the necessity of changing the dosage
of cefotaxime sodium in patients with even
profound renal dysfunction, itis suggested that,
until further data are obtained, the dose of
cefotaxime sodium be halved in patients with
estimated creatinine clearances of less than
20 mL/min/1.73 m2,

When only serum creatinine is available, the
following formulaS (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




1% defined growth supplement®.

Anaerobic Techniques:

For anaerobic bacteria, the susceptiblility to
cefotaxime sodium as MICs can be determined
by standardized test methods#. The MIC values
obtained should be interpreted according tothe
following criteria:

Interpretation
<16 Susceptible (S
32 Intermediate (1
> 64 Resistant (R)

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

As with other susceptibility techniques, the use
oflaboratory control microogranisms is required
to control the technical aspects of the labora-
tory standardized procedures. Standardized
cefotaxime sodium powder should provide the
following MIC values:

Bacteroides fragilis@

ATCC 25285 8-32
Bacteroides thetaiotaomicron

ATCC 29741 16-64
Eubacterium lantem

ATCC 43055 64-256

a. Ranges applicable onlytotests performed by
agar dilution method.

INDICATIONS AND USAGE:

Treatment

Cefotaxime for Injection is indicated for the
treatment of patients with serious infections
caused by susceptibie strains of the desi nated
microorganisms in the diseases listed elow.

(1) Lower respiratory tract infections, includ-
ing pneumonia, caused by Streptococcus
pneumoniae (formerly Diplococcus pneu-
moniae), Streptococcus pyogenes* (Group
A streptococci) and other streptococci
(excluding enterococci, e.g., Enterococcus
faecalis), Staphylococcus aureus (penicil-
linase and non-penicillinase producing),
Escherichia coli, Klebsiella species,
Haemophilus influenzae (including ampi-
cillin resistant strains), Haemophilus para-
influenzae, Proteus mirabilis, Serratia
marcescens*, Enterobacter species, indole
positive Proteus and Pseudomonas species
(including P, aeruginosa).

(2) Genitourinary infections. Urinary tract
infections caused by Enterococcus species,
Staphylococcus epidermidis, Staphylo-
coccus aureus*, (penicillinase and non-
penicillinase producing), Citrobacter
species, Enterobacter species, Escherichia
coli, Klebsiella species, Proteus mirabilis,
Proteus vulgaris*, Providencia stuartii, Mor-

anella morganii*, Providencia reftgeri*,

erratia marcescens and Pseudomonas
species (including P aeruginosa). Also,
uncomplicated gonorrhea (cervical/urethral
and rectal) caused by Neisseria gonor-
rhoeae, including penicillinase producing
strains.

) G¥neco|oglc infections, including pelvic
inflammatory disease, endometritis and
pelvic cellulitis caused by Staphylococcus
epidermidis, Streptococcus species, Ente-
rococcus species, Enterobacter S| cies*,
Klebsiella species*, Escherichia coll, Proteus
mirabilis, Bacteroides species (including
Bacteroides fragilis*), Clostridium species,
and anaerobic cocci (including Pepto-
streptococcus species and Peptococcus
species) and Fusobacterium species (includ-
ing F nucleatum®).

Cefotaxime for Injection, like other cephalo-
sporins, has no activity against Chlamydia
trachomatis. Therefore, when cephalosporins
are used in the treatment of patients with pelvic
inflammatory disease and C. trachomatis is one
of the suspected pathogens, appropriate anti-
chlamydial coverage should be added.

(4) Bacteremia/Septicemia caused by
Escherichia coli, Klepsiella species, and
Serratia marcescens, Staphylococcus
aureus and Streptococcus species (includ-
ingS. pneumoniag).

(5) Skin and skin structure infections caused
by Staphylococcus aureus (penicitlinase
and non-penicillinase producing), Staphy-
lococcus epidermidis, Streptococcus pyo-
genes (Group A streptococci) and other
streptococci, Enterococcus species, Acine-
tobacter species*, Escherichia coli, Cit-
robacter species (including C. freundii*),
Enterobacter species, Klebsiella species,
Proteus mirabilis, Proteus vulgaris*, Mor-
ganella morganii, Providencia rettgeri*,
Pseudomonas species, Serratia marce-
scens, Bacteroides species, and anaerobic
cocci (including Peptostreptococcus™
species and Peptococcus species).

(6) Intra-abdominal infections including peri-
tonitis caused by Streptococcus species*,
Escherichia coll, Klebsiella species, Bac-

profound renal nction, itis suggesea that,
until further data are obtained, the dose of
cefotaxime sodium be halved in patients with
estimated creatinine clearances of less than
20 mL/min/1.73 m2.

When only serum creatinine is available, the
following formuta5 (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.

Weight (kg) x (140 - age)
72 x serum creatinine

Males:

Females: 0.85xabove value

As with other antibiotics, prolonged use of
cefotaxime may result in overgrowth of non-
susceptible organisms. Repeated evaluation
of the patient’s condition is essential. if super-
infection occurs during therapy, appropriate
measures should be taken.

As with other beta-lactam antibiotics, granu-
locytopenia and, more rarely, agranulocytosis
may develop during treatment with cefotaxime,
particutarly if given over long periods. For
courses of treatment lasting longer than 10
da)‘(:ji blood counts should therefore be moni-
tored.

Cefotaxime, like other parenteral anti-infective
drugs, may be locally irritating to tissues. In
most cases, perivascular extravasation of cefo-
taxime responds to changing of the infusion site.
In rare instances, extensive peri lar extrava-
sation of cefotaxime may result in tissue dam-
age and require surgical treatment. To minimize
the potential for tissue inflammation, infusion
sites should be monitored regularly and
changed when appropriate.

Drug Interactions

Increased nephrotoxicity has been reported
following concomitant administration of
cephalosporins and aminoglycoside anti-
biotics.

Carcinogenesis, Mutagenesis

Long-term studies in animals have not been
performed to evaluate carcinogenic potential.
Mutagenic tests inciuded a micronucleus and
an Ames test. Both tests were negative for
mutagenic effects.

Pregnancy (Category B)

Reproduction studies have been performed in
mice and rats at doses up to 30 times the usual
human dose and have revealed no evidence of
impaired fertility or harm to the fetus because
of cefotaxime sodium. However, there are no
well-controlled studies in pregnant women.
Because animal reproductive studies are not
always predictive of human response, this drug
shoglddbe used during pregnancy only if clearly
needed.

Nonteratogenic Effects
Use of the drug in women of child-bearing
potential requires thatthe anticipated benefitbe
weighed against the possible risks.

in perinatal and postnatal studies with rats, the
pups in the group given 1200 mg/kg of cefo-
taxime were significantly lighter in weight at
birth and remained smaller than pups In the
control group during the 21 days of nursing.

Nursing Mothers

Cefotaxime is excreted in human milk in low con-
centrations. Caution should be exercised when
cefotaxime is administered to a nursing woman.

f pediatric Use
See PRECAUTIONS above regarding peri-
vascular extravasation. :

ADVERSE REACTIONS:

Cefotaxime for Injection is generally well toler-
ated. The most common adverse reactions
have been local reactions following IMor IV injec-
tion. Other adverse reactions have been encoun-
tered infrequently.

The most frequent adverse reactions
(greater than 1%) are:

Local (4.3%) — Injection site inflammation with
IV administration. Pain, induration, and ten-
derness after IM injection.

Hypersensitivity (2.4%) — Rash, pruritus,
fever, eosinophilia and less frequently urticaria
and anaphylaxis.

Gastrointestinal (1.4%) — Colitis, diarrhea,
nausea, and vomiting.

Symptoms of pseudomembranous colitis
can appear during or after antibiotic treatment.

Nausea and vomiting have been reported
rarely.

Less frequent adverse reactions (less than
1%) are:

Cardiovascular System — Potentially life-
threatening arrhythmias following rapid (less
than 60 seconds) bolus administration viacen-
tral venous catheter have been observed.

Hematologic System — Neutropenia, tran-
sient leukopenia, eosinophilia, thrombocy-
topenia and agranulocytosis have been
reported. Some individuais have developed

positive direct Coombs Tests during treatment
With Cefataxime far Iniection and other




ey eq ns, opriate anu-

chiamydial coverbge o2oms be added.

) Bacteremla/SeptIcemIa caused b
Escherichia coli, Klebsiella species, and
Serratia marcescens, Staphylococcys
aureus and Streptococcys Sspecies (includ-
ing S. Pneumoniae).

(5) Skinand skin structure infections caused
by Staphylococcys aureus (penicillinase
and non-penicillinase producing), Staphy-
lococcus epidermidis, Streptococcus pyo-
genes (Group A streptococci) and other
Streptococci, Enterococcus Species, Acine-
tobacter species*, Scherichia coli, Cit-
robacter species (including C, freundij*),
Enterobacter Species, Klebsiella species,
Proteus mirabilis, Proteus vulgaris*, Mor-
ganella morganii, Providencia rettgeri*,

Seudomonas Species, Serratia marce-
Scens, Bacteroides Species, and anaerobic
cocci (including Pep!ostreptococcus*
species and Peptococcuys species).

(6) Intra-abdominal infections including peri-
tonitis caused by Streptpcoccus Species*,

teroides species, and anaerobic cocci
(including Peptostreptococcus* Species
and Peptococcys* Species) Proteys
mirabilis*, and Clostridium species*,

(7) Bone andj/or joint infections caused by
Staphylococcus aureus (penicillinase ang
non-penicillinase producing strains), Strep-
tococcus Species Gncluding S. pj es*),
Pseudomonas species (including P aerug-
inosa*), and Proteus mirabilis*,

(8) Cengra! nervous system infections, e, .

Although many strains of enterococci (e.g.,
S. lis) and nas species are resjs-
tantto cefotaxime sodium invitro, cefotaxime has
been used Successfully in treatin, patients with
infections caused by susceptible organisms,

results e avai , the

should be adjusted accordingly.
In certain cases of confirmed or Suspected

gram-positive or gram-negative Sepsis or in

the patient’s condition. Renal function should
be carefull monitored, especially if higher
dose_ng_es of the aminoglycosides are to be

The most frequent adverse reactions
(greater than 1%) are:

Local (4.3%) — Injection site inflammation with
IV administration, Pain, induration, and ten-
derness after IM injection.

Hypersensitivity (2.4%) — Rash, pruritus,
fever, eosinophilia and legs frequently urticaria
and anaphylaxis.

Gastrointestinal (1.4%) — Colitis, diarrhea,
nausea, and vomiting:

Symptoms of Pseudomembranous colitis
can appear during or after antibiotic treatment.

r\;‘ausea and vomiting have been reported
rarely.

. %L)ess frequentadverse reactions (less than
are;

Cardiovascular System — Potentially life-
threatening arrhythmias following rapid (less
on via cen-
been observed.
Hernatologic System — Neutrogenia, tran-
sient leukopenia, eosinophilia, t rombocy-
topenia and agranulocytosis have been

lytic anemia have beenre N
Genitourinary System — Moni iasis, vaginitis,
Central Nervous S stem — Headache,
Liver —Transient g evations in SGOT, SGPT,

serum LDH, and serum alkaline phosphatase

levels have been reported.
ney — As with some other cephalosporins,
interstitiat nephritis and transient elevations of
and creatinine have been occasionally
observed with Cefotaxime for Injection.

DOSAGE AND ADMINISTRATION:
Theintent of this pharmacy bulk packageis for
the preparation of solutions for intravenous
infusion only. Dosin references to the intra.
muscular route of g ministration are for infor-
mational purposes only.

Adults
Dosage and route of administration should be
deIerrpined by sqscepﬁbility of the causative

administered IM or v after reconstitution. The
maximum daily dosage should not exceed 12

grams.
GUIDELINES FOR DOSAGE

OF CEFOTAXIME FOR INJECTION
——__UF LEFOTA e
Type of Daily Dose Frequency and
Infection (grams) Rroegtue
Gonococcal 05 0.5 gram IM
urethritis/cervicitis (single dose)
in males and females
Rectal gonorrhea in 0.5 0.5 gram IM
females (single dose)
Rectal gonorrhea in 1 gram M
males (s:%'gle dose)
Uncomplicated 2 1 gram every
infections 1Zhours IMor tv
Moderate to severe 3-6 1-2 grams eve
infections 8 hours IM or IV
Infections commonly 6-8 2 grams eve
needing antibiotics 6-% hours N'y
in higher dosage
(e.q., Septicemia)
Life~mreaIening upto 12 2 grams every
infections 4 hours (v

It C. trachomatis is a suspected pathogen,
approprate anti-chlamydial covera, should be
added, because cefotaxime sodium has no
activity against this organism,




CEFOTAXIME

FOR INJECTION, USP -

PHARMACY BULK PACKAGE— _
Not for Direct Infusion

20g*

*This Pharmacy Bulk Package is
intended for preparing IV admixtures only.

See insert for complete dosage information
%u_wmvw._“%_w%mm_mmaz%m...>_z—.__.-m_—.._..cm= and proper use of this container. .—Q 1——& rmaeé
For IV Use* RETAIN IN CARTON UNTIL TIME OF USE. Bulk Bottle |

AMERICAN
PHARMACEUTICAL
PARINERS, INC.

APE




THIS PACKAGE IS NOT INTENDED
TO BE DISPENSED AS A UNIT.

For IV Use*

AP E

‘AMERICAN
PHARMACEUTICAL
PARTNERS, INC.

FOR INJECTION, USP

PHARMACY BULK PACKAGE—
Not for Direct Infusion

*This Pharmacy Bulk Package is
intended for preparing IV admixtures only.
See insert for complete dosage information

and proper use of this container.

RETAIN IN CARTON UNTIL TIME OF USE.

10 Pharma
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CENTER FOR DRUG
EVALUATION AND RESEARCH

APPLICATION NUMBER:

64-201

CHEMISTRY REVIEW(S)



10.

CHEMIST'S REVIEW NO. #1
AADA #64-201

NAME AND ADDRESS OF APPLICANT

Fujisawa USA, Inc.
Attention: Donald E. Baker
3 Parkway North

Deerfield, IL 60015-2548

Phone: (847) 317-8876
Fax: (847) 317-7286

LEGAL BASTIS FOR _SUBMISSION
21 CFR §442.213a :

Reference drug Claforan® by Hoechst-Roussel Pharmaceuticals
Inc. (Sterile powder for 500 mg,

NDA #50-547)
Patent will expire on 11/3/98.

SUPPLEMENT (s)
N/A

PROPRIETARY NAME
N/A

NONPROPRIETARY NAME
Sterile Cefotaxime Sodium, USP

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

AMENDMENTS AND OTHER DATES:

Original application: 2/10/97
"Acknowledge" letter: 4/7/97

PHARMACOLOGICAL CATEGORY

Antibiotic

and 10 g under

. Rx or OTC



12.

13.

14.

15.

l6.

17.

18.

19.

RELATED IND/NDA/DMF (s)

AADA
AADA 7 v -
DMF
DME ™ -

DME  rmseessmr ummmmiromesest

DMF

DOSAGE FORM
Sterile powder

POTENCY

10 g and 20 g Pharmacy Bulk Package
(Innovator only has the 10 g Pharmacy Bulk Package)

CHEMICAL NAME AND STRUCTURE
C,eHeNs Nao,Ss, M.Wt.= 477.46

RECORDS AND REPORTS
N/A

COMMENTS

Related AADA #64-200 (conventional vials)

Bio and Microbioclogy reviews are currently pending; samples
requested in this letter.

AADA # ww. s for drug substance is not approved yet;
A MAJOR deficiency letter was issued 4/7/97.

CONCLUSIONS AND RECOMMENDATIONS
Not approvable (MAJOR)

REVIEWER: DATE COMPLETED:
Maria C. Shih 5/22/97 .




Redacted ~ / ~

| pages of trade secret and/or

confidential
commercial

information



CHEMIST'S REVIEW NO. #2
ANDA #64-201

NAME AND ADDRESS OF APPLICANT
Fujisawa USA, Inc.

Attention: Donald E. Baker

3 Parkway North

Deerfield, IL 60015-2548

Phone: (847) 317-8876
Fax: (847) 317-7286

LEGAL, BASIS FOR SUBMISSION

21 CFR §442.213a

Reference drug Claforan® by Hoechst-Roussel Pharmaceuticals
Inc. (Sterile powder for 500 mg, 1 g, 2 g, and 10 g under
NDA #50-547)

Patent will expire on 11/3/98.

SUPPLEMENT (s

N/A

PROPRIETARY NAME

N/A

NONPROPRIETARY NAME

Sterile Cefotaxime Sodium, USP

SUPPLEMENT (s) PROVIDE (s) FOR:

N/A



10.

12.

13.

14.

15.

16.

17.

AMENDMENTS AND OTHER DATES:

Original application: 2/10/97
nAcknowledge" letter: 4/7/97
Amend 10/20/97 to N/A letter (MAJOR) 5/9/97

PHARMACOLOGICAL CATEGORY 11. Rx or OTC

Antibiotic Rx

RELATED IND/NDA/DMF (s)

ANDA ——— T

AADA # ——— - ;—w-h________________‘_
DMF o S

DME o s

DME e i ot

19) V1 R '
DMF e o

-

DOSAGE FORM

Sterile powder
POTENCY

10 g and 20 g Pharmacy Bulk Package
(Innovator only has the 10 g Pharmacy Bulk Package)

CHEMICAL NAME AND STRUCTURE

C16H16N5 Na0782 M.Wt .= 477 . 46

RECORDS AND REPORTS

N/A
COMMENTS
In Amendment 10/20/97 Firm answers Our CONCerns in order:

(A1l answers are acceptable; bulk source ANDA # __
still pending)



Redacted é

‘pages of trade secret and/or
confidential
commercial

information



18.

19.

Firm also points out that in the May/June 1997 issue of
the Pharmaceutical Forum, Innovator proposes "NMT
for Individual and NMT -—— for Total Impurities". We
have recommended to USP to lower the limits, based on
the observed analytical results (letter dated
10/24/97). Remind Firm of this development.

Q8. Please define “Total Impurities”. Does it include all
impurity peaks above the method’s limit of
guantitation?

A8. The total impurities include all impurities, both
specified and unspecified, that are at or above the
limit of guantitation of the method.

Q9. It is recommended for future reconstituted stability
studies, that aged samples (at the end of expiration
dating or at 3 month accelerated) should be used.

A9. FUSA acknowledges FDA's recommendation.

Status:

A. The waiver of in vivo bioequivalence study is granted
per Bio review dated 11/17/97.

B. EER, Labeling and Microbiology issues are currently
pending. -

C. samples are found to be acceptable (Report- dated
8/19/97) .

D. AADA # for by ~—1 is currently

pending (Micro issue).

CONCLUSIONS AND RECOMMENDATIONS

Not approvable ---EER, Labeling, and Microbiology still
outstanding.

REVIEWER: DATE COMPLETED:

Maria C. Shih 12/18/97



EARS THIS WAY

APPEAR
ON ORIGINAL
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38.

Chemistry Comments to be Provided to the Applicant
ANDA: 64-201 APPLICANT: Fujisawa USA, Inc.

DRUG PRODUCT: Sterile Cefotaxime Sodium USP, 10 g and 20 g
Pharmacy Bulk Package

The deficiencies presented below represent FACSIMILE deficiencies
A. Chemistry Deficiencies:

Sincerely yours,

Frank O. Holcombe, Jr., Ph.D.

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

APPEARS TH!S WAY
ON ORIGINAL



10.

12.

13.

CHEMIST'S REVIEW NO. #3 (Revised)

ANDA  #64-201
NAME AND ADDRESS OF APPLICANT

Fujisawa USA, Inc.
Attention: Donald E. Baker
3 parkway North

Deerfield, IL 60015-2548

Phone: (847) 317-8876
Fax:  (847) 317-7286

LEGAL BASIS FOR SUBMISSION

21 CFR §442.213a

Reference drug Claforan® by Hoechst-Roussel Pharmaceuticals
Inc. (Sterile powder for 500 mg, 1 g, 2 g, and 10 g under
NDA #50-547). Patent will expire on 11/3/98.

SUPPLEMENT (s)
N/A ‘

PROPRIETARY NAME
N/A

NONPROPRIETARY NAME
Sterile Cefotaxime Sodium, USP

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

AMENDMENTS AND OTHER DATES:

Original application: 2/10/97

"Acknowledge" letter: 4/7/97

Amend 10/20/97 to N/A letter (MAJOR) 5/9/97

PHARMACOLOGICAL CATEGORY 11. Rx _or QTC
Antibiotic ' Rx
RELATED IND/NDA/DMF(s) o

ANDR ————— ... .

AADA # = e — ~

DMF e e .

DMF —™

DMF e e

DME . commmee

DMF e e e

DOSAGE FORM

Sterile powder



14.

15.

16.

17.

18.

19.

POTENCY

10 g and 20 g Pharmac
(Innovator only has t

y Bulk Package
he 10 g Pharmacy Bulk Package)

CHEMICAL NAME AND STRUCTURE

CieHi6Ns NaO;5;

RECORDS AND REPORTS

N/A
COMMENTS
Status:

A.

The waiver of in vivo bioequivalence study is

M.Wt.= 477.46

granted 11/17/97.

Microbiology is acceptable per A. High

CONCLUSIONS AND RECOMMENDATIONS

Approval recommended (pending EER)

REVIEWER:

Maria C.

Shih

DATE COMPLETED:

4/13/98

(revised

10/13/98)

(3/19/98).

&



Redacted = O\ |
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10.

12.

CHEMIST'S REVIEW NO. #4 (revised)

ANDA #64-201

NAME AND ADDRESS OF APPLICANT
American Pharmaceutical Partners, Inc.
(Formerly Fujisawa USA, Inc.)
Attention: Tom Stothoff

2045 N. Cornell Avenue

Melrose Park, IL 60160

Phone: 708-547-2384

Fax: 708-343-4269

LEGAL BASIS FOR SUBMISSION
21 CFR §442.213a

Reference drug Claforan® by Hoechst-Roussel Pharmaceuticals
Inc. (Injection for 500 mg, 1 g, 2 g, and 10 g under NDA
#50-547). Patent expired on 11/3/98.

SUPPLEMENT (s) N/A

PROPRIETARY NAME N/A

NONPROPRIETARY NAME
Cefotaxime for Injection USP
(Former title: Sterile Cefotaxime Sodium, USP)

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

AMENDMENTS AND OTHER DATES:

Original application: 2/10/97

"Acknowledge" letter: 4/7/97

Amend 10/20/97 to N/A letter (MAJOR) 5/9/97
Amend 2/24/00 (EER)

Amend 3/14/00 (Telephone)

PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Antibiotic Rx
RELATED IND/NDA/DMF (s)

ANDA T

DME # ——— e
DMF # "

DMF # —= ="
DME #° " e ©
ARDA #64-190 - .~ was converted into DMF #___

9/30/98. An “Informatidn Request” letter is being prepared
for this DMF (3/14/00).



13.

14.

15.

16.

17.

DOSAGE FORM
Sterile powder

POTENCY
10 g and 20 g Pharmacy Bulk Package
(Innovator only has the 10 g Pharmacy Bulk Package)

CHEMICAL NAME AND STRUCTURE

Cefotaxime Sodium. 5—Thia—1—azabicyclo[4.2.0]oct—2—ene—2-
carboxylic acid, 3-[ (acetyloxy)methyl]-7-[[(2-amino-4-
thiazolyl)(methoxyimino)—acetyl]amino]—8—oxo, monosodium
salt, [6R-[6a,7B(Z)]1]1-. CisH1sNsNaO7Sz. 477.45. 64485-93-4.
Antibacterial.

NaO 0] o
s 0 J
0
HN—C | N N0 > CHy
N N----
H s
N HoH

“OCHs
RECORDS AND REPORTS
N/A
COMMENTS

This application was recommended for approval by Antibiotic
Branch (pending EER issue) and signed out by then Deputy
Director F. Fang 10/30/98. N/A letter was issued 11/12/98
citing CGMP problems for the - - mme? . It 1S now
acceptable (EER dated 2/18/00). In Amendment 2/24/00, APP
states there have been no significant changes to the
innovator’s labeling since APP submitted FPL on 8/10/98.

Phone call was made to APP 3/13/00 (see memo) asking them to
update their specifications for the drug substance and
finished product according to current USP. Firm did so in
Amendment 3/14/00.

Status:
A. The waiver of in vivo bioequivalence study was granted
8/1/97.

B. Microbiology found acceptable per A. High (3/20/98) .

C. EER is acceptable (2/18/00).



18.

19.

D. Samples were found to be acceptable (Report dated
8/19/97) .

E. Labeling is acceptable (9/3/98).

CONCLUSIONS AND RECOMMENDATIONS
Approval recommended

REVIEWER: DATE COMPLETED:
Maria C. Shih 3/9/00 (revised 3/14/00)

APPEARS THIS WAY
ON ORIGINAL
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CENTER FOR DRUG EVALUATION
AND RESEARCH

APPLICATION NUMBER:
64-201

MICROBIOLOGY REVIEW



ccC:

OFFICE OF GENERIC DRUGS, HFD-640
Microbiologist’s Review #1

May 23, 1997
1. AADA 64-201
APPLICANT Fujisawa USA, Inc.
2. PRODUCT NAME: Sterile Cefotaxime Sodium USP
3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 10 g/100 mL

and 20 g/100 mL Pharmacy Bulk Package (PBP), Not for
Direct Infusion (Intravenous and Intramuscular) .

4. METHOD (S)

OF STERILIZATION:

5. PHARMACOLOGICAL CATEGORY:

1. DATE OF INITIAL SUBMISSION:

Anti-infective

February 10, 1997

Subject of this Review
(Received February 11, 1997)
2. DATE OF AMENDMENT: None
3. RELATED DOCUMENTS: DMF (V)
DMF e
DMF E—
DMF RSP
AADA R
4. ASSIGNED FOR REVIEW: 5/23/97
REMARKS: The application provides for the filling of the
subject drug product at the Grand Island, New York
facility. The subject drug product is filled in
the - ”“ o i
CONCLUSIONS: The submission is not recommended for

Original AADA
Duplicate AADA
Division Copy

Field Copy

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 Drug Master
File (DMF) holder will be notified of
deficiencies found in the Type V DMF
The AADA ~ for the - ~
is not approved. The AADA holder has been

notified. . \\ P

&

AN
Andrea S. Migh, Ph. D.

DA

12z219%

|

Drafted by A. High, HFD 640 x:wp\microrev\64-201
Initialed by F. Fang or F. Holcombe, Jr.

!%] ‘“{n/qy
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AADA 64-201 Microbiologist’s Review #1

regarding the specific drug product in the application since the
applicant and the DMF holder are the same.

KPPEARS THIS WAY
GN CRIGIKAL

Page 4



AADA 64-201 Microbiologist’s Review #1

Microbiology Comments to be Provided to the Applicant
AADA 64-201 APPLICANT: Fujisawa USA, Inc.

DRUG PRODUCT: Sterile Cefotaxime Sodium USP, 10 g/100 mL Vials
and 20 g/100 mL Vials, PBP

A. Microbiology Deficiencies:
1. The referenced AADA - has not been approved. The
AADA holder has been notified of the deficiencies.
2. The . referenced in Vol. 1.1, p. 00100184
indicated that Sterile Cefotaxime Sodium USP will be
s et it e s - N . The

subject drug product is a cephalosporin and should be
filled in a dedicated area and filling line. Please
specify which facility is used for the subject drug
product for both the exhibit batches and future
production batches.

3. The Type V Drug Master File (DMF) ~— Amendment 1,
dated 12/13/95 was found to be deficient. The DMF
holder has been notified of the deficiencies.

4. The Type V Drug Master File (DMF) T~ Amendment 2,
dated 2/7/97 was found to be deficient. The DMF holder
will be notified of the deficiencies.

B. In addition to responding to the deficiencies presented
above, please note and acknowledge the following comments in
your response:

You may want to consider providing information
regarding the filling of this drug product in the
subject drug application.

Page 5



AADA 64-201 Microbiologist’s Review #1

Please clearly identify your amendment to this facsimile as
“RESPONSE TO MICROBIOLOGY DEFICIENCIES”.

Sincerely yours,

i /7 \ 1
' L

Frank O. Holcombe, J&., Ph.D.

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

APrLARS THIS WAY
ON ORIGINAL

Page 6



ccC:

OFFICE OF GENERIC DRUGS, HFD-640

Microbiologist's Review #2
March 19, 1998

1. AADA 64-201

APPLICANT Fujisawa USA, Inc.

2. PRODUCT NAME: Sterile Cefotaxime Sodium USP

3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 10 g/100 mL
and 20 g/100 mL Pharmacy Bulk Package (PBP), Not for
Direct Infusion (Intravenous and Intramuscular).

4. METHOD(S) OF STERILIZATION: Z
5. PHARMACOLOGICAL CATEGORY: Anti-infective

1. DATE OF INITIAL SUBMISSION: February 10, 1997
(Received February 11, 1997)

2. DATE OF AMENDMENT: October 20, 1998
subject of this Review (Received October 21, 1997)

J—

3. RELATED DOCUMENTS: DMF (V) - .
AADA ———

4. ASSIGNED FOR REVIEW: 3/18/98

REMARKS: The subject amendment provides for the responses
to the microbiology deficiencies in the
correspondence dated June 6, 1997.

CONCLUSIONS: The submission is recommended for approval on
the basis of sterility assurance. Specific
comments are provided in "E. Review Notes".
The AADA - —
has been recommended for approval for
microbiology/sterility assurance issues as of

January 25, 199%.;
S s/ie(9%
Andrea S. High, Ph. DV

Origir;al AADA : I_S/’ \ '[{3/7g

Duplicate AADA

Division Copy

Field Copy

Drafted by A. High, HFD 640 x:wp\microrev\64-20la

Initialed by F. Fang or F. Holcombe, Jr.




There are no pages 3 and 4 for Microbiologist's
Review #2



AADA 64-200 VICTODIOIOZISL 5 ICView i

Microbiology Comments to be Provided to the Applicant
AADA 64-200 APPLICANT: Fujisawa USA, Inc.

DRUG PRODUCT: Sterile Cefotaxime Sodium USP, 500 mg/10 mL, 1
g/10 mL, 2 g/10 mL Single-Dose Vials and 1 g/100
mlL and 2 g/100 mL Piggyback Vials.

A. Microbiology Deficiencies:

1. The referenced AADA ——— has not been approved. The
AADA holder has been notified of the deficiencies.

2. The -messugaws referenced in Vol. 1.1, Pp. 00100184
indicated that Sterile Cefotaxime Sodium USP will be
N I . . T o o ——— "f’**‘The

subject drug product is a cephalosporin and should be
filled in a dedicated area and filling line. Please
specify which facility is used for the subject drug
product for both the exhibit batches and future
production batches.

3. The Type V Drug Master File (DMF) -, Amendment 1,
dated 12/13/95 was found to be deficient. The DMF
holder has been notified of the deficiencies.

4. The Type V Drug Master File (DMF) - Amendment 2,
dated 2/7/97 was found to be deficient. The DMF holder
will be notified of the deficiencies.

B. In addition to responding to the deficiencies presented
above, please note and acknowledge the following comments in
your response:

You may want to consider providing information
regarding the filling of this drug product in the
subject drug application.

Page 5



AADA 64‘200 IVLHICLUUIVIVEIdL O I\ YiwYyY 7 s

Please clearly identify your amendment to this facsimile as
“RESPONSE TO MICROBIOLOGY DEFICIENCIES”.

Sincerely yours,

/ /7 \ L .k*,
}‘5 | /
Frank O. Holcombe, Jr.l Ph.D.
Director
Division of Chemistry II

Office of Generic Drugs
Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL

Page 6



CENTER FOR DRUG
EVALUATION AND RESEARCH

APPLICATION NUMBER:

64-201

BIOEQUIVALENCE REVIEW



OFFICE OF GENERIC DRUGS
- DIVISION OF BIOEQUIVALENCE

ANDA/AADA £ Agarc SPONSOR: R Am -
DRUG: Ce%%wvw* Cooll tiuan.

DOSAGE FORM: e ber

STRENGTH(s): ICs 4 25 paP

TYPE OF STUDY: SingieThipie Fastirg/Fad
STUDY SITE:
STUDY SUMMARY:

LS iy ﬂ\rcwal( Q4 0}

2 e zk&aﬁ» R a;wt|~«,z € CR 472 i3 (en "6_‘03.
DISSOLUTION: @
PRIMARY REVIEWER. AP P BRANCE: 3

INTLIAL: l%l DATE: ¢f m( 9 .

BRANCE CHIEr: Dr. . M Mhole | PL D) BRANCE: =
INITIAL: i ,lSl DATE:__ S/as/sy
DIRECTOR L\S\cuu M/L gra_“u
DIVISION OF BI(%EQUT/YALENCE “ord 3 (L)( DA 2‘;&;%
INITIAL: IQJ pate:_ | 14[3)-
DIRECTOR

OFFICE OF GENERIC DRUGS

INITTAL: DATE:




BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA/AADA: 64-201 . APPLICANT:FUJISAWA USA, INC.

DRUG PRODUCT: STERILE CEFOTAXIME SODIUM, USP, 10 AND 20 GM
PHARMACY BULK PACKAGES

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

Please note that the bioequivalency 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,

N

!
\o— 7 —
Rabindra N. Patnaik, Ph.D.
Acting Director
Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research

APPEARS THIS WAY
ON CRi2i%



CC: AADA 64-201
ANDA DUPLICATE
DIVISION FILE
BIO DRUG FILE
FIELD COPY
HFD-650 PATEL

11/17/97 PRINTED IN FINAL X:NEW\FIRMSAM\FUJISAWA\ 64201W.497

BIOEQUIVALENCY - ACCEPTABLE

1. FASTING STUDY (STF) Strengths:
Clinical: Outcome: AC IC UN NC
Analytical:

2. FOOD STUDY (STP) Strengths:
Clinical: Outcome: AC IC UN NC
Analytical:

3. MULTIPLE DOSE STUDY (STM) Strengths:
Clinical: Outcome: AC IC UN NC
Analytical:

4, DISSOLUTION DATA (DIS) . All Strengths

QOutcome: AC IC UN NC

5. STUDY AMENDMENT (STA) Strengths:

Outcome: AC IC UN NC

6. WAIVER (WAI) Strengths: _10 AND 2 CY
BULK PACKAGES - ACCEPTAB

Outcome: AC IC UN NC

7. DISSOLUTION WAIVER (Diw) Strengths:

Outcome: AC IC UN NC

8. OTHER (OTH) Strengths:
Outcome: AC IC UN NC
9. OTHER OPTIONS (less common): Strengths:
a. Protocol (PRO) d. Special Dosage (STS)
b. Protocol Amendment (PRA) e. " Study/Dissolution (STD)
c. Protocol/Dissolution (PRD) f. Bio study (STU)
Outcome: AC IC UN NC

Outcome Decisions;Acceptable
AC - Acceptable UN - Unacceptable (fata! flaw)

NC - No Action IC - Incomplete



NOV_ 1 4 997

Sterile Cefotaxime Sodium, USP Fujisawa USA, Inc.
10 g and 20 g Pharmacy Bulk Packages Melrose Park, IL
AADA # 64-201 Submission Date:
Reviewer: A.P.Patel April 3871997

File: X:\\wpfile\biofinal\64201w.497 1

REVIEW OF A WAIVER REQUEST
Background:
The sponsor has submitted an AADA in support of its test product sterile cefotaxime
sodium, USP 10 g and 20 g Pharmacy Bulk Packages. Waiver of in vivo demonstration
of bioequivalence is requested. The reference listed drug (RLD) is Claforan® (NDA #50-
547) made by Hoest-Roussel. Basis for 20 g PBP filing see attachment.

Introduction:
Sterile cefotaxime sodium, USP is a semisynthetic, broad spectrum cephalosporin
antibiotic for parenteral administration.

Comments:

1. The test product and RLD are identical with regard to conditions of use, dosage
form , active ingredient, routes of administration, and strengths.

2. Table 1 shows the comparative formulations of the test product and RLD.
3. 20 g/100 ml PBP vial is not marketed by RLD.

4, The sponsor is requesting waiver of in vivo bioequivalence study requirements
according to 21 CFR Part 320.22(b)(1) since the proposed test product will be a
parenteral solution intended solely for administration by injection and contains the
same active and inactive ingredients in the same concentration as the RLD.

Recommendation:

The Division of Bioequivalence does agree that the information submitted by Fujisawa
demonstrates that sterile cefotaxime sodium, USP 10 g and 20 g Pharmacy Bulk Package
vials falls under 21 CFR Section 320.22(b)(1) of the Bioavailability/Bioequivalence
Regulations. The waiver of in vivo bioequivalence study for the test product sterile
cefotaxime sodium, USP 10 g and 20 g Pharmacy Bulk Package vials is granted. From
the bioequivalence point of view, the test product sterile cefotaxime sodium, USP 10 g
Pharmacy Bulk Package vial is deemed Bioequivalent to Claforan®(10 g Pharmacy Bulk
Package vial) manufactured by Hoest-Roussel.

The firm should be informed of the recommendation.



[
1]t

t

L

A.P.Patel
Division of Bioequivalence
Review Branch Il

—
?
——

RD INITIALED RMHATRE <« _
FT INITIALED RMHATRE ) - Date: _/*S97
Ramakant M. Mhatre, Ph.D.
Chief, Branch Il

Division of Bioequivalence

Concur ‘
Nicholas M. Fleischer, Ph.D. J_&l pate: __I'[14/97
Director

Division of Bioequivalence

cc: 64-201 (original), A.P.Patel, HFD-650 (Director), Division File, Drug File

APPEARS THiS V&Y
N ORIGINAL



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

64-201

ADMINISTRATIVE
DOCUMENTS



ANDA APPROVAL SUMMARY
ANDA #: 64-201 DRUG PRODUCT: Sterile Cefuroxime Sodium USP

FIRM: American Pharmaceutical Partners, Inc. (Formerly Fujisawa
Usa, Inc.)

DOSAGE: Sterile powder for injection
STRENGTH: 10 g and 20 g Pharmacy Bulk Package
CAMP STATEMENT/EIR UPDATE STATUS: Pending
BIO STUDY: Bio waiver is granted (11/17/97).

METHOD VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):
Samples are found to be acceptable (Report dated 8/19/97).

STABILITY - (ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN CONTAINER
SECTION) : The container/closure system used in the stability study is
the same as those described in the container section.

LABELING: Acceptable 9/3/98.
STERILIZATION VALIDATION: Acceptable per A. High (3/19/98) .
STZE OF BIO BATCH (FIRM'S SOURCE OF NDS OK?): N/A

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH, WERE THEY
MANUFACTURED VIA THE SAME PROCESS?):

The executed batch records for the two stability lots (R036-004 and -005;
e OE the proposed maximum production size) are included. See Review
under #20. COMPONENTS AND COMPOSITION for the proposed maximum production
size.

PROPOSED PRODUCTION BATCH - (MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY?): See above.

Specifications for active ingredient: Under #23A

Specifications for the finished product: Under #28 and #29

7 .
N\ n s ..
e 3 /5 (
CHEMIST: Maria €. _—.cw I:.l; UATE: 10/13/98
SUPERVISOR: John Harrison DATE:

sl o



MAJOR AMENDMENT
£5Ba/AADA: G Y- 2ol

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

Rockville, MD 20855-2773 «ui IS

TO: APPLICANT_Fu ), Sowrn USA Znc PHONE §%7 =317 -863S
ATTN: Neney B iélle FAX_F47~ Xi1- 7W8(¢

J
FROM: [Yiar K [A\A&Wm\ PROJECT MANAGER (301-827- S§Y&)

Dear &jMadam:

This facsimile is in reference to your abbreviated new drug/antibiotic application

dated 211o [ 7 , submitted pursuant to Section 5‘%)/507 of the Federal Food, Drug,

and Cosmetic Act for S{encfe Cede foxirme Scdion, usp, /09 ) 2o ’i
Plrorymccy Bulk fac F=xqe

Reference is also made to your amendment(s) dated =~ ———

The application is deficient and, therefore not approvable under Section 505/507 of the Act for
the reasons provided in the attachments ( S 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 MAJOR AMENDMENT and will be
reviewed according to current OGD policies and procedures. The designation as a MAJOR
AMENDMENT should appear prominently in your cover letter. You has@8eerrwill be notified
in a separate communication from our Division of Bioequivalence of any deficiencies identified
during our review of your bioequivalence data. If this represents a second or greater occasion
upon which significant (MAJOR) deficiencies have been identified, please contact the Project
Manager within 30 days for further clarification or assistance.

SPECIAL INSTRUCTIONS:

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOMIT 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 return it to us by mail at the
above address.

x:\new\ogdadmin\faxtrak\faxcov.mjr



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

AADA Number: 64-201 Date of Submission: February 10, 1997
and April 15, 1997

Applicant’s Name: Fujisawa USA, Inc.

Established Name: Sterile Cefotaxime Sodium USP, 10 g (base)
and 20 g (base) Pharmacy Bulk Packages

Labeling Deficiencies:
1. ~CONTAINER (10 g and 20 gq)
a. We encourage you to differentiate between your two
product strengths by the use of boxing,

contrasting colors, or some other means.

b. Place the route of administration on the main
panel:

For IM or IV Usex*

* This Pharmacy Bulk Package is intended for
preparing IV admixtures only. See insert for
complete dosage information and proper use of
this container.

c. Please add an “Each vial contains...” statement.

d. Delete “Store dry powder below...” and replace it
with the following:

Prior to Reconstitution: Store dry powder at
controlled room temperature 15°-30°C (59°-86°F) .
Protect from light.

After Reconstitution: withdraw reconstituted...

e. Create a “Preparation of Solution” section heading
and place the table and the following under this
section:

Reconstitute with suitable... (list the
diluents)




CARTON (1 X 10 vials) 10 g and 20 g

See comments under CONTAINER.

INSERT
a. DESCRIPTION
i. ...antibiotic for intramuscular and
intravenous administration. 1In addition,
delete the  that appears in the
established name.

ii. ...vials equivalent to 10 g or 20 g of
cefotaxime and are intended for intravenous
infusion only.

iii. Please label the structural formula and
molecular formula.

iv. Last paragraph
- Place a space between the product strength
and unit (e.g. 10 q).

- The last sentence should begin a new
paragraph. Revise to read:
A Pharmacy Bulk Package is a container of a
sterile preparation for parenteral use that
contains many single doses. The contents are
intended for use in a pharmacy admixture
program——and are restricted to the
preparation of admixtures for intravenous
infusion. FURTHER DILUTION IS REQUIRED
BEFORE USE.

V. You may delete the ~ - . .

vi. Add the sterility statement as required by
21 CFR 201.579(a) (1) (iv).

b. INDICATIONS AND USAGE

Please use “cefotaxime” rather than “ e

e in the paragraphs

following item 8.

CONTRAINDICATIONS

Please use "cefotaxime"_ rather than *--—mmme e

St e S S

T



PRECAUTIONS
i. Please use “cefotaxime” rather than *————
” in this section.
ii. Carcinogenesis, Mutagenesis, e SR,
o e = Delete "Impairment of Fertlllty

férm the subsection heading.

DOSAGE AND ADMINISTRATION

i. Neonates, Infants, and Children, Infants and
children (1 month to 12 years) - ...dose is
50 to 180 mg/kg... (delete the -wsssummmn o=

I FUS

ii. Impaired Renal Function - See PRECAUTIONS

section. (add “section” to the title)
iii. Preparation of—=—=cefotaxime sodium, USP

-  Add “ Pharmacy Bulk Package” to the
title.

- To be consistent with our pharmacy bulk
package language for other generics
please insert the following to be the
first paragraph:

After constitution, ___———
. can be administered by
intramuscular or intravenous injection.
However, the intent of this pharmacy
bulk package is for the preparation of
solutions for intravenous infusion only.

e

iv. The following paragraph should appear below
the preparation table:

Shake to dissolve; inspect for
partlculate matter and discoloration
prior to use. Solutions of cefotaxime
range from very pale yellow to light
amber, depending on concentration,
diluent used, and length and condition
of storage.

v. Please revise the two subsection heading
“Directions for proper use of Pharmacy Bulk
Package” and “Compatibility and Stability” -



They should appear without the bold print to
be consistent with your format for subsection
headings under the DOSAGE AND ADMINISTRATION
section.

vi. A solution of 1 g o S B )
14 mL of sterile water for injection is
isotonic. - Delete the “ ..
paragraph.

vii. Compatibility and Stability - Delete the
first paragraph - e -
i ————— This information refers to

the vials rather than the PBP.

viii. Add the parenteral statement: “Parenteral
drug products should be inspected visually
for particulate matter and discoloration
prior to administration, whenever solution
and container permit.”

f. HOW SUPPLIED

Store dry powder at controlled room temperature
15°-30°% (59°-86°F). Protect from light.

Please revise your labels and labeling, as instructed above,
and submit final printed container labels and draft insert
labeling.

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. /rw
[
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CORRESPONDENCE



AMERICAN

PHARMACEUTICAL
PARTNERS, INC.

March 14, 2000

Mr. Douglas Sporn, Director A R C H ’ VA L

Office of Generic Drugs

CDER, Food and Drug Administration, HED-600 CRIG AMENDMENT
Metro Park North II A \’,;; /’W

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

RE: ANDA 64-201
Cefotaxime for Injection, USP (PBP)
Manufacturing Site: Grand Island, NY

MINOR TELEPHONE AMENDMENT
Dear Mr. Sporn:

Reference is made to American Pharmaceutical Partners, Inc.’s (APP) Abbreviated New Drg
Application for Cefotaxime for Injection, USP (ANDA 64-201). Reference is also made to a
telephone communication with Mark Anderson and Maria Shih of FDA’s Office of Generic
Drugs on March 13 and March 14, 2000.

This telephone amendment is being submitted to provide updated specifications for both the
active pharmaceutical ingredient and the drug product to conform to USP. Specifications for
Cefotaxime Sodium, USP and Cefotaxime for Injection, USP are provided.

In compliance with 21 CFR §314.96(b), a true and complete copy of this correspondence is being
provided to Ms. B. Holman, District Director, Buffalo District Office, Food and Drug
Administration, 300 Pearl Street, HFR-NE200, Buffalo, NY 14202.

If you have any questions or require additional information concerning this application, please do
not hesitate to contact the undersigned at (708) 547-2384 or Nancy Bauer, Associate Director,
Regulatory Affairs at (768) 547-2381.

Sincerely,
V2 W
O
Tom Stothoff ,\
Sr. Regulatory Scientist \
NAR 16 2600 ;;
g, °°

&
/) s
Loyns s

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.

BRIC AMENDMENT

» . 24,2000 .
o AN ARCHIVAL
¥ pouglas Sporn, Director P

f:oﬂ'lce of Generic Drugs

. CDER. Food and Drug Administration, HFD-600 /l/ Q’L ﬁ (‘ Q 3 / . /(_Lj
Metro Park North 11 ' /1’(/9, 9

7500 Standish Place, Room 150

Rockville, Maryland 20855-2773

RE: ANDA 64-201
Cefotaxime for Injection, USP (PBP)
Manufacturing Site: Grand Island, NY

MINOR AMENDMENT
p Dear Mr. Sporn:

Reference is made to the FDA's “not approvable™ letter dated November 12, 1998 for American

Pharmaceutical Partners, Inc.’s (APP) Abbreviated New Drug Application for Cefotaxime for

Injection, USP (ANDA 64-201). This letter indicated our active pharmaceutical ingredient

e s a5 T T compliance with current Good Manufacturing
. Practices.

APP has been notified by the manufacturer that as a result of FDA’s recent inspection of s
facility - has satisfactorily resolved all cGMP related issues. Furthermore, according to
FDA’s website, there have been no significant changes to the reference listed drug’s (Claforan)
product labeling since APP submiitted Final Printed Labeling (FPL) on August 10, 1998.

In compliance with 21 CFR §314.96(b), a true and complete copy of this correspondence is being
provided to Ms. B. Holman, District Director, Buffalo District Office, Food and Drug
Administration, 300 Peari Street, HFR-NE3G0, Buffalo, NY 14202.

If vou have anv questions or require additional information concerning this application,‘ please do
not hesitate to contact the undersigned at (708) 547-2384 or Nancy Bauer, Associate Director,
Regulatory Affairs at (708) 547-2381.

Sincerely,

70 L

Tom Stothoff
Sr. Regulatory Scientist

MAIN TELEPHON& (;%; mgg &g
2045 NORTH CORNELL AVENUE : TELEFA . ép com
MELROSE PARK, IL 60160-1002 www.appag



AADA 64-201

Fujisawa USA, Inc.
Attention: Donald E. Baker
3 Parkway North

3rd Floor

Deerfield, IL 60015-2548

Dear Sir:

We acknowledge the receipt of your abbreviated antibiotic
application submitted pursuant to Section 507 of the Federal
Food, Drug and Cosmetic Act.

NAME OF DRUG: Sterile Cefotaxime Sodium USP, 10 g and 20 g/vial,
Pharmacy Bulk Package

DATE OF APPLICATION: February 10, 1997
DATE OF RECEIPT: February 11, 1997

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

In addition, to be in compliance with 314.50(e) (2) (ii), you must
provide four copies of the draft labeling in the archival copy of
the application. Please provide three additional copies of the
draft labeling for the archival copy. In the future please
include four copies of the draft labeling in both the archival
and review copies of the application.

Please be advised that during the AADA approval process, samples
of the active and inactive ingredients, and the AADA exhibit
batch(es) (which should be the same as the biobatch if a
bioequivalence study was conducted) may be requested by the FDA
district office staff and tested by FDA district or headquarters
laboratory staff. Drug substance standards and manufacturer's
documentation of the impurity profile should be made available.
In addition, batch records, certificates of analysis and
specifications and tests for the drug substance, drug product and
inactive ingredients may be requested.

The subject product of an AADA must conform to the current
official compendial monograph requirements and be compatible with
the test and assay methods described in that monograph. You must
submit adequate documentation and laboratory data in your AADA
that prove that any non-official alternate procedures that you



choose to use for the analytical control (release) of your
product are equivalent to the official compendial procedures.
If this information is not submitted, the review of the
application will be delayed.

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

Should you have questions concerning this application contact:

Jason Gross
Project Manager
(301) 594-0360

Sincerely yours,
8/ "
Jerfy'Phiilipé ////'
Director 7/ Y f77
Division of L ling and Program Support

Office of Geneyic Drugs
Center for Drug Evaluation and Research

APPEARS Thy5 11,
ON ORIGiriz, "



‘ FUJISAWA USA, Inc. =B
Parkway North Center, Three Parkway North Mﬂ [' @ @ w @

Deerfield, lllinois 60015-2548
. Tel. (847) 317-8800 ¢ Telefax (847) 317- 7286 )
February 10, 1997 m 50 r/l.\
Douglas Sporn, Director /Y C:

Office of Generic Drugs \ r

Metro Park North II, HFD-600, Room 150 2H lq 1 \%2\4/ i /
Center for Drug Evaluation and Research 3 77‘[

Food and Drug Administration

7500 Standish Place

Rockville, MD 20855-2773

-

Re:  Sterile Cefotaxime Sodium, USP
10 g/vial and 20 g/vial
Pharmacy Bulk Package (PBP)
Manufacturing Site: Grand Island, NY
Number of Volumes: 2 Volumes

Dear Mr. Sporm:

This application is being submitted, in duplicate, as an Abbreviated Antibiotic Drug
Application in accordance with Section 505 of the Federal Food, Drug and Cosmetic Act to
seek marketing clearance for Sterile Cefotaxime Sodium, USP. Enclosed, for your
convenience, 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 all the required information describing the manufacturing
and control of Sterile Cefotaxime Sodium, USP (10 /100 mL "— vial and 20 g/100 mL . 3
— vial) using a —— - Please note that the suitability petition was filed
We 20 g/100 mL — and was accepted on September 23, 1993.
N\‘”\‘M“M_w e T T
Applicable general procedural approaches/data may be cross-referenced to Fujisawa USA,
Inc., Type V DMF # — 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 letter.

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 aéa)rgaflg% w}tb:?;) CFR
§314.94(d)(5). Fujisawa USA, Inc. certifies that the field copy is a true copy of the -
Abbreviated New Antibiotic Application herewith submitted. FEY 1997

£ i o
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Sterile Cefotaxime Sodium, USP (PBP)
February 10, 1997
Page Two

Please be advised that an application for single dose products is being submitted to the FDA
at the same time as the pharmacy bulk package application.

Should you have any questions or require additional information concerning this application,

please do not hesitate to contact the undersigned at (847) 317-8635 or Gary Magistrelli,
Ph.D. at (847) 317-8876. The fascimilie number is (847)317-7286.

Sincerely,

A ames dalls

Nancy P. Aiello
Senior Regulatory Scientist

APPEARS THIS way
ON CRIg! %L

LAWP60\ANDA\CEFOTAX.PBP



FUJISAWA USA, Inc.

0og
Parkway North Center, Three Parkway North M D @ @ W@
Deerfield, lllinois 60015-2548

Tel. (847) 317-8800¢ Telefax (847) 317-7286

October 20, 1997

Mr. Douglas Sporn, Director ORIG AMENDMENT
Office of Generic Drugs

CDER, Food and Drug Administration, HFD-600 2/ A
ro Park North II

7500 Standish Place, Room 150

Rockville, Maryland 20855-2773

RE: AADA 64-201

Sterile Cefotaxime Sodium, USP (PBP)
Manufacturing Site: Grand Island, NY

MAJOR AMENDMENT

B erence is made to the correspondences dated May 29, 1997 and June 6, 1997 (aﬁached).
These correspondence listed chemistry, labeling and microbiology deficiencies for the above

mentioned application. The responses are provided in order of their request in the letters
following a verbatim excerpt from the letter.

Please note that the retention samples requested in the May 29, 1997 correspondence were
geat on June 11, 1997.

In compliance with 21 CFR §314.96(b) a true and complete copy of this amendment is being
Provided to the Acting District Director, Buffalo District Office

.

Should you have any questions or require additional information concerning this application,
ase do not hesitate to contact the undersigned at (847) 317-8635 or Jerry D. Johnson,
D. at (847) 317-8898. Our fafgimilie number is (847)317-7286.
S .

%

‘pr Regulatory Scientist pELQ\»EJcS%\’é%}QENT\OG.@?
0CT 21 1999

GENERIC DRUGS



