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ANDA 65-125
SEP 30 2003

Lupin Limited

Attention: Vinita Gupta
Harborplace Tower

111 South Calvert Street, 21%° Floor
Baltimore, MD 21202

Dear Madam:

This is in reference to your abbreviated new drug application
(ANDA) dated March 28, 2002, submitted pursuant to Section
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act),
for Ceftriaxone for Injection USP, 250 mg/vial, 500 mg/vial,

1 g/vial, and 2 g/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 made to your amendments dated August 22, and
August 25, 2003.

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 Ceftriaxone for Injection USP, 250 mg, 500 mg,

1 g and 2 g/vial to be biocequivalent and therapeutically
equivalent to the listed drug (Rocephin® for Injection, 250 mg,
500 mg, 1 g, and 2 g/vial, respectively, of HLR Technology) .

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.

Postmarketing 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 promoticnal campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the final printed
labeling to the Division of Drug Marketing, Advertising, and
Communications (HFD-40). Please do not use Form FDA 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
FDA 2253 at the time of their initial use.

Sincerely yours,

f Gary Buehler n{}w#is
Director

Office of Generic Drugs
Center for Drug Evaluation and Research
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CEFTRIAXONE FOR INJECTION USP
250 mg, 500 mg, 1gand2 ¢

135 L: plasma clearance from 0.58 to 1.45 Linour; and renal clearance from 0.32

10 0.73 Uour. Ceftriaxane is reversibly bound o human plasma proteins, and the sl

binding decreased from a value of 95% bound al plasma concentralions of <25
meg/mL to a value of 85% bound at 300 mcg/ml. Cefiriaxorie crosses the blood

Neisseria gonomhoeze (inctuding penicillinase- ang nongenicillinase-producing
rains) .

Neisseria meningitidis

Proteus mirabilis

Rx only
DESCRIPYION: Ceftriaxone for injection is a'sterile, semisynlhelic: broad-
spectrum cephy in antibiotic for inti or i i .
Ceftriaxone sodium is (6R.78)-7-(2-(2-Amino-4-thi ido)-8-0x0-3
{1,256 nethyl-5.6-di Ari 1

in-3-vi}thi 5-thi
azbicyclo 42.0loct-2-ene-2-carboxylic acid, 72-(ZHD-me1hy/oxim’e). disodi
sall, sesquaterhydrate.

The molecular formula of cefiriaxone sodium is CigHigNgNa;0;5; « 35 H,0. It has
acalculated molecular weight of 661.60 and the {ollowing struclural lotmufa:

1
um

Ceftriaxone for injeclion is a while to yellowish-orange crystalline powder which is
readily soluble in water, sparingly soluble in methanoi and very slightly soluble in
ethanol. The pH of a 1% aqueous solution is approximately 6.7. The color of
ceflriaxone for injection solutions ranges from light yellow to amber, depending on
the lenglh of storage, concentration and diluent used.

Ceftriaxone for injeclion contains approximately 83 my (3.6 mEq) of sodium per
gram of cefiriaxone activity.

CLINICAL PHARMACOLOGY: Average plasma concenlrations of ceftriaxone
following a single 30-minute intravenous (V) infusion of 0.5, 1 or 2 g dose and
intramusculas {IM) administration of a single 0.5 (250 mg/mL. or 350 mg/ml.

placenta barrier.

The average values of maximum plasma concentration, efimination hall-life, plasma
clearance and volume of distribution after 2 50 ma/kg IV dose and after a 75 mg/kg
1V dose in pediatric patients suffefing from bacterial meningilis are shown in Table 3.
Ceftriaxane penetrated the inflamed meninges of infants and pediatic patients; CSF
concentrations afler a 50 mg/kg IV dose and after a 75 mg/kg IV dose are also

shown in Table 3,

TABLE 3 Average Pharmacokinelic Parameters of Ceftriaxone in Pediatric Patients
: With Meningit :

Proteus vulgaris
Serraliz marcescens

Cefiriaxone is also aclive against many sitains of Pseudomonas aeruginosa.
NOTE: Many strains of the above organisms that are multiply resistant to olher
and ami i {

antibiolics, e.g., penicillins, i are
to cefiriaxone,

Aerobic gram-posilive microorganisms:
iy (including penicillinase-producing strain)

50 mykg IV | 75 mgikg IV Staphylococcus. epidermidis

Maximum Plasma C {mcg/ml) 216 2i5 US yogenes
Elimination Hall-life {hr) 4.6 43 Viridans group streplococci
Plasna Clearance (mhkg) 1 & NOTE: Meticilin-esistant i ate fesistant fo cephalosporins, including
Valume of Distribution (ml/kg) 338 373 flriaxone. Most strains of Group D streptococei and enterococci, e.g.,
CSF Ci ~ inflamed meninges (meg/ml.) 56 6.4 E {Str faecalis ate resistanl.

Range (meg/mL) 13-165 | 13-4 ~Anaerobic microorganisms:

Time after dose (hr) 37(x16) | 33(x1.9 B: ides Iragilis

to that i dull subi ineli i Clostridium species

Compared to that in healthy adult subjects, the pharmacokinetics of ceftriaxone PepIDSIIEpIDC_OGtUSSDECi&S

were only minimally altered .in elderly subjects and in palients wilh. renal
impairment or hepatic dysfunction (Table 4); thetefore. dosage adjustments are not
necessary for these patients with ceftriaxone dosages up to 2 g per day. Ceftriaxone
was not removed to any significant extent from the plasma by hemodialysis. In 6 of
ceflriaxone was markedly reduced,
suggesting that plasma concentrations of ceftriaxone should be monitored in these

26 dialysis patients, the eliminalion rate of

patients to determine if dosage adjustments are

necessary.

TABLE 4 Average Pharmacokinelic Paramelers of Ceftriaxone in Humans

NOTE: Most strains of Clostridium difficite are resistant,

The following in vitro data are available, but their
unknown. .
Ceftriaxane extibits /7 vitro minimai inhibitory concentrations {MICs) of < 8 meg/| (
of less against most strains of the following microorganisms, however, the sal
effecliveness of cefiriaxone in treting clinical infections due to these micry R

clinical signiflcance is

concentrations) or 1 g dose in heaithy subjects are presented in Table 1. @wa Elmiation Fr— Volume of have no! been established in adequate and well-controlied clinical tri
" TABLE 1 Cefiriaxone Plasma C: After Single Dose Admini Haitte () |Clearance (L) { Distribution (L) Aerobic gramnegative microarganisms:
Dose/ Rout Average Plasma C {meg/mt} Healthy Subjects 58-87 | 058-145 [ 58-135 Citrobacter diversus
|05t The [ 20 [ 4he [ 60 | 8h [126r] 157 247 Elderly Subjects (mean age. 705yr) | 8.9 083 107 Chmbacte founy
05gV. [ ®@ [ | @ | |9 | B3] 51 w5 Patients with renal i ""”‘””"as"“.'es(g;'lﬁ:,'g:;g 2 ’."”m"z,p’?,’,’g"”)
o3 w JZ[® = s [a(=6|w]s Hemadialyss palients (0-5 L/ min)| 147 065 137 fies :
50 mg/mi Severe (5-15 mLJ/ min 157 056 125 ' I .
s RN N N N N I N ) Modem(le 630 mLIr:Iin) 114 072 s obic 9”"*‘3,‘;'2;2?,;‘“’°°’““"'5"‘§ E P 3 0 m .
1oV 151 [ 111 |88 |67 | 55 | @3 [ 28] 18| 3 Px::gﬂ;ﬁ:z;’l '82: (:‘710 :gg Rogerobic micioorganisms:
1gM 9 |68 17668 |56 ] 44| 29 nO| D L - - - Prevotella (Bacleroides) biviss
20V o [ s [ ] e | 7a| 46| 3155 Creatinine clearance !

*IV doses were infused at a constant rate over 30 mingies.
ND = Not determined. -

Cefiriaxone was completely absorbed following IM administration with mean
maximum plasma concentrations occurring between 2 and 3 hours postdosing.
Multiple IV or IM doses 12nging from 0.5 10 2 g at 12- to 24-hour intervals resulied
in 15% to 36% accumulation of ceftriaxane above single dose values,

Ceftriaxone concentrations in urine are high, as shown in Table 2.

TABLE 2 Urinary G of Celiriaxone After Single Dose

Pharmacokinelics In the Middle Far Fiuld: In one study, total ceftriaxone
concentrations {bound ang unbound) were measured in middle ear fuid oblained
during the insertion of tympanostomy tubes in 42 Ppediatric patients with olitis
media. Sampling times were from 1 {0 50 fours after 3 single intramuscular
injection of 50 mg/kg of ceflriaxone. Mean (+ SD) cettriaxone levels in the middle

Average Urinary C meg/mL)

Dol Route | 5w T 7am | 4ty 812hr | 12-24h | 244a b
05gN 26 | % | w2 | & ] 7 15
05gIM 5 | 45 | 38 | w | % | %
gV 9% | 85 | 2% | w | wm [ 3
1gM 504 | 628 | 48 | 27 | w0 | o
29V %92 | 197 | 757 | 714 | 18 | @
ND = Not delermined.

Thirty-three percent to 67% of a ceftriaxone dose was excreled in the urine as
unchanged drug and the remainder was secreted in the bile and ultimately foung
in the feces as microbiologically inactive compounds. After a 1 g IV dose, average

ions of ceftri , d ined from 1 to 3 hours after dosing, were
581 meg/mL in the gallbladder bie, 788 meg/ml. in the common duct bile,
898 mcg/mL in the cyslic duct bile, 78,2 meg/g in the gallbladder wall and
62.1 meg/mL in the concurrent plasma. .k

Over a 0.15 1o 3 g dose range in healthy adult subjects, the values of elimination
halt-lite ranged from 5.8 10 8.7 hours; apparent volume of disteibution from 5.76 to

Susceptibility Tests:

Dilution Techniques: Quantitative methods are used to delermine antimicrabial
minimal inhibitory concentrations (MICs). These MICs provide estimaes of the
susceptibility .ol bacteria lo antimicrobial compounds. The MICs should be

" i 1 oy,
ear reached a peak of 35 (£ 12) meg/mL‘al 24 hours, and temained at 19 (¢ 7) ined using a procedure . Standardi s are based
meg/mL at 48 hours. Based on middle ear fluid ceftriaxone concentrations in llSne 23 on a dilution method {broth or agar) or equivalent with slandardized inoculum
10 25 hour and the 46 to 50 hout sampling fime inlerval, a hall of 25 b and z f ceftiakone powger. The MIC
was calculated. Cefiriaxone is highly bound to plasma proleins. The extent of valuo;g should be interpreted according ] (hg following criteria? for aerobic
binding lo proteins in the midde ear fiuid is unknown, . nisms other than K Spp, Neisseria and S
’ . o spp. including Streptococcus preumonize:

Micrabiolagy: The b activity of ceftri results from inhibition of . : "
cell vl synthesis. Ceftanone has a high degree of saity in e preseneeof MG (megiml) :g’fg:;"z’;le
beta-lactamases, both penicillinases and cephalosporinases, of gram-negalive and 16-22 W g
granr-positive bacteria. : - () Intermediate

. v 264 (R} Resistant

Cefiriaxone has been shown o be active against most strains of the. following
microorganisms, bolh in vitro and in clinical infections described in the

INDICATIONS AND USAGE secfian,

The following interpretive criteria® should ‘be used when testing Haemophilus
species using Haemophilus Test Media (HTM). . .

. . . MIC {mcg/mL) [nierpretation
Aerobic gram-negative microorganisms: <2 (S) Susceptible
Acinelobacler calcoaceticys . :
Enterobacter aeragenes The absence of resistant straing precludes defining any calegories other than
Enterobacter cloacae “Susceptible”. Sirains yietding results suggestive of a “Nonsusceplible* category
Escherichia coli . stiould be submitted to a reference laboratory for further esling.
Haemophitus inf includi icillin-resi -
pr.zmﬁg:gg i rlg) uenzae (including ampicillin-resistant and beta-lactamase The following interpretive criteria? should be used-when testing Neisseria
Haemophilys parainfluenzze gonorrhosae when using GC agar base and 1% defined growth supplement.
Klebsiella oxytoca MIC /ml.) Interpretation
Klebsiell preumonize - Ml (S) Susceptible

Moraxelia calarthalis (including beta-lactamase producing strains)

Morganelia morganii

The absence of resistant strains precludes defining any calegories other than




Neisseria gonortoeze (including peniciliinase- and nonpemcullmas&producmg

“Susceptible”. Strains yielding results suggestive of a “Nonsusceptible” category
should be submitted to a reference faboratory for further testing.

The lollowing interpretive crileria? should be used when testing Strepfococous spp

including using calion-adjusted Mueller-Hinton broth
wilh 2 fo 5% lysed horse blood.
MIC {mcg/ml) interpretalion
<05 (S) Susceptible
1 {!) Inlermediate
22 (R) Resistant

A report of “susceplible” indicates thal he pathagen is likely o be inhibited il the
antimicrobial compound in the blood reaches the concentrations usually achigvable.
A report of “inlermediate” indicates that the resulls should be considered equivocal,
and if the Micfoorganism is ot fully susceplible to allernative, clinically feasible
drugs, the test should be cepeated. This calegory :mplres possible clinical
applicability inbody siles where the drug is or in

Interpretation involves correlation of the diameter oblained in the disk test with &
MIC o cefiriaxone.

Disk diffusion inlerpretive criteria for cefiriaxone disks against Streptococcus
pneumoniae are not available, however, isolates of pneumococei with oxacillin zone
dlamelers of >20 mm are suscephble (MIC £0.06 mcg/mL) to penicillin and can be

] isolates should
not be reported s peniciilin (ceftriaxone) resistant or inlermediate based solely on
an oxacillin zone diameter of <19 mm. The ceftriaxone MIC should be determined
for those isolates with oxacillin zone diameters $19 mm,

As with standardized dilution techniques, diffusion methods require the use of
labaratery control microorganisms that are used to control the technical aspects of
the faboralory procedures. For the diffusion technique, the 30 mcg cefiriaxone disc
should provnde Lhe following zone diameters in these labaratory lest quallty conlrol
strains:3

situalions where high dosage of the drug can be used. This category also provides a
buﬂer zone which prevents small uncontrolled lechnical factors Irom causing major

nce lrom 0.32
oteins, and the strains)
rations of <25 Neisseria meningilidis
sses Ihe blood Proleys mirabifis
Proleus vulgaris
Serratia marcescens
alk e, plasma " ] )
tera 75 mg/kg Ceftriaxone is also active against many strains of Pseudomonas aeruginosa.
wn in Table 3.
+ patients; CSF NOTE: Many strains of Ihe above orgamsms lhal are mulliply resnstanl to other
dose are also antibiotics, e.g.. penicillins,
. to ceﬂnaxone
ialric Patients Aetobic gram-posilive mlcromgamsms
penlcdllnase-producmg slrain)
75 makg V Staphylococeus epidenn_idis
s Streplococcus pyogenes
43 Viridans group streplocecci
— | NOTE: Methicillin-resistant staphylococci are resistant fo including
_ 378 | ceftriaxone. Most strains of Group D streptocoeci and enterocacci, e.g.,
6.4 & (& is are resistant.
13-4 | Anaerobic microorganisms:
33(x14 Bacteroides fagilis
of ceftriaxane Clostridium species
fs with renal Pepiostreptococcus species
tments are not . " P "
. Ceftriaxone NOTE: Most strains of Clostridium difficite are resistant.
ipsis. 801 e tolowing in vio data ate avaabe, bt their einlcal signficance is
edy reduced, unknown.
itored in these Gefriaxone exhibils i vitro inimal inhibitory concentrations (MICs) of < ] mcgl
or less against most strains of the faliowing microorganisms, however, the
Humans effectiveness of cefiriaxane in treating clinical infections due to these micr
Volume ol ‘have not been established in adequate and well-controlled chmmj lr
M Aerabic gram-negative microorganisms:
58-135 Citrobacter diversus
107 Cllmbaclerlmundu
{including Providencia reftgeri)
species (including typhi)
137 Shigeliaspecies
L Agrobic gram-positive microorganisms;
ns Straptococcus agalactiae SEP 3 0 m
B33 | Anaerobic microorganisms:
136 Prevolella i bivius
tal ceftriaxone Susceptibiiity Tests:
fluid obtained
fs with otitis Ditution Techniques: Quantitative methods aré used to determine antimicrobial
intramuscular minimal inhibitory concentrations (MICs). These MICs provide estimates of the
in the middie susceptibility of bacteria to anhml:robnal compounds. The MICs should be
dat19(t7) ined using a procedure’. are based
ions in the 23 on a dilution meihod (brolh or agar) or equwalenl wilh standardized inoculum
& of 25 hours and power. The MIC
The extenl of values should be inferpreted according to the followmg cnlenaz for aerobic
. other than itus spp, Neisseria and
. spp. including Sireptococcus preumonize:
. inhibiton of MIC (mog/mt) Interpreation '
2 presence of ? "
“negative and <8 {S) Susceptible
negalive 16-32 () Intesmediate
. 264 (R) Resistant
the. following The follcvwmg interpretive criteria® should be used when leslmg Haemnﬂmlus
fibed in the species using Haemophilus Test Media (HTM).
MIC (mchmL) lnrerprelalion
{S) Susceptible
The absence of resistant strains precludes defining any calegories other than
“Susceptible”. Strains yielding results suggestive of a “Nonsusceptible™ category
should be submitted to a reference laboratory for further testing.
"a-factamase

The following interpretive criteria? should be used whea festing Aeisseria
Gonorrhoede when using GC agar base and 1% defined growth supplement.

MIC (mcg/mL)
ot <025

The absence of resistant strains precludes defining any calegories other lhan

Interpretation
{S} Susceptible

ini A report of “resistant” indicates that the pathogen is
not likely (o be inhibiled if the antimicrobial compound T the hlood’ reaches the
concentrations usually achievable; other therapy should be selecled. .

Standardized susceptibility test procedures require the use of Laboratory conlro!
microorganisms lo control the technical aspects of the faboralory prooedures
Standard:zed ceftriaxone powder shoutd provide lhe following MIC values

Microorganism ATCC® # MIC (rncglmL)
Escherichia coli 25922 003-0.12
Staphylococeus aureus 29213 1-8°
Pseudomonas aeruginosa 27853 8-32
Haemophitus influenzae 49247 0.06-0.25
Neisseria gonorhioeae 49226 0.004- 0015
Streplococcus pneumoniae 49619 003-012

“A bimodal distribution of MICs resulls at the exiremes of the acceplable range
should be- suspect and control validity should be verified with data from other
control strains,

Diffuslon Technlques: Quantitative methods Ihat require measurement of zone

dlameters also provide reproducible estimates of lhe suseepuhllny of bacteria to

One such ized procedure’ requies the use of

-inoculum This uses paper discs

impregnated with 30 meg of ceftriaxone to lest the suscep(lmllly of microorganisms
to ceftriaxone.

Reparts from the laboratory providing resulls of the standard single—disk
suscaptibility test with a 30 meg ceftriaxone disc should be intespreled according to
the following criteria for aerobic organisms other than Haemophllus spp. Neisseria
gonomhoeze, and Streplocaccus spp:

Zone diameter (mm) Interpretalion
221 (S) Susceptidle
14-20 {I) Intermediate

<13 {R) Resistant

The lullawmg mlerprenve criteriad should be- used when tesling Haemophilus
species when using Haemophilus Test Media (HTM).

Interpretation
(S} Susceplible

The absence of resistant strains precludes defining any calegories olher than
“Susceptible”, Strains yielding resulls suggestive of a “Non-susceplible™ calegory
should be submitted lo a reference laboralary for further lesting.

Zone diameler (mm)
226

The lollowing interprelive crileria® should be used when testing Neisseriz
gonorrhoeae when using GC agar base and 1% defined growth supplement.

Zone diameler {mm) Interpretation
235

{S) Susceptible

The absence of resistant strains precludes defining any calegories olher than
“Susceplible® Strains yielding resulls suggestive of a *Non-susceptible” calegory
should be submitled to a reference laboratory for further testing.

The following interpretive criteria® should be used when testing Streplococcus spp
other than Streplococcus pneumonize when using Mueller Hinton agar
suppiemented with $% sheep blood incubated in 5% CO,.

Zone diameter (mm} Interprelation
227 (S) Susceplible
25-26 (1). Intermediate
<24 (R) Resistant =

Interpretation should be as stated above lor results using difution techniques.

ATCC®F  Zone Diameler Ranges (mm)
Escherichia coli 25922 29-35
Staphylococcus aureus 25923 2-28
Pseudomonas aeruginosa 27853 17-23
Haemaphilus influenzae - 49247 31-39
Neisseria gonorrhoeae 45226 39-51
Streptococcus pmumaniae 49619 30-35

Anagrobic Techniques: or anagrobic bacteria, the susceplibility o cefiriaxone as
MICs can be detemnined by Standardized test methods. The MIC values obtained
should be interpreted according te the following criteria:

MIC (mcg/mL) Interpretation
<16 (S) Susceplible
R {) Intermediate

264 (R} Resistant

As with other susceplibility fechniques, the use of faboratory contral
microorganisms is required to conlrol the lechnical aspects of the laboratory
powder should provide the
{oltewing MIC values for the indicated standardized anaerob:c dilufion? tesling
method:

Method  Microorganism ATCCO®#  MIC (meg/ml)

Agar Bacleroides fragitis 25285 2-128
Bacteroides thetaiotaomicron 29741 64-256

8roth Bacteroides thefaiotaomicron 29741 32-128

ATCC® s a registered trademark of the American Type Culture Cofleclion.

INDICATIONS AND USAGE: Celtriaxone for injection is indicaled for the
treatment of the following infections when caused by susceptible organisms:

LOWER RESPIRA TGHY TRACT INFECTIONS caused by Snepmcoocus pneubmmae
ifus influenzae,

Kiebsielia pneumamae, Eschem:lua coli, Enterobacler aerogenes, Proleus fairabilis

or Sermalia marcescens.

ACUTE BACTERIAL OTITIS MEDIA caused by Streplococcus preumoniae,
Haemaphilus influenzag (including beta-lactamase producing strains) or Moraxella
catarrhalis (including beta-lactamase producing strains).

NOTE:-In one study lower clinical cure rates were observed wilh a single dose of
ceftriaxone for injection compared to 10 days of oral therapy. In a second study
comparable cure rales were observed between single dose ceftriaxane for injection
and the comparator. The potentially lower clinical cure rale of ceftriaxane for
injection should be balanced against the potential advantages of parentera! therapy
{see CLINICAL STUDIES).

SKIN AND SKIN STRUCTURE INFEGTIONS caused Uy Staphylococcus aureus,

pyagenes, v
Escherichia col, Enterabacter cloacae, Kiebsielia oxyloca, Klehslella pneumamae
Profeus mlrabllrs ‘morganii®, Serratia
lragilis*  or

Peplosireptococcus species.

URINARY TRACT INFECTIONS (complicaled and uncomplicaled) caused by
Escherichia coli, Proleys mirabifis, Protevs vulgaris, Morganella morganii or
Kiebsielfa preumoniag,

UNGOMPLICATED GONORRHEA (cervical/urethral and rectal) caused by Neisseria
gonarthoeae, including both penicillinase- and nonpenicillinase-producing strains,
and pharyngeal gonorrhea caused by nonpenicillinase-producing slrains of
Neisseria gonomhoeae. -

PELVIC INFLAMMATORY DISEASE caused bty Neisseria gonorthoege. Ceftriaxone
for injection, like other cephalosporins, has no activity against Chlamydia

.. frachomatis. Therefore, when cephalosporins are used in the treatment of palients
with pelvic inflammatory disease and Chiamydia trachomatis is one of the

suspected pathagens, appropriate antichlamydial coverage sttould be added.




BACTERIAL SEPTICEMIA caused by Stay aureus,

in in times have occumed rarely in patients lreated with

Ppreumonie, Escherichia coli, Kiebsiella

for injection. Patients wilh impaired vitamin X synlheS|s or low vitamin
K stores (e 4. chronic hepatic disease and malnulrition) may require monitoring of

BONE AND JOINT INFECTIONS caused by aureus, Streplococcus
preumoniae; Eschierichia coli, Proleus mirabitis, Klebsielia pneumoniae or
Enferobacter species.

INTRA - ABDOMINAL INFECTIONS caused by Escherichia cofi, Klebsighia
pneumoniae, Bacteroides fragifis, Clostridivm species (Note: most steaifs of
Clostridium difficile are resislant) or Peplostreptococcus species.

MENINGITIS caused by Haemophilus influenzae, Neisseria meningilidis or
Sireplocaccus pneumonize. Celldiaxone for injection has also been used
successfully in a limited number of cases of meningitis and shunt infection caused
by Staphylococcus epidenmidis*and Escherichia cofi®

“Etficacy for this orﬁaﬁism in lhis organ system was studied in fewer than ten
infeclions,

SURGICAL PROPHYLAXIS: The preoperative adminisiration of a single 1 g dose of
ceftriaxone lor injection may reduce the incidence of postoperalive infections in
patients ing surgical classified as i or polenlially
contaminated (e.g., vaginal or abdominal hystereclomy or cholecyslectomy for
chronic calculous cholecystitis in high-risk patients, such as those over 70 years of
age, with acute lis nol requiring

faundice or common duct bile stones) and in surgical palients for whom infection
at the aperative sile would present serious fisk (e.g.. during coronary artery bypass
surgery). Although ceitriaxone for injection has been shown to have been as
effective as celazolin in the prevention of infection following céronary artery bypass
surgery, no placebo-controlled lrials have been conducted o evaluate any
cephalosporin antibiotic in the prevention of infection following coronary artery
bypass surgery. '

When admini prior te surgical for which it is indicated, a single
1 g dose of cefisiaxane for jnjection provides protection from most infections due to
susceptible organisms throughout lhe course of the procedure.

time- during for injection lreatment.. Vitamin K
admintistration (10°mg weekly) may be necessary if the prothrombin time is
protonged before or during therapy.

Prolonged use of ceftriaxone for injection may result in overgrowih of
nonsusceplible organisms. Careful observation of the patienl is essenlial. i
superinfection occurs during therapy, appropriate measures should be laken.

Cellriaxane should be preséribed with caution in individuals with a history of
gastrointestinal disease, especially colitis.

There have.been reporis of sonographic abnormalities in the
gallbladder of patients treated with ceftriaxone for injection; seme of
these palients also had symptoms- of gallbladder disease. These
abnormalities appear on sonography as an echo withoul acoustical shadowing
suggesting sludge or as an echo wilh acoustical shadowing which may be
misinterpreted as gallslones. The chemical nature of the sonogmphlcally detected
malerial has been ined to be a feium salt. The
condition appears to be transient and reversible upon discontinuation of
ceftriaxone for injection and instilution of conservative. managemendt.
Therefore, ceftriaxone for injection should be discontinued in palients who develop
signs and symploms suggestive of gallbladder disease and/or the sonogmphlc
findings described above.

M it of Fertllity: Carcinogenesis:
Considering the maximum duralion of treatment and the class of Ihe compound.
carcinogenicity studies with ceftriaxone in animals have not been perlormed The
maximum duralion of animal toxicity studies was & months.

Mutagenesis: Genetic toxicology lests included the Ames test, a micronucleus test
and a test for ions in human

Impaumenr of Fertility: Cefiriaxone produced no impairment of festitity when given

Before inslituting treatment with for injection,

should be oblained for isolation of the causative organism and for determinalion of
ils susceptibility to the drug. Therapy may be instituted prior to obtaining results of
susceptibility testing.

CONTRAINDICATIONS: Cefiriaxone for injection is conlraindicated in patients
with known allergy to the cephalosporin class of antibiolics. .

WARNINGS: BEFORE THERAPY WITH CEFTRIAXONE FOR INJECTION IS
INST.TUTED, CAREFUL INQUIRY SHOULD BE MADE TQ DETERMINE WHETHER
THE PATIENT HAS HAD PREVIOUS HYPERSENSITIVITY REACTIONS TO
CEPHALOSPORINS, PENICILLINS OR OTHER DRUGS. THIS PRODUCT SHOULD
BE GIMEN CAUTIOUSLY TO PENICILLIN-SENSITIVE PATIENTS. ANTIBIOTICS
SHOULD BE ADMINISTERED WITH CAUTION TO ANY PATIENT WHO' HAS
DEMONSTRATED SOME FORM OF ALLERGY, PARTICULARLY TO DRUGS.
SERIOYS ACUTE HYPERSENSITMTY REACTIONS MAY REQUIRE THE USE OF
SUBCUTANEOUS EPINEPHRINE AND OTHER EMERGENCY MEASURES.

Pseudomembranous colitis has been reported wilh nearly all
antlbacterial agents, including ceftriaxone, and may range in severity
from mild to lif itlsi fo consider this
diagnosis in patients who present with diarhea subsequent to- the
administration of antlbacterial agents.

Treatment with antibacterial agents atters the normal flora of the colon and may
permit overgrowth of clostridia. Studies indicale Ihat a toxia. produced by
Clostridium difficite s one primary cause of “aalibiotic-associated calitis.”

After the diagnosis of colilis has been

therapeutic measures should be initiated. Mild cases of pseudomernbranous colitis
usvally respond to drug discontinuation alone. In maderate to severe cases,
consideralion should be given to management with fluids and electrotytes, prolein
supplementation and treatment wilh an antibacterial drug cllmally effeclive against
Clostrigium difficite colitis.

PRECAUTIONS: General: Aithough transient elevations of BUN and serum
creatinine have been observed, at he dosages, the
polential of ceftriaxone for injection is simifar to thal of other cephalosporins.

Cefiriaxone is excreted via both biliary and renal excretion (see CLINICAL
PHARMACOLOGY). Therefore, patients with renal lailure normally require no
adjustment in dosage when wsual doses of ceftriaxone for injection are administered,
but concentrations of drug in the serum should be menitored periodically. If evidence
of accumulation exists, dosage should be decreased accordingly.

Dosage adjustments should not be necessary in palients with hepatic dysfunction;
however, in patients wilh both hepatic dysfunction and significant renal disease,
ceftriaxone for injection dosage should not exceed 2 g daily without close
monitoring of serum concentrations.

10 rats at daity doses up lo 586 mg/kg/day, approximately 20 times
Ihe recommended clinicat dose of 2 g/day.

Pragnancy: Teratogenic Effects: Pregnancy Category B. Reproductive studies
have been performed in mice and rals at doses up to 20 umes the usval human
dose and have no evidence oI Y Y. ar icity. In
primates, no icity was at a dose
approximately 3 times the hurnan dose

There are, however, no adequate and well-controlled studies in pregnant women,
Because animal reproductive studies are not always predictive of human response,
this drug should be used during pregnancy anly if clearly needed.

Nonleratogenic Effects: I rats, in the Segment I (tetility and general reproduclmn)

cultured in vitro with .
ceftriaxone. Cefiriaxone showed no polential for mulagenic activity in these studies.

HEPATIC - elevalions of SGOT (3.1%) or SGPT (3.3%}. Less trequently reported
{<1%) were elevations of aikaline phosphatase and bilirubin,

RENAL - elevations of the BUN (1.2%). Less frequenlly reported (<1%) were
elevations of creatinine and the presence of casts in the urine.

CENTRAL NERVOU'S SYSTEM - headache or dizziness were reporled occasionally
<1%).

GENITOURINARY - moniliasis or vaginitis were reported accasionally {<1%).
MISCELLANEQUS - diaphoresis and llushing were reporied i (<1%).

be used if ¢
COMPATIBILI

vial

After reconsl
equivaleat of

Other rarely observed adverse lEaClIOﬂS {<0.1%) include [eukocytosis,
ia, 3 decrease in the prothromhin time,
jaundice, gallbladder sludge. glycosuria, hematuria, anaphylaxis. bronchospasm,
serum sickness, abdominal pain. colitis, flalulence, dyspepsia, palpitations,
epistaxis, biliary lithiasis, agranulocylosis, renal precipilatins, and nephrolithiasis.

OVERDOSAGE:

In the case of overdosage, drug concentration would nol be reduced by
hemogialysis or peritoneal dialysis. Thee is no specific anlidote. Treatment of
overdosage slugld be symplomalic.

DOSAGE ANO ADMINISTRATION: Cefiriaxone for injection may be administered
intravenously or intramusculary.

ADULTS: The usual adult daily dose is 1 lo 2 grams given once a day (or in equally
divided doses twice a day) depending on the type and sewnly of infection. The
total daily dose should not exceed 4 grams.

COMPATIBIL
be stored al ¢
and protected
necessary. Th
the fength of

Ceftriaxone- i
less than 10%

Diluen

| Sterte Wate

0.9% SodiL
Solution

Al Chiamydia trachomatis is a suspecled pathogen,
coverage shoutd be added, because ceftriaxone sodium has no activily against this
arganism.

For the treatment of uncompticated gonococeal infections, a single intramuscular
dose of 250 mg is recommended.

orpreopemllve use (surgical prophylaxis), a snngle dose of 1 gram administered

.'1nu§verpuusly 1/2 te 2 haurs belore surgery is recommended.

PE‘DI,ﬂBIC PATIENTS: For the lrealment of skin and skin struciure infections, the
recomiended: total-daily dose is 50 lo 75 mg/kg given once a day (or in equally
divided doses twite a day). The tolal daily dose should not exceed 2 grams.

For the treatment 01-5 bacterial olitis media, a single intramuscular dose of
50 mg/kg (not to exceed 1 gram) is recommended {see INDICATIONS AND USAGE).

For the treatment of serious miscellaneous infections other than meningitis, the
recommended total daily dose is 50 to 75 mg/kg, given in divided doses every 12
hours. The total da:ly dose should nol exceed 2 grarms.

5% Dextros

| Bacteriosta
+0.9% Ber

1% Lidocai

(without ep
Ceftriaxone 1
40 mg/mL, 1
periads store

| Steile Water
5% Dextrose
10% Dextroy

Inhe u;gr’n\ﬂ einghé, i s fefontmerised thatte it ic dose be
100 /g (ot fo exteed #yrams). Therealfer, 2 total daily dose of 100 mg/ka/day
{nol to exceed 4 grams daily} is recommended. The daily dose may be
once a day (or in equally divided doses every 12 hours). The usual

and Segment lll (perinatat and postnalal) studies with i
cefliaxone, no adverse effects were noled an various feproductive parameters
during gestation and lactation, including postnatal growth, functional behavior and
reproductive ability of the offspring, at doses of 586 mg/kg/day or less.

Nursing Mothers: Low concentrations of cefiriaxone are excreled in human milk.
Caution should be exercised when ceftriaxone for injection is administered to a
nursing woman,

Pediatric Use: Salety and ellectiveness of ceftriaxone for injection in neonates,
infants and pedialric patients have been eslablished for the dosages described in
Ihe DOSAGE AND ADMINISTRATION section. In vitro studies have shown that

like some other ins, can displace bifirubin from seum
albumin; Ceftriaxane for injection should not be administered to hyperbilirubinemic
nieonales, especially prematures.

ADVERSE REACTIONS: Ceflriaxone far injection is generally well toleraled. In
clinical trials, the following adverse reactions, which were considered to be related
lo ceftriaxone for injeclion therapy or of uncertain etiology, were observed:

LOCAL REACTIONS - pain, induration and tenderness was 1% overall. Phiebitis
was reported in <1% after IV administration. The incidence of warmth, lightness or
induralion was 17% {3/17) after IM administration of 350 mg/mL and 5% (1/20)
after IM administration of 250 ma/mL.

HYPERSENSITIVITY - rash (1.7%). Less Irequently reported (<1%) were pmnlus

duration of therapy is 7 to 14 days.

Generally, cefiriaxone for injection (herapy should be continued for at least 2 days
after e signs and symploms of infection have disappeared. The usual duration of
therapy is 4 to 14 days; in complicated infections, longer therapy may be required.

When trealing infections caused by Sireptococcus pyogenes, therapy should be
continued for at least 10 days.

No-dosage adjustment is necessary lor patients with impairmenl of-renal or hepatic
function; however, blood fevels should be manitored in patients with severe renal
impairment (e.q., dialysis patients) and in patients with both renal .and hepatic
dysfunctions.

DIRECTIONS FOR USE: i or
injection powdes with Ihe appropriate difuent (see COMPATIBILITY AND
STABILITY section).

After reconstittion, each 1 mL ol solution conlains approximately 250 mg or
350 mg equivalent of ceftriaxane according to the amount of diluent indicated below.
It required. more dilute solutions could be utifized. A 350 mg/mL concentralion
is not recommended for the 250 mg vial sinca it may not be possible to
withdraw the enlire contenls. As wilh all intramuscular preparations,
ceflriaxane for injection should be injected well within the body of a refalively farge
muscle; aspiration helps o avoid unintentional injection into a blood vessel.

Vial Dosage Size Amount of Diluent to be Added

fever or chills. 7 350 ma/mL 350 mmL
HEMATOLOGIC - 6%), is (5.1%) and 250 mg 09mL -
{2.1%). Less lrequently reparied (<1%) were anemia, hemolytic anemia, neutropenia, 500mg 18ml 10mL
and of the time. 1g 36mL 23mL
29 72mL 42mL
GASTROIMTESTINAL - diarthea (2.7%). Less Irequently reported (<1%) were Inicavenous Administration: Cefsiaxone for injection should be administered
nausea- or Vomiting, and dysgeusia. The onset of coltis by infusion over a period of 30 minules. Concentrations betwezn

symptoms may occur during or after antibacterial lreatment (see WARNINGS).

10 mg/mL and 40 mg/mL are recommended; however, fower concentrations may
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HEPATIC - elevations of SGOT (3.1%) or.SGPT (3.3%). Less Irequently reported
(<1%) were elevations of alkaling phosphatase and bilirubin,

RENAL - elevations of the BUN {1.2%). Less frequently reported {<1%) were
elevations of creatinine and the presence of casts in the urine.

CENTRAL NERVOUS SYSTEM - headache or dizziness were reported occasionally
{<1%).

GENITOURINARY - moniliasis or vaginilis were reporied occasionally (<1%).
MISCELLANEQUS - diapharesis and flushing were reported occasionally (<1%). -
Other carely observed adverse reactions (<0.1%) include leukocytosis,
is, ylosis, b: ilia, a decrease in lhe prothrombin lime,
jaundice, galibladder sludge, glycosuria, hematuria, anaphylaxis, bronchospasm,
serum sickness, abdominal pain, colitis, flatulence, dyspepsia, palpilalions,
epistaxs, biliary lithiasis, agranulocytosis, renal precipitations, ang nephrolithiasis.
QOVERDOSAGE:
In lhe_case of overdosage, drug concenlration would not be reduced by

ly 2 ceftriaxone-calcium salt. The
rsible upon discontinuation of
4

is or peritoneal dialysis. There is no specific antidote. Treatment of
overdosage should be symplomatic.
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disease and/or the sonographic
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DOSAGE AND ADMINISTRATION: Gefiriaxone for injection may be administered
infra ori y.

ADULTS: The usuat adult daily dose is 1 to 2 grams given ance a day {of in equally
divided doses twice a day) depending on the type and severity of inlection. The
total daily dose should not exceed 4 grams. .

Wt Chlamydia trachomatis is a suspecled pathogen,

be used if desired. Reconstitule vials with an appropriate IV diluent (see
COMPATIBILITY AND STABILITY section).

Vial Dosage Size Amount of Diluent to be Added
250 mg 24mL
500 mg 48mL
1g 9.6mL
29 .192mL

After reconstilution, each 1 mL of solution conlains approximately 100 mg
equivalent of ceflriaxone. Withdraw entite contents and dilute 1o the desired
concentration with the apprapriate 1V diluent.

COMPATIBILITY AND STABILITY: Ceftriaxone for injection sterite powder should
fe stored at 20° to 25°C (68° to 77°F) [See USP Controlied Room Temperature]
and prolected from light, After reconstitution, protection from normal fight is not
necessary. The color of solutions ranges from light yeliow to amber, depending on
the length of storage, concentration and diluent used.

Cefiriaxone-for injection intramuscular solulions remain stable {loss of potency
less than 10%) for the following time periods:

coverage should be added, because cefiriaxone sedium has no activity againsl'this
organism.

For the Ireatment of uncomplicated gonococcal infections, a single intramuscular
dose of 250 mg is recommended.

or preoperative use (surgical prophylaxis), a single dose of 1 gram

Ceftriaxone solutions should nof be physically. mixed wilh solutions conlaining
olher antimicrbial drugs or into diluent solulions other than these listed above,
due to possible incompatibility. : :

ANIMAL PHARMACOLOGY: C i isting of the calcium
salt of cefiriaxone have been found in the gaflbladder bile of dogs and_baboons
treated with cefiriaxone. -

These appeared as a grifty sediment in dogs Ihat received 100 mg/kg/day for
4 weeks. A similar phenomenon has been observed in baboons bul only after 3
protracted dosing period {6 months) at higher dose levels {335 mo/kg/day or
more). The likelihood of this eccurrence in humans is considered o be low, since
cefiriaxone has a grealer plasma hall-fife in humans, the calcium salt of cetriaxone
is more seluble in human gallbladder bile and the calcium content of human
gallbladder bile is refatively low.

HOW SUPPLIED: Ceftriaxone for injection is supplied as a sterile crystalline
Ppowder in glass vials. The foiowing packages are avaitable:

Vials containing 250 mg equivalent of ceftriaxane. Box of 1 (NDC 68180-611-01)
and box of 10 (NDC 68180-611-10), .

liavenously 1/2 to 2 hours before surgery is recommended.

FEDM???IC PATIENTS: For the trealment of skin and skin structure infections, the
fecomimended total daily dose is 50 to 75 mo/kg given once a day (or in equally
divided doses twice'a day). The total daily dose should not exceed 2 grams.

For the treatment of-acuté_bactertal ofitis media, a single inlramuscular dose of
50mg/kg (nol to exceed 1gram) is recommended (see INDICATIONS AND USAGE).

For the treatment of serious miscellaneous infections other than mening'iﬁi the
fecommended total daily dose is S0 to 75 mg/kg, given in divided doses every 12
hours. The lotgldaily dose should not ceed 2 grams.
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duration of therapy is 7 lo 14 days.

Generally, cefteiaxone lor injection therapy shoutd be continued for al least 2 days
after Ihe signs and symptoms of infection have disappeared. The usual duralion of
Iherapy is 4 to 14 days: in complicated infections, longer therapy may be required.

When trealing infections caused by Streplococcus pyogenes, therapy should be
conlinued for at least 10 days. .

No-dosage adjustment is necessary for palients with impairment of.renal or hepatic
function; however, blood levels should be monitored in patients wilh severe fenal
impairment (e.g., dialysis patients} and in palients with both renal.and hepatic
dyslunctions. L.

DIRECTIONS FOR USE: i

istrali itute cefri; for
injection powder wilh the appropriate diluent {see COMPATIBILITY AND
STABILITY section).

After reconstilution, each 1 mL of solution contains approximately 250 mg o
350 mg equivalent of ceftriaxone according to the amount of diluent indicated bel_nw.

in 5% Dexlrose {glass and PVC conlainers), lonasol-8 in 5% Dexlrase {glass
contaiier), 5% Mannitol {glass container), 10% Mannitol (glass container).

Cefiriaxone has been shown lo be with i jda
hydrochloride. The concentration should not exceed 5 to 7.5 mg/mi. metronidazole
hydrochloride with ceftriaxone 10 mg/mL as an admixure; The admixture is stable
for 24 hours at room temperature only in 0.9% sodium chlaride injection or 5%
dextrose il waler (DSW). No compatibifity studies have been conducled with the
intravenous metronidazale formulation or using other diltients. Metronidazole at
concenlrations greater than 8 ma/mL will precipitate. Do not réfrigerate the
admixture 3s precipilation will occur, .

in and are physically incompalible with ceftriaxone in

If required, more dilule solutions could be otilized, A 350" mg/mlL
is not recommended for the 250 mg vial since it may not be possible to
withdraw the enlire contents. As with all intramuscular preparations,
ceftriaxone for injection should be injected well within the body of a refatively large
muscle; aspiralion helps to avoid unintentional injection into a blood vessel.

Vial Oosage Size Amount of Diluent ta be Added
250 mg/mL 350 mg/ml.
250 mg 09mL -
500 mg 1.8mL 1.0mL
19 ' 36mL . 21mL
29 72mL 42mL

Intravenous Adminisiration: Ceftriaxone for injection should be administered

reatmen (see WARNINGS).

by infusion over a period of 30 minotes. Concenlrations betivezn
10 mg/mL and 40 mg/mL are fhowever, lower ions may

admixdures. When efther of these drugs is to be adminislered concomitantly with
ceflriaxone by intermitent intravenous infusion, it is recommended thal they be
given sequentially, with thorough flushing of the inlravenous lines (with ane of the
compatible lluids) between the administralions. -

Alter the indicaled stability time periods, unused portions of sotutions should be
discarded.

Nate: Parenteral drug praducts should be inspected visually for parliculate matter
before administration. -
Ceftriaxone for injection reconslituted with 5% Dextrose of 0.9% Sodium Chloride
solution at concenlrations between 10 mg/mL and 40 mg/mL, and then stored in
razen state {-20°C} in PVC or golyolefin containers, remains stable lor 26 weeks.
Froze- solufions should be thawed at room lemperature before use. After thawing,
unused postions should be discarded. DO NOT REFREEZE.

Storage Vials containing 500 mg equivatent of ceftriaxone, Box of 1 (NDC 68180-622-01)
Diluent 7 — T P and box of 10 (NDC 68180-622-10).
or::eg%aLhon R“?é“sné?lp' ag‘%:;ted Vials containing 1 9 equivalent of ceftriaxone. Box of 1 (NDC 68180-633-01) and
~ — box of 10 (NDC 68180-633-10).
Sterite Water for Injection 100 - 3days 10days ¥ L . .
250,350 24 hours 3days Vials containing 2 g equivalent of ceftriaxone, Box of 10 (NDC 68180-644-10),
0.9% Sodium Chioride 100 3 days 10 days CLINICAL STUDIESs=Crinical Trials in Pedialric Patients With Acute Bacterial
Solution 250,350 24 howrs 3days Olitis Media: In two adequale and well conlrolled LS, clinical lrials a single 1M
5% Dextrose Solution 100 3 days 10 days dose of ceftriaxone was compated with a 10 day course of oral antibiatic in
. 250,350 24 hours 3 days pediatric patients between the ages of 3 months and 6 years. The clinical cure rates
Bacleriostalic Water 100 24 hours - 10 days and statistical outcome appear in the table below:
+0.9% Benzyl Alcohol 250,350 24 hours 3days Clinical Efficacy In F
1% Lidocaine Solution 100 24 haurs 10 days Eeflriaone — istical Ovicome
{without epinephii 250, 350 24 hours 3days SotyDay Single Dose - Ot nn:a%ym %%m‘rm St
Cefiriaxone for injection i solutions, at ions of 10, 20 and Sty1-US. Amogiclin/elawlanae |+ - Ceflizone s ower
40 mg/mL., femain stable (loss of potency less than 10%) for the following lime W MR RRQaRE) | (M 05%) | pntrie S sy
periods stored in glass or PVC containers: % sen(iGzee) | ermpoonsn | (rsw,12%) day dand 8
Ditgent Storage Sty 2- 1S5 TVP-SMZ Celliares
[Room Temp. (25°C}| Refri 4°C) i) S%(IYA0) 1 60% (124/206) (-16.4%, 35%) | equivalentto tgo;ﬂiml
- 4
SeieWaler 3days 10 days B [ Beeyvae) | suims | (000 13‘%23
09% Sodium Chlolnde Solution 3days 10 days An open-label ic study of without a enrolled 108
5% Dextrose Solution 3days 10 days pediatric palieals, 79 of whom had positive baseline cultures for one or more of the
2 - . 10% Dexdrose Solulion 3days 10 days common pathogens. The results of this study are tabulated as follows:
y de thal the il Uirapetc duse be 5% Dextiose + 0.9% Sodium Chioride Solution® 3days i Wesk 2 and 4 Baglerioh)gic Eradicalion Rates in the Per Protocol Analysis in the
5% Deslrose +045% Sodum Chioride Salvion| 3 days Roche Study b pa‘“;:—’e": T i
ay 13-
“Dala available for 10 to 40 mg/mL concenleations in this diluent in PVC Organism udy Day l oy o
containers only, No. Analyzed|No. Erad. (%}{No. Erad. (%)
The following intravenous ceftriaxone for injection solutions are stable at foom - £ 32(84) 3 )
temperalure (25°C) for 24 -haurs, at concentralions between 10 mg/ml and Haemaphilus influenzze 3 28(85) 31 20
40 mg/mL: Sodium Lactale (PVC container), 10% lnvert Sugar (glass conlaines), Moraxella catarrhalis 15 12 (80) 15 9(60)
5% Sodium Bicarbonale (glass container), Freamine i (glass container), Normosol-M REFERENCES:

National Committee for Clinical Laboralory Standards, Methods for Dilution
Antimictobial Susceplibitity Tests for Bacleria thal Grow Aerobically; Approved
Standard-Fifth Edition. NCCLS document M7-AS (ISBN 1-56238-309-9).
NCCLS, Wayne, PA 19087-1898, 2000.

National Committee far Clinical Laboratory Standards, Supplementat Tables.
. NCCLS document M100-S10 (M7) (ISBN 1-56238-308-0). NCCLS, Wayne, PA
19087-1898, 2000.
. National Committee for Cinical Laboralory Standards, Performance Standards
for Antimicrabial Disk Susceptibifily Tests; Approved Standard-Seventh Edition.
NCCLS documenl M2-A7 (ISBN 1-56238-393-0). NCCLS, Wayne, PA 19087~
1898, 2000.
National Committee for Clinical Laboralory Standards, Methods for
Anlimicrobial Susceptibility Testing of Anaerobic Bacleris; Approved Standard-
Fourth Edition. NCCLS document M11-A4 (ISBN 1-56238-210-1). NCCLS,
Wayne, PA 19087-1898, 1997.
Bamnelt ED, Teele OW, Klein JO, et al. Comparison of Cefiriaxone and
Trimethoprim-Sullamethoxazole for Acute Olitis Media. Pedialrics. Vol. 99,
No. 1, January 1997.
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USUAL DOSAGE: For dosage
recommendations and other
{ important prescribing

-§ information, read
accompanying insert.

% Starage Prior to
Reconstitution:

Store powder at 20° to 25°C

1 (68° to 77°F) [See USP
Controlled Room Temperature].

Storage After Reconstitution:
See package insert.
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USUAL DOSAGE: For
: dosage recommendations .

and otherjmportant

¢ prescribing information,

read accompanying insert.

Storage Prior to
Reconstitution:

Store powder at 20° to 25°C
(68° to 77°F) [See USP
Controlled Room -
Temperature].

Sterage After
Reconstitution:
See package insert.

PROTECT FROM LIGH
Code No. MP/DRUGS 23RBS

BEP 20 0

. e

N &travenous Use

é .gtx Only

NDC 68180-633-01
Single Use Vial

Ceftriaxone for =
Injection USP
1g

Intramuscular or

Each vial contains sterile
ceftriaxone sodium USP
equivalent to

ceftriaxone 1 g

Lupin Pharmaceuticals, Inc.
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Manufactured for:

*} Lupin Pharmaceuticals, Inc.
¢ 111 South Calvert Street

Baltimore, Maryland 21202
United States

¥ Manufactured by:

Lupin Limited
Mumbai 400 098 INDIA

Directions for Use:

For1.M. Administration:
Reconstitute with 0.9 mL
1% Lidocaine Hydrochloride

Injection (USP) or Sterile Water

for Injection (USP). Each 1 mL
of solution contains
approximately 250 mg
equivalent of ceftriaxone.

A 350 mg/mt concentration is
not recommended for the

250 mg vial since it may not
be possible to withdraw the
entire contents.

For1.V. Administration:
Reconstitute with 2.4 mL of an
L.V. diluent specified in the
accompanying package insert.
Each 1 mL of solution contains
approximately 100 mg
equivalent of ceftriaxone.
Withdraw entire contents and
dilute to the desired
concentration with the
appropriate 1.V. difuent.
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Manufactured for:

Lupin Pharmaceuticals, Inc.
111 South Calvert Street
Baltimore, Maryland 21202
United States

Manufactured by:
Lupin Limited
Mumbai 400 098 INDIA

i

/IR

Directions for Use:

For .M. Administration:
Reconstitute with 2.1 mL
1% Lidocaine Hydrochloride
Injection (USP) or Sterile
Water for Injection (USP).
Each-1 mL of solution
contains approximately

350 mg equivalent of
ceftriaxone.

For L.V. Administration:
Reconstitute with 9.6 mL of
an LV, diluent specified in
tho accompanying package
insert. Each 1 mL of
solution contains
approximately 100 mg
equivalent of ceftriaxone,
Withdraw entire contents
and dilute to the desired
concentration with the
appropriate L.V, diluent.
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NDC 68180-611-10

Single Use Vials

Ceftriaxone for Injection USP
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Directions for Use:
For I.M. Administration: Reconstitute with 0.8 mL
1% Lidocaine Hydrochioride injection (USP) or Sterile

v Water forynjection (UsP). Each 1 mL of solution contains

approximately 250 mg eq! ivatent of ceftriaxone.

A 350 mg/mL congentration is nol recommended for the
250 my vial since it may not be possible to withdraw the
entire contents, X

For RV. Adminisiration: Reconstitute with 2.4 mL of an LV,
et spegjfied in the accompanying package insert. Each
1 mL of solition contains approximatety 100 mg equivalent
of ceftriaxone. Withdraw entire contents and dilute to the
desired concentration with the appropriate |L.V. luent.
USUAL a@m>mm" For dosage recommendations and other
importantprescribing information, read accompanying
insert,

Storage Prior to Reconstitution: Store powder at

20° to 25°C (68° to 77°F) [See USP Controlled Room
Temperature].

Storage After Reconstitution: See package insert.
PROTECT FROM LIGHT

.. Code No. MP/DRUGS/28/18/88

NDC 68180-611-10
Single Use Vials

eftriaxone for Inject

For Intramuscular or intravenous Use
Rx Only

Lupin Pharmaceuticals, inc.
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Directlons for Use:

For I.M. Administration: Reconstitute with 2.1 mL
1% Lidocaine Hydrochloride Injection (USP) or
Sterile Water for Injection (USP). Each 1 mL of
solution contains approximately 350 mg equivalent
of ceftriaxone.

‘ForLV. ﬁs____&i_oa Reconstitute with 9.6 mL of
an LV. dilent specified in the aecompanying package
insert. Each 1 niL of solution contains approximately
100 mg eqpivalent of cefiriaxone. Withdraw entire
contents akd dilute to the desired concentration with
the appropriate I.V. diluent.

USUAL DOSASE: For dosage recommendations and
other important prescribing information, read
accompanying insert.

Storage Prior to Reconstitution: Store powder at
20° to 25°C (68° to 77°F) [See USP Controlied Room
Temperature].

Storage After Reconstitution: See package insert.

PROTECT FROMLIGHT
Code No. MP/DRUGS/28/18/88

R L AOEN

TR ST

NDC 68180-633-10
Single Use Vials

Ceftriaxone for Injection USP

For Intramuscular or Intravenous Use
Rx Only

[10 Vials|

Lupin Pharmaceuticals, Inc.
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LOT NO.:

EXP.:

Manufactured for:

Lupin Pharmaceuticals, Inc. .
111 South Calvert Street

Baitimore, Maryland 21202 United States
Manufactured by:

Lupin Limited

Mumbai 400 098 INDIA
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NDC 68180-644-10
Single Use Vials

Ceftriaxone for Injection USP
2g

For Intramuscular or Intravenous Use
Rx Only

Each vial contains sterile ceftriaxone sodium USP
equivalent to ceftriaxone 2 g
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NDC 68180-622-10

Single Use Vials
Ceftriaxone for Injection USP
© 500 mg

For Intramuscular or intravenous Use
Rx Only

Lupin Pharmaceuticals, Inc.

(10 Vials]
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204067

" Directions for Use:
For [.M. Administration: Reconstitute with 1.0 mL
* 1% Lidocaine Hydrochloride Injection (USP) or
Sterile Water for Injection (USP). Each 1 mL of
g solution contains approximately 350 mg equivalent
s of ceftriaxone.
For L.V. Administration; Reconstitute with 4,8 mL of an
» - LV. dlluent specified in the accompanying package
" insert. Each 1 mL of 'solution contains approximately
100 mg equivalent of ceftriaxone. Withdraw entire
- contents and dilute to the desired concentration with the
luent.
- . USUAL DOSAGE: For dosage recommendations and
other important prescribing information, read
“accompanying insert.
Storage Prior to Reconstitution: Store powder at
20° t0,25°C (68° to 77°F) [See USP Gontrolled Room
Temperature].
Storage After Reconstitution: See package insert.
PROTECT FROM LIGHT
v Code.No. MP/DRUGS/28/18/88

" el

NDC 68180-622-10
Single Use Vials

Ceftriaxone for Injection USP

For Intramuscular or Intravenous Use
Rx Only

10 Vials

Lupin Pharmaceuticals, Inc.




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

65-125

CSO LABELING REVIEW(S)



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

ANDA Number:. 65-125 , ~ Date of Submission:  May 14, 2003
Applicant's Name: Lupin Limited
Established Name: Ceftriaxone for Injection USP, 250 mg/vial, 500 mg/vial, 1 g/vial and 2 g/vial

Labeling Deficiencies:

1. GENERAL COMMENTS

a.

Revise the storage temperature recommendations of the unreconstrtuted powder
throughout your labels and labeling as follows:.

Store powder at 20° to 25°C (68° to 77°F) [See USP Controlled Room Temperature].

b. The manufacturer's address, as seen throughout your labels and labeling is not the same

as the address of the manufacturer found on page 189 of your original submission (dated
- March 22, 2002). Please comment and/or revise.
2. CONTAINER 250 mg, 500 mg, 1 g and 2 g single use vials

a. See GENERAL COMMENTS (1) above.

b. Revise the container labels to contain the same information as the reference listed drug
and/or comment. (Please note that the reference listed drug only lists one diluent amount
rather than two for reconstitution.) You may delete one of the addresses to provide more
space.

c. Please note that USAN names are common nouns and should be treated as such in the
text of labeling (i.e., lower case). Upper case may be used when the USAN name stands
alone as on fabels or in the title of the package insert.

d. Relocate the routes of administration to appear below the strength prominently.

e. Add the statement "A 350 mg/mL concentration ... contents." to the 250 mg container
label as seen on the 250 mg carton labeling.

f. We acknowledge your intention to distinguish your product strengths by different color
schemes.

- 3. CARTON 1and 10x250 mg, 1 and 10x 500 mg, 1 and 10 x1g,10x2 g

a. See comments under CONTAINER (2) above.

b. Please distinguish the product strengths in a similar manner in which you intend to
distinguish the strengths on the container labels.

c. You have used a different format for your "Each Vial Contains” statements on your

cartons of 1s and cartons of 10s. We further note that the word “contains” is seen with a
lower case “c” on the cartons of 10s and with an upper case “C” on the cartons of 1s.

The innovator does not use an "Each Vial Contains” statement. Please comment.
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INSERT

a.

GENERAL COMMENT

“mcg/mL” rather than * \'—\_ throughout the insert labeling

DESCRIPTION

Second paragraph

A). “molecular formula” rather than “

B). CisH16NgNa07S3 ¢ 3.5 sz

Chemical structure — Revise the waters of hydration as follows:

e 3.5 H,O [the “3.5” and the “H,0O” should appear on the same line of text — also
note the placement of the period between the “3” and the “5”.

DOSAGE AND ADMINISTRATION

Compatibility and Stability

First sentence — Ceftriaxone for Injection sterile powder should be stored
at 20° to 25°C (68° to 77°F) [See USP Controlled Room Temperature]
and protected from light. .

Paragraph beginning “Ceftriaxone has been shown ...”

A). Third line — “10 mg/mL” rather than * ~————

B). Fourth line — “(D5W)” rather than * —

Please revise your container labels and carton and insert labeling, as instructed above, and submit 12

you prefer.

‘copies of each piece (container labels and carton and insert labeling) in final print, or 4 copies in draft, if

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily
or weekly updates of new documents posted on the CDER web site at the following address -

htip.//www.fda.gov/cder/cdernew/listserv.html

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.

% i !42,@,,,?@ /

eter Rxckman
Dlrector
Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research



BASIS OF APPROVAL:

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

Do you have 12 Final Printed Labels and Labeling? Yes No If no, list why:
Container Labels: 250 mg, 500 mg, 1 gram and 2 gram

Professional Package Insert Labeling:

Revisions needed post-approval:

BASIS OF APPROVAL:

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Rocephin® for Injection
NDA Number: 50-585

NDA Drug Name: Rocephin® (ceftrlaxone sodium) for Injection
NDA Firm: Hoffmann-LaRoche

Date of Approval of NDA Insert and supplement #: 8-25-00 (S-047)
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: side-by-sides
Basis of Approval for the Carton Labeling:

Other Comments

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name Yes No | NA.
Different name than on acceptance to file letter? X
Is this product a USP item? If so, USP supplement in which verification was assured. USP 25 X
Is this name different than that used in the Orange Book?

Error Prevention Analysis

Has the firm proposed a proprietary name? NO

Packaging

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 X
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 by direct IV injection? X
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging X
configuration?

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

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

Has applicant failed to clearly differentiate multiple product strengths? X

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines) X
Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral Solution vs Concentrate, X
Warning Statements that might be in red for the NDA)

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

Has the firm failed to adequately support compatibility or stability claims which appear in the insert labeling? Note: ?

I(\:Ah%r:iist should confirm the data has been adequately supported. Stability protocols found unacceptable by chemist

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? X
Do any of the inactives differ in concentration for this route of administration? 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? X
Has the term "other ingredients” been used to protect a trade secret? If so, is claim supported? X

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?




Because of proposed packaging configuration or for ang other reason, does this applicant meet fail to meet all of the
unprotected conditions of use of referenced by the RLD?

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.

Bioequivalence Issues: (Compare bioequivalency 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.

NOTES/QUESTIONS TO THE CHEMIST:

1.

Has the firm submitted sufficient data to justify the listed storage temperature .
recommendations? Yes - per M. Shih --- but R. Adams has asked me to ask the firm to

revise the storage temperature recommendations for the sterile powder as follows:

Store powder at 20° to 25°C (68° to 77°F) [See USP Controlled Room Temperature]. | have
asked the firm to revise as he suggested.

Has the firm verified that the desired concentration can be achieved for each strength with
the addition of the specified amount of diluent indicated in the labeling? Yes - per M. Shih
-- However because the RLD does not list two different quantities for the amount of diluent
that may be added to reconstitute an IM dose on their 500 mg, 1 g and 2 g container labels

and carton labeling we have asked the firm to revise their 500 mg, 1 g and 2 g container
labels and carton labeling to be the same as the RLD's - and only include one amount of
diluent (the same amount as the RLD) to be used in the preparation of the solution.
Information can be found in the DOSAGE AND ADMINISTRATION section of the package
insert if an end user wishes to have the option of either reconstituting the end product in

either a 250 mg/mL or 350 mg/mL concentration.

Shih

Has the sodium content as stated in the DESCRIPTION section been verified? Yes - per M.

FOR THE RECORD: (portions taken from previous review)

1.

8-25-00. This is the first generic for this drug product.

Review based on the labeling of Rocephin®, (NDA 50-585/S-047) revised July 2000 (in draft); approved

Patent/ Exclusivities
Patent Data — 50-585
No Expiration Use Code Use File
None

Exclusivity Data - 50-585

Use Description

Codelsup Expiration Code

Labeling Impact

None There is no unexpired exclusivity for this product

Storage Conditions: (sterile powder)

NDA - room temperature - 77°F (25°C) - Protect From Light.
ANDA - room temperature - 77°F (25°C) - - Protect From Light.
USP - Preserve in containers for sterile solids.

There is a table in the insert indicating how long the reconstituted solution is stable for under refrigeration

(4°C) and at room temperature (25°C) in various IV fluids.

Product Line:

The innovator markets their product in boxes of 1s for the 250 mg, 500 mg and 1 gram strengths and in

boxes of 10s for all four strengths.

The applicant proposes to market their product in the same packaging configuration. The vials will be made
of USP Type 1 Glass with flip-off caps - 250 mg (white), 500 mg (green), 1 g (light blue), 2 g (red)

[v1.2p619].



The name and address of‘the manufacturer is located on page 189, vol. 1.1.
Lupin Limited
201 & 202, New Industrial Area No. 2
Mandideep, Distt. Raisen,
Madhya Pradesh
India - 462 046
6. Inactive Ingredients:
There are no inactive ingredients [see page 157 (Volume 1.1).
7. This is a FIRST GENERIC.
Date of Review: 6-26-03 Date of Submission: 5-14-03
Primary Reviewer: Adolph V Date:

7/3/63

Team Leader: Lillie Golson j Date: _ -
R EZE

CC:

ANDA: 65-125

DUP/DIVISION FILE

HFD-613/AVezza/LGolson (no cc)
aev/6/26/03|VAFIRMSAM\LUPIN\LTRS&REV\65125na2.L
Review

APPEARS THIS way
ON ORIGINAL



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

07 av ‘/’/24/,)3
ANDA Number: 65-125 : Date of Submission: August}b{2003

Applicant's Name: Lupin Limited

Established Name: Ceftriaxone for Injection USP, 250 mgl/vial, 500 mg/vial, 1 g/vial and 2 g/vial

BASIS OF APPROVAL:
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: 250 mg, 500 mg, 1 gram ¢ and 2 gram
Satisfactory in FPL as of August25’“f003 submission [vol 3.2].

Carton Labeling: 1 x250 mg & 10 x 250 mg, 1 x 500 mgand 10 x 500 mg, 1 x1gand10x1g,10x2g

Satisfactory in FPL as of August 28; 2003 submission [vol 3.2].
Professional Package Insert Labeling: % a/

Satisfactory in FPL as of August .25, 2003 submission [vol 3.2-ID # 203993 1
Revisions needed post-approval: none *% &/

BASIS OF APPROVAL: _

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Rocephin® for Injectlon
NDA Number: 50-585

NDA Drug Name: Rocephin® (ceftriaxone sodium) for Injection
NDA Firm: Hoffmann-LaRoche

Date of Approval of NDA Insert and supplement #: 8-25-00 (S-047)
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: side-by-sides

Basis of Approval for the Carton Labeling: side-by-sides.

Other Comments

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance o file letter?

Is this product a USP item? If so, USP supplement in which verification was assured. USP 25

Is this name different than that used in the Orange Book?

Error Prevention Analysis
Has the firm proposed a proprietary name? NO

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? !f yes, desciibe in FTR. X

lé Fgés package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a X

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 by direct IV injection? X

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

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

Is the color of the con?ainer (i.e. the color of the cap of a mydriatic ophthalmic) or cap incarrect? X

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 o Xv‘




on the label).

Has applicant failed to clearly differentiate muitiple product strengths? X

x

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

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

Is the Manufactured by/Distributor statement incormect or falsely inconsistent between labels and [abeling? Is "Jointly X
Manufactured by...", statement needed?

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. Stability protocols found unacceptable by chemist
M. Shih.

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?

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?

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?

Because of proposed packaging configuration or for anS other reason, does this applicant meet fail to meet all of the X
unprotected conditions of use of referenced by the RLD?

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

Is the product light sensitive? If so, is NDA andfor ANDA in a light resistant container? X
Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information should be used. X

However, only include solvents appearing in innovator labeling.

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

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. X .

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.

NOTES/QUESTIONS TO THE CHEMIST:

1. Has the firm submitted sufficient data to justify the listed storage temperature
recommendations? Yes - per M. Shih --- but R. Adams has asked me to ask the firm to
revise the storage temperature recommendations for the sterile powder as follows:

Store powder at 20° to 25°C (68° to 77°F) [See USP Controlled Room Temperature]. | have
asked the firm to revise as he suggested.

2. Has the firm verified that the desired concentration can be achieved for each strength with
the addition of the specified amount of diluent indicated in the labeling? Yes - per M. Shih
-- However because the RLD does not list two different quantities for the amount of diluent
that may be added to reconstitute an IM dose on their 500 mg, 1 g and 2 g container labels
and carton labeling we have asked the firm to revise their 500 mg, 1 g and 2 g container.
labels and carton labeling to be the same as the RLD’s - and only include one amount of
diluent (the same amount as the RLD) to be used in the preparation of the solution.
Information can be found in the DOSAGE AND ADMINISTRATION section of the package
insert if an end user wishes to have the option of either reconstituting the end product in
either a 250 mg/mL or 350 mg/mL concentration.

3. Has the sodium content as stated in the DESCRIPTION section beeh verified? Yes - per M.
Shih

FOR THE RECORD: (portions taken from previous review)

1. Review based on the labeling of Rocephin®, (NDA 50-585/S-047) revised July 2000 (in draft); approved
8-25-00. This is the first generic for this drug product.



Patent/ Exclusivities

Patent Data — 50-585

No Expiration Use Code Use

File

None

Exclusivity Data - 50-585

Use Description

Code/sup Expiration Code

Labeling Impact

None There is no unexpired exclusivity for this product

Storage Conditions: (sterile powder)
NDA - room temperature - 77°F (25°C) - Protect From Light.

ANDA - Store at 20° to 25°C (68° to 77°F) [See USP Controlled Room Temperature]. Protect From Light.

USP - Preserve in containers for sterile solids

There is a table in the insert indicating how long the reconstituted solution is stable for under refrigeration

(4°C) and at room temperature (25°C) in various IV fluids.

Product Line:

The innovator markets their product in boxes of 1s for the 250 mg, 500 mg and 1 gram strengths and in

boxes of 10s for all four strengths.

The applicant proposes to market their product in the same packaging configuration. The vials will be made
of USP Type 1 Glass with flip-off caps - 250 mg (white), 500 mg (green), 1 g (light blue), 2 g (red)

fv1.2p619].
The name and address of the manufacturer is located on page 189, vol. 1.1.

Lupin Limited

201 & 202, New Industrial Area No. 2
Mandideep, Distt. Raisen,

Madhya Pradesh

India - 462 046

Inactive Ingredients:
There are no inactive ingredients [see page 157 (Volume 1.1).

This is a FIRST GENERIC.

Date of Review: 9-22-03 . v Date of Submission:

Primary Reviewer: Adolph Vezza : Date:

Team Leader: Lillie soa' W .DatZ/ 2 (7/0 3

AW Kul— 9/27/0

972 av

8-2503

CC:

ANDA: 65-125

DUP/DIVISION FILE

HFD-613/AVezza/LGolson (no cc)
aev/9/22/03|V:\FIRMSAM\LUPIN\LTRS&REV\65125.APL
Review ’ .




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

ANDA Number: 65-125 Date of Submission: March 28, 2002
Applicant's Name: Lupin Limited
Established Name: Ceftriaxone for Injection USP, 250 mg/vial, 500 mg/\iial, 1 glvial and 2 glvial

Labeling Deficiencies:

1. CONTAINER 250 mg, 500 mg, 1 g and 2 g single use vials
a. Replace the statement "/ - 1." with "Rx Only"
b. Place a period after "Protect From Light".
C. We encourage you to further differentiate your product strengths by boxing, contrasting
color, or some other means.
d. Include the "Each mL of solution contains ..." statement as seen on the innovator's label.
e. Space permitting, we encourage you to include the sodium content of this drug product.
f. We encourage you to use "For |.LM. or L.V. Use." Rather than " wemmewsmremmmmossm,
2. CARTON
a. We note that all 4 of this drug product's strengths will be supplied in cartons of 1 vial and
cartons of 10 vials each yet you have not submitted any carton labeling. Please
comment.
b. See CONTAINER comment (e) above.
3. INSERT
a. GENERAL COMMENTS
i. Please revise the abbreviation for "gram" to be "g" rather than "— - throughout
your insert labeling to be in accord with your container labels.
ii. "e.g." rather than "=~ throughout your insert labeling
iii. "in vitro" (italics - multiple instances"
iv Insert a space between the number amount and the units when expressing a
strength, dosing range or concentration (e.g. - "250 mg" rather than * ~—ewwe—s
V. When you are using the genus and species names for "Chlamydia trachomatis”
or "Clostridium difficile" do not abbreviate the genus name with 2 "C" (e.g.,
"Clostridium difficile” rather than " =essmcmmm
vi. "U.S." rather than <.~ ' throughout your insert labeling
b. TITLE

We encourage you to place the statement "Rx only" to be immediately below or after the
title.



C.

DESCRIPTION

The following letters should be italicized in the chemical name:
"6R", "7TR", "as", "O-methyloxime"
Revise the molecuiar weight to read "661.60" per USP 26.

Place a dot before the-waters of hydration in the chemical formula.

CLINICAL PHARMACOLOGY

ii.

Third line - "or 350 mg/mL" rather than "or —~—————_

Paragraph after Table 1, second sentence - Delete the period after "IM".
Table 3 - Be consistent as to whether or not the subtities are underlined.
Microbiology

A). Delete the period after the sub-subsection title "Aerobic gram-negative
microorganisms:"

B). Insert a blank line space between "Serratia marcescens" and the next
sentence "Ceftriaxone is ..." .

C). insert a biank line space between "Peptostreptococcus species” and
"NOTE: Most strains ..."

D). Delete the blank line space between the sentence beginning "The
following in vitro ..." and the following paragraph.

E). Leave a blank line space between the sub-subsections "Aerobic gram-
negative microorganisms:", "Aerobic gram-positive microorganisms:" and
"Anaerobic microorganisms:" as they occur at the end of this subsection.

Diffusion techniques

A). Paragraph beginning "Disk diffusion ...", third line.- ">" rather than "—

B). Paragraph beginning "As with other ...", last line - Delete the quotation
marks and place a "4" superscripted after "dilution™ (i.e., "dilution“").

C). Last table in‘this section
1). "thetaiotaomicron" (spelling)
2). Add the followiing sentence immediately after the above table:

"ATCC®is a registered trademark of the American Type Culture
Collection."

PRECAUTIONS

General, last line - Delete the extra period.

Pediatric Use, first sentence - "pediatric patients" rather than " <———-

ADVERSE REACTIONS



i Local Reactions, second sentence - "The incidence of warmth, tightness or
induration was ..."

ii. Hematologic, first line - "eosinophilia (6%), thrombocytosis (5.1 % .."

iii. Last paragraph, last line - "... palpitations, epistaxis, biliary lithiasis,
agranulocytosis, renal precipitations, and nephrolithiasis.”

OVERDOSAGE

Add the following section (OVERDOSAGE) with the associated text below immediately
after the "ADVERSE REACTIONS" section:

"In the case of overdosage, drug concentration would not be reduced by hemodialysis or
peritoneal dialysis. There is no specific antidote. Treatment of overdosage should be
-symptomatic.”

DOSAGE AND ADMINISTRATION
i. Compatibility and Stability, second line - "-- 25°C (77°F) -- or below and ..."

ii. Add the following two paragraphs immediately before the paragraph (single
sentence beginning "After the indicated ...": .

"Ceftriaxone has been shown to be compatible with intravenous metronidazole
hydrochloride. The concentration should not exceed 5 to 7.5 mg/mL
metronidazole hydrochioride with ceftriaxone 10 mg/mL as an admixture. The
admixture is stable for 24 hours at room temperature only in 0.9% sodium
chloride injection or 5% dextrose in water (D5W). No compatibility studies have
been conducted with the intravenous metronidazole formulation or using other
diluents. Metronidazole at concentrations greater than 8 mg/mL will precipitate.
Do not refrigerate the admixture as precipitation will occur.

Vancomycin and fluconazole are physically incompatible with ceftriaxone in
admiixtures. When either of these drugs is to be administered comcomitantly with
ceftriaxone by intermittent intravenous infusion, it is recommended that they be

given sequentially, with thorough flushing of the intravenous lines (with one-of the
compatible fluids) between the administrations.”

iii. Add the following irhmediately after the paragraph (single sentence beginning
"After the-indicated ...":

"Note: Parenteral drug products should be inspected visually for particulate
matter before administration.”

CLINICAL STUDIES

Second table - The genus and species names for the organisms listed in the table should
be in italic print. '

REFERENCES
i. The section title should be in bold print.

ii. The titles of the articles in the journals should be in italic print.



e,

Please revise your container labels and insert labeling, as instructed above, and submit 12 copies of each
piece (container labels and carton and insert labeling) in final print, or 4 copies in draft, if you prefer.

Prior to approval, it may be necessary. to revise your labeling subsequent to approved changes for the
reference listed drug. in order to keep ANDA labeling current, we suggest that you subscribe to the daily
or weekly updates of new documents posted on the CDER web site at the following address -
http://www fda.gov/cder/cdernew/listserv.html

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 expiained.

Y @aﬂ)%u/

W /Peter Rickman

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research




BASIS OF APPROVAL:

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling? Yes No If no, list why:

Container Labels: 250 mg, 500 mg, 1 gram and 2 gram

Professional Package Insert Labeling:

Revisions needed post-approval:

BASIS OF APPROVAL.:

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Rocephin® for Injection
NDA Number: 50-585

NDA Drug Name: Rocephin® (ceftriaxone sodium) for Injection
NDA Firm: Hoffmann-LaRoche

Date of Approval of NDA Insert and supplement #: 8-25-00 (S-047)
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: side-by-sides
Basis of Approval for the Carton Labeling:

Other Comments

REVIEW OF PROFESSIONAL LABELING CHECK LIST

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 assured. USP 25 X
Is this name different than that used in the Orange Book? X

Error Prevention Analysis

Has the firm proposed a proprietary name? NO X
Packaging e
Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR. X
]é ttgs package size mismatched with the recommended dosage? If yes, thé Poison Prevention Act may require a X
RC.
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 by direct IV injection? X
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging X
configuration?
Is the strength and/or concentration of the product unsupported by the insert labeling? X
Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect? X

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 ) X
on the label). .

Has applicant failed to clearly differentiate muitiple product strengths? X

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines) X
Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral Solution vs Concentrate, X
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 | X

Manufactured by...", statement needed?

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. Stability protocols found unacceptable by chemist
M. Shih.

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?

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

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

x| X x| x| x

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

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 X
supported and is the difference acceptabie?




-,

Because of proposed packaging configuration or for ang other reason, does this applicant meet fail to meet all of the X
unprotected conditions of use of referenced by the R

Does USP have labeling recommendations? If any, does ANDA meet them? - X
Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container? X
Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information should be used. X

However, only include solvents appearing in innovator labeling.

Bioequivalence Issues: (Compare bioequivalency 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. ) X

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.

NOTES/QUESTIONS TO THE CHEMIST:

1. Has the firm submitted sufficient data to justify the listed storage temperature
recommendations? Yes - per M. Shih '

2, Has the firm verified that the desired concentration can be achieved for each strength with
the addition of the specified amount of diluent indicated in-the labeling? Yes - per M. Shih
3. Has the sodium content as stated in the DESCRIPTION section been verified? Yes - per M.

Shih

FOR THE RECORD:

1. Review based on the labeling of Rocephin®, (NDA 50-585/S-047) revised July 2000 (in draft); approved 8-

25-00. This is the first generic for this drug product.
2. Patent/ Exclusivities

Patent Data — 50-585

No Expiration Use Code Use

File

None

Exclusivity Data - 50-585

Use Description .
Codelsup Expiration Code Labeling Impact
None There is no unexpired exclusivity for this product
3. Storage Conditions: (sterile powder)

NDA - room temperature - 77°F (25°C) - Protect From Light.
ANDA - room temperature - 77°F (25°C) - - Protect From Light.
USP - Preserve in containers for sterile solids

There is a table in the insert indicating how long the reconstituted solution is stable for under refrigeration

(4°C) and at room temperature (25°C) in various 1V fluids.

4. Product Line:

The innovator markets their product in boxes of 1s forthe 250 mg, 500 mg and 1 gram strengths and in

boxes of 10s for all four strengths.

The applicant proposes to market their product in the same packaging configuration. The vials will be made

of USP Type 1 Glass with flip-off caps - 250 mg (white), 500 mg (green), 1 g (light blue), 2 g (red)

[v1.2p619].
5. Lupin is the manufacturer (page 189, vol. 1.1).
6. Inactive Ingredients:

There are no inactive ingredients [see page 157 (Volume 1.1).

7. This is a FIRST GENERIC.
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Chemistry Review Data Sheet

. ANDA: 65-125

. REVIEW #: 1

. REVIEW DATE: §/5/0 2
. REVIEWER: Maria C. Shih

. PREVIOUS DOCUMENTS:

Previous Documents

Original Submission
New Correspondenc®
Acceptable for filing
New Correspondence

. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed
Original Submission
New Correspondence
New Correspondence
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Chemistry Review Data Sheet

7. NAME & ADDRESS OF APPLICANT:

10.

11,

12.

13.

14.

Name: Lupin Limited
The World Trade Center
Address: 401 E. Pratt Street, Suite 2225
' Baltimore, MD 21202
Representative: Vinita Gupta
Telephone: . 410-576-2000

. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Ceftriaxone for Injection USP

LEGAL BASIS FOR SUBMISSION:.

Reference Listed Drug Rocephin® by Hoffman LaRoche Inc. under NDA #50-585,
Sterile powder for 500 mg, 1 g,2 g, and 10 g.

Firm claims (pagé\é 15-9, also in New Correspondence 6/24/02) that there are no
unexpired patents or exclusivity for this product.

PHARMACOL. CATEGORY: Antibacterial

DOSAGE FORM: Sterile powder for injection
STRENGTH/POTENCY: 250mg,500mg,1g and2g
ROUTE OF ADMINISTRATION: Iv/IM

Rx/OTC DISPENSED: __ X Rx OTC

Page 4 of 23



Chemistry Review Data Sheet

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X __ Not a SPOTS product

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

Ceftriaxone Sodium [104376-79-6]

Na

CHy €M N
fDl G f‘l\ N
K W-- . %
Hgh—¢ I
& o 2% HpD

C]gH 16N3N3207S 3'31/2H20 661.60

5-Thia-1-azabicyclo[4.2.0]oct-2-ene-2-carboxylic acid, 7-[[(2-amino-4- thiazolyl)
(methoxyimino) acetyl]amino]-8-0x0-3-[[(1,2,5,6-tetrahydro-2-methyl-5-, 6-dioxo-1,2,4-triazin-
3- yDthio]Jmethyl]-, disodium slat, [6 R-[6a,7b( Z)]]-, hydrate, (2:7). (6R,7 R)-7- [2-(2-Amino-4-
thiazolyl)glyoxylamido]-8-oxo-3-[[(1,2,5,6-tetrahydro-2-methyl-5,6-dioxo- as- triazin-3-yl)
thioJmethyl]-5-thia-1-azabicyclo[4.2.0]oct-2-ene-2-carboxylic acid, 7 2.( Z)-(O-methyloxime),
disodium salt, sesquaterhydrate [104376-79-6].

Anhydrous 598.56

17. RELATED/SUPPORTING DOCUMENTS:

" A. DMFs:
DATE
DI;/IF TYPE | HOLDER REFIEZII;%\I:IICED CODE! | STATUS? REVIEW COMMENTS
I - COMPLETED
~1I Lupin Sterile Ceftriaxone | 1 Inadequate | 8/16/02 _
Sodium

6

e | 10 - |

Page 5 of 23



! Action codes for DMF Table:
1 — DMF Reviewed.
Other codes indicate why the DMF was not reviewed, as follows:

2 —Type 1 DMF

Chemistry Review Data Sheet |

3 — Reviewed previously and no revision since last review
4 — Sufficient information in application
5 — Authority to reference not granted

6 — DMF not available .

7 — Other (explain under "Comments")

2 Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)

B. Other Documents: N/A

18. STATUS:

CONSULTS/ CMC
"RELATED RECOMMENDATION | DATE REVIEWER
REVIEWS

Microbiology Pending

EES Pending

Methods Validation N/A

Labeling Pending

Bioequivalence Pending

EA N/A

Radiopharmaceutical | N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of

receipt. _ x_ Yes No

AP

If no, explain reason(s) below:

cCARS THIS WAY

CHN ORIGINAL
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Executive Summary Section

The Chemistry Review for ANDA 65-125

The Executive Summary

I.

II.

Recommendations

A. Recommendation and Conclusion on Approvability
Not Recommended for Approval (MINOR)

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable
N/A

Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

Reference Listed Drug Rocephin® (Ceftriaxone for Inj ebtion) by Hoffman
LaRoche Inc. (HLR) under NDA #50-585, Sterile powder for 500 mg, 1 g,2 g,
and 10 g.

Drug substance

Sterile Cefiriaxone Sodium is manufactured under Lupin’s DMF #! = using ==
-==_a8 the key starting material. Deficiency letter is being issued to the DMF
holder (per CR #1 dated 8/16/02).

Drug product

This apphcatlon 1s the first generic for this dosage form.

Currently there are two other approved ANDAs from HLR’s Roceph1n®
#63-239 (250 mg/vial and 1g/vial, approved 8/13/93) and #62-654 (ADD-
Advantage Vials, 1 g/vial and 2 g/vial, approved 4/30/87)). There has been no
distribution for the former since approval.

This is a single entity product, the sterile API is ¢
“remeemer 0T Other manufacturing steps are invelved. The dry powder is relatlvely
stable, but tends to degrade when reconstituted in solution. Firms usually use
- t0 maintain the labeling claim for potency and to meet the specifications.
See under Composition for the comparative formulations with RLD and other
approved ANDAs.

The copies of specifications from NDA 50-585, and ANDA 62-654 are attached
in this review.
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CHEMISTRY REVIEW

Executive Summary Section

B. Description of How the Drug Product is Intended to be Used
N/A

C. Basis for Approvability or Not-Approval Recommendation
The application is not approvable for minor CMC issues. The deficiencies are
related to overage and controls of drug substance and drug product,
also some stability issues for reconstituted solutions.

III. Administrative
cc: ANDA 65-125
ANDA DUP
DIV FILE
Field Copy
Endorsements:
HFD-643/MShih/8/20/02/ '/Lz g (N Mso o2

HFD-643/RAdams/8/23/02 R .C. Oulom g0 for-

V:\firmsam\LUPH}I\ltrs&rev\65 125rv1. NAD.doc

F/T by: TOH 8/30/02

TYPE OF LETTER: NOT APPROVABLE - MINOR

AFPPEARS THIS WAY
GH ORIGINAL
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Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA: 65-125
2. REVIEW #: 2

3. REVIEW DATE: 11/25/02
4. REVIEWER: Maria C. Shih

5. PREVIOUS DOCUMENTS:

W Previous Documents Document Date
o Original Submission : : 28- MAR-2002
New Correspondenc® : 24-JUNE-2002
Acceptable for filing 3-JULY-2002
New Correspondence ’ 24-JULY-2002
CMC deficiency #1 : 9-Sept-2002

6. SUBMISSION(S) BEING REVIEWED:

' Submission( sLRevieWéd Document Date
CMC Minor Amendment 14-OCT-2002
APPEARS THIS WAY

ON ORIGINAL
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"HEMISTRY REVIE
Chemistry Review Data Sheet

7. NAME & ADDRESS OF APPLICANT:

Name: Lupin Limited
The World Trade Center
Address: 401 E. Pratt Street, Suite 2225
5 Baltimore, MD 21202
Representative: Vinita Gupta
Telephone: 410-576-2000

DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: . NA

- b) Non-Proprietary Name (USAN): Ceftriaxone for Injection USP

10.

11.
12.
13.

14,

LEGAL BASIS FOR SUBMISSION:

Reference Listed Drug Rocephin® by Hoffman LaRoche Inc. under NDA #50-585,
Sterile powder for 500 mg, 1 g,2 g,and 10 g.

Firm claims (pagc;s 15-9, also in New Correspondence 6/24/02) that there are no
unexpired patents or exclusivity for this product.

PHARMACOL. CATEGORY: Antibacterial

DOSAGE FORM:  Sterile powder for injection
STRENGTH/POTENCY: 250mg,500mg, 1 g and2g

ROUTE OF ADMINISTRATION: 1V/IM

Rx/OTC DISPENSED: _ X Rx OTC

Page 4 0f 23




Chemistry Review Data Sheet

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X ___Not a SPOTS product

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

-

Ceftriaxone Sodium [104376-79-6]

0

Ha
CH3 EOMa /‘H/D

™

e icﬁir L

, 2% HaD .

CisH 16N gNa 0 7S 5:3%H 20 661.60

5-Thia-1-azabicyclo[4.2.0]oct-2-ene-2-carboxylic acid, 7- [[(2 amino-4- thiazolyl)
(methoxyimino) acetyl]amino]-8-ox0-3-[[(1,2,5,6-tetrahydro-2-methyl-5-, 6-dioxo-1,2,4-triazin-
3- yD)thioJmethyl]-, disodium slat, [6 R-[6a,7b( Z)]]-, hydrate, (2:7). (6R,7 R)-7- [2~(2-Amino-4-
thiazolyl)glyoxylamido]-8-ox0-3-[[(1,2,5,6-tetrahydro-2-methyl-5,6-dioxo- as- triazin-3-yl)
thio]methyl]-5-thia-1-azabicyclo[4.2.0]oct-2-ene-2-carboxylic acid, 7 %-( Z)-(O-methyloxime),
disodium salt, sesquaterhydrate [104376-79-6]. _

Anhydrous 598.56

17. RELATED/ SUPPORTING DOCUMENTS:

A. DMFs:
DME — DATE
4 TYPE | HOLDER | ITEM REFERENCED | CODE' STATUS? REVIEW COMMENTS
- ‘ COMPLETED :
- II Lupin Sterile Ceftriaxone 1 CMC (Adeq) 11/21/02 Per CR #2
l Sodlum _ Micro (Inadeq) 11/12/02 Per CR #1
| ' RS |
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Chemistry Review Data Sheet

! Action codes for DMF Table:

1 — DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:
2 -Type 1 DMF

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available .

7 — Other (explain under "Comments")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)

B. Other Documénts: N/A

18. STATUS: .

CONSULTS/ CMC
RELATED RECOMMENDATION | DATE REVIEWER
REVIEWS

Microbiology Deficient 11/12/02 Nrapendra Nath

EES Pending .

Methods Validation N/A

Labeling Pending

Bioequivalence ~ | Waiver granted 9/13/02 Mamata Gokhale

EA ' N/A

Radiopharmaceutical | N/A

19. ORDER OF REVIEW

‘The application submission(s) covered by this review was taken in the date order of
receipt. _ x_Yes No  Ifno, explain reason(s) below:

APPEARS THIS WAY
0 GRIGIHAL
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HEMISTRY REVIE

Executive Summary Section

The Chemistry Review for ANDA 65-125

The Executive Summary

L Recommendations

A. Recommendation and éonclusion on Approvability
Not Recommended for Approval (MINOR)

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable
N/A

II.  Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

Reference Listed Drug Rocephin® (Ceﬁnaxone for Injection) by Hoffman
LaRoche Inc. (HLR) under NDA #50-585, Sterile powder for500mg, 1 g,2 g,
and 10 g.

Drug substance

Sterile Ceftriaxone Sodium is manufactured under Lupin’s DMF # === ysingu=e=
- as the key starting material. Deficiency letter is being issued to the DMF
holder (per CR #1 dated 8/16/02).

Drug product

This application is the first generic for this dosage form.

Currently there are two other approved ANDAs from HLR’s Rocephin®:
#63-239 (250 mg/vial and 1g/vial, approved 8/13/93) and #62-654 (ADD-
Advantage Vials, 1 g/vial and 2 g/vial, approved 4/30/87)). There has been no
distribution for the former since approval.

This 1s a single entity product, the sterile APIis
=™ o1 other manufacturing steps are invelved. The dry powder 1s relatlvely
stable, but tends to degrade when reconstituted in solution. Firms usually use
~——= {0 maintain the labeling claim for potency and to meet the specifications.
See under Composition for the comparative formulations with RLD and other
approved ANDAs.

The copies of spemﬁcatlons from NDA 50-585, and ANDA 62-654 are attached
in CR #1.

~ Page 7 0f 23



Executive Summary Section

B. Description of How the Drug Product is Intended to be Used
N/A

C. Basis for Approvability or Not-Approval Recommendation
- The application is not approvable for DMF issues (Micro).

III. Administrative
cc:  ANDA 65-125

ANDA DUP

DIV FILE

Field Copy
Endorsements: :

L,

I—IFD-643/1\/IShih/11/25/O2//\A_A( J/C/ C¥efo
HFD-643/RAdams/12/1/02 . qdowws 1> 410
Vfirmsam\LUPIN\trs&rev\65125rv2.NAD.doc

F/T by: mda/12/2/02

TYPE OF LETTER: NOT APPROVABLE - MINOR

APPEARS THIS WAY
ON ORIGINAL
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B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk
Management Steps, if APPIOVADIE ........cccoruiiriiii e aene e seenas 7
II. Summary of Chemistry Assessments....... JO O U 7
A. Description of the Drug Product(s) and Drug SUDSLANCE(S) cuvveeriieecreeiirieerieeeeere s e ceae e 7
B. Description of How the Drug Product is Intended to be Used.......cecceevreririririnririnnieeeenesenennnns 8
C. Basis for Approvability or Not-Approval Recommendation ............ccuvevrurrererieserinsseesssssessesnssnees 8
TII. AQIMUNISITALIVE ... eiieeeiieete et eeeeeriteet et este e e e e s teeetveesseeaeseeseeeseessesenseeeseeensnessnssenseesesesseensensneseas 8 |
Chemistry ASSeSSIMENt .......cveeceercessssesssnnannans csesestessantsssasssannssans cessesaesennesssnesssnases .9
APPEARS THIS Way

ON ORIGINAL



. Chemistry Review Data Sheet

Chemistry Review Data Sheet

. ANDA: 65-125
. REVIEW #: 3
. REVIEW DATE: 5/5/03

. REVIEWER: Maria C. Shih

. PREVIOUS DOCUMENTS:

Previous Documents

Original Submission
New Correspondence
Acceptable for filing
New Correspondence
CMC deficiency #1
CMC deficiency #2

Document Date

28- MAR-2002
24-JUNE-2002
3-JULY-2002
24-JULY-2002
9-SEPT-2002
10-DEC-2002

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed
CMC Minor Amendment
CMC Minor Amendment

Document Date
14-OCT-2002
21- JAN-2003
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'CHEMISTRY REVIEW

Chemistry Review Data Sheet

7. NAME & ADDRESS OF APPLICANT:

10.

11.

12.

13.

14.

Name: Lupin Limited

The World Trade Center
401 E. Pratt Street, Suite 2225

Address: Baltimore, MD 21202
Representative: Vinita Gupta
Telephone: . - 410-576-2000

. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Ceftriaxone for Injection USP

. LEGAL BASIS FOR SUBMISSION:

Reference Listed Drug Rocephin® by Hoffman LaRoche Inc. under NDA #50- 585,
Sterﬂe powder for 500 mg, 1 g, 2 g, and 10 g.

Firm claims (pages 15-9, also in New Correspondence 6/24/02) that there are no
unexpired patents or exclusivity for this product.

PHARMACOL. CATEGORY:: Antibacterial

DOSAGE FORM:  Sterile powder for injection
STRENGTH/POTENCY: 250mg, 500mg,1g,and2 g
ROUTE OF ADMINISTRATION: 1v/IM

Rx/OTC DISPENSED: X Rx OTC

Page 4 of 23




CHEMISTRY REVIEW

Chemistry Review Data Sheet

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X __Not a SPOTS product

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

Ceftriaxone Sodium [104376-79-6]

ClgH 16N gNazo 7S 3'31/2H20 661.60

5-Thia-1-azabicyclo[4.2.0]oct-2-ene-2-carboxylic acid, 7-[[(2-amino-4- thiazolyl)
(methoxyimino) acetyl]afnino]-8-oxo0-3-[[(1,2,5,6-tetrahydro-2-methyl-5-, 6-dioxo-1,2,4-triazin-
3- yDthio]methyl]-, disodium slat, [6 R-[6a,7b( Z)]]-, hydrate, (2:7). (6R,7 R)-7- [2-(2-Amino-4-
thiazolyl)glyoxylamido]-8-oxo-3-[[(1,2,5,6-tetrahydro-2-methyl-5,6-dioxo- as- triazin-3-yl)
thio]methyl]-5-thia-1-azabicyclo[4.2.0]oct-2-ene-2-carboxylic acid, 7 2 Z)-(O-methyloxime),
disodium salt, sesquaterhydrate [104376-79-6].

Anhydrous 598.56

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
DME . DATE
4 TYPE | HOLDER | ITEM REFERENCED { CODE' STATUS? REVIEW COMMENTS
- o COMPLETED
wwo==| I | Lupin Sterile Ceftriaxone 1 CMC (Adeq) 11/21/02 ~ Per CR #2
| Sodium Micro (Adeq) 4/16/03 Per CR #2
Sovemacns | ol — 1 Adequate 12/27/02 Per CR #7

Page 5 of 23



 CHEMISTRY REVIEW

Chemistry Review Data Sheet

! Action codes for DMF Table:
1 - DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows
2 -Type 1 DMF

3 — Reviewed previously and no revision since last review
4 - Sufficient information in application
5 — Authority to reference not granted

6 — DMF not available

7 - Other (explain under "Comments")

2 Adequate, Inadéquate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)

B. Other Documents: N/A

18. STATUS:
CONSULTS/ CMC
RELATED RECOMMENDATION DATE REVIEWER
REVIEWS
Microbiology Acceptable 4/28/03 Nrapendra Nath
EES Pending
Methods Validation N/A
Labeling Pending
Bioequivalence Waiver granted 9/13/02 Mamata Gokhale
EA N/A
Radiopharmaceutical | N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of
receipt. ___x_ Yes No  If no, explain reason(s) below:

APPEARS THIS WAY
ON ORIGINAL
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'CHEMISTRY REVIEW.

Executive Summary Section

The Chemistry Review for ANDA 65-125

The Executive Summary

I.

IL.

Recommendations

A.

Recommendation and Conclusion on Approvability
Recommended for Approval

Recommendation on Phase 4 (Post-Marketing) Commltments, Agreements,
and/or Risk Management Steps, if Approvable
N/A

Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

Reference Listed Drug Rocephin® (Ceftriaxone for Injection) by Hoffman
LaRoche Inc. (HLR) under NDA #50-585, Sterile powder for 500mg,1g,2g,

~and 10 g.

Drug substance

Sterile Ceftriaxone Sodium is manufactured under Lupin’s DMF # —, using
—— as the key starting material. Deficiency letter is being issued to the DMF
holder (per CR #1 dated 8/16/02). DMF # +— . is now acceptable for both CMC
(11/21/02) and sterility issues (4/16/03).

Drug product

This application is the first generic for this dosage form.

Currently there are two other approved ANDAs from HLR’s Rocephin®:
#63-239 (250 mg/vial and 1g/vial, approved 8/13/93) and #62-654 (ADD-
Advantage Vials, 1 g/vial and 2 g/vial, approved 4/30/87)). There has been no
distribution for the former since approval.

This is a single entity product, the sterile APIis
mssese o1 Other manufacturing steps are involved. The dry powder is relatlvely
stable, but tends to degrade when reconstituted in solution. Firms usually use

- t0 maintain the labeling claim for potency and to meet the specifications.
See under Composition for the comparative formulations w1th RLD and other
approved ANDAs.

The copies of specifications from NDA 50-585 , and ANDA 62-654 are attached
in CR #1.
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CHEMISTRY REVIEW.

Executive Summary Section

B. Description of How the Drug Product is Intended to be Used
N/A

C. Basis for Approvability or Not-Approval Recommendation :
The only concern we listed in CR #2 is for sterility issues (Micro), which was
~addressed in Amendment 1/21/03. The application is now approvable (pending
labeling). '

ITII. Administrative

cc:  ANDA 65-125

ANDA DUP
DIV FILE
Field Copy »
Endorsements: : /Z 7[ M sb,% 9%8/ 93
| g for 7\
HFD-643/Mshib/s/5/03 J%Y 03

HFD-643/R Adams/ 9.0 M"M

V:\firmsam\LUPIN\ltrs&rev\651251v3.APD. doc

F/T by:

TYPE OF LETTER: APPROVABLE

APPEARS THIS WAY
ON ORIGINAL
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 CHEMISTRY REVIEW

Chemistry Review Data Sheet

‘Chemistry Review Data Sheet

. ANDA: 65-125

. REVIEW #: 4 |

. REVIEW DATE: 9/25/03

. REVIEWER: Maria C. Shih

. PREVIOUS DOCUMENTS:

Previous Documents

Original Submission
New Correspondencé
Acceptable for filing
New Correspondence
CMC deficiency #1
CMC deficiency #2
CMC Minor Amendment
CMC Minor Amendment

6. SUBMISSION(S) BEING REVIEWED:

Submission( s)» Reviewed

CMC Minor Amendment (Labeling)

Page 3 0of 23

Document Date
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24-JULY-2002
9-SEPT-2002 -
10-DEC-2002
14-OCT-2002
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Document Date
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' CHEMISTRY REVIEW

Chemistry Review Data Sheet

7. NAME & ADDRESS OF APPLICANT:

10.

11.
12.
13.

14.

Name: Lupin Limited

The World Trade Center
401 E. Pratt Street, Suite 2225

Address: Baltiacne, MD 21209
Representative: Vinita Gupta
Telephone: 410-576-2000

DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Ceftriaxone for Injection USP

LEGAL BASIS FOR SUBMISSION:

Reference Listed Drug Rocephin® by Hoffman LaRoche Inc. under NDA #50-585,
Sterile powder for 500 mg, 1 g, 2 g, and 10 g. ,

Firm claims (pageg 15-9, also in New Correspondence 6/24/02) that there are no
unexpired patents or exclusivity for this product.

PHARMACOL. CATEGORY: Antibacterial

DOSAGE FORM:  Sterile powder for injection
STRENGTH/POTENCY: 250mg, 500 mg, 1 g, and2 g
ROUTE OF ADMINISTRATION: IV/IM

Rx/OTC DISPENSED: X Rx OTC
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* CHEMISTRY REVIEW
Chemistry Review Data Sheet

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X _Not a SPOTS product
16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR

FORMULA, MOLECULAR WEIGHT:

Ceftriaxone Sodium [104376-79-6]

wﬁt‘mr\ o

CisH 16N gNa,07S3:3%2H,0  661.60

5-Thia-1-azabicyclo[4.2.0]oct-2-ene-2-carboxylic acid, 7-[[(2-amino-4- thiazolyl)
(methoxyimino) acetyl]amino]-8-0x0-3-[[(1,2,5,6-tetrahydro-2-methyl-5-, 6-dioxo-1,2,4-triazin-
3- yDthio]lmethyl]-, disodium slat, [6 R-[6a,7b( Z)]]-, hydrate, (2:7). (6R,7 R)-7- [2-(2-Amino-4-
thiazolyl)glyoxylamido]-8-ox0-3-[[(1,2,5,6-tetrahydro-2-methyl-5,6- leXO as- triazin-3-yl)
thioJmethyl]-5-thia-1-azabicyclo[4.2.0]oct-2-ene-2-carboxylic acid, 72-( Z)-(O-methyloxime),
disodium salt, sesquaterhydrate [104376-79-6].

Anhydrous 598.56

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
DMF DATE
4 TYPE | HOLDER | ITEM REFERENCED | CODE! STATUS? REVIEW COMMENTS
' ‘ COMPLETED
e 11 Lupin Sterile Ceftriaxone -1 CMC (Adeq) 11/21/02 Per CR #2
| Sodium | Micro (Adeq) 4/16/03 | Per CR#2
| — 11 e, st 1 Adequate 12/27/02 Per CR #7
D -
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Chemistry Review Data Sheet

! Action codes for DMF Table:-

1 — DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:
2 -Type 1 DMF

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available .

7 — Other (explain under "Comments")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed) '

B. Other Documenfs: N/A

18. STATUS:
CONSULTS/ CMC
RELATED RECOMMENDATION | DATE - REVIEWER
REVIEWS |
Microbiology Acceptable 4/28/03 Nrapendra Nath
EES Acceptable 7/25/03 '
Methods Validation N/A '
Labeling Acceptable 9/24/03 Adolph Vezza
Bioequivalence Waiver granted 9/13/02 Mamata Gokhale
EA N/A
Radiopharmaceutical | N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of
receipt. _ x_Yes No  Ifno, explain reason(s) below:

Note: S

In CR #3 we found CMC issues acceptable, only labeling issue remained deficient. In
Amendment 8/25/03 Lupin responds to our N/A letter 8/18/03. Labeling is now acceptable
(9/24/03).
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Chemistry Review Data Sheet

The Chemistry Review for ANDA 65-125

The Executive Summary

I

II.

Recommendations

A.

Recommendation and Conclusion on Approvability
Recommended for Approval

Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable
N/A

Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

Reference Listed Drug Rocephin® (Ceftriaxone for Injection) by Hoffman
LaRoche Inc. (HLR) under NDA #50-585, Sterile powder for 500 mg, 1 g,2 g,
and 10 g.

Drug substance

Sterile Ceftriaxone Sodium is manufactured under Lupin’s DMF # —_, using
~—— as the key starting material. Deficiency letter was issued to the DMF
holder (per CR #1 dated 8/16/02). DMF # ~_ is now acceptable for both CMC
(11/21/02) and sterility issues (4/16/03).

Drug product

This application is the first generic for thls dosage form.

Currently there are two other approved ANDAs from HLR’s Rocephin®:
#63-239 (250 mg/vial and 1g/vial, approved 8/13/93) and #62-654 (ADD-
Advantage Vials, 1 g/vial and 2 g/vial, approved 4/30/87)). There has been no
distribution for the former since approval.

~ This is a single entity product, the sterile API S e

~w===>~0r other manufacturing steps are involved. The dry powder is relatwely
stable, but tends to degrade when reconstituted in solution. Firms usually use
—— to maintain the labeling claim for potency and to meet the specifications.
See under Composition for the comparative formulations with RLD and other

~approved ANDAs.

The copies of specifications from NDA 50-585, and ANDA 62-654 are attached

in CR #1.

Page 7 of 23




CHEMISTRY REVIEW

Chemistry Review Data Sheet

B. Description of How the Drug Product is Intended to be Used
N/A

C. Basis for Approvability or Not-Approval Recommendation
In CR #3 we found CMC issues acceptable, only labeling issue remained
deficient. In Amendment 8/25/03 Lupin responds to our N/A letter 8/18/03.
Labeling is now acceptable (9/24/03).

APPEARS THIS WAY
GH CRIGINAL
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" CHEMISTRY REVIEW

Executive Summary Section

IT1I. Administrative

cc: ANDA 65-125
ANDA DUP
DIV FILE
Field Copy

Endorsements: | W
N, a1
HFD-643/1\/IShih/9/25/03//1'\-~'( &

HFD-643/RAdams/ 20
VAfirmsam\LUPINMtrs&rev\651251rv4.APD.doc

F/T by:

TYPE OF LETTER: APPROVABLE

- AFPEARS THIS WAY
ON ORIGINAL
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CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

65-125

BIOEQUIVALENCE
REVIEW(S)



sEP 10 am

Ceftriaxone For Injection, USP _ Lupin Limited

250 mg, S00 mg, 1 g and 2 g Vials The World Trade Center
ANDA # 65-125 401 E. Pratt Street, Suite 2225
Reviewer: Mamata S. Gokhale Baltimore, MD 21202
v:\firmsam\Mupin\ltrs&rev\65125W0302.doc Submission Date: March 28, 2002

Review of Waiver Requests

Background

1) The firm has submitted requests for waivers of in vivo bioavailability/bioequivalance
study requirements based on 21 CFR 320.22 (b) (1) for its proposed product, Ceftriaxone
For Injection, USP, 250 mg/vial, 500 mg/vial, 1 g/vial and 2 g/vial. The Orange Book
2002 indicates that each of these strengths have corresponding RL.Ds, Rocephin® 250
mg, 500 mg, | gand 2 g (NDA 50-585), manufactured by HLR/Roche Laboratories Inc.

2) Rocephin® is a sterile, semisynthetic, broad-spectrum cephalosporin antibiotic for
intravenous or intramuscular administration. It contains approximately 83 mg (3.6 mEq) - -
of sodium per gram of ceftriaxone activity. Rocephin® is readily soluble in water.

3) The RLD, Rocephin® is supplied as a sterile crystalline powder in glass vials
containing 250 mg, 500 mg, 1 g and 2 g equivalent of cefiriaxone. Labeling indicates
that Rocephin® powder should be reconstituted with the appropriate diluent depending
upon the intravenous (IV) or intramuscular (IM) route of administration. The test
product, Ceftriaxone For Injection, 250 mg, 500 mg, 1 g and 2 g is also supplied as a
sterile crystalline powder to be administered by IV or IM route upon reconstitution with
appropriate diluent. '

4) The DBE has not reviewed any submissions for Ceftriaxone For Injection, 250 mg, 500
mg, 1 gand 2 g. This ANDA is a potential first generic.

Formulation Comparison

. . "Reference Product “Test Product
Active Ingredient :
250 mg/vial 250 mg/vial
Ceftriaxone Sodium, USP | 500 mg/vial 500 mg/ vial
1 g/vial 1 g/vial
2 g/vial 2 g/vial

N !Confirmed from the FDA’s COMIS data base and PDR 2002.

e et vt e - i T T T TR et i T\




Comments

1) All strengths of the test product, Ceftriaxone For Injection, USP, 250 mg/vial, 500
mg/vial, 1 g/vial and 2 g/vial, are eligible for waivers of bioequivalence study
requirements.

2) The concentration of the active ingredient in each strength the test product is same as
that in the reference listed product. The Division of Chemistry II has found the ——— of
the active ingredient in the test product acceptable because it was determined that the
RLD, Rocephin® also contains similar See the chemistry review dated 8/30/02
on v:/firmsam/lupin/65125RV1.doc.

3) There are no inactive ingredients in the test and reference products.

Recommendation

The information submitted by Lupin Limited on Ceftriaxone For Injection, USP, 250
mg/vial, 500 mg/vial, 1 g/vial and 2 g/vial falls under 21 CFR 320.22(b) (1) (i) of the
Bioavailability/Bioequivalence regulations. The waivers of in vivo bioequivalence study
requirements for Ceftriaxone For Injection, USP, 250 mg/vial, 500 mg/vial, 1 g/vial and 2
g/vial are granted. From the bioequivalence point of view, the Division of Bioequivalence
deems the test product to be bioequivalent to Rocephin® Injection, 250 mg/vial, 500
mg/vial, 1 g/vial and 2 g/vial, manufactured by Roche Laboratories Inc.

Mamata S. Gokhale, Ph.D. W/

Review Branch IIl @{D M‘/ 14 ,,3 [02-
Division of Bioequivalence

RD INITIALED GJP Singh, Ph.D. G ! ’E ;

FT INITIALED GJP Singh, Ph.D. L;fl‘ﬂl Date S) /Z//O/?/

Concur: a/%&( Date 4// /7 Z—

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

cc: ANDA# 65-125 (original, duplicate), Gokhale, HFD-658, Singh, HFD-658, Drug File, Division File



BIOCEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA # 65-125 APPLICANT: Lupin Limited

DRUG PRODUCT: Ceftriaxone For Injection, USP
250 mg/vial, 500 mg/vial, 1 g/vial and
2 g/vial

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

Please note that the bicequivalency comments provided in
this communication are preliminary. These Comments are
subject to revision after review of the entire
application, upon consideration of the chemistry,
manufacturing and controls, microbiology, labeling, or
other scientific or regulatory issues. Please Le
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,

e SN

Dale P. Conner, Pharm.D.

Director

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research



CC: ANDA # 65-125
ANDA DUPLICATE
DIVISION FILE
HFD-651/ Bio Drug File
HFD-658/ Reviewer: M. Gokhale

VAFIRMSAM\LUPIN\LTRS&REV\65125W0302.DOC
Printed in final on 9/13/02

Endorsments: (Final with Dates)
HFD-658/ M. Gokhale Mérg /13 Jo 2.

HFD-658/ GIP. Singh Uy >Q, - {2~

HFD-650/ D. Conner 4 7
HFD-617/ S. Mazzella 7%~ T/ ﬁ/ el

‘Bioequivalency- Acceptable Submission Date: 28 March, 2002
1) Waiver (WAI) ’ Strength: 250 mg vial
' Outcome: AC
2) Waiver (WAI) Strength: 500 fng vial
Outcome: AC
3) Waiver (WAI) Strength: 1 g vial
Outcome: AC
4) Waiver (WAI) Strength: 2 g vial
Outcome: AC

Outcome Decisions: AC- Acceptable
Winbio comments: Waivers are granted

APPEARS THIS WAY
ON ORIGINAL



OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA #: 65-125 SPONSOR : Lupin Ltd.

DRUG AND DOSAGE FORM : Ceftriaxone For Injection, USP

STRENGTH(S) : 250 mg, 500 mg,-1g and 2 g vials

TYPES OF STUDIES : SD SDF MULT OTHER

CLINICAL STUDY SITE(S) : N/A
ANALYTICAL SITE(S) : N/A

STUDY SUMMARY : N/A

DISSOLUTION : N/A

DSI INSPECTION STATUS

Inspection needed: Inspection status: Inspection results:
YES / NO

First Generic _Ajb Inspection requested: (date)

Y

New facility Inspection completed: (date)

For cause

Other

PRIMARY REVIEWER : MAMATA S. GOKHALE, Ph.D. BRANCH : III

INITIAL : A DATE: /13 /02
TEAM LE GIP SINGH, Ph.D. BRANCH : IIl

=

INITIAL ii\@ \mg’m ’\%%; DATE : g« (-2

e~

DIRECTOR, DIVISION OF BIOEQUIVALENCE : DALE P. CONNER, Pharm.D.

INITIAL: % DATE: 9//6/72




Product Quality Microbiology Review
Review for HFD-640

12 November 2002

ANDA: 65-125

Drug Product Name
- Proprietary: N/A
- Non-proprietary: Ceftriaxone for Injection USP
Drug Product Classification: Antibiotic

Review Number: #1

Subject of this Review
Submission Date: March 28, 2002
Receipt Date: April 10, 2002
(New Correspondence: July 24, 2002)
Consult Date: N/A
Date Assigned for Review: November 3, 2002

Submission Histoi‘y (for amendments only)
Date(s) of Previous Submission(s): N/A
Date(s) of Previous Micro Review(s): N/A

Applicant/Sponsor

Name: Lupin Limited

Address: The World Trade Center,
401 E. Pratt Street, Suite 2225,
Baltimore, MD 21202

‘Representative: Vinita Gupta

U.S. Agent: N/A

Telephone: 410-576-2000

Name of Reviewer: Nrapendra Nath

Conclusion: The submission is not recommended for approval on the basis
of sterility assurance.



ANDA 65-125 D | Microbiology Review #1

Product Quality Microbiology Data Sheet

A. 1.  TYPE OF SUPPLEMENT: N/A

2. SUPPLEMENT PROVIDES FOR: N/A

3. MANUFACTURING SITE:
Lupin Limited
201 & 202, New Industrial Area No. 2
Mandideep, Distt. Raisen,
Madhya Pradesh, India.

4. DOSAGE FORM, ROUTE OF ADMINISTRATION AND
STRENGTH/POTENCY: 250mg, 500mg, 1g and 2g per vial; IV and

5. METHOD(S) OF STERILIZATION: - i
6. PHARMACOLOGICAL CATEGORY: Antibiotic

B. SUPPORTING/RELATED DOCUMENTS: Type I DMF ~—— jterile
Ceftriaxone Sodium USP; Lupin Limited, India.

C. REMARKS: DMF “—is found deficient for sterility assurance; DMF Holde
has been notified. -

Reprocessing statement is provided in New Correspondence dated July 24, 2002.

APPEARS THIS WAY
CM ORIGINAL
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ANDA 65-125

Microbiology Review #1

Executive Summary

I.

1L

IIL

Recommendations

A. Recommendation on Approvability -
The submission is not recommended for approval on the basis of
sterility assurance. Specific comments are provided in the "Product
Quality Microbiology Assessment” and “H. List of Microbiology
Deficiencies and Comments” sections.

B. Recommendations on Phase 4 Commitments and/or
Agreements, if Approvable — N/A

Summary of Microbiology Assessments
A. Brief Description of the Manufacturing Processes that relate to

Product Quality Microbiology — The subject drug product is

B. Brief Description of Microbiology Deficiencies -
Multiple deficiencies regarding - —

- C. Assessment of Risk Due to Microbiology Deficiencies -

Low.
Administrative
A. Reviewer's Signature N[)}ZL/!QA,.,O/(/\A {VM 1 ! Lo / ol

B. Endorsement Block
Microbiologist / Nrapendra Nath
Microbiology Team Leader/Neal J. Sween€y -

C. CC Block

cc:
Original ANDA

HFD- 600/Division File
Field Copy

Page 3
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Product Quality Microbiology Review
Review for HFD-640

16 April 2003

ANDA: 65-125

Drug Product Name
~Proprietary: N/A
Non-proprietary: Ceftriaxone for Injection USP
Drug Product Classification: Antibiotic

Review Number: #2

Subject of this Review
Submission Date: January 21, 2003
Receipt Date: February 24, 2003
-Consult Date: N/A
Date Assigned for Review: March 10, 2003

Submission History (for amendments only)
Date(s) of Previous Submission(s): March 28, 2002 (recd. 4/10/2002)
Date(s) of Previous Micro Review(s): November 12, 2002

~ Applicant/Sponsor

Name: Lupin Limited

Address: The World Trade Center
401 E. Pratt Street, Suite 2225,
Baltimore, MD 21202

Representative: Vinita Gupta

U.S. Agent: N/A

Telephone: 410-576-2000

Name of Reviewer: Nrapendra Nath

Conclusion: The submission is recommended for approval on the basis of
sterility assurance. :



ANDA 75-125 - Microbiology Review #2

Product Quality Microbiology Data Sheet

A. 1. TYPE OF SUPPLEMENT: N/A

2. SUPPLEMENT PROVIDES FOR: N/A

3. MANUFACTURING SITE:
Lupin Limited
201 & 202, New Industrial Area No. 2
Mandideep, Distt. Raisen,
Madhya Pradesh, India.

4. DOSAGE FORM, ROUTE OF ADMINISTRATION AND

STRENGTH/POTENCY: 250mg, 500mg, 1g and 2g per vial; IV and
™

3. METHOD(S) OF STERILIZATION: * =— .‘

6. PHARMACOLOGICAL CATEGORY: Antibiotic

B. SUPPORTING/RELATED DOCUMENTS: Type Il DMF === Sterile
Ceftriaxone Sodium USP; Lupin Limited, India.

C. REMARKS: The subject reviewer found DMF # ~——— adequate for sterility
assurance on 3/21/03.

APPEARS THIS WAY
ON GRIGINAL

Page 2



ANDA 75-125 Microbiology Review #2

Executive Summary

I. Recommendations

A. Recommendation on Approvability -
The submission is recommended for approval on the basis of
sterility assurance. Specific comments are provided in the "Product
Quality Microbiology Assessment” section.

B. Recommendations on Phase 4 Commitments and/or
Agreements, if Approvable — N/A

IIL. Summary of Microbiology Assessments
A. Brief Description of the Manufacturing Processes that relate to

Product Quality Microbiology — The subject drug product is

S T

-

Ty

B. Brief Descriptidn of Microbiology Deficiencies -
None.

C. Assessment of Risk Due to Microbiology Deficiencies -
N/A. ‘ :

III. Admiristrative
A. Reviewer's Signature {N%F,WC[UZ( m/ eﬁ\v A;[ {b[b}

B. Endorsement Block

Microbiologist / Nrapendra Nath
Microbiology Team Leader/Neal J. Sweengy

C. CC Block W
cc: "//; 3/3 3
Original ANDA _
HEFD- 600/Division File
Field Copy

Page 3
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CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

65-1235

ADMINISTRATIVE
DOCUMENTS



RECORD OF TELEPHONE CONVERSATION

ANDA #: 65-125

DATE: 07/01/02
DRUG: Ceftriaxone, USP
FIRM: Lupin

FDA PARTICIPANTS: Beth Fritsch
PHONE NUMBER: Vinita Gupta 410-576-2000
TOPIC: Discuss additional pieces of information that are needed

The items that are needed are applicable to both ANDAs, 65-125 and 65-124
o Revised scale up for the 2 g strength ,
¢ Side by side labeling - Need explanations in addition to annotations
e Need revised reprocessing statement
e Patent certification and exclusivity statement should be separated

Vinita understands and will provide information ASAP. She will be out of the office
on 07/02/02.

APPEARS THIS WAy
ON ORIGINAL



RECORD OF TELEPHONE CONVERSATION

ANDA #: 65-125

DATE: 06/14/02
DRUG: Ceftriaxone, USP
FIRM: Lupin

FDA PARTICIPANTS: Beth Fritsch
PHONE NUMBER: Vinita Gupta 410-576-2000
TOPIC: Discuss additional pieces of information that are needed

Left message for Vinita Gupta for the following items. If she has questions, she
should follow up with Saundra Middleton.

The items that are needed:

o Revised patent certification stating section 505 instead of 507 of the Act

e Provide exclusivity statement (can't request waiver for patent certification and
exclusivity statement)

e Container/carton labeling for the reference listed drug

e Side-by-side annetated and explained labeling (insert and container)

e Revised reprocessing statement stating that the firm will not reprocess without
notifying FDA

e Confirm the scale up amount (Blank batch records are blank)

APPEARS THIS VIAY
ON ORIGINAL



MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE

TO

FROM

SUBJECT:

June 11, 2002

Director
Division of Bioequivalence (HFD-650)

Chief, Regulatory Support Branch _ -Z00
Office of Generic Drugs (HFD-615) - H-JuN-2002

Examination of the request for waiver submitted with an
ANDA for Ceftriaxone For Injection USP, 250 mg/vial,

500 mg/vial, 1 g/vial, and 2 mg/vial to determine if the
application is substantially complete for filing.

Lupin Ltd has submitted ANDA 65-125 for Ceftriaxone for
Injection USP, 250 mg/vial, 500 mg/vial, 1 g/vial and

2 g/vial. The ANDA contains a first generic. In order
to accept an ANDA that contains a first generic, the
Agency must formally review and make a determination that
the application is substantially complete. Included in
this review is a determination that the request for waiver
is caomplete, and could establish that the product is '
bioequivalent.

Please evaluate whether the request for waiver submitted
by Lupin Ltd on March 28, 2002 for its Ceftriaxone
product satisfies the statutory requirements of
"completeness" so that the ANDA may be filed.

A "complete" biocavailability or biocequivalence study is
defined as one that conforms with an appropriate FDA
guidance or is reasonable in design and purports to
demonstrate that the proposed drug is bicequivalent to the
"listed drug".



In determining whether a bio study is "complete" to
satisfy statutory requirements, the following items are

examined:
1. Study design
(a) Appropriate number of subjects
(b) Description of methodology
2. Study results |

(a) Individual and mean data is provided
(b) Individual demographic data
(c) Clinical summary

The issue raised in the current situation revolves around
whether the study can purport to demonstrate
bioequivalence to the listed drug.

We would appreciate a cursory review and your answers to
the above questions as soon as possible so we may take
action on this application.

DIVISION OF BIOCEQUIVALENCE:

Study meets statutory requirements
Study does NOT meet statutory requirements

Reason:

Waiver meets statutory requirements
Waiver does NOT meet statutory requirements

Reason:

%%M | | 7/6/0‘V

Director, Division of Bioe&uivalence Date/




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

65-125

CORRESPONDENCE
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LUPIN | August 25, 2003

Director, Division of Chemistry 1,

Office of Generic Drugs, CDER, FDA
Document Control Room, Metro Park North II,
7500 Standish Place, Room 150

Rockville, MD 20855-2773 ORIG AMENDRECNT
Kind Attn: Dr. Florence Fang /1///@;’/3/:7

Re: ANDA # 65-125, CEFTRIAXONE FOR INJECTION USP, 250 mg, 500 mg,1gand 2 g

MINOR AMENDMENT
(RESPONSE TO CHEMISTRY DEFICIENCY)

Dear Dr. Fang,

Reference is made to your facsimile dt. August 18, 2003 requiring minor amendment to our Abbreviated
New Drug Application #65-125; Ceftriaxone for Injection USP, 250 mg, 500 mg, 1 g and 2 g in which
agency has requested tr:‘e following:
Chemistry Deficiency:
We await receipt of the response to the labeling deficiencies sent to you on July 3, 2003.

> We have replied to the labeﬁng deficiencies vide our “Labeling Amendment” submitted August

22,2003 to Mr. Wm. Peter Rickman - Director, Division of Labeling & Program Support. A copy

of the corresponding covering letter is enclosed for your reference.

Lupin limited submit this minor amendment in duplicate andﬂalso certify that complete copy of this minor
amendment (Field Copy) is being provided to Division of Field Investigations, Food and Drug

Administration, Rockville.

1

i

SEP ¢ 9 2003
OGD/CDER

o

m

;

Page 1 of 2

Lupin Limited

HARBORPLACE TOWER. 111 SOUTH CALVERT STREET, 2157 FLOOR, BALTIMORE, MD 21202.
TEL.: {410) 576-2000 FAX: (410) 576-2221 EMAIL: Vinita @ [upinusa.com
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LUPIN

We trust that-you will find the information contained in this minor amendment addresses the deficiency

raised.

If you have any questions regarding this submission, please contact the undersigned

at (410) 576-2000.

Sincerely,

For Lupin Limited

VINITA GUPTA

President — Americas & Europe

Y

Encl: As above.

Page 2 of 2

Lupin Limited

HARBORPLACE TOWER. 111 SOUTH CALVERT STREET, 215" FLOOR, BALTIMORE, MD 21202
TEL.: (410) 576-2000 FAX: (410) 576-2221 EMAIL: Vinita @ lupinusa.com
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U PI N August 22, 2003

Director, Division of Labeling and Program Support,
Office of Generic Drugs, CDER, FDA

Metro Park North i1,

7500 Standish Place,

Rockville, MD 20855

Kind Attn: Mr. Wm. Peter Rickman

- Re: ANDA # 65-125, CEFTRIAXONE FOR INJECTION USP, 250 mg, 500 mg, 1 g and 2 g

LABELING AMENDMENT
(RESPONSE TO LABELING DEFICIENCIES)

ORIG AMENDMEN]

Dear Mr. Rickman, f;‘f"

e
7 FPL

Reference is made to your facsimile dt. July 3, 2003 regarding labeling deficiencies requiring labeling

amendment to our Abbreviated New Drug Application #65-125; Ceftriaxone for Injection USP, 250 mg,

500 mg, 1 g and 2 g; submitted March 28, 2002. Lupin Limited hereby submits this labeling amendment
B\ Y

in duplicate.

We also certify that complete copy of this labeling amendment (Field Copy) is being provided to

Division of Field Investigations, Food and Drug Administration, Rockville. Enclosed amendment

comprises response to the Labeling Deficiencies, including your comments in bold type, followed by our

firm's response and any attachment(s) for the response. Twelve copies of each labeling piece

(container label, carton labeling & insert labeling) in final print are also being submitted in separate

envelopes along with this response.

Also enclosed with this letter is a photocopy of the deficiency facsimiles from the agency for your ready

reference. | RE CEVE N
AUG 2 9 2003 Page 1 of 2
Lupin Limited | CGD/CDER

HARBORPLACE TOWER, 111 SOUTH CALVERT STREET, 215" FLOOR, BALTIMORE, MD 21202.
- TEL.: (410) 576-2000 FAX: (410) 576-2221 EMAIL: Vinita @ lupinusa.com
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~ LUPIN

We trust that you will find the information contained in this labeling amendment addresses the

deficiencies raised.

If you have any questions regarding this submission, please contact the undersigned

at (410) 576-2000.
Sincérely,

For Lupin Limited

VINITA GUPTA
President — Americas & Europe

Y

Encl: As above.

Cc:
Mr. Mark Anderson — Project Manager: Cover letter only by facsimile ,
Mr. Adolph Vezza — Labeling Review Branch: Cover letter and two copies of each piece of final printed labeling

Page 2 of 2

Lupin Limited

HARBORPLACE TOWER, 111 SOUTH CALVERT STREET, 2157 FLOOR, BALTIMORE, MD 21202.
TEL.: (410) 576-2000 FAX: (410) 576-2221 EMAIL: Vinita @ lupinusa.com
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o LUPIN | May 14, 2003

Director, Division of Labeling and Program Support,
Office of Generic Drugs, CDER, FDA

Metro Park North i,

7500 Standish Place,

Rockville, MD 20855

et

Kind Attn: Mr. Wm. Peter Rickman

Re: ANDA # 65-125, CEFTRIAXONE FOR.INJECTION USP, 250 mg, 500mg, 19,2 g
LABELING AMENDMENT
(RESPONSE TO LABELING DEFICIENCIES)
| G AMERTIRRENE
Dear Mr. Wm. Peter Rickman, /\I/Aﬁ

Reference is made to your facsimile dt. February 5, 2003 regarding labeling deficiencies requiring

labeling amendment to our Abbreviated new Drug -Application for Ceftriaxone for Injection USP, 250
mg, 500 mg, 1 g, 2 g; ANDA # 65-125 submitted March 28, 2002. Lupin Limited hereby submits this

labeling amendment in duplicate.

We also certify that completé copy of this Iabeling amendment (Field Copy) is being provided to
Division of Field Investigations, Food and Drug Administration, Rockville. Enclosed émendment

comprises résponse to the Labeling Deficiencies, including your comments in bold type, followed by our

firm's response and any attachment(s) for the response. Four copies of “draft container, carton & insert

labeling” are enclosed after the response to labeling deficiencies.

Also enclosed with this letter is a photocopy of the deficiency facsimiles from the agency for your ready

feference. RECE\VED
‘ MAY 9 2 2003
\ 'v ; ' OGD / CDER Page 1 of 2
Lupin Limited

THE WORLD TRADE CENTER, 401 E. PRATT STREET, SUITE 2225, BALTIMORE, MD 21202
TEL.: (410) 576-2000 FAX: {410) 576-2221 EMAIL: Vinita @ lupinusa.com
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We trust that you will find the information contained in this labeling amendment addresses the

deficiencies raised and look forward to your continued review of our Abbreviated New Drug Application.

If you have any questions regarding this submission,

at (410) 576-2000.
Sincerely,

For Lupin Limited

VINITA GUPTA
President — Americas & Europe

AN

Encl: As above.

Cc: (Cover Letter Only by Facsimile)
Mr. Mark Anderson — Project Manager
Mr. Adolph Vezza — Labeling Review Branch

Lupin Limited

please contact the undersigned

Page 2 of 2

THE WORLD TRADE CENTER, 401 E. PRATT STREET, SUITE 2225, BALTIMORE, MD 21202.
. TEL.: (410) 576-2000 FAX: (410) 576-2221 EMAIL: Vinita @ lupinusa.com
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LU PlN _ January 21, 2003

Director, Division of Chemistry i1,

Office of Generic Drugs, CDER, FDA
Document Control Room, Metro Park North I, § R o
7500 Standish Place, Room 150

Rockville, MD 20855-2773 P(\QM

Kind Attn: Dr. Florence S. Fang

Re: ANDA # 65-125, CEFTRIAXONE FOR INJECTION USP, 250mg, 500mg, 1g, 29

MINOR AMENDMENT
(RESPONSE TO MICROBIOLOGY AND CHEMISTRY DEFICIENCIES)

Dear Dr. Fang,

Reference is made to your facsimile of December 10, 2002 requiring minor amendment (Microbiology &
""" Chemistry Assessment Section) to our Abbreviated new Drug Application for Ceftriaxone for Injection
USP, 250mg, 500mg, 1g, 2g; ANDA # 65-125 submitted March 28, 2002. Lupin Limited herby submits

this minor amendment in duplicate.

We also certify that complete copy of this minor amendment (Field Copy) is being provided to Baltimore

FDA District Office. Enclosed amendment comprises separate responses to the Microbiology &

Chemistry Deficiencies, including your comments in bold type, followed by our firm’s response and any

attachmenti(s) for the response.

Also enclosed with this letter is a photocopy of the deficiency facsimile from the agency for your ready

reference.
, Page 1 of 2% )
Lupin Limited k%
THE WORLD TRADE CENTER, 401 E. PRATT STREET, SUITE 2225, BALTIMORE, MD 21202. r l:B_zJ"1 ZUU3 “

TEL.: {410) 576-2000 FAX: (410).576-2221 EMAIL: vinita @ lupinusa.com
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As Lupin Limited is also the DMF (# ~ ) holder for APl in our subject ANDA; we confirm that
concurrent to this amendment, all the issues communicated to the DMF holder by the agency has been

addressed separately. A copy of communication from DMF holder in this regard is also enclosed.

We trust that you will find the information contained in this minor amendment addresses the

deficiencies raised and look forward to your continued review of our Abbreviated New Drug Application.

If you have any questions regarding this submission, please contact the undersigned

at (410) 576-2000.
Sincerely,

For Lupin Limited

VINITA GUPTA
President — Americas & Europe

Encl: As above.

B ' _ Page 2 of 2

Lupin Limited

THE WORLD TRADE CENTER, 401 E. PRATT STREET, SUITE 2225, BALTIMORE, MD 21202.
TEL.: {410) 576-2000 FAX: (410) 576-2221 EMAIL: vinita @ lupinusa.com
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LUP'N  October 14, 2002

Director, Division of Chemistry I,

Office of Generic Drugs, CDER, FDA

Document Control Room, Metro Park North |,

7500 Standish Place, Room 150 ' A
Rockville, MD 20855-2773 M

O amarEon
‘—Wﬁm,l’
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Kind Attn: Dr. Florence S. Fang

Re: ANDA # 65-125, CEFTRIAXONE FOR INJECTION USP; 250mg, 500mg, 1g, 29
' MINOR AMENDMENT

~ (Chemistry Assessment Section)

Dear Dr. Fang,

Reference is made to your facsimile of September 09, 2002 requiring minor amendment (chemistry
assessment section) to our Abbreviated new Drug Application for Ceftriaxone for Injection USP, 250mg,
500mg, 1g, 2g; ANDA # 65-125 submitted March 28, 2002. Lupin Limited herby submits this minor
amendment in duphcate\

We also certify that a complete copy of this minor amendment (Field Copy) is being provided to
Baltimore FDA District Office. Enclosed amendment comprises response to the chemistry deficiencies,
including your comments in bold type, followed by our firm's response and any attachment(s) for the
response. Also enclosed with this letter is a photocopy of the deficiency facsimile from the agency for
your ready reference.

As Lupin Limited is also the DMF (# —, holder for API in our subject'ANDA; we confirm that
concurrent to this amendment, all the issues communicated to the DMF holder by the agency has been
addressed separately. A copy of communication from DMF__hoIder is this regard is also enclosed.

We also acknowledge, that the sterility assurance pomon of the appllcatlon is pending rev1ew and any
deficiencies will be forwarded to us in a separate communication.

)

| e 1 of =
Lupin Limited RECEIVEB N

THE WORLD TRADE CENTER, 401 E. PRATT STREET, SUITE 2225, BALTIMORE, MD 21202. o 0CT 23 2002
TEL.: (410) 576-2000 FAX: (410) 576-2221 EMAIL: Vinita @ lupinusa.com
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We trust that you will find the information contained in this minor amendment addresses the
deficiencies raised and look forward to your continued review of our Abbreviated New Drug Application.

If you have any questions regarding this submission, please contact the undersigned
at (410) 576-2000.

Sincerely,

For Lupin Limited

VINITA GUPTA
President — Americas & Europe

Encl: As above.

Page 2 of 2

Lupin Limited
THE WORLD TRADE CENTER, 401 E. PRATT STREET, SUITE 2225, BALTIMORE, MD 21202,
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July 24, 2002

Beth Fabian Fritsch
Office of Generic Drugs
CDERE, FDA

Metro Park North II,

7500 Standish Place, Room 150 .
Rockville, MD 20855 NEW CORRESP

NC

Re: ANDA #6,?—125, CEFTRIAXONE FOR INJECTION USP, 250mg, 500mg, 1g, 2g

TELEPHONE AMENDMENT

Dear Beth,

We submit herewith a telephone amendment to the above-referred abbreviated new drug

application in response to the telephone conversation the undersigned had with Beth Fabian-

Fritsch of Office of Generic Drugs. Please find below our response to the points raised by Office
.of Generic Drugs. This amendment is being submitted in duplicate as a hard copy.

™" We certify that a true and complete copy of the telephone amendment is being provided to
Baltimore FDA District Office.

1. Scale Up Size -

We agree with the observation made by Office of Generic Drugs. In the earlier communication,
we had provided the largest batch size amongst all strengths for the commercial production of
Ceftriaxone for Injection USP, however, as required by the Office of Generic Drugs, we are now
providing strength wise scale up batch size for intended commercial production as below:

Strength Scale up Batch Size for Intended Commercial
Production
Ceftriaxone for Injection USP 250mg e yials ’
Ceftriaxone for Injection USP 500mg == vials
Ceftriaxone for Injection USP 1g e 7ialS
Ceftriaxone for Injection USP 2 g e V1alS
RECEIVED
. JUL 276 2002
| |  OGD/CDER

Lupin Limited

THE WORLD TRADE CENTER, 401 E. PRATT STREET, SUITE 2225, BALTIMORE, MD 21202,
TEL.: (410) 576-2000 FAX: (410) 576-2221 EMAIL: Vinita @ lupinusa.com




2. Side by Side Labeling [Summary of the Differences and Similarities for
Container Label & Package Insert]
A summary explaining the differences and similarities b/w Container Label &
Package Insert of Reference Listed Drug and Proposed Labeling for our ANDA is

enclosed as Enclosure 1.

3. Reprocessing Statement

The required “Reprocessing Statement” is enclosed as Enclosure 2.
4. Patent & Exclusivity Statements
Required separate certifications on “Patent Situation” .and “‘Orange Book
Exclusivity” are enclosed as Enclosure 3 & Enclosure 4 respectively.
We trust that you will find the information contained in this telephone amendment
addresses the issues raised and look forward to your continued review of our

Abbreviated New Drug Application.

If you have any questions regarding this submission, please contact the undersigned at
(410) 576-2000.

Sincerely,

For Lupin Limited

VINITA GUPTA
President — Americas & Europe

Encl: As above.

Page 2 of 2




ANDA 65-125

Lupin Limited

Attention: Vinita Gupta

The World Trade Center

401 E. Pratt Street, Suite 2225 o 3 2009
Baltimore, MD 21202 .

IIIIIIIIIIIIIII”IIIIIIIIIII”II

Dear Madam:

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

Reference is made to the telephone conversations dated June 14,
2002 and July 1, 2002. Reference is also made to the
correspondence dated June 24, 2002.

NAME OF DRUG: Ceftriaxone for Injection USP, 250 mg/vial,
‘ 500 mg/vial, 1 g/vial and 2 g/vial

DATE OF APPLICATION: March 28, 2002
DATE (RECEIVED) ACCEPTABLE FOR FILING: April 10, 2002

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

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

Should you have questions concerning this application, contact:

Mark Anderson
Project Manager
(301) 827-5849

Siiz7%ely yours, '
| WZ@MJQ//

Wm PetervYRickman

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research
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Dear Vinita,

e 24, 2002

This is with reference to the preliminary queries rgised by FDA regarding ANDA
for Ceftriaxone for Injection USP 250mg, 500 mg, 1 g & 2 g. Please find enclosed
the following with respect to the peints raised by FDA:

1. Method of sterilization -

FDA has asked about method of sterilization. We confirm that Lupin Limited
utilizes . -~ for manufacture of Ceftriaxone for Injection USP.

2. Patent certification -

We are providing the required Patent Certification (3 original - 1 each for
inclusion in the Archival, Review & Field Copy), p. 15

3. Original Certificates -

We are enclosing three (3) original certificates (dated current) each of the
following for inclusion in the Archival, Review & Field Copies:

a. cGMP Certification p. 201
b. Environmental Consideration- Claim of Categorical Exclusion p. 801
c. Generic Drug Enforcement Act-Debarment & No Conviction Certificate p. 803
d. Field Copy Certification - p. 812

4. Scale Up Size -

We confirm that the scale up batch size for the intended commercial
production is ™ Vials.

5. Annotated Labeling [Sidé by Side Comparison — Container Label &
Package Insert]

We are enclosing herewith three (3) copies of the required side-by-side
comparison with the differences highlighted for Container Label & Package

Insert for inclusion in the Archival, Review & Field Copies.
Side-by-side comparison with the differences highlighted for Container Label - p. 28 - 29
Side-by-side comparison with the differences highlighted for Package Insert - p. 30 - 65

RECEIVED
- Continued....
Jur 43 2002 !
Lupin Limited
P » OGH /1 ER
Corporate Office: 159, C.S.T. Road, Kalina, Santacruz (East), Mumbai 400 098, India. Tel - (91-22) 693 1001-10, 652 6391. Pagei nf2

Fax: (91-22) 652 8321 (Dir), 654 0484. Website: www. lupinworld.com
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6. Innovator Label / Package Insert

We are enclosing herewith the copy of the labeling received from the
Freedom of Information Branch (Office of Information Technology) for
ROCEPHIN (Ceftriaxone) 250mg, 500mg, 1g & 2g Injection.

Also enclosed herewith is a copy of the approved Labeling (Dated 25"
August 2000) available on the Revised Labeling Branch — CDER Website
Our labeling section is prepared based on above documents.

The revised sections and certifications are paginated, as appropriate.

With best regards,

S

Rajeev

Lupin Limited

Corporate Office: 159, C.S.T. Road, Kalina, Santacruz (East), Mumbai 400 098, India. Tel. 91-2é 693 1001-1 1. PageZotZ
Fax; (91-22) 652 8321 (Dir), 654 0484. Website: www.lupinworld.com ' ( ) 0. 626391



:ﬁ : March 28, 2002

Ib!f’ce o'ynenc Drugs, ’ X/{ O \(/

. CDER, FDA | m W% 0z
Metro Park North I,

7500 Standish Place, Room 150

Rockville, MD 20855

Dear Sir / Madam,

Re: ANDA OF CEFTRIAXONE FOR INJECTION USP 250 mg, 500mg, 1g,2 g

We wish to submit this Original Abbreviated New Drug Application (ANDA) of Ceftriaxone for
Injection USP 250 mg, 500 mg, 1 g, 2 g

The Archival copy & Field copy of the above application is being submitted in total 3 (Three)
volumes each. Two volumes contain data pertaining to the Chemistry, Manufacturing and
Controls whereas the other one volume contains the Sterilization Assurance Information and
Data.

The chemistry section of the Review copy is being submitted in three volumes and BA/BE

. section of the Review copy is submitted in one volume.

This application does not contain data pertaining to 'Bioavailability / Bioequivalence required in
Section VI of the application based on the self-evident bioavailability of the subject product. A

waiver in this regard has been requested under Section Vi of this application.

Also please note, as the specified folders were not available from GPO, all the sections of the
Field copy and Chemistry section of the Review Copy are being submitted in ‘commercially

available folders”.

Kindly be informed that some of the data in the ANDA, is in the name of Lupin Laboratorles
Limited ~name of which has been changed in recent past to Lupin Limited.

A certificate from our company secretary in this regard is enclosed.

RECENED Contd.

. | | APR 1 0 2002

Lupin Limited OGD /CDER

THE WORLD TRADE CENTER, 401 E. PRATT STREET, SUITE 2225, BALTIMORE, MD 21202,
TEL.: (410) 576-2000 FAX: (410) 576-2221 EMAIL: Vinita @ lupinusa.com
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Also, we commit to resolve any issues identified in the methods validation process after

approval.

We would be ‘grateful if you could acknowledge receipt of this ANDA to the undersigned
at the following address.

LUPIN LIMITED

The World Trade Center

401 E. Pratt Street, Suite 2225
Baltimore, Maryland 21202 - 3003
United States

TEL : 410 576 2000
FAX : 410 576 2221
Thanking you. v

Sincerely,

‘ - For Lupin Limited

v

VINITA GUPTA
President - Business Development,
Americas & Europe

Enclosures: As above

Lupin Limited

THE WORLD TRADE CENTER, 401 E. PRATT STREET, SUITE 2225, BALTIMORE, MD 21202.
TEL.: (410) 576-2000 FAX: (410) 576-2221 EMAIL: Vinita @ lupinusa.com




