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ANDA 65-093
NOV 2 1 z002

LEK SERVICES, Inc.

Attenfion: Paul Kleutghen

U.S. Agent for: Lek Pharmaceuticals d.d.
115 North Third Street - Suite 301
Wilmington, NC 28401

Dear Sir:

This is in reference to your abbreviated new drug application
(ANDA) dated May 14, 2001, submitted pursuant to Section 505¢(3)
of the Federal Food, Drug, and Cosmetic Act (Act), for
Amoxicillin and Clavulanate Potassium Tablets USP, 875 mg/125 mg
(base). 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 September 2,
September 24, October 28, November 4, and November 7, 2002.

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 Amoxicillin and Clavulanate Potassium Tablets
Usp, 875 mg/125 mg (base) to be bioequivalent and, therefore,
therapeutically equivalent to the listed drug (Augmentin®
Tablets, 875 mg, of GlaxoSmithKline). Your dissolution testing
should be incorporated into the stability and guality control
program using the same method proposed in your application.

Under Section 506A of the Act, certain changes in the conditions
described in this abbreviated application require an approved
supplemental application before the change may be made.

Post~marketing reporting reguirements for this abbreviated
application are set. forth in 21 CFR 314.80-81 and 314.98. The
Office 6f Generic Drugs should be advised of any change in the
marketing status of this drug.



We request that you submit, in duplicate, any proposed
advertising or promotional copy that you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-40). Please do not use Form 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,

. _
< S

Gary Buehler 0
Director “ﬁd/

Office of Generic Drugs
Center for Drug Evaluation and Research
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AMOXICILLIN, 500 mg, as the trihydrate and
CLAVULANIC ACID, 125 g, as clavulanate potas-
SWIm;

AMOXICILLIN, 875 mg, as the irhydrate and
CLAVULANIC ACID, 125 mg, as clavulanate potassium

Rx only

PRESCRIBING
INFORMATION

DESCRIPTION

Amoxicillin and Clavulanate Potassium Tablet USP
is an oral antibacterial combination consisting of
the semisynihetic antibiotic amoxicillin and the 6-
lactamase inhibitor, clavulanate potassium {the
potassium salt of clavulanic acid). Amoxicillin is an
analog of ampiciltin, derived from the basic peri-
cillin nucleus, 6-aminopenicillanic acid. The amox-
icillin  molecular  formula is CygH gNz055-3H,0
and the molecular weight is 419.46. Chemically,
amoxicillin is (28, 5R, 6R)-6-[(A-{-)-2-Amino-2-(p-
hydroxyphenyl)acetamido]—S‘3-dimethyl-7-oon4—
thia-1-azabicyclo[3.2.0Jheptane-2-carboxylic  acid
trihydrate and may be represented structurally as:

S CH,
HO ?H—CO—NHtl/ o
| : s .
N
NH, ) COCH 3H,0

Clavulanic acid is produced by the fermentation of
Streplomyces clavuligerus. It is a B-lactam struc-
turally related to the penicillins and possesses the
ability to inactivate a wide variety of 8-lactamases
by blocking the active sites of these enzymes.
Clavulanic acid is particularly active against the
ctinically important plasmid mediated B-lacta-

mases frequently responsible for transterrad An
S T e panicillins ARd cepnalosporiig. TH3

clavulanate potassium molecular formula is
CgHgKNO; and the molecutar weight is 237.25.
Chemically clavulanate potassium is potassium
(2)-(2R.5R)-3-(2-hydroxyethylidene)-7-oxo-4-0xa-
1-azabicyclo[3.2.0}-heptane-2-carboxylate, and
may be represented structurally as:

O CH,OH
T
o COOK

Each film coated tablet contains 500 mg amoxicillin
as the trinydrate and 125 mg clavulanic acid as the
potassium sall or 875 mg amoxicillin as the trihy-
drate and 125 mg clavulanic acid as the potassium
salt.

1n addition, each 500 mg/125 mg and 875 mg/125
mg amoxicilin and clavulanate potassium tablet
contains 0.63 mEq potassium.

Inactive Ingredients: Colluidal silicon dioxide,
croscarmellose sodium dried, crospovidone dried,
ethylcellulose, hydroxypropyl cellulose, magne-
sium stearate, microcrystaliine cellutose dried,
polysorbate 80, talc, titanium dioxide, triethyl citrat.

CLINICAL PHARMACOLOGY

Amoxicilin and clavulanate potassium are well
absorbed from the gastrointestinal tract after oral
administration of amoxicilinfclavulanate potassi-
um. Dosing in the fasted or fed state has minimat
effect on the phammacokinetics of amoxicillin. While
amoxicillin/clavulanate potassium can be given
without regard 10 meals, absorption of clavulanate
potassium when taken with food is greater relative
to the fasted stale. tn one study, the relative
bioavailability of clavulanate was reduced when
amoxicillin/clavulanate potassium was dosed at 30
and 150 minutes after the start of a high fat break-

T 1ign Fonbomp 25 1

wv f -? avy. ] g ?

Mean* amoxiEhlti @f_é p:{?! phar-
. . S £ .
macokinetic [ Kigtd sHéied lin the table
below: Fi [ TR S
R FEE S S
:Cose’ and AUCH g4 (megihr/mby™ | Cppay (Mog/ml)
‘regimen
amoxicalin/ amoxicilling clavutanate 1 amexiciling clavulanate
‘clavulanate {+5.0) |potassium | (+S.0) |potassium
ipetassium {£SD) L (5D}
250/125mg gq8h | 26.7 + 126 + i 33+ 15+ N
4.56 3.25 1.12 0.70
lsoon25mg qi2h| 334+ 86 & 65+ 18+
; 6.76 11.95 141 0.61%
‘500125 mg gBh| 534+ 1157 & 724 24as
o 8487 3.86 226 083
'8?51‘125 mgqlzh] 535 ¢ 10.2 & 116 + 224
. 2.1 304 2.78 0.99

“wean values of 14 norma! volunteers (n=15 for clavulanate potas-
sium in the low-dose regimens). Peak concentrations occurrad
approximately 1.5 hours after the dose.

*+ Administered at the start of a light meal.

Amaxicillin serum concentrations achieved with
amoxicillin/clavutanate potassium are simiar to
those produced by the oral administration of equiv-
alent doses of amoxicllin alone. The half-life of
amoxicillin after the oral administration of amoxi-
cillinfclavulanate potassium is 1.3 hours and that of
clavulanic acid is 1.0 hour.

Approximately 50% to 70% of the amoxicillin and
approximaltely 25% to 40% of the clavulanic acid
are excreted unchanged in urine during the first &
hours after administration of a single amoxicillin/
clavulanate potassium 250 mg or 500 mg tablet.
Concuirent administration of probenecid delays
amoxicillin excretion but does not delay renal
excretion of clavulanic acid.

Neither component in amoxicillin/clavulanate
potassium is highty protein-bound; clavuianic acid
has been found ta be approximately 256% bound to
human serum and amoxicilbn approximately 18%
bound.

* Amoxiciflin diffuses readily into most body tissues

and fluids with the exception of the brain and
the administration of clavulanic acid to animals
suggest that this gompound, like amoxicillin, is well
distributed in body tissues.
Microbiology: Amoxicillin is a semisynthetic antity-
alic with a broad spectrum of bactericidal activity
against many gram-positive and gram-negative
microorganisms, Amoxicillin is, however, suscepti-
ble to degradation by B-lactamases and, therefare,
the spectrum of activity does not include organ-
isms which produce these enzymes. Clavulanic
acid is a B-lactam, structurally related to the peni-
cillins, which possesses the ability to inactivate a
wide range of B-lactamase enzymes commonly
found in microorganisms resistant to penicilling
and cephalospaoring. In particular, & has good
activity against the clinically important plasmid
mediated B-lactamases frequently responsible for
transferred drug resistance.
The formulation of amoxicillin and clavutanic acid
in amoxicillin/clavulanate potassium protects
amoxicillin from degradation by B-lactamase
enzymes and effectively extends the antibiotic
spectrumn of amoxicillin to include many hacteria
normally resistant to amoxicillin and other B-lactam
antibiotics. Thus, amoxicillin/clavulanate potassium
possesses the properties of a broad-spectrum
antibiotic and a B-lactamase inhibitor.
Amoxicillinfclavutanic acid has been shown 1o be
active against most strains of the folfowing micToor-
ganisms, both in vitro and in clinical infections as
described in the INDICATIONS AND USAGE sec-
tion.

RAM- iTl ROBE
Staphylococcus aureus (B-lactamase and non-B-

lactamase producing).* -
tStaphylococei which are resistant 1o methicilinfoxacilin must be
considered resistant to amoxicillinfciawulanic acid.

GRAM-NEGATIVE AEROBES
Fnterobacler species (Although most strains of
Enterobacter species are resistant r‘._q_ vitro, clinical
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the semisynthetic antibiotic amoxicillin and the -
lactarmase inhibitor, clavulanate potassium (the
potassium salt of clavulanic acid). Amoxicillin is an
analog of ampicillin, derived from the basic peni-
cillin nucleus, 6-aminopenicillanic acid. The amox-
jcillin - molecular  formuta is CygH gN30553H,0
and the molecular weight is 419.46. Chemicaily,
amoxicillin is (25, 5R, 6RA)-6-{(R)-(-)-2-Amino-2-(p-
hydroxyphenyl)acetamido]-3,3-dimethyl-7-ox0-4-
thia-1-azabicyclol3.2.0heptane-2-carboxylic acid
trihydrate and may be represented structurally as:

s CH,
H—CO—NH
Ho jioee j:'[‘/ |iCHa
NH, o COOH 3H,0

Ctlavulanic acid is produced by the fermentation of
Streptomyces clavuligerus. It is a B-lactam struc-
turally related to the penicillins and possesses the
ability to inactivate a wide variety of i-lactamases
by blocking the active sites of these enzymes.
Clavulanic acid is particularly active against the
clinically important plasmid mediated B-lacta-

y H arvcd A= oo
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clavidanate potassium molecular formula is
CgHaKNOg and the molecular weight is 237.25.
Chemically clavulanate potassium is poétassium
(2 2R, 5R)-3-(2-hydroxyethylidene)-7-oxo-4-0xa-
1-azabicyclo[3.2.0]-heptane-2-carboxylate, and
may be represented structurally as:

O, . CHJOM
T
o N

COOK

Each film coated tablet contains 500 mg amoxicillin
as the trihydrate and 125 mg clavulanic acid as the
potassium salt or 875 mg amoxicillin as the trihy-
drate and 125 mg clavulanic acid as the potassium
salt.

in addition, each 500 mg/125 mg and 875 mg/125
mg amoxicillin and clavulanate potassium tablet
contains 0.63 mEg potassium.

Inactive Ingredients: Colloidal silicon dioxide,
croscarmeliose sodium dried, crospovidone dried,
ethylcellulose, hydroxypropyl cellulose, magne-
sium stearate, microcrystalline celiulose dried,
polysarbate 80, talc, titanium dioxide, triethyl citrat.

CUNICAL PHARMACOLOGY

Amoxiciltin and clavulanate potassium are well
absorbed from the gastrointestinal tract after oral
administration of amoxicillin/clavulanate potassi-
um. Dosing in the fasted or fed state has minimal
effect on the pharmacokinetics of amoxicillin. While
amoxicillin/clavulanate potassium can be given
without regard to meals, absorption of clavulanate
potassium when taken with food is greater relative
to the fasted state. In one study, the relative
bioavailability of clavulanate was reduced when
amoxicillin/clavulanate potassium was dosed at 30
and 150 minutes after the start of a high fat break-
fast. The safety and efficacy of amoxicillin/clavu-
lanate potassium have been established in clinical
trials where amoxicillin/clavulanate potassium was
taken without regard to meals.

bl e

approximately 1.5 hours after the dose
* Administered at the start of a light meal.
Amaoxicillin serum concentrations achieved with
amoxicillin/clavulanate potassium are similar to
those produced by the oral administration of equiv-
alent doses of amoxicillin alone. The hali-lite of
amoxicillin after the oral administration of amoxi-
cillin/clavulanate potassium is 1.3 hours and that of
clavulanic acid is 1.0 hour.
Approximately 50% to 70% of the amoxicillin and
approximately 25% to 40% of the clavulanic acid
are excreted unchanged in urine during the first 6
hours after administration of a single amoxicillin/
clavuianate potassium 250 mg or 500 mg tablet.
Concurrent administration of probenecid delays
amoxicillin excretion but does not defay. renal
excretion of clavulanic acid.
Neither component in  amoxicillin/clavuianate
potassium is highly protein-bound, ¢lavutanic acid
has been found to be approximately 25% bound to
human serum and amoxicillin approximately 18%
bound.

© Amoxicillin diffuses readily into most body tissues
and fluids with the exception of the brain and
the administration of clavulanic acid to animalz
suggest that this compound, like amoxicillin, is well
distributed in body tissues.

Microbiology: Amoxicillin is a semisynthetic antibi-
otic with a broad spectrum of bactericidal activity
against many gram-positive and gram-negative
microorganisms. Amoxicillin is, however, suscepli-
ble to degradation by B-lactamases and, therefore,
the spectrum of activity does not include organ-
isms which produce these enzymes. Clavuianic
acid is a B-lactam, structurally related to the peni-
cillins, which possesses the ability to inactivate a
wide range of B-lactamase enzymes commonly
found in microorganisms resistant to penicilling
and cephatosporing. In particular, it has good
activity against the clinically imporiant plasmid
mediated B-lactamases frequently responsible for
transferred drug resistance.

The formufation of amoxicillin and clavulanic acid
in amoxicillin/clavulanate potassium protects
amoxicillin from degradation by f-lactamase
enzymes and effectively extends the antibiotic
spectrum of amoxicillin to inctude many bacteria
normally resistant to amoxiciltin and other B-lactam
antibiotics. Thus, amoxicillin/clavulanate potassium
possesses the properties of a broad-spectrum
antibiotic and a B-lactamase inhibitor.
Amoxicillin/clavulanic acid has beeri shown to be
active against most strains of the following microor-
ganisms, bath in vitro and in clinical infections as
described in the INDICATIONS AND USAGE sec-
tion.

GRAM-POSITIVE AEROBES

Staphylococcus aureus (B-laglamase and non-B-
lactamase producing). )

'Staphylococci which are resistant to methiciinfoxaciftin must be
considered resistant to amoxiciltiniclavulanic acid.

-N 1V R

Enterobacter species (Although most strains of
Enterobacter species are resistant in vitro, clinical
efficacy has been demonstrated with amoxicillin/
clavulanate potassium in urinary tract infections
caused by these organisms.)

Escherichia coli (Aactamase and non-fi-lacta-

TSWMP VT I MIS AT (AT fAmi™ 23 tasn mom
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| Haemophilus influenzae {B-lactamase and non-B-

mase producing}

¢ lactamase producing}

. Kiebsietia species (Al known strains are B-lacta-
: mase producing.)

| Moraxella catarrhalis {-lactamase and non-B-ac-

"¢ tamase producing)

i The toflowing it vitro data are available, but their

. clinical significance is unknown.

-'f Amaxicillin/clavulanic acid exhibits in vitro minimal

"+ inhibitory concentrations (MICs) of 0.5 meg/mL or

i less against most (>90%) strains of Streptococcus
| preumoniae®; MICs of 0.06 meg/mlL or less against
i most (>90%) strains of Neisseria gonorrhoeag,
1 MICs of 4 megimL or less against most (>90%)
! strains of staphylococei and anaerobic bacteria;
fand MICs of 8 mcg/mL or less against most
{=90%) strains of other listed organisms. However,
! with the exception of organisms shown 16 respond
. to amoxicillin alone, the safety and effectiveness of
amaxicillin/clavulanic acid in treating clinical infec-

! tions due to these microorganisms have not been

established in adequate and well-controlled clini-
; cal trials. ) ‘

i *‘Because amoxicifin has greater in vitre activity against
| Straplococcus preumoniae han does ampicilin or penicillin, the

i majority of 5. pneumoniae strains with intermediate susceptibility to

ampicillin or penicillin are hully susceplible to amoxiciliny,

_ -POSITIV E

i1 Enterococcus faecalis”

Staphylococcus epidermidis (B-lactamase and

~%{ non-B-lactamase producing)

1 Staphylococcus saprophyticus (B-lactamase and
non-NHactamase producing)
Streptococcus pneumoniae
1 Streptococcus pyogenes ™
viridans group Streptococcus
1 GHAM-NEGATIVE AEROBES
{ Eikenelia corrodens (BHactamase and non-8-lacta-
{1 mase producing)

Neisseria gonorrhogae" (B-lactamase and non-B-
lactamase producing)

n

i |

- § Proteus mirabilis" {B-lactamase and non-B-lacta-

;FEHIA

Bacteroides species, including Bacteroides fragilis
(B-lactamase and non-f-lactamase producing)
Fusobacterium species (B4actamase and non-B-
lactamase producing)

Peptostreptococcus species? .
*Adequate and wallcontrolled clinica! trals have established the
effectiveness of amoxicilln alone in treating certain clinical infec-
tions due 1o thesé organisms.

.| These are non-N-actamase-producing organisms and, therefore,
are susceptibie to amoxicillin alone.

SUSCEPTIBILITY TESTING

Dilution Technigues: Quantitative methods are
.{ used to determine antimicrohial minimat inhibitory
concentrations {MICs). These MICs provide esti-
-| mates of the susceptibility of bacteria to antimicro-

>4 bial compounds. The MICs should be determined
Jusing a standardized procedure. Standardized

- j procedures are based on a dilution method’ (broth
] or agar) or equivalent with standardized inoculum

“% concentrations and standardized concentrations of

amaoxicillinfclavulanate potassium powder.

The recommended dilution pattern utilizes a con-
stant amoxicillin/clavulanate potassium ratio of 2 to
‘11 in all tubes with varying amounts of amoxicitlin.
MIiCs are expressed in terms of the amoxicillin
| concentration in the presence of clavulanic acid at
@ constant 2 parts armoxicillin to 1 part clavulanic
qacid. The MIC values should be interpreted
‘|according 1o the fallowing criteria:
RECOMMENDED. RANGES FOR AMOXICILLIN/
CLAVULANIC ACID SUSCEPTIBILITY TESTING
For gram-negative enteric aerobes:

MIC {mcg/mL}) Interpretation

< 8/4 Susceptible (S}

16/8 intermediate (1}
1= 32/16 Resistant (R}

For Staphylococcus™ and Haemophilus species:
MIC (mcg/mi) Interpretation

< 4f2 Susceptible (5)

Resistant (R)

> B/4
"Stapl’!ylococci which are susceptible to amoxicillin/clavulanic acid
resistant to methiciltinfoxacilin must be considered as resistant.

lowing criteria should be used:

MIC (mcg/mb interpretation

< 0.5/0.25 Susceptibie (5}
1/0.5 Intermediate (1

> 2/t Resistant (R}

A report of ‘Susceptible’ indicates that the
pathogen is likely to be inhibited if the antimicrobial
compound in the blood reaches the concentration
usually achievable. A report of “Intermediate” i"_idl—
cates that the result should be congidered equivo-
cal, and, if the microorganism is not fully suscepti-
ble to alternative, clinically feasible drugs, the test
should be repeated. This category implies possibl_e
clinical applicability in body sites where the drug is
physiotogically concentrated or in situations where
high dosage of drug can be used. This categary
also provides a buffer zone which prevents smalt
unconlrolled technical factors from causing major
discrepancies in interpretation. A report of
"Resistant” indicates that the pathogen is not likely
to be inhibited if the antimicrobial compound in the
blood reaches the concentrations usually achiev-
able; other therapy should be selected.

Standardized susceptibility test procedures
require the use of laboratory control microargan-
isms to contral the technical aspects of the fabora-
tory procedures. Standard amoxicillin/clavulanate
potassium powder should provide the following

MIC values:

Microorganism MIC Range {mcg/mi)"
Escherichia coli ATCC 25922 2to8
Escherichia coli ATCC 35218 41016
Enterccoccus faecalis

ATCC 20212 025t 1.0
Haemophilus influenzae

ATCC 49247 21016
Staphylococcus aureus

ATCC 29213 0.12t0 05
Streptococcus pneumoniae

ATCC 49619 0031012

"Expressed as conceniralion of amoxicilin in the presence of cla\{u-
lanic acid at a constant 2 parts amaxicillin to 1 part clavulanic acid.

Diffusion Techpigues: Quantitative methods that

H rna diamotere aloo pro-
R T e ST oS ies of The su'sceplibilit?/ of
bacteria to antimicrobial compounds. One such
standardized procedure? requires the use of stan-
dardized inoculum congentrations. This procedure
uses paper disks impregnated with 30 mcg of
amoxicillin/clavulanate potassium (20 mcg amoxi-

-cillin plus 10 mcg clavilanate potassium) to test

the susceptibility of microorganisms to amoxi-
cillinfclavulanic acid.

Reports from the laboratory providing resuits of the
standard single-disk susceptibility test with a 30
mcg amoxicillin/clavulanate potassium (20 mcg
amoxicifin plus 10 mcg clavulanate polassium}
disk should be interpreted according to the follow-
ing criteria;

RECOMMENDED RANGES FOR AMOXICILLIN/
CLAVULANIC ACID SUSCEPTIBIITY TESTING
For Staphylococcus™ species and H. influenzae

Zone Diameter (mm)  Interpretation
> 20 Susceptible (S}
<19 Resistant {R)

For other organisms except S. preumoniae? and N.
gonorrhoeae’:

Zone Digmeter {mm)  Interpretation
> 18 Susceptible (S)
14to 17 fntermediate (i}
<13 Resistant (R)

“Staphylecocci which are resistant o methicilling oxacilin must be
considered as resistant to amoxicillivelavulanic acid.

* A broth microdilution method should be used for tesling H. influen-
zae. Beta-lactamase negative, ampicillin-resistant stcains must be
considered resisiant to amoxiciflin/clavuianic acid.

* Susceptibility of S, preumoniae should be determined using a 1
meg oxacillin disk. Isolates with oxacillin zone sizes of 20 mm are
susceptible to amoxicillin/claviulanic acid. An amoxicillin/clavulanic
acid MIC should be determined on isclates of S. preunoniae with
oxacillin zone sizes of <13 mm.

© A broth microdilution method shoutd be used for testing N. gonor-
rhoeae and inlerpreted according to peniciffin breakpoints.

Inl_erpre!ation should be as stated above for results
using dilution techniques. Interpretation involves
correlation of the diameter obtained in the disk test

with the MIC tor amoxicillin/clavutanic acid.
Ag with atandardinad Aiar o= 1 -

cal aspects of the laboratory procedures. For the
diffusion technique, the 30 mcg amoxicillin/clavu-
lanate potassium {20 mcg amoxicillin pius 10 meg
chavulanate potassium} disk should provide the fol-
lowing zone diameters in these aboratory quality
control strains.
Microorganism
Escherichia coli

ATCC 25822
Escherichia coli

ATCC 35218
Staphylococcus aureus
ATCC 25923

Zone Diameter {mm

1910 25
18 to 22
28 1o 36
INDICATIONS AND USAGE

Amoxicillin/clavulanate potassium is indicated in
the treatment of infections caused by susceptible
strains of the designated organisms in the condi-
tions listed below:

Lower Bespiratory Tract Infections-caused by B-
lactamase-producing strains of Haemophilus
influenzae and  Moraxella  (Branhamella)
catarrhalis.

Qtitis_Media-caused by B-lactamase-producing
strains of Haemophilus influenzae and Moraxella
(Branhamella) catarrhalis.

Sinusitis-caused by B-lactamase-producing strains
of Haemophilus influenzae and Moraxelia
(Branhamelia) catarrhalis. .
Skin and Skin Structure Infections-caused by B-lac-
tamase-producing strains of Staphylococcus
aureus, Escherichia colf and Klebsiella spp.
Urinary Tract !nfections-caused by B-lactamase-
producing strains of Escherichia coli, Klebsielia
spp. and Enterobacter spp.

Whiile amoxicillin/clavulanate potassium is indicat-
ed only for the conditions listed above, infections
caused by ampicillin-susceptible organisms are
also amenable to amoxicillin/clavulanate potassi-
um treatment due to its armoxicillin content.
Therefore, mixed infections caused by ampicil;in-
susseptible organisms and B-lactamase-producing
organisms susceptible te amoxicillin/clavulanate
potassium should not require the addition of anoth-
er antibiotic. Because amoxicillin has greater in
vilro activity against Streptococcus pneumoniae
than does ampicillin or penicillin, the majority of S.
preumoniae strains with intermediate susceptibili-
ty to ampiciltin or peniciliin are fully susceptible to
amoxicillin and amoxicillin/clavulanate potassiurn,
{See Microbiology subsection.)

Bacteriological studies, to determine the causative
organisms  and  their  susceplibilty to
amoxicillin/clavulanate potassium, should be per-
formed together with any inlicated surgical proce-
dures.

Therapy may be instituted pricr to obtaining the
results from bacteriological and susceptibility stud-
ies to determine the causative organisms and their
susceptibility to amoxicillin/clavulanate potassium
when there is reason to believe the infection may
involve any of the B4actamase-producing organ-
isms listed above. Once the results are known,
therapy should be adjusted, if appropriate.

CONTRAINDICATIONS

Amoxicillin/clavulanate potassium is contraindicat-
ed in patients with a history of allergic reactions to
any penicilin. It is also contraindicated in patients
with a previous history of amoxicillin/clavulanate
potassium-associated cholestatic jaundice/hepatic
dysfunction. ’

WARNINGS

SERIOUS AND OCCASIONALLY FATAL HYPER-
SENSITIVITY  (ANAPHYLACTIC) REACTIONS
HAVE BEEN REPORTED IN PATIENTS ON PENI-
CILLIN THERAPY, THESE REACTIONS ARE MORE
LIKELY TO OCCUR IN INDIVIDUALS WITH A HIS-

TORY OF PENICILLIN HYPERSENSITIVITY
ANDIOR A HISTNDY A crsimimivame = = =
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and MIUs of 8 meg/ml or less against most
(290%) strains of other listed organisms, However,
with the exception of organisms shown to respond

: to amoxicillin alone, the safety and effectiveness of

amoxicillin/clavulanic acid in treating clinical infec-
tions due to these microorganisms have not bgep
established in adequate and well-controlled clini-

+ cal trials.

‘Because amoxicillin has grealer in vitro actlivity against
Sireptococcus prisumoniae than does ampicillin or penicu]tiq‘ the
maijority of 5. preumoniae strains with intermediate susceptibiity to

1 ampicillin or penicillin are fully susceplible to amoxicillin.

RAM-POSITIVE AER

Enterococcus faecalis"
Staphylococcus epidermidis (B-lactamase and
non-B-lactamase producing)

| Staphylococcus saprophyticus (B-lactamase and

non-B-tactamase producing)
Streptococcus pneumoniae ™
Streptococcus pyogenes
viridans group Streptococcus ™
- TIVE Al
Eikenella corrodens {B-lactamase and non-B-lacta-

4 mase producing)

Neisseria gonorrhoeae" (B-lactamase and non-B-
factamase producing)

Froteus mirabilis* {B-lactamase and non-B-acta-
BERCROSKOBRCTERIA —
Bacteroides species, including Bacteroides fragilis
(B-lactarnase and non-B-lactamase producing)
Fusobacterium species (B-lactamase and non-B-
lactamase producing)

41 Peptostreptococcus species’ .
“{ "Adequate and well-controlied clinical trials have established the

effectiveness of amoxicillin ajone in treating certain clinical infec-
lions due ta these organisms.
These are nonﬁ-laclamase-pfoducing organisms and, therefore,

'] afe susceptible to amoxiciliin alone.

SUSCEPTIBILITY TESTING

Dilution Technigues: Quantitative methods are
used to determine antimicrobial minimal inhibitory
concentrations (MICs). These MICs provide esti-
mates of the susceptibility of bacteria to artimicro-
bial compounds. The MICs should be determined
using a standardized procedure. Standardized

procedures are based on a dilution method' {broth

. ar agary or equivalent with standardized inoculum
| concentrations and standardized concentrations of
“amoxicilin/clavulanate potassium powder.

The recommended dilution pattern utilizes a con-
stant amoxicillin/clavulanate potassium ratio of 2 to
1 in alf tubes with varying amounts of amoxicillin,
MICs are expressed in terms of the amoxicillin
concentration in the presence of clavulanic acid at
a constant 2 parls amoxicitlin to 1 part clavulanic
acid. The MIC values should be interpreted
according to the following criteria:
RECOMMENDED RANGES FOR AMOXICILLINY
SLAVULANIC ACID SUSCEPTIBILITY TESTING
~or gram-negative enteric aerobes:

mecg/m I fon

£ 8/4 Susceptible (S)
16/8 Intermediate (1}
> 32/16 Resistant (R)

‘or Staphyfoceccus™ and Haemophilus species:
Interpretation '

1 4f2 Susceptible (S}

. 8/4 Resistant (R)

‘Staphylococci which are Susceplible 1o amoxicitlin/claviudanic acid

ut resistant to methiciliivoxacilfin must be considered as resistant.

or Streptococcus Pneumoniae: Isolates should be

ssted uging amoxicillin/clavilanic acid and the fol-

G et o savens T1HD LAUSUWY
also provides a buffer zone which prevents small
uncentrolled technical factors from causing major
discrepancies in interpretation. A report of
“Hesistant” indicates that the pathogen is not likely
to be inhibited if the antimicrobial compound in the
blood reaches the concentrations usually achiev-
able; other therapy should be selected.
Standardized susceptibility test procedures
require the use of laboratory control microorgan-
isms to control the technical aspects of the labora-
tory pracedures. Standard amoxicillinfclavulangte
potassium powder should provide the fotlowing

MIC values:

Microorganism MIC Range (mcgfmd 't
Escherichia coli ATCC 25922 208
Escherichia coli ATCC 35218 41016
Enterococcus faecalis
ATCC 20212 025t 1.0
Haemophilus influenzae

ATCC 49247 2to 16
Staphylococcus aureus

ATCC 29213 0121005
Streptococcus pneumoniae ‘
ATCC 49619 0031012

MExpressed as concentration of amoxicillin in the presence of clavu-
lanic acid al a constani 2 parts amoxiciltin to 1 part clavutanic acid.

Diffysion Techniques: Quantitative methods that
i PG SRt ten o o suscoptinnity of
bacteria to antimicrobial compounds. One such
standardized procedure’ requires the use of stan-
dardized inoculum concentrations. This procedure
uses paper disks impregnated with 30 mcg of
amoxicilin/clavulanate potassium (20 mcg amoxi-
cillin plus 10 meg clavulanate potassium) to test
the susceptibiity of microorganisms to amoxi-
cillin/clavulanic acid.

Reports from the laboratory providing resuits of the
standard single-disk susceptibility test with a 30
meg amoxicillin/clavulanate potassium (20 mcg
amaoxicillin pius 10 mcg clavutanate potassium})
disk should be interpreted according to the follow-
ing criteria:

RECOMMENDED RANGES FOR AMOXICILLINS
CLAVULANIC ACID SUSCEPTIBILITY TESTING
For Staphylococcus™ species and H. influenzae®

Zone Diameter {mrmn) Interpretation
> 20 Susceptible (5)
<19 Resistant (R)

For other organisms except $. pneumoniae® and N.
gonorrhoeae:

Zone Diameter {(mm) Interpretation
> 18 Susceptible (S)
14 to 17 Intermediate (1)
< 13 Resistant {R)

"Siaphylococei which are resistant fo methicillin/ oxacilin must be
considered as resistant to amoxicilin/clavulanic acid.

* A broth microdilution method should be used for testing 4. influen-
zae. Bela-lactamase negative, ampicillin-resistant strains must be
coensidered resistant o amoxicillin/clavulanic acid.

* Susceplibility of 5. pneumoniae shouid be determined using a 1
mcg oxacilin disk. Isolates with oxacillin zone sizes of >20 mm are
susceplible o amoxicillin/clavulanic acid. An armoxicillin/ctavulanic
acid MIC shouid be determined on isolates of S. preumoniae with
oxaciliin zone sizes of <19 mm.

* A brath microdilution method should be used for lesting N. gonor-
rhoeae and interpreted according to penicitin breakpoints.

interpretation should be as stated above for rasufts
using dilution techniques. Interpretation involves
correlatior: of the diameter obtained in the disk test
with the MIC for amoxicillin/clavulanic acid.

As with standardized dilution techniques, diffusion
methods require the use of laboratory control
microorganisms that are used to control the techni-

o m
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Amoxicillin/clavulanate potassium is indicated in
the treatrment of infections caused by susceptible
strains of the designated organisms in the condi-
tions listed below:

Lower Respiratory Tragt Infections-caused by B-
lactamase-producing strains of Haemophilus
influenzae  and  Moraxelia  (Branhamefla)
catarrhalis. :
Otitis . Media-caused by B-lactamase-producing
strains of Haemophilus infivenzae and Moraxella
(Branhamella} catarrhalis. )
Sinusitis-caused by B-lactamase-producing straing
ot Haemophilus influenzae and Moraxella
(Branhamella) catarrhalis.

Skin and Skin Structure Infections-caused by B-ac-
tamase-producing strains of Staphylococcus
aureus, Escherichia coli and Klebsiella spp.
Urinary Tract infections-caused by 8-lactamase-
producing strains of Escherichia coli, Klebsiella
spp. and Enterobacter spp. )
While amoxicillin/clavulanate potassium is indicat-
ed only for the conditions listed above, infections
caused by ampicillin-susceptible organisms are
also amenable to amoxiciflin/clavutanate potassi-
um treatment due to its amoxicillin content.
Therefore, mixed infections caused by ampicillin-
susesptible organisms and B-lactamase-producing
organisms susceptible to amoxicillin/clavulanate
potassium should not require the addition of anoth-
er antibiotic. Because amoxicillin has greater in
vitro activity against Streptococcus preumoniae

. than does ampiciflin or penicillin, the majority of .

pneumoniae strains with intermediate susceptibili-
ty to ampicillin or penicillin are fully susceptibie to
amoxicillin and amoxicillin/clavulanate polassium.
(See Microbiology subsection.)

Bacteriological studies, to determine the causative
organisms  and  their susceptibility  to
amoxiciflin/clavulanate potassium, should be per-
formed together with any indicated surgical proce-
dures.

Therapy may be instituted prior to obtaining the
results from bacteriological and susceptibility stud-
ies to determine the causative organisms and their
susceptibility o amoxicillin/clavulanate potassium
when there is reason to believe the infection may
involve any of the B-lactamase-producing organ-
isms fisted above. Once the results are known,
therapy should be adjusted, i appropriate.

CONTRAINDICATIONS

Amoxicillin/clavulanate potassium is contraindicat-
ed in patients with a history of allergic reactions to
any penicillin. It is also contraindicated in patients
with a previous history of amoxicillinfclavulanate
polassium-associated cholestatic jaundice/hepatic
dysfunction.

WARNINGS

SERIOUS AND OCCASIONALLY FATAL HYPER-
SENSITIVITY  (ANAPHYLACTIC) REACTIONS
HAVE BEEN REPORTED IN PATIENTS ON PEN-
CILLIN THERAPY. THESE REACTIONS ARE MORE
LIKELY TO OCCUR IN INDIVIDUALS WITH A HIS-
TORY OF PENICILLIN HYPERSENSITIVITY
ANBD/OR A HISTORY OF SENSITIVITY TO MULTI-
PLE ALI ERGENS. THERE HAVE BEEN REPORTS
OF INDIVIDUALS WITH A HISTORY OF PENI-



CILLIN HYPERSENSITIVITY WHO HAVE EXPERI-
ENCED SEVERE REACTIONS WHEN TREATED
WITH CEPHALOSPORINS. BEFORE INITIATING
THERAPY WITH AMOXICILLIN/JCLAVULANATE
POTASSIUM, CAREFUL INQUIRY SHOULD BE
MADE CONCERNING PREVIOUS HYPERSENSI-
TIVITY REACTIONS = TO PENICILLINS,
CEPHALOSPORINS OR OTHER ALLERGENS. IF
AN ALLERGIC REACTION OCCURS, AMOXI-
CILLIN/JCLAVULANATE POTASSIUM SHOULD 8E
DISCONTINUED AND THE APPROPRIATE THER-
APY INSTITUTED. SERIOUS ANAPHYLACTIC
REACTIONS REQUIRE IMMEDIATE EMER-
GENCY TREATMENT WITH EPINEPHRINE. OXY-
GEN, INTRAVENOUS STEROIDS AND AIRWAY
MANAGEMENT, INCLUDING INTUBATION,

SHOULD ALSO BE ADMINISTERED AS INDICAT-

ED.

Pseudomembranous colitis has been reported
with nearly all antibacterial agents, including
amoxicillin/clavulanate potassium, and has
ranged in severity from mild te life-threaterning.
Therefore, it is important to consider this diagno-
sis in patients who present with diarrhea subse-
quent to the administration of antibacterial
agents. .
Treatment with antibacterial agents alters the nor-
mal flora of the colon and may permit overgrowth of
clostridia. Studies indicate that a toxin produced
by Clostridium difficile is one primary cause ©of
antibiotic associated colitis.”

After the diagnosis of pseudomembranous colitis
has been established, appropriate therapeutic
measures should be initiated. Mild cases of
pseudomembranous colitis usually respond to
drug discontinuation atone. In moderate to severe
cases, consideration should be given lo manage-
ment with fluids and electrolytes, protein supple-
mentation'and treatrment with an antibacterial drug
clinically effective against Clostridium difficile ¢oli-
tis.

Amoxicillin/clavulanate potassium should be used
with caution in patients with evidence of hepatic
dystunction. Hepatic toxicity associated with the
use of amoxicillin/clavulanate potassium is usually
reversible. On rare occasions, deaths have been
reported (less than 1 death reported per estimated
4 million prescriptions worldwide). These have
generally been cases associated with serious
underlying diseases or concomitant medications.
(See CONTRAINDICATIONS and ADVERSE
REACTIONS-Liver.) o

PRECAUTIONS

Generalt

While amoxicillin/clavulanate potassium possesses
the characteristic low toxicity of the peniciilin group
of antibictics, periodic assessmert of orgam sys-
tem functions, including renal, ‘hepatic and
hematopoietic function, is advisable -during pro-
longed therapy.

A high percentage of patients with mononucleos's
who receive ampicillin develop an erythematous
skin rash. Thus, ampicillin class antibiotics shouid
not be administered to patients with mononucleo-
Sis.

The possibility of superinfections with mycotic or
bacterial pathogens should be kept in mind during
therapy. If superinfections occur (usually involving
Pseudomonas or Candida), the drug should be
discontinued andfor appropriate therapy instituted.
Drug Interactions: ’
Probenecid decreases the renal tubular secretion
of amoxicillin. Concurrent use with amaxicillinf
clavulanate polassium may result in increased and
prolonged blood levels of amoxigillin. Co-adminis-
tration of probenecid cannot be recommended.
The concurrent administration of allopurinel and
ampiciliin increases substantially the incidence of
rashes in patients receiving both drugs as com-
pared to patients receiving ampiciltin alene. it is
not known whether this polentiation of ampicillin
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administered concurrently.

In common with other broad-spectrum antibictics,
amoxicillin/clavulanate potassium may reduce the
efficacy of oral contraceptives.

Drug/l aboratory Test Interactions:

Oral administration ©of amoxiciliin/clavulanate
potassium will result in high urine concentrations of
armoxicillin. High urine concentrations of ampicillin
may result in false-positive reactions when testing
for the presence of glucose in urine using
Clinitest®, Benedict's Solution or Fehling's Solution.
Since this effect may also occur with amoxicittin
and therefore amoxicillin/clavuianate potassium, it
is recommended that glucose tests based on enzy-
matic glucose oxidase reactions (such as
Clinistix®} be used.

Following administration of ampicillin to pregnant
women a transient decrease in plasma concentra-
tion of total conjugated estriol, estrici-glucuronide,
conjugated estrone and estradiol has been nated.
This effect may also cccur with amaoxicillin and
therefore amoxicillin/clavulanate potassium.
Carcinogenesis, Mutagenesis, Impairment of
Fertility:

Long-term studies in animals have not been per-
formed to evaluate carcinogenic potential.
Mutagenesis:

The mulagenic patential of amoxicillinfclavulanate
potassium was investigated in vilre with an Ames
tesl, a human lymphocyte cytogenetic assay, a
yeast test and a mouse lymphoma forward muta-
tion assay. and in vivo with mouse micronucieus
tests and a dominant lethal test. All were negalive
apart from the in witro mouse lymphoma assay
where weak activity was found at very high, cyio-
toxic concentrations.

impairment of Fertility:

Amoxicillinfclavulanate potassium at oral doses of
up to 1200 mg/kg/day (5.7 times the maximum
human dose, 1480 mg/m?/day, based on body sur-
face area) was found lc have no effect on fertility
and reproductive performance in rats, dosed with
a 2:1 ratio formutation of amoxicillin:clavulanate.
Teratogenic effects. Pregnancy (Category B):
Reproduction studies performed in pregnant rats
and mice given amoxicillin/clavulanate potassium
at oral dosages up to 1200 mg/kg/day, equivalent
10 7200 and 4080 mg/m?/day, respectively (4.9 and
2.8 times the maximum human oral dose based on
body surface area), revealed no evidence of harm
to the fetus due to amoxicillin/clavulanate potassi-
um. There are, however, no adequate and well-
controlied studies in pregnant women. Because
animal reproduction studies are not always predic-
tive of human response, this drug should be used
during pregnancy only if clearly needed.

Labor and Delivery:

Oral ampicillin class antibiotics are generally poor-
ly absorbed during labor. Studies in guinea pigs
have shown that intravenous administration of
ampicillin decreased the uterine tone, frequency of
contractions, height of contractions and duration of
confractions. However, it is not known whether the
use of amoxicillin/clavulanate potassium in humans
during labor or delivery has immediate or delayed
adverse effects on the fetus, prolongs the duration
of labor, or increases the likelihood that forceps
delivery or other obstetrical intervention or resusci-
tation of the newborn will be necessary.

Nursing Mothers:

Ampicillin class antibictics are excreted in the milk;
therelore, caution should be exercised when
amoxicillin/ctavulanate potassium is administered
to a nursing woman.

ADVERSE REACTIONS

Amoxiciliin/clavulanate potassium is generally well
tolerated. The majority of side effects observed in
clinical trials were of a mild and Iransient nature
and less than 3% of patients discontinued therapy
because of drug-related side effects. The most fre-
quently reported adverse effecls were

particular diarrhea, increased with the higher re
ommended dose. Other less frequently reporte
reactions include: abdominal discomfort, flat
lence and headache.

The following adverse reactions have been repot
ed for ampicillin class antibiotics:
Gastrointestinal- Diarthea, nausea, vomiing, inc
gestion, gastritis, stomatitis, glossitis, black "hair
tongue, mucccutaneous candidiasis, enterocoliti
and hemorrhagic/pseudomembranous  coliti:
Onset of pseudomembranous colitis symptorr
may occur during or after antibiotic treatment. {Se
WARNINGS }

Hypersensitivity Reactions: Skin rashes, pruritu:
urticaria, angioedema, serum sickness-like reat
tions (urticaria or skin rash accompanied by arthr
tis, arthralgia, myalgia and frequently fever}, en
thema multiforme {rarely Stevens-Johnso
Syndrome) and an occasional case of exfoliativ
dermatitis (including toxic epidermal necrolysit
have been reparted. These reactions may be cor
trolled with antihistarmines and, if necessary, sys
termic corticostercids. Whenever such reaction
oceur, the drug should be discontinued. unless th
opinion of the physician dictates otherwise. Seriou
and cccasional fatal hypersensitivity (anaphylac
tic) reactions can occur with oral penicillin. (Se
WARNINGS.)

Liver: A moderate rise in AST (SGOT) andfor AL
{SGPT) has been noted in patients treated witl
ampicilin class antibiotics but the significance ¢
these findings is unknown. Hepatic dysfunctior
including increases i serum transaminases (AS
andfor ALT}, serum bilirubin and/or alkaling phos
phatase, has been infrequently reported witl
arpoxicillin/clavulanate potassium and, wher
reported, has been reported more commonly it
elderly andfor males, andfor in patients on pro
longed treatment. The histologic findings on live
biopsy have consisted of predominantly cholestat
ic. hepatoceliutar, or mixed cholestatic-hepatocel
lutar changes. The onset of signsfsymptoms o
hepatic dysfunction may occur during or severa
weeks after therapy has been discontinued.. The
hepatic dysfunction, which may be severe, is usu
ally reversible. On rare occasions, deaths have
been reported (less than 1 death reported per esti
mated 4 million prescriplions worldwide). These
have generally been cases associated with serious
underlying diseases or concomitant medications,
Renal: interstitial nephritis and hematuria have
been reported rarely.

Hernic and Lymphatic Systems: Anamia, including
hemolytic anemia, thrombocytopenia, thrombocy
topenic purpura, eosiliophilia, leukopenia anc
agranulocytosis have been reported during thera
py with penicilling. These reactions are usuall
reversible on discontinuation of therapy and are
believed to be hypersensitivity phenomena. /
slight thrombocytosis was noted in less than 1% ©
the patients reated with amoxicilfin/clavulanate
potassium. There have been rare reports o
increased prothrombin time in patients receiving
amoxicillinfclavulanate potassium and anticoagu
tant therapy concomitantly.

Central Nervous System: Agitation, anxiety, behav
ioral changes, confusion, convulsions, dizziness
insomnia, and reversible hyperactivity have bee
reported rarely.

OVERDOSAGE

Most patients have been asymplomatic followin
overdosage or have experienced primarity gas
rrointestinal symptoms including stormach - and
abdominal pain, vomiting,” and diarhea. Hast
hyperactivity, or drowsiness have also bee
observed in a small number of patients.

In the case of overdosage, discontinue amox
cifiin/clavulanate potassium, treat symptornaticafl
and institute supportive measures as required.
the overdosage is very recent and there is no cor
traindication. an aftemnt at emecie nr nther maan
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SIS 1N pauents who present with diarrhea subse-
quent to the administration of antibacterial
agents.

Treatment with antibacterial agents alters the nor-
mal flora of the colon and may permit overgrowth of
clostridia, Studies indicate that a toxin produced
by Clostridium difficile is one primary cause of
*antibiotic associated colitis.”

After the diagnosis of pseudomembranous colilis
has been established, appropriate therapeutic
measures should be initiated. Mild cases of
pseudomembranous colitis usually respond to
drug discontinuation alone. In moderate to severe
cases, consideration should be given to manage-
ment with fluids and electrolytes, protein supple-
mentation and treatment with an antibacterial drug
clinically effective against Clostridium difficile cofi-
tis.

Amoxicillin/clavulanate paotassium should be used
with caution in patients with evidence of hepatic
dysfunction. Hepatic toxicity associated with the
use of amoxicillinfclavulanate pofassium is usually
reversible. On rare occasions, deaths have been
reported (less than 1 death reported per estimated
4 million prescriptions wordwide). These have
generally been cases associaled” with serious
underlying diseases or concomilant medications.
{See CONTRAINDICATIONS and ADVERSE
REACTIONS-Liver.) :

PRECAUTIONS

General .

While amoxicillinfclavulanate potassium possesses
the characteristic low toxicity of the penicillin group
of antibictics, periodic assessment of organ sys-
tem functions, including renal, hepatic and
hematopoietic function, is advisable -during pro-
longed therapy.

A high percentage of patients with mononucleosis
who receive ampicillin develop an erythematous
skin rash. Thus, ampicitlin class antibiotics should
not e administered to patients with mononucleo-
sis.

The possibility of superinfections with mycatic or
bacterial pathogens should be kept in mind during
therapy. If superinfections occur {usually involving
Pseudomonas or Candida), the drug should be
discontinued andfor appropriate therapy instituted.
Drug Interactions: .
Probenecid decreases the renal tubular secretion
of amaxicilin, Concurrent use with amoxicillin/
clavutanate potassium may result in increased and
prolonged blood levets. of amoxicillin. Co-adminis-
tration of probenecid cannot be recommended.
The concurrent administration of allopurinol and
ampicillin increases substantially the incidence of
rashes in patients receiving both drugs as com-
pared to patients receiving ampicillin alone. It is
not known whether this. potentiation of ampicillin
rashes is due to allopurinol or the hyperuricemia
present in these patients. There are no data with
amoxicilin/ctavulanate potassium and allopurinol

Fertility:

Long-term studies in animals have not been per-
formed to evaluate carcinogenic potential.
Mutagenesis:

The mutagenic potential of amoxiciflin/clavulanate
potassium was investigated in vitro with an Ames
test, a human lymphocyte cytogenefic assay, a
yeast test and a mouse lymphoma forward muta-
tion assay, and in vivo with mouse micronucleus
tests and a dominant lethat test. All were negative
apart from the in vilro mouse lymphoma assay
where weak aclivity was found at very high, cyto-
toxic concentrations.

Impairment of Fertility:

Amoxicillin/clavulanate potassium at oral doses of
up to 1200 mglkg/day (5.7 times the maximurm
human dose, 1480 mg/m?/day, based on body sur-
face area) was found to have no effect on fertility
and reproductive performance in rats, dosed with
a 2:1 ratio formulation of amoxicillin:clavulanate.
Teratogenic effects. Pregnancy (Category B):
Reproduction studies pertormed in pregnant rats
and mice given amoxicillin/clavulanate potassium
at oral dosages up to 1200 mg/kg/day, equivalent
to 7200 and 4080 mg/m¥day, respectively (4.9 and
2.8 times the maximum human oral dese based on
body surface area), revealed no evidence of harm
t& the fetus due to amoxicillin/clavulanate potassi-
um. There are, however, no adequate and well-
controlled studies in pregnant women. Because
animal reproduction studies are not always predic-
tive of human response, this drug should be used
during pregnancy only if clearly needed.

tabor and Delivery:

Oral ampicillin class antibictics are generally poor-
iy absorbed during labor. Studies in guinea pigs
have shown that intravenous administration of
ampicillin decreased the uterine tone, frequency of
contractions, height of contractions and duration of
contractions. However, it is not known whether the
use of amoxicilin/clavulanate potassium in humans
during labor or delivery has immediate or delayed
adverse effects on the felus, prolongs the duration
of labor, or increases the likelihood that forceps
delivery or other obstetrical intervention or resusci-
tation of the newborn will be necessary.

Nursing Mothers:

Ampicillin class antibiotics are excreted in the milk;
therefore, caution should be exercised when
amoxicillin/clavulanate potassium is administered
to a nursing wormnan.

ADVERSE REACTIONS

Amonxicillin/clavulanate potassium is generally well
tolerated. The majority of side elfects observed in
clinical trials were of a mild and transient nature
and less than 3% of patients discontinued therapy
because of drug-related side effects. The most fre-
quently reported adverse effects  were
diarrhea/loose stools {9%), nausea (3%). skin rash-
es and urticaria {3%), vomiting {(1%) and vaginitis
(1%). The overall incidence of side effects, and in

occur, the drug should be discontinued, unless the
opinion of the physician dictates otherwise. Seriou:
and occasional fatal hypersensitivity {anaphyiac
tic) reactions can occur with oral penicillin. (Set
WARNINGS.}

Liver: A moderate rise in AST (SGOT) andfor AL
(SGPT) has been noted in patients realed witt
ampiciifin class antibiotics but the significance o
these findings is unknown. Hepatic dysfunction
including increases in serum transaminases (AST
and/or ALT}, serum bilirubin and/or alkaline phos
phatase, has been infrequently reporied witt
amoxicillin/clavulanate potassium and, wher
reported. has been reported more commonly ir
elderly andfor rmales, andfor in patients on pro
longed treatment. The histologic findings on liver
biopsy have consisted of predominantly cholestat
ic, hepatoceliular, or mixed cholestatic-hepatocel
lular changes. The onsget of signs/sympioms 0
hepatic dysfunclion may occur dufing -or severa
weeks after therapy has been discontinued.. The
hepatic dysfunction, which may be severe, is usu-
ally reversible. On rare occasions, deaths have
been reported {less than 1 death reported per esti
mated 4 million prescriptions worldwide). These
have generally been cases associated with serious
underlying diseases of concomitant medications.

Renal: Interstitiali nephritis and hematuria have
baen reported rarely.

Hermnic and Lymphatic Systems: Anemia, including
hemolytic anemia, thrombocytopenia, thrombocy-
topenic purpura, eosinophilia, leukopenia and
agranulocylosis have been reported during thera-
py with penicilins. These reactions are usually
reversible on discontinuation of therapy and are
believed to be hypersensilivity phenomena. A
slight thrombocytesis was noted in less than 1% of
the patients treated with amoxicillin/clavulanate
potassium. There have been rare reporis of
increased prothrombin time in patients receiving
amoxicillin/clavulanate potassium and anticoagu-
lant therapy concomitantly.

Cenfral Nervous System: Agitation, anxiety, behav-
iaral changes, confusion, convulsions, dizziness,
insomnia, and reversible hyperactivity have been
reported rarely.

OVERDOSAGE

Most patients have been asyrnptomatic following
overdosage or have experienced primarily gas-
trointestinal symptoms including stomach and
abdominal pain, vomiting, and diarhea. Rash,
hyperaclivity, or drowsiness have also been
observed in a small number of patients.

In the case of overdosage, discontinue amoxi-
cillinfclavulanate potassigm, treat symptomatically,
and institute supportive measures as required. |f
the overdosage is very recent and there is no con-
traindication, an attempt at emesis or other means
of removal of drug from the stomach may be per-
formed. A prospective study of 51 pediatric
patients at a poison center suggested that over-
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dosages-of tess thai 260" mgkg: of amoxicillin are
not associated with significant elinical symptoms

i and do not require gastric emptying.?
i Interstitial nephritis resulting in oliguric renal faiture

has been reported in a small number of patients

1 after overdosage with amoxicillin. Renal impair-

ment appears to be reversible with cessation of

| drug administration. High blood levels may occur

more readily in patients with impaired renal func-
tion because of decreased renal clearance of both
amoxicillin and clavulanate. Both amaoxicillin and
clavutanate are removed from the circulation by
hemodialysis. {See DOSAGE AND ADMINISTRA-
TION for recommended dosing for patients with
impaired renal function.)

DOSAGE AND ADMINISTRATION

Since both the Amoxicillin and Clavulanate
Potassium Tablets 250 mg and 500 mg contain
the same amount of clavulanic acid (125 mg, as
the potassium salt), 2 Amoxicillin and Clavulanate
Potassium Tablets 250 mg are not equivalent to 1

i Amoxicillin and Clavulanate Potassium Tablet,

USP {amoxicillin, 500 mg, as the trihydrate and
¢lavulanic acid, 125 mg, as clavulanate potassi-
um}). Therefore, 2 Amoxicillin and Clavulanate
Potassium Tablets 250 mg should not be substi-
tuted for 1 Amoxicillin and Clavulanate
Potassium Tablet, USP (amoxiciltin, 500 mg, as

" the trihydrate and clavutanic acid, 125 mg, as

clavulanate potassium).

4 Dosage:

Adults: The usual adult dose is 1 Amoxicillin and

' Clavulanate Potassium Tablet, USP (amoxicillin,

500 mg, as the trihydrate and clavulanic acid, 125
mg, as clavidanate potassium) every 12 hours or 1
Amoxicillin and Clavulanate Potassium Tablet 250
mg every 8 hours. For more severe infections and
infections of the respiratory tract, the dose shoutd
be 1 Amoxicillin and Ciavulanate Potassium Tablet,
USP (amoxicillin, 875 mg, as the tihydrate and

i clavdlanic acid, 125 mg, as clavulanate potasesium})
-~ every 12 hours or 1 Amoxicillin and Clavulanate

Potassium Tablet, USP (amoxicillin, 500 mg, as the
tritydrate and clavulanic acid, 125 mg, as clavu-

: lanate polassium) every 8 hours.
. Patients with impaired renat function do not gener-
. alty require a reduction in dose unless the impair-

menti is severe. Severely impaired patients with a
glomerular filtration rate of <30 ml/minute should
not receive the 875 mg tablet. Patients with a
glomerular filtration rate of 10 to 30 mU/minute
should receive 500 mg or 250 mg every 12 hours,
depending on the severity of the infection. Patients
with a less than 10 mL/minute glomerular filtration

| rate should receive 500 mg or 250 mg every 24

hours, depending on severity of the infection.
Hemodialysis patients should receive 500 mg or

] 250 mg every 24 hours, depending on severily of
+i the infection. They should receive an addilionat

dose both during and at the end of dialysis.
Hepatically impaired patients should be dosed
with caution and hepatic function monitored at reg-
ular intervals. (See WARNINGS.)

Pediatric Patients: Pediatric patients weighing 40
kg or more should be dosed according to the adult
recommendations.

Due to the different amoxicillin to clavulanic acid
ratios in the Amoxicillin and Clavulanate
Potassium Tablet 250 mg (250/125) versus the
Amoxicillin and Clavulanate Potassium Chewable
Tablet 250 mg (250/62.5), the Amoxicillin and
Clavulanate Potassium Tablet 250 mg should not
be used until the pediatric patient weighs at least

1 40 kg or more,

Administration: Amoxicilin and Clavulanate
Potassium Tablet may be taken without regard to
meals; however, absorption of clavulanate potassi-

1 um is enhanced when Amoxicillin and Clavulanate

Potassium Tablet is administered at the start of a
meal. To minimize the potential for gastrointestinal

USP 500/1 25 mg are white to oH-white, obiong film
coated tablets with beveled edges, debossed with
500/125 on one side and AMC on the other side.
They are supplied in plastic bottles of 20 and 30
{with desiccant).

Amoxicillin and Clavulanate Potassium Tablets,
USP 875/125 mg are white to off-white, obiong film
coated tablets with beveled edges, scored and
debossed with 875/125 on one side and AMC on
the other side.

They are supplied in plastic bottles of 20 (with des-
iccant).

Store tablets at or below 25°C (77°F). Dispense in
tightly closed, moisture-proof containers. -

CLINICAL STUDIES

Data from two pivotal studies in 1.191 patients
treated for either lower respiratory tract infections
or complicated urinary tract infections compared a
regimen of 875 mg amoxicillin/clavulanate potassi-
um tablets q12h o 500 mg amoxicillin/clavulanate
polassium tablets dosed qBh (584 and 607
patients, respectively). Comparable efficacy was
demonstrated between the q12h and g8h dosing
regimens. There was no significant difference in
the percentage of adverse evenis in each group.
The most frequently reported adverse event was
diarrhea; incidence rates were similar for the 875
mg q12h and 500 mg gBh dosing regimens (14.9%
and 14.3%, respectively). However, there was a
statistically significant difference {p<0.05) in rates
of severe diarthea or withdrawals with diarrhea
between the regimens: 1.0% for 875 mg q12h dos-
ing versus 2.5% for the 500 mg g8h dosing.

in one of these pivotal studies, 629 patients with
either pyelonephritis or a complicated urinary tract
infactinn (i » . pationte with abnormalities of the uri-
nary tract that predispose to relapse of bacteriuria
following eradication) were randomized to receive
either 875 mg amoxicillin/clavulanate potassium
tablets q12h or 500 mg amoxicilin/clavulanate
potassium tablets q8h in the following distribution:

500 mg gdh

188 patients

133 patients
321

876 mgqi2h
173 patients
135 patients

308

Pyelonephritis
Complicated UT!
Total patients

The number of bacteriologically evaluable patients
was comparable between the two dosing regi-
mens. Amoxicillin/clavulanate potassium produced
comparable bacteriological success rates in
patients assessed 2 to 4 days immediately follow-
ing end of therapy. The bacteriologic efficacy rates
were comparabie at one of the follow-up visits {5 to
9 days post-therapy) and at a late post-therapy
visit {in the majority of cases, this was 2 to 4 weeks
post-therapy), as seen in the table below:

B75 mg qi2h 500 mg q8h
2 to 4 days 81%, n=58 - 80%, n=54
5 to 9 days 58.5%, n=41 51.9%, n=52
210 4 weeks  52.5%, n=101 54.8%, n=104

As noted before, though there was no significant
difference in the percentage of adverse éevents in
@ach group, there was a statistically significant dif-
ference in rates of severe diarrhea or withdrawals
with diarrhea between the regimens.

REFERENCES

1. National Committee for Clinical Laboratory
Standards. Methods for Dilution Antimicrobial
Susceptibility Tests for Bacteria That Grow
Aeroblcaily—Thlrd Edmon Approved Standard

L R ~ RN A

Antimicrobial Disk  Susceptibility Tests—Fifth
Edition. Approved Standard NCCLS Document
M2-A5, Vol. 13, No. 24. NCCLS, Villanova, PA,
December 1993.

3. Swanson-Biearman B, Dean BS topez G.
Krenzelok EP. The effecis of penicillin and
cephalosporin ingestions in children fess than six
years of age. Vet Hum Toxicol 1988;30:66-67.
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clavulanic acid, 125 mg as clavulanate potassi-
um). Therefore, 2 Amoxicillin and Clavulanate

. Potassium Tablets 250 mg should not be substi-

! tuted

for 1 Amoxicillin and Clavulanate
Potassium Tablet, USP (amoxicillin, 500 mg, as
the trihydrate and clavulanic acid, 125 mg, as
clavulanate potassiumy}.

Dosage:

Aduits: The usual adult dose is 1 Amoxicillin and
Clavulanate Potassium Tablet, USP {amoxicillin,
500 myg, as the trihydrate and clavulanic acid, 125
mg, as clavuianate potassium) every 12 hours or 1
Amoxicillin and Clavulanate Potassium Tablet 250
mg every 8 hours. For more severe infections and
infections of the respiratory tract, the dose should
be 1 Amoxicitfin and Clavulanate Potassiurm Tablet,
LISP (amoxicillin, 875 mg, as the trihydrate and

! clavulanic acid, 125 mg, as clavulanate potassium)

. every 12 hours or 1 Amoxicillin and Clavulanate
© Potassium Tablet, USP (amoxicillin, 500 mg, as the
. Wrihydrate and clavulanic acid, 125 mg, as clavu-

lanate potassium) every 8 hours.

Patients with impaired renal function do not gener-
ally require a reduction in dose unless the impair-
ment is severe. Severely impaired patients with a

. glomerular filtration rate of <30 mUminute shouid
- not receive the 875 mg tablet. Patients with a

glomerular filtration rate of 10 to.30 ml/minute
should receive 500 mg or 250 mg every 12 hours,
depending on the severity of the infection. Patients
with a less than 10 mU/minute glomerular filtration
rate should receive 500 mg or 250 mg every 24
hours, depending on severity of the infection.
Hemodialysis patients should receive 500 mg or
250 mg every 24 hours, depending on severity of
the infection. They should receive an additional
dose both during and at the end of dialysis.
Hepatically impaired patients should be dosed
with caution and hepatic function monitored at reg-
ular intervals. {See WARNINGS.)

Pediatric Patients: Pediatric patients weighing 40
kg or more should be dosed according to the adult
recommendations.

Due to the different amoxicillin to clavulanic acid
ratios in the Amoxicillin and Clavulanate
Potassium Tablet 250 mg (250/125) versus the
Amoxicillin and Clavulanate Potassium Chewable
Tablet 250 mg (250/62.5), the Amoxicillin and
Clavulanate Potassium Tablet 250 mg should not
be used until the pediatric patient weighs at least
40 kg or more,

Administration: Amoxicillin  and Clavulanate
Potassium Tablet may be taken without regard to
meals; however, absorption of clavulanate potassi-
um is enhanced when Amoxicillin and Clavulanate

i Potassium Tabiet is administered at the start of a

. meal. To minimize the potentia! for gastrointestinal
. intolerance, Amoxicillin and Clavulanate Potassium

Tablet should be taken at the start of a meal.

et maue e war B IR SV R S

regnmen of B76 mg amox:cnllm[clavulanate potassi-
um tablets q12h to 500 mg amoexicillin/clavulanate
potassium tablets dosed gB8h (584 and 607
patients, respectively). Comparable efficacy was
demonstrated between the q12h and q8h dosing
regimens. There was no significant difterence in
the percentage of adverse events in each group.
The most frequently reported adverse event was
diarrhea; incidence rales were similar for the 875
mg ¢12h and 500 mg g8h dosing regimens (14.9%
and 14.3%. respectively). However, there was a
statistically significant difference {p<0.05} in rates
of severe diarrhea or withdrawals with diarrhea
between the regimens: 1.0% for 875 mg q12h dos-
ing versus 2.5% for the 500 mg g8h dosing.

In one of these pivotal studies, 629 patients with
either pyelonephritis or a complicated wurinary tract
infaction (ia . patiente with ahnarmalities of the uri-
nary tract that predispose to relapse of bacteriuria
foliowing eradication) were randomized to receive
either 875 mg. amoxicillin/clavulanate potassium
tablets gi12h or 500 mg amoxicillin/clavulanate
potassium tablets q8h In the following distribution:

500 mg q8h
188 patients

133 patients
321

875mgqi2h
173 patients
135 patients
308

Pyelonephritis
Complicated UTI
Total patients

The number of bacteriologically evaluable patients
was comparable between the two dosing regi-
mens. Amoxicillin/clavulanate potassium produced
comparable bacteriological success rates in
patients assessed 2 to 4 days immediately follow-
ing end of therapy. The bactericlogic efficacy rates
were comparabie at one of the follow-up visits (5 tc
9 days post-therapy) and at a late post-therapy
visit (in the majority of cases, this was 2 to 4 weeks
post-therapy), as seen in the table below:

875 mg q12h 500 mg g8h
2o 4 days 81%, n=58 80%, n=54
5te 9 days 58.5%, n=41 51.9%, n=52
210 4 weeks  52.5%, n=101 54.8%, n=104

As noted before, though there was no significant
difference in the percentage of adverse events in
each group, there was a statistically significant dif-
ference in rates of severe diarrthea or withdrawals
with diarrhea between the regimens.

REFERENCES

1. National Committee for Clinical ‘Laboratory
Standards. Methods for Dilution Antimicrobial
Susceptibility Tests for Bacteria That Grow
Aerobically—Third Edition. Approved Standard
NCCLS Document M7-A3, Vol. 13, No. 25. NCCLS
Villanova, PA, December 1993. :

2. National Committee for Clinical Laboratory
Standards. Performance  Standards  for
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CHEMISTRY REVIEW NO. 1

ANDA # 65-093

NAME AND ADDRESS .OF APPLICANT

LEK Pharmaceutical and Chemical Company d.d.
Verovskova 57

1526 Ljubljana

SLCVENIA

U.S. Agent:

LEK USA

Attention: Branko Huc

333 Sylvan Avenue, 2" Floor
Englewood Cliffs, NJ 07632
Phone: (201)-541-9310

LEGAL BASIS FOR SUBMISSION

Reference Listed drug product: Augmentin Tablets, .
manufactured by SmithKline Beecham, approved in NDA #50-
720. The firm states that this is an “old antibiotic” as
defined under FDAMA; therefore patent certification or
exclusivity provisions are NOT required. The proposed drug
product contains the same active ingredients and has the
same strength, dosage form, route of administration,
indication, and usage as the reference listed drug.

®

SUPPLEMENT (s)
N/A

PROPRIETARY NAME
N/A

NONPROPRIETARY NAME
Amoxicillin and Clavulanate Potassium Tablets USP

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

AMENDMENTS AND OTHER DATES:

Firm Original Submission: 14-MAY-2001
Amendment: 13-JUN-2001
FDA Acceptable for Filing: 29-JUN-2001
Labeling Deficiency: 10-AUG-2001

Bioequivalence Acceptance: 21-AUG-2001



10.

12.

13.
14.

15.

pews 7:5< -

16.

PHARMACOLOGICAL CATEGORY 11. Rx or QOTC
Antibacterial - Rx

RELATED IND/NDA/DMF( )

DMF visrn SRR . 2 =0 CF NI

J— - AN i3 S . TR

DME' —=mm
DMF e
DME s

DOSAGE FORM
Tablets

POTENCY
875 mg Amoxicillin/125 mg Potassium Clavulanate

CHEMICAL NAME AND STRUCTURE

KO O

O OH
H

Name (Amoxicillin): ({(25,5R,6R)-6-[(R -)-2-Amino-2-(p-
hydroxyphenyl)acetamido] -3, 3- dlmethyl 7 -oxo-4-thia-1-
azabicyclo{3.2.0jheptane-2-carboxylic acid trihydrate

Name (Clavulanate Potassium): Potassium {Z)-{2R,5R)-3-(2—-
hydroxyethylidene)-7-oxo-4-oxa-l-azabicyclo[3.2.0]heptane-
2-carboxylate

Meclecular Formula {(Amoxlicillin): CigHi¢N305Se3H.0
Molecular Weight (Amoxicillin): 419.4—

Melecular Formula {(Clavulanate Potassium): CgHgKNOs
Molecular Weight (Clavulanate Potassium): 237.25

RECORDS AND REPORTS
N/A




17.

18.

19.

COMMENTS

L L

- . L

L ase [ e m e w

CONCLUSIONS AND RECOMMENDATIONS

Not-Approvable (MINOR)

REVIEWER:

M.

Scott Furness

DATE COMPLETED:

9/10/01

APPEARS THIS WAY
ON ORIGINAL
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CHEMISTRY REVIEW NO. 2 .

ANDA # 65-093

NAME AND ADDRESS OF APPLICANT

LEK Pharmaceutical and Chemical Company d.d.
Verovskova 57

1526 Ljubljana

SLOVENIA

U.S. Agent:

LEK Services, Inc.
Attention: Donald Spiegel
115 N. Third Street
Wilmington, NC 28401
Phone: (910)-362-07690
Fax: {910)-362-0790

LEGAL BASIS FOR SUBMISSION

Reference Listed drug product: Augmentin® Tablets,
manufactured by SmithKline Beecham, approved in NDA #50-
720. The firm states that this is an “old antibiotic” as
defined under FDAEMA; therefore patent certification or
exclusivity provisions are NOT required. The proposed drug
product contains the same active ingredients and has the
same strength, dosage form, route of administration,
indication, and usage as the reference listed drug.

SUPPLEMENT (s)
N/A

PROPRIETARY NAME
N/A

NONPROPRIETARY NAME
Amoxicillin and Clavulanate Potassium Tablets USP

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

AMENDMENTS AND OTHER DATES:

Firm Original Submission: 14-MAY-2001
Amendment: 13-JUN-2001
Change of US Agent: 16-AUG-2001

CMC/Labeling Amendment: 08-FEB-2002



FDA Acceptable for Filing: 29-JUN-2001

Labeling Acceptance: 08-MAR-2002
Biocequivalence Acceptance: 21-AUG-2001
CMC/Labeling Deficiency: 20-SEP-2002
10. PHARMACOLOGICAL CATEGORY 11. Rx or 0OTC
Antibacterial Rx

12. RELATED IND/NDA/DMF(s)
DMF T=——— e, U

DMF -
DME' e e

DMF ) o
DMF =" —

DMI w—rT — «.

A e e

13. DOSAGE FORM
Tablets

14. POTENCY
875 mg Amoxicillin/125 mg Potassium Clavulanate

15. CHEMICAL NAME AND STRUCTURE

HO O KO 0O
HO
i O‘\\%N CH, O\\—N
: ﬁ"']‘}\s CH, - 3H0 _*\o -~ \on
NH, H H H
Name (Amoxicillin) : (28,5R,6R)-6—[(R)—(-)—Z—Amino—Z—(p*

hydroxyphenyl)acetamido]~3, 3-dimethyl-7-oxo~4-thia~1-
azabicyclo[3.2.0]heptane~2-carboxylic acid trihydrate

Name (Clavulanate Potassium): Potassium {(Z)-(2R, 5R)~-3-(2-
hydroxyethylidene)-7—oxo—4—oxa-l—azabicyclo[3.2.0]heptane—
2-carboxylate

Molecular Formula (Amoxicillin): C16H19N305Se3H,0
Molecular Weight (Bmoxicillin): 419.4™

Molecular Formula (Clavulanate Potassium): CgHgKNOg
Molecular Weight (Clavulanate Potassium): 237.25



16.

17.

18.

19.

RECORDS AND REPORTS

N/A

COMMENTS

L2 0.h ORI

— et ke b

CONCLUSIONS AND RECOMMENDATIONS

Not-Approvable (MINOR)

REVIEWER: DATE COMPLETED:

M. Scott Furness 3/7/02

APPEARS THIS WAY
ON ORIGINAL
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CHEMISTRY REVIEW NO. 3
ANDA # 65-093

NAME AND ADDRESS QOF APPLICANT

LEK Pharmaceutical and Chemical Company d.d.
Verovskova 57

1526 Lijubljana

SLOVENIA

U.S. Agent:

LEK Services, Inc.
Attention: Paul Kleutghen
115 N. Third Street
Wilmington, NC 28401
Phone: {910)-362-0760
Fax: {910)-362-0790

LEGAL BASIS FOR SUBMISSION

Reference Listed drug product: Augmentin® Tablets,
manufactured by SmithKline Beecham, approved in NDA #50-
720. The firm states that this is an “old antibiotic” as
defined under FDAMA; therefore patent certification or
exclusivity provisions are NOT required. The proposed drug
product contains the same active ingredients and has the
same strength, dosage form, route of administration,
indication, and usage as the reference listed drug.

SUPPLEMENT (s) 6. PROPRIETARY NAME
N/A , N/A

NONPROPRIETARY NAME _
Amoxicillin and Clavulanate Potassium Tablets USP

SUPPLEMENT PROVIDE FO
N/A

AMENDMENTS AND OTHER DATES:

Firm Original Submission: 14-MAY-2001
Amendmernt : 13-JUN-2001
Change of US Agent: 16-AUG-2001
CMC/Labeling Amendment: 08-FEB-2002
CMC Amendment: 11-JUN-2002

Gratuitous CMC Amendment: 12-JUN-2002



10.

12.

13,
14.

15.

O *pﬁ g

FDA Acceptable for Filing: 29-JUN-2001

Labeling Deficiency: 10~AUG-2001
Bioequivalence Acceptance: 21-AUG-2001
CMC/Labeling Deficiency: 20-SEP-2002
Labeling Approval: 08-MAR-2002

HARMACOTL.OGT TEGORY 11. Rx or OTC

Antibacterial Rx

RELATED IND/NDA/DME(s)

DMF mar————t A S S i ST 7 3 o i e TR S T 70 VR N RS T LS e e

DMF rmta—— Bt e A - R e -

DMF ——— ’ } y i =

DMF — -~ - g

DMF  feaccmier ’ P

DMF e . " i r——

DOSAGE FORM

Tablets

POTENCY

875 mg Amoxicillin/125 mg Potassium Clavulanate

CHEMICA TRUCT

O
H

Name (Amoxicillin): {2S,5R,6R)-6-[(R}-(-)-2-Amino-2-{p-
hydroxyphenyl) acetamido] -3, 3-dimethyl-7-oxo-4-thia-1-
azabicyclo{3.2.0]heptane-2-carboxylic acid trihydrate

Name (Clavulanate Potassium): Potassium (Z)-(2R,5R)-3-(2-
hydroxyethylidene)-7-oxo-4-oxa-1-azabicyclo{3.2.0)heptane-
2-carboxylate

Molecular Formula (Amoxicillin) : CigHisN30OsSe3H0
Molecular Weight {Amoxicillin): 419.47

Molecular Formula {Clavulanate Potassium) : CgHgKNOs
Molecular Weight (Clavulanate Potassium): 237.25



i6.

17

18.

19.

EC REPORTS
N/A

- COMMENTS

CONCLUSIONS AND RECOMMENDATIONS
Not-Approvable (MINOR)

REVIEWER:
M. Scott Furness

DATE COMPLETED:
6/28/02

APPEARS THIs way
GN ORIGINAL
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CHEMISTRY REVIEW NO. 4

ANDA # €5-093

NAME AND ADDRESS OF APPLICANT
LEK Pharmaceuticals d.d.
Verovskova 57

1526 Ljubljana

SLOVENIA

U.S5. Agent:

LEK Services, Inc.
Attention: Donald Spiegel
115 N. Third Street
Wilmington, NC 28401
Phone: (910) -362-0760
Fax: (910)-362-0790

- LEGAL BASIS FOR SUBMISSION

Reference listed drug product: Augmentin® Tablets,
manufactured by SmithKline Beecham, approved in NDA #50-
720. The firm states that this is an “old antibiotic” as
defined under FDAMA; therefore patent certification or
exclusivity provisions are NOT required. The proposed drug
product contains the same active ingredients and has the
same strength, dosage form, route of administration,
indication, and usage as the reference listed drug.

SUPPLEMENT (s) 6. PROPRIETARY NAME
N/A N/A

NONPROPRIETARY NAME
Amoxicillin and Clavulanate Potassium Tablets USP

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

AMENDMENTS AND OTHER DATES:

Firm Original Submission: 14-MAY-2001
Amendment : 13-JuN-2001
Change of US Agent: 16-AUG-2001
CMC/Labeling Amendment : 08-FEB-2002
CMC Amendment: 11-JUN-2002
Gratuitous CMC Amendment: 12-JUN-2002

CMC Amendment : 24-SEP-2002



10.

12.

13.
14.

15.

HO

FDA- Acceptable for Filing:

Labeling Deficiency:
Bioequivalence Acceptance:
CMC/Labeling Deficiency:
Labeling Approval:
CMC Deficiency II:
CMC Deficiency III:

PHARMACOLOGICAL CATEGORY

Antibacterial

RELATED IND/NDA/DMF (s)

DME 7 s
ODMFE
DME s
DME  wormnenau,
DMFE

DME e

DOSAGE FORM
Tablets

POTENCY

11.

29-JUN-2001
10-AUG-2001
21-AUG-2001
20-SEP-2001
08-NOV-2002
28-MAR-2002
06-SEP-2002

Rx or OTC

Rx

875 mg Amoxicillin/125 mg Potassium Clavulanate

CHEMICAL NAME AND STRUCTURE

HO @ KO (@]
o © o
N—N CH, N—N
N l““*s CH, * 3H,0 l“*o OH
NF% H H H
Name (Amoxicillin): (2S,5R,6R)-6-[(R)-{-}-2-Amino-2-{p-

hydroxyphenyl)acetamideo] -3, 3-dimethyl-7-oxo-4-thia-1-
azabicyclo{3.2.0]lheptane-2-carboxylic acid trihydrate

Name (Clavulanate Pdtassium):

Potassium

(Z}-(2R,5R)-3-(2-

hydroxyethylidene)-7-oxo-4-oxa-l-azabicyclo[3.2.0]heptane-

2-carboxylate

Moclecular Formula
Molecular Weight
Moclecular Formula

{(Amoxicillin):
(Amoxicillin):

C15H19N305803H5_O

419.4—

(Clavulanate Potassium) : CgHgKNOs

2



ie.

17.

18.

i19.

Molecular Weight (Clavulanate Potassium): 237.25

RECORDS AND REPORTS
N/A

COMMENTS

CONCLUSIONS AND RECOMMENDATIONS
Approval 1s recommended.

REVIEWER: DATE COMPLETED:
M. Scott Furness 10/21/02
APPEARS THIS W,
A
08 0R1GINAL '
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CENTER FOR DRUG
EVALUATION AND RESEARCH

APPLICATION NUMBER:

65-093

BIOEQUIVALENCE REVIEW



BIOEQUIVALENCY COMMENTS

ANDA: 65-093 APPLICANT: LEK Pharmaceutical and Chemical
Company d.d.

DRUG PRODUCT: Amoxicillin; Clavulanate Potassium Tablets, USP
875 mg; 125 mg

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

The dissolution testing will need to be incorporated into your stability and quality control
programs as specified in USP 24.

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

Sincerely yours,

A ’Si

Dale P. Conner, Pharm. D.

Director, Division of Bicequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research



OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA # 65-093 SPONSOR: LEK Pharmaceutical and

Chemical Company d.d.
DRUG AND DOSAGE FORM: Amoxicillin; Clavulanate Potassium Tablets, USP
STRENGTH(S): 875 mg; 125 mg

TYPES OF STUDIES: Fasting, postprandial and dissolution
CLINICAL STUDY SITE: '
ANALYTICAL SITE:
STUDY SUMMARY: Fastmg and pdé-t;randla! studies are acceptable
DISSOLUTION: Acceptable.
DSI INSPECTION STATUS
Inspection needed: No Inspection status: Inspection results:
First Generic: No Inspection requested: (date)
New facility: _No - - Inspection completed: (date)
For cause:
Other

PRIMARY REVIEWER: James Chaney BRANCH: |
INITIAL: /9_( DATE: _Z/7/280/
) *

TEAM LEADER: Yih- mg lm-w- BRANCH:

INITIAL: DATE: § 2 gm
L

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

INITIAL : _ DATE:_ gl21/200)
1S e




Amoxicillin; Clavulanate Potassium Tablets, USP
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Review of Two Bioequivaience Studies and Dissolution Data

1. introduction

(Electronic Submission)

Indication: it is indicated in the treatment of lower respiratory tract infections, otitis media,
sinusitis, skin and skin structure infections, and urinary tract infections.

Type of Submission: Original ANDA
First Generic: No

Contents of Submission: Fasting and non-fasting studies and dissolution data
RLD: Augmentin® 875 (SmithKline Beecham). SmithKline Beecham also markets Augmentin® 500

(500/125) and Augmentin® 250 (250/125) tablets.

Recommended Dose: The usual adult dose is one Augmentin® 500 mg tablet every 12 hours
or one Augmentin® 250 mg tablet every 8 hours. For more severe infections and infections of
the respiratory tract, the dose should be one Augmentin® 875 tablet every 12 hours or one

Augmentin® 500 tablet every 8 hours.

Financial Disclosure: Form FDA 3454 was submitted. The firm has ro conflict 2f interest with

the investigators.

R Background

Amoxicillin and clavulanate potassium are well absorbed from the gastrointesiinal tract after oral

administration of Augmentin®.

Dosing in the fasted or fed state has minimal effect on the

pharmacokinetics of amexicillin. While Augmentin® can be given without regard to meals,
absorption of clavulanate potassium when taken with food is greater relative to the fasted state.
In one study, the relative bioavailability of clavulanate was reduced when Augmentin® was
dosed at 30 and 150 minutes after the start of a high fat breakfast.

1. Protocol No.: 992128, Comparative, Randomized, 2-Way Crossover Bioavailability
Study of Lek and SmithKline Beecham (Augmentin® (R)) 875 mg Tablets Containing 875
mg Amoxicillin/125 mg Clavulanic Acid in Healthy Adult Males Under Fasting Conditions

Study Information
STUDY FACILITY INFORMATION

Clinical Facility:

Medical Director:

Scientific Director:
Clinical Study Dates:

02/13/00 to 02/20/00

Analytical Facility

Principal Investigator:
Analytical Study Dates:

Storage Period (Study Samples) 55 Days

02/24/00 to 04/08/00



TREATMENT INFORMATION

Treatment ID: A B
Test or Reference: T R
Product Name: Amoxicillin (as the Augmentin®

Manufacturer:

trihydrate)/Clavulanic Acid (as the
potassium salit)
Lek, Pharmaceutical and Chemical

SmithKline Beecham

Company d.d. Pharmaceuticals
Manufacture Date: 5/1/00 N/A
Expiration Date: N/A October 2000
ANDA Batch Size: T -
Full Batch Size: -
Batch/Lot Number: 14005018 MH2464
Potency: Amoxicillin, 98.8% Amaoxicillin, 98.3%
Clavulanic Acid, 97 .4 Clavulanic Acid, 95.5
Content Uniformity: Amoxicillin; Amoxicillin:
99.4% (98.6-100), 0.4%CV 98.3% (97.4-99.4), 0.7%CV
Clavulanic acid,; Clavulanic acid:
98.6% (97.4-100.7), 1.0%CV 95.1% (93.8-96.0), 0.7%CV
Strength: 875 mg/125 mg 875 mg/125 mg
Dosage Form: Tablet Tablet
Dose Administered: 875 mg/125 mg 875 mg/125 mg
Study Condition: Fasting Fasting
Length of Fasting: Overnight Overnight
RANDOMIZATION DESIGN
Randomized: Y Design Type: crossover
No. of Sequences: 2 Replicated Treatment Design: N
No. of Periods: 2 Balanced: Y
No. of Treatments: 2 Washout Period: 7 days

Randomization scheme:
AB: 2 4,6,7,9, 11,12, 15, 16, 18, 21, 24, 26, 28, 30, 32, 33, 36, 37, 39, 41, 43, 44, 45, 49
BA: 1, 3,5, 8,10, 13, 14, 17, 19, 20, 22, 23, 25, 27, 29, 31, 34, 35, 38, 40, 42, 46, 47, 48, 50

DOSING SUBJECTS

Single or Multiple Dose:  single IRB Approval: Y
Steady State: N Informed Consent Obtained: Y
Volume of Liquid Intake: 240 mL No. of Subjects Enrolled: 50
Route of Administration: oral No. of Subjects Completing: 50
Dosing Interval: NA No. of Subjects Plasma Analyzed: - 48 -
Number of Doses: N/A No. of Dropouts: 0
Loading Dose: N/A Sex(es) Included: male
Steady State Dose Time: N/A Healthy Volunteers Only: Y

. No. of Adverse Events: 15

Length of Infusion: N/A



Demographics of the 50 Dosed Subjects

Age (yrs): 29.247.4(
Age Group
<18 yrs
18-40 yrs
40-64 yrs
65-75 yrs
> 75 yrs
Female
Male
Asian
Black
Caucasian
Hispanic
Other

Sex

Race

19-45)

0

43 (86%)
7 (14%)
0

0

0

50 (100%)
0

2 (4%)
47 (94%)
0

1(2%)

Weight (Ibs): 157.2+14.4 (128.3-183.6)
Height (in): 69.312.3(63.4-73.2)

Dietary Restrictions:
Activity Restrictions
Drug Restrictions:

Blood Sampling:

Study Results

1) Clinical
Adverse Events:

A total of 15 adverse events were experience
events, 1 was judged to have a probable association with the study drug, 6 were judged to
have a possible association with the study drug, 4 were judged to have a remote association
with the study drug and 4 were judged to be unrelated to the study drug. These events were

No alcohol- or xanthine-containing drinks/ foods for 48
hours pre-dose and throughout the period of sample
collection. No grapefruit-containing drinks/ foods for 7
days pre-study and throughout the entire study.

events. No strenuous activity at any time during the
housing period.

No medication (including OTC products, except for
vitamins taken as nutritional supplements for non-
therapeutic indications) for 14 days pre-study and
throughout the duration of the study.

Pre-dose and at the following times post-dase: 0.25, 0.5,
0.75,1,1.25,15,1.75,2,25,3,4,5,6,7, 8,10, 12 and

14 hours _

mild or moderate in severity at onset.

Protocol Deviations:

The Principal Investigator judged the deviations unlikely to have affected the bicavailability

comparison.

Dropouts: None

Subjects remained ambulatory or seated upright for the
first 4 hours post-dose except when prevented by adverse

d by 7 subjects during the study. Of these
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Ci;mments:
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3) Pharmacokinetics:

Amoxicillin:
Mean Plasma Concentrations: Table 1, Figure 1
Pharmacokinetic Parameters: Tables 2 and 3
90% Confidence intervals: LAUCO-t 91.4-105.4%
LAUCO-inf 91.4-105.3%
_ LCmax 92.1-109.2%
Arith. Mean AUCT/AUCI Ratios: Test 0.99 (0.98-1.00)
Ref 0.98 (0.91-0.99)
Arith. MeanT/R Ratios: AUCO-t 1.03 (0.28-2.87), 35%CV
AUCO-inf 1.02 (0.29-1.78), 34%CV
Cmax 1.08 (0.33-4.16), 51%CV
Root MSE: LAUCO-t 0.208643
LAUCO-inf 0.205310
LCmax 0.248139
Clavulanic acid:
Mean Plasma Concentrations: Table 4, Figure 2
Pharmacokinetic Parameters: Tables 5 and 6
90% Confidence Intervals: LAUCO-t 87.3-114.5%
LAUCO-inf 87.8-114.1%
LCmax 84.0-110.6%
Arith. Mean AUCT/AUCI Ratios: Test 0.98 (0.95-0.99)
Ref 0.98 (0.91-0.99)

\
\
— )
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Arith. MeanT/R Ratios: AUCO-t 1.20 (0.33-5.89), 83.9%CV
AUCO-inf 1.18 (0.34-5.43), 78%CV

Cmax 1.14 (0.26-5.21), 74%CV
Root MSE: LAUCO-t 0.395925

LAUCO-inf 0.382181

LCmax 0.401666

.. Comments:

» There were no measurable drug concentrations at O hr for amoxicillin or clavulanic acid
under fasting conditions. There was no observation of first measurable drug concentration
as Cmax for amoxicillin or clavulanic acid under fasting conditions.

» The reviewer recalculated pharmacokinetic parametes and 90% confidence intervals. The reported
values are in agreement with those obtained by the reviewer.

* The 90% confidence intervals for log transformed AUCO-t, AUCO-inf, and Cmax are within
acceptable limits of 80-125%.

Conclusion: The fasting study is acceptable.
V. Protocol No.: 992129, Comparative, Randomized, 3-Way Crossover Bioavailability

Study of Lek and SmithKline Beecham (Augmentin®) 875 mg Tablets Containing 875 mg
Amoxicillin/125 mg Clavuianic Acid in Healthy Adult Males Under Fed/Fasting Conditions

Study Information

STUDY FACILITY INFORMATION
Clinical Facility:

Medical Director:

Scientific Director:

e

Clinical Study Dates: 02/15/00 to 02/29/00
Analytical Facility ~ s
Principal investigator: e
Analytical Study Dates: 03/14/00 to 04/10/00

Storage Period (Study Samples) 55 Days

TREATMENT INFORMATION

Treatment ID: A B C

Test or Reference: Test - Fasted Test - Fed Reference — Fed

Product Name: Amoxicillin (as Amoxicillin (as Augmentin®
trihydrate)/ trihydrate)/
Clavulanic Acid (as Clavulanic Acid {as
potassium salt) potassium salt)

Manufacturer: Lek Pharmaceutical Lek Pharmaceutical and SmithKline Beecham
and Chemical Chemical Company d.d. Pharmaceuticals
Company d.d.

Manufacture Date: 5/1/00 5/1/00 N/A

Expiration Date: N/A N/A ~ N/A

ANDA Batch Size: Stz -—

Full Batch Size: St -—

Batch/Lot Number: 1400501B 14005018 MH2464



Potency: Amoxicillin, 98.8% Amoxicitlin, 98.8% Amoxicillin, 98.3%
Clavulanic Acid, 97.4 Clavulanic Acid, 97.4 Clavulanic Acid, 95.5

Content Uniformity:  Amoxicillin; Amoxicillin; Amoxicillin:
99.4% (98.6-100), 99.4% (98.6-100), 98.3% (97.4-99.4),
0.4%CV 0.4%CV 0.7%CV
Clavulanic acid, Clavulanic acid, Ctavulanic acid:
98.6% {97.4-100.7), 98.6% (97.4-100.7), 95.1% (93.8-96.0),
1.0%CV 1.0%CV 0.7%CV

Strength: 875 mg/125 mg 875 mg/M25mg 875 mg/125 mg

Dosage Form: Tablet Tablet Tablet

Dose Administered: 875 mg/125 mg 875 mg/125 mg 875 mg/125 mg

Study Condition: Fasting Fed Fed

Length of Fasting: Overnight Overnight Overnight

Standard Breakfast: N Y Y _

Breakfast Specifics: N/A Std. FDA high-fat meal ©  Std. FDA high-fat meal

Standardized Lunch: Y Y Y

RANDOMIZATION DESIGN
Randomized: Y Design Type: Crossover

No. of Sequences: 6 Replicated Treatment Design:

No. of Periods: 3 Balanced:

No. of Treatments: 3 Washout Period: 7 days

Randomization Scheme:

ABC: 10,11,15

ACB: 3,6,14

BAC: 1,5,18,

BCA: 2,13,16

CAB: 89,12

CBA: 4,717

DOSING SUBJECTS

Single or Multiple Dose:  Single  IRB Approval: Y

Steady State: N Informed Consent Obtained: Y

Volume of Liquid Intake: 240 mL  No. of Subjects Enrolled: 18

Route of Administration: Oral No. of Subjects Completing: 18

Dosing interval: NA No. of Subjects Plasma Analyzed: 18

Number of Doses: N/A No. of Dropouts: 0

Loading Dose: N/A Sex{es) Included: Male

Steady State Dose Time: N/A Healthy Volunteers Only: Y

Length of infusion: N/A No. of Adverse Events: 3



Demographics of the 18 Dosed Subjects

Age (yrs): 30.846.8(19-41)

Age Group
<18 yrs
18-40 yrs
40-64 yrs
65-75 yrs
>75yrs

Sex Female
Male

Race Asian
Black

17 (94%)
1 (6%)

18 (100%)

2 (11%)

Caucasian 16 (89%)

Hispanic
Other

Weight (Ibs): 158.9+17.6 (128.3-184.5)
Height (in): 68.6+2.8(63.8-72.8)

Dietary Restrictions:

Activity Restrictions:

Drug Restrictions:

Blood Sampling:

Study Results

1} Clinical
Adverse Events:

No alcohol- or xanthine-containing drinks/ foods for 48
hours pre-dose and throughout the period of sample
collection. No grapefruit-containing drinks/foods for 7 days
pre-study and throughout the entire study.

Subjects remained ambulatory or seated upright for the
first 4 hours post-dose except when prevented by adverse
events. No strenuous activity at any time during the
housing period.

No medication {including OTC products, except for
vitamins taken as nutritional supplements for non-
therapeutic indications) for 14 days pre-study and
throughout the duration of the study.

Pre-dose and at the following times post-dose: 0.25, 0.5,
0.75,1,1.25,15,175,2,25,3,4,56,7,8,10,12and
14 hours

A total of three adverse events were experienced by two subjects during the study. Of these
events, one (headache following ref-fed) was judged to be remote associated with the study drug
and two were judged to be unrelated to the study drug. These events were mild in severity at

onset..
Protocol Deviations:

The Principal Investigator judged the deviations unlikely to have affected the bioavailability

comparison.
Dropouts: None

10
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3) Pharmacokinetics:
Amoxicillin:

Mean Plasma Concentrations:
Pharmacokinetic Parameters:

Arith. Mean AUCT/AUCI Ratios:

Arith. MeanT-Fed/R-Fed Ratios:

Clavulanic Acid:
Mean Plasma Concentrations:
Pharmacokinetic Parameters:

Arith. Mean AUCT/AUCI Ratios:

Arith. MeanT-Fed/R-Fed Ratios:

Table 7, Figure 3
Tables 8 and 9
Test fasting

Test non-fasting
Ref non-fasting
AUCO-t
AUCO-inf

Cmax

Table 10, Figure 4
Tables 11 and 12
Test fasting

Test non-fasting
Ref non-fasting
AUCO-t

AUCO-inf

Cmax

12
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0.99 (0.98-1.00)
0.99 (0.99-0.99)
0.99 (0.98-1.00)
1.03 (0.83-1.18), 11%CV
1.03 (0.83-1.18), 11%CV
1.02 (0.61-1.73), 26%CV

0.98 (0.95-0.99)
0.97 (0.94-0.99)
0.97 (0.94-0.99)
1.18 (0.34-5.52), 97%CV
0.97 (0.38-1.62), 34%CV
1.12 (0.20-4.08), 76%CV




Comments:

« There were no measurable drug concentrations at 0 hr for amoxicillin or clavulanic acid in
the food study. There was no observation of first measurable drug concentration as Cmax
for amoxicillin or clavulanic acid in the food study.

* The reviewer recalculated pharmacokinetic parameters and ratios of means. The reported
values are in agreement with those obtained by the reviewer.

» The non-fasting study is acceptable.

V. Formulation

» Formulation information is provided in Table 13.

» Allinactive ingredients in the formulation found to be present at or below the levels cited in
the FDA Inactive Ingredient Guide (1996) except for croscarmeliose sodium. Although
croscarmellose sodium is not listed in the 1996 IIG at a concentration at or above that in the
test formulation, this ingredient has been used in a higher amount than in the test product.
For example, Biaxin tablet 500 mg (NDA 50-662) contains 65.6 mg of croscarmellose
sodium.

VL. Dissolution

A. Dissolution Method Used by Firm

The dissolution method is the USP method.

No. Units Tested: 12 tablets

USP XXIV apparatus: 2 {paddle)

Medium: Water

Temperature: 37°C

Volume: 900 mL

Rpm: 75

Sampling Times: 10, 20, 30 and 40 minutes

Tolerance:  Not less than 85% (Q) of the labeled amount of amoxicillin and 80% (Q) of the
jabeled amount of clavulanate potassium are dissolved in 30 minutes.

B. Results

Dissolution data are presented in Table 14.

C. Comment:

The dissolution testing is acceptable.

VIl Recommendations

1. The single-dose, fasting bioequivalence study and the single-dose postprandial
bioequivalence study conducted by LEK Phammaceutical and Chemical Company d.d. on its
amoxicillin/clavulanate potassium 875/125 mg tablet, lot # 1400501B, comparing it with
Augmentin® 875 tablet, lot #MH2464, manufactured by SmithKline Beecham have been
found acceptable to the Division of Bioequivalence. The studies demonstrate that the test
product, LEK Pharmaceutical and Chemical Company d.d."s amoxicillin/clavulanate
potassium 875 mg/125 mg tablet, is bioequivalent to the reference product, Augmentin® 875
tablet manufactured by SmithKline Beecham.

2. The dissolution testing conducted by the firm on its test product is acceptable. The
dissolution testing should be incorporated into the firm's manufacturing controls and stability
programs. The dissolution testing should be conducted in 900 mL of water at 37° C using
apparatus 2 (paddle) at 75 rpm. The test product should meet the foliowing specifications:

13



Not less than 85% (Q) of the labeled amount of amoxicillin and 80% (Q) of the labeled
amount of clavulanic acid are dissolved in 30 minutes

sl
ﬁmesE. Chaney, Ph.D. T

Division of Bioequivalence
Review Branch |
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Dale P. Conner, Pharm.D.
Director, Division of Bioequivalence
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TABLE 1. FASTING SINGLE-DOSE IN VIVO BIOEQUIVALENCE STUDY #992128.

ARITHMETIC MEAN AMOXICILLIN PLASMA CONCENTRATIONS {ug/mL] (CV%) VERSUS
TIME IN 48 SUBJECTS

TIME TEST REFERENCE | RATIO
(HR) | TREATMENTA | TREATMENTB | (A/B)%
0 0.0000  (0.0) | 0.0000 (0.0) N/A
025 | 0.1231 (187.3) | 0.2204 (1725) | 559
05 | 22817 (615) | 26547 (69.3) | 859
075 | 59402 (46.5) | 6.3503 (514) | 935
7 80849  (39.7) | 8.6222 (44.7) | 1042
725 | 10.7440 (34.4) | 10.0743 (43.3) | 106.6
15 [11.0234 (32.3) | 105287 (38.8) | 104.7
175 |11.0474 (274) | 105516 (32.2) | 104.7
2 | 105230 (26.5) | 10.2437 (28.7) | 102.7
55 | 88174 (26.8) | 8.87/96 (26.4) | 993
6.0849  (28.7) | 7.1520 (29.3) | 97.7
41418 (43.3) | 41515 (40.9) | 998
21645 (52.3) | 24955 (73.1) | 867
71831 (56.1) | 1.3079 (67.2) | 905
06525 (50.2) | 0.7316  (57.4) | 892
03875 (48.3) | 04346 (58.4) | 89.2
01236 (714) | 0.1491 (67.0) | 8209
00136 (267.6) | 0.0272 (2002) | 50.0
0.0000  (0.0) | 0.0000 (0.0) N/A

N EEIRIEICIESES

TABLE 2. FASTING SINGLE-DOSE IN VIVO BIOEQUIVALENCE STUDY #992128
ARITHMETIC MEANS (CV%) OF PHARMACOKINETIC PARAMETERS FOR AMOXICILLIN IN

48 SUBJECTS

PK N TEST N REFERENCE RATIO
PARAMETER TREATMENT A TREATMENTB | (A/B)%
AUCT 48 | 3497 (235) | 48 | 3542  (204) 98.7
[pgehr/mL]
AUCI 48 | 3529 (233) | 48 | 3575 (202) | 987
[Lgehr/mL] '
Cmax 48 | 12.0788 (28.9) | 48 | 12.0843 (28.9) | 100.0
[ng/mL] | -
tmax [hr] 48 | 1.587 (22.6) | 48 1767  (@&7.1) 80.8

kel [1/hr] 48 | 05092 (19.9) | 48 0.4800 (20.5) 103.9
48 1.4149 (19.8) | 48 14743  (21.1) 96.0

t% [hr]
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TABLE 3. FASTING IN VIVO BIOEQUIVALENCE STUDY, GEOMETRIC LSMEANS AND 80%

CONFIDENCE INTERVALS FOR PHARMACOKINETIC PARAMETERS FOR AMOXICILLIN

PK PARAMETER REATOTNT A T';EEZET':AEE’}{%EB RATIO (A/B) | 90% C.I.

AUCT [jig hrimL] 33.877 34.525 98.1 91.4-1054
AUCH [pug.hrfmL] 34214 34.872 98.1 91.4-105.3
Crmax [pg /ml] 11.56883 11.53537 1003 | 92.1-109.2

TABLE 4. FASTING SINGLE-DOSE IN VIVO BIOEQUIVALENCE STUDY #992128.
ARITHMETIC MEAN CLAVULANIC ACID PLASMA CONCENTRATIONS [NG/ML] (CV%)
VERSUS TIME IN 48 SUBJECTS

TIME TEST REFERENCE RATIO
(HR) TREATMENT A TREATMENT B (A/B)%
0 0.00 (0.0). 0.00 (0.0) N/A
0.25 27.07 (219.9) 75.62 (231.9) 35.8
05 49319 (83.4) 989.47 (89.8) 49.8
0.75 1542.74 (60.2) 224113 (61.0) 68.8
1 2386.85 (49.1) 2758 .40 (49.4) 86.5
125 2623.16 (41.5) 278450 (41.4) 942
15 2567.55 (40.1) 2493 49 (36.0) 103.0
175 2331.79 (36.9) 2140.87 (31.4) 108.9

2 2013.16 (33.9) 1833.54 (30.7) 109.8
25 1386.28 (33.4) 1252.88 (31.4) 110.6
3 975.66 (37.6) 855.49 (35.8) 114.0
4 471.25 (48.8) 421.88 (52.0) 1117
5 24345 (53.9) 221.40 (63.1) 710.0
6 136.26 (54.7) 12574 (72.4) 108.4
7 67.33 (81.9) 60.47 (96.8) 111.3
8 21.10 (174.0) 19.02 (185.0) 110.9

10 T 0.00 (0.0) 122 (692 8) 0.0
12 0.00 (0.0) 0.00 {0.0) N/A
14 0.00 (0.0) 0.00 (0.0) N/A

le




TABLE 5. FASTING SINGLE-DOSE IN VIVO BIOEQUIVALENCE STUDY #992128
ARITHMETIC MEANS (CV%) OF PHARMACOKINETIC PARAMETERS FOR CLAVULANIC
ACID IN 48 SUBJECTS

PK PARAMETER | N TEST N REFERENCE RATIO
TREATMENT A TREATMENTB | (A/B)%
AUCT 48 | 60752 (341) | 48 | 61427 (33.7) 98.9
[ng=hr/mL]
AUCI 48 | 62106 (336) | 48 | 62598 (33.1) 99.2
[ng-hr/mL]
Cmax 48 | 284527 (37.8) | 48 | 303299 (40.1) 93.8
[ng/mL]
tmax [hr] 48 1.398 (25.9) | 48 1.286 (28.3) 108.7
kel [1/hr] 48 | 0.5858 (18.6_5) I48 06086 (13.8) 96.3
% [hr] 48 | 12286 (209) | 48 | 1.1616 (14.6) 1058

TABLE 6. FASTING IN VIVO BIOEQUIVALENCE STUDY. GEOMETRIC LSMEANS AND 90%
CONFIDENCE INTERVALS FOR PHARMACOKINETIC PARAMETERS FOR CLAVULANIC
ACID

PK PARAMETER TREATMENT A | TREATMENT B | RATIO (A/B) | 90% C.1.

AUCT [ng.hr/mL] 5683.29 56853 100 | 87.3-1145
AUCH [jxq.hrfmL] 5824.48 5818 1001 | 87.8-114.1
Crmax [pg /mL] 2622.563 2720324 964 | 84.0-1106
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TABLE 7. POSTPRANDIAL SINGLE-DOSE IN VIVO BIOEQUIVALENCE STUDY #992129.
ARITHMETIC MEAN PLASMA AMOXICILLIN CONCENTRATIONS [ug/mL] (CV%) VERSUS
TIME IN 18 SUBJECTS

TIME TEST TEST TEST RATIO | RATIO
(HR) FASTED (A) FED (B) FED (C) (BIA)% | (BIC)%
0 00000 (0.0) | 0.0000  (0.0) | 0.0000 (0.0) N/A N/A
025 | 02043 (112.7) | 0.0000  (0.0) | 0.0099 (424.3) | 0.0 0.0
05 | 29550 (62.7) | 04186 (123.0) | 0.4681 (1815) | 142 89.4
075 | 6.3427 (49.0) | 1.6749 (905) | 1.6466 (118.7) | 264 | 1017

1 8.6610 (46.0) | 40066 (82.8) | 3.8682 (933) | 463 | 1036
125 | 9.6516  (39.6) | 62667 (59.8) | 6.4259 (69.1) | 64.9 97.5
15 |10.1203 (38.0) | 85876  (52.0) | 9.2679 (496) | 849 92.7
176 110.1497 (35.7) [ 10.1861 (446) 1105114 (358) | 1004 | 96.9

2 9.8058 (35.1) [10.1703  (39.7) |10.7646 (26.2) | 1037 | 945
25 | 79534 (29.3) | 89058 (25.7) | 9.2386 (20.4) | 1120 | 964

3 6.2193 (24.8) | 7.1884 (240) | 7.3629 (24.4) | 1156 | 97.6

4 39117 (34.8) | 47254 (41.7) | 4.1678 (30.9) | 1208 | 1134

5 1.9833  (53.9) | 27437 (61.8) | 2.2498 (37.9) | 1383 | 1220

6 | 11019 (68.4) | 16111 (734) | 12914 (449) | 1462 | 1248

7 0.6357  (744) | 09100 (716) | 0.7340 (51.3) | 1431 | 1240

8 03723 (755) | 05322 (83.2) | 0.4281 (56.5) | 1429 | 1243

10 ] 01220 (111.9) | 01693  (94.7) | 01263 (90.3) | 1388 | 134.0
12 | 0.0209 (317.3) | 0.0261 (254.3) | 0.0248 (192.7) | 1249 | 1052
14 | 0.0000  (0.0) | 0.0065 (424.3) | 0.0000  (0.0) N/A N/A
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TABLE 8. POSTPRANDIAL SINGLE-DOSE IN VIVO BIOEQUIVALENCE STUDY #992129.
ARITHMETIC MEANS (CV%) OF PHARMACOKINETIC PARAMETERS FOR AMOXICILLIN IN 18
SUBJECTS

PK N TEST N TEST N | REFERENCE | B/A | BIC
PARAM FASTED (A) FED (B) FED (C) % %
AUCT |18 3264 (21.0)[18] 3246 (185 [18] 3150 (16.9)] 994 | 103.0

[ugehr/mL]
Aucl | 18| 3298 (20.9)[18] 3278 (18.4)| 18| 31.85 (16.8)| 99.4 | 102.9

{Lg-hr/imL]
Cmax |18]112449 (31.3) 18119585 (27.6) | 18 | 12.0119 (256.3)| 106.3{ 99.6

(kg/mL]
Tmax|nr | 18] 1.753 (376) [18] 2208 (34.6) | 18| 2.087 (24.2)| 126.0 { 105.8

Kel [1/hr] 18] 0.5117 (22.0) (18] 0.5393 (19.1) | 18 | 0.5507 (23.2)| 1054 | 979
TY% [hi] 18| 1.4202 (22.6) [ 18] 1.3330 (20.2) | 18 { 1.3210 (22.7)| 939 | 100.9

TABLE 9. POSTPRANDIAL IN VIVO BIOEQUIVALENCE STUDY. GEOMETRIC MEAN
LEAST-SQUARES MEAN PK VALUES FOR AMOXICILLIN IN 18 SUBJECTS

TEST REFERENCE |RATIO [RATIO
FASTED (A) FED(C) | (AB) | (BIC)

AUCT [pg.hr/mL] [18 | 32.074 |18 31.834 18 30.933 0.993 | 1.029
AUC! [ug.hrfmb] {18 32.427 18 32127 18 31.294 0.990 | 1.027
Cmax [ng/mL] 18 10982 18 11.925 18 11.385 1.046 | 1.609

PK PARAMETER N N |TESTFED (B)| N
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TABLE 10. POSTPRANDIAL SINGLE-DOSE IN VIVO BIOEQUIVALENCE STUDY #992129.
ARITHMETIC MEAN CLAVULANIC ACID PLASMA CONCENTRATIONS [NG/ML] (CV%)
VERSUS TIME {N 18 SUBJECTS

TIME TEST TEST TEST RATIO | RATIO
(HR) FASTED (A) FED (B) FED (C) (BIA)Y% | (BIC)%
0 | 0.00 0.0 0.00 0.0 0.00 0.0 N/A N/A
025 | 3250 2102 | 0.00 0.0 440 4243 0.0 0.0
05 | 67412 999 | 3477 1811 | 11339 256.1 5.2 307
075 | 163322 791 | 14494 1364 | 33069 1755 8.9 438
1 | 237314 636 | 418.06 1099 | 85259 1396 | 17.6 29.0
125 | 267486 572 | 913.09 106 | 135273 1095 | 34.1 67.5
15 | 257556 48 | 148332 823 | 183089 808 57.6 81.0
175 | 234374 427 |1773.06 648 |191569 702 75.7 92.6
2 | 204148 41 | 1715602 567 |1796.70 642 840 | 955
25 | 145834 447 | 133164 485 |1327.36 52.5 913 | 1003
3 | 110417 498 | 960.68 501 | 929.01 551 87.0 | 1034
4 60320 611 | 47981 60.7 | 461.16 645 795 | 1040
5 29587 706 | 23175 696 | 222.01 788 783 | 1044
6 15438 786 | 119.80 919 | 11407 935 776 | 105.0
7 71.38 1006 | 5870 129.3 | 63.08 1069 | 822 93.1
8 2427 1885 | 2253  230.7 | 2386 1796 | 9238 94 .4
10 000 00 445 4243 | 0.00 0.0 N/A N/A
12 0.00 0.0 0.00 0.0 0.00 0.0 N/A N/A
14 0.00 0.0 0.00 0.0 0.00 0.0 NIA N/A

TABLE 11. POSTPRANDIAL SINGLE-DOSE IN VIVO BIOEQUIVALENCE STUDY #992129.
ARITHMETIC MEANS (CV%) OF PHARMACOKINETIC PARAMETERS FOR CLAVULANIC
ACID IN 18 SUBJECTS

PK N TEST N TEST N | REFERENCE | RATIO | RATIO
PARAMETER FASTED (A) FED (B) FED(C) | (B/A)% | (BIC)%
AUCT 18] 6513.8 (40.7)[ 18 [4113.9 (52.9)[ 18 [4493.0 (61.0)] 63.2 916
[ng=hr/mL]
AUCH 18] 6621.0 (40.3)] 17 | 44545 (45.2)[ 17 |4837.6 (54.7)| 67.3 92.1
[ng*hr/mL] '
Cmax 18| 3033.7 (45.7)] 18| 19499 (59.0)| 18[2210.8 (65.8)| 64.3 88.2
[ng/mL]
Tmax[hq |18] 1375 (235)] 18] 2.056 (29.4)118 1 1.875 (27.9)| 1495 | 109.7
kel [1/hr] | 18| 0.6880 (14.0)[17[0.6851 (18.2)] 17 [0.6543 (20.1) 99 6 1047
124 [hr] 18| 1.0274 (14.7)| 17 | 1.0472 (20.4){ 17 [1.0979 (19.0)[ 101.9 | 954
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TABLE 12. POSTPRANDIAL IN VIVO BIOEQUIVALENCE STUDY, GEOMETRIC MEAN
LEAST-SQUARES MEAN PK VALUES FOR CLAVULANIC ACID IN 18 SUBJECTS

TEST
TEST FED REFERENCE | RATIO |RATIO
PK PARAMETER | N FA?AI;ED N B) N FED(©) | (vB) | (BIC)
AUCT [pg.himl) |18| 6048 |18 3087 18 3499 0.993 | 1.029
AUCI [pg.hr/mL]  |18] 5746 |17 3665 17 4197 0.990 | 1.027
Cmax [pg/mL] 18] 2743 |18 1458 18 1720 1.046 | 1.009

TABLE 13. FORMULATION OF AMOXICILLIN AND CLAVULANATE POTASSIUM TABLETS

USP, 875/1256 MG

INGREDIENT AMOUNT (mg) PER DOSAGE UNIT
P

Amonxicillin 875.000
Clavulanic acid (as the potassium salt) 125.000
Colloidal silicon dioxide —
Crospovidone dried pram——————
Croscarmellose sodium dried — o
Magnesium stearate ennanattl _—M__
[!Vlicrocrystailine cellulose dried —

B —
Hydroxypropyl cellulose S—— ]
Ethylcellulose B
Polysorbate 80 eme——
Triethyl citrate r——
Titanium dioxide it
Talc res———
TOTAL TABLET WEIGHT (MG) 1473.000
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TABLE 14.. RESULTS OF IN VITRO DISSOLUTION/RELEASE TESTING:

22

AMOXICILLIN
_IS__ampIing -éle:\:jarﬁ:::;cﬁ:g&cﬂ'?:&gts USP Referertnce Product: Augm-entin®
IMeS i 6t No.: 14005018 Lot No.. MH2464
(Min) Strength: 875/125 mg Strength: 875/125 mg
Mean % Range % CV |[Mean % Rance % CV
10 459 —————, 11.0 58.2 —— 248
30 100.2 o———— 0.7 99.0 SR 1.1
40 100.7 _ 0.7 99 4 0.9
o CLAVULANIC ACID
Samping. oo b T amts s [oerence Product_ Augmentn®
imes ) Lot No.: MiH2464
(Min) Lot No.: 1400501B Strength: 875 mg
Strength: 875/125 mg ]
Mean % Range % CV_ Mean % Range % CV
10 30.2 A 171 59.6 ——— 19.9
20 88.2 T— 6.3 92.8 i, 3.2
30 97.7 s 1.0 96.3 ervme—— 1.2
40 97.8 ——————— BT 1.2 96.0 ————s, 1.2
APPEARS THIS way
ON ORIGINAL




Plasma Amoxicillin Concentration (mcg/mL)

AMOXICILLIN PLASMA CONCENTRATIONS (MCG/ML) VERSUS TIME
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SINGLE-DOSE FASTING STUDY #992128
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Plasma Clavulanic Acid Concentration (ng/mL)

FIGURE 2 -
CLAVULANIC ACID PLASMA CONCENTRATIONS (NG/ML) VERSUS TIME
SINGLE-DOSE FASTING STUDY #992128
(LINEAR PLOT)
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Fumess, Scott

Council, Jacgueline

e Adams, Richard C; Anderson, Mark D
Subject: Chemist's Response To Questions from the Lablening Division
Hi Jackie,

We just finished the first cycle CMC review of LEK's Amoxicillin/Clavulanate Tablet application. | have answered each of
your questions below (my comments in italics).

NOTES/QUESTIONS TO THE CHEMIST:

1. The firm indicates that their drug product is produced by fermentation of
Streptomyces clavuligerus. |s this statement accurate?

Yes, that is an accurate statement.

2. The firm recommends dispensing their drug product in tightly closed, moisture-proof containers. -
Has the firm submitted data to support this statement for their package size of 20s.

The firm has submitted acceptable USP <661> and <671> tests results. Hence, these appear to be tightly
closed, moisture proof confainers.

3. Can you inform me if the firm’s container closure is child-resistant or non-child-resistant. {| saw both listed].
Actually, the only supporting data | observed was for the child-resistant closure. No non-child resistant closures
were indicaled.

Thanks!

Scott



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

ANDA Number: 65-093

Date of Submission: - September 2, 2002
- September 24, 2002

Applicant's Name: Lek Pharmaceuticals d.d.
Estabiished Name: Amoxicillin and Clavulanate Potassium Tablets USP, 875 mg/125 mg (base)

Labeling Deficiencies:

1. CONTAINER: 20s
a. On the front and side panels revise i -—. toread “as clavulanate
potassium”,
b. On the side panel prior to the “Usual Dosage: ..." statement add the text, “Advise patient
to keep in closed container”,
2. INSERT
a. TITLE

Following the established name, either delete the strengths of your drug products or
include the strength of each active ingredient, amoxicillin ___mg as the trihydrate and
clavulanic acid ___ mg as clavulanate potassium.
b. CLINICAL PHARMACOLOGY

i. We encourage you to print the second footnote on same column as the table.
ii. Microbiology/Susceptibility Testing

Dilution Téchniques

We acknowledge that you revised this subsection in your September 24, 2002,

submission. However, at this time we request that this subsection remain the
same as your insert fabeling submitted on February 8, 2002.

C. PRECAUTIONS/Labor and Delivery

We note that vou added the text, " —__
~—" . subsection in this amendment. Delete this text.

d. DOSAGE AND ADMINISTRATION

i. Use the official USP established name when referring to your drug product as
follows:



... amoxicillin mg as the trihydrate and clavulanic acid
mg as clavulanate potassium.

If you prefer, you may use the official USP established name followed by the
strength of each active ingredient.

Please revise your labels and labeling, as instructed above, and submit in final print.

Prior to approval, it may be necessary to further revise your {abeling subsequent to approved changes for
the reference listed drug. We suggest that you routinely monitor the following website for any approved
changes - http:f/’www.fda.gov/cder/ogd/rid/llabeling_review_branch.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’\ l
Wm. Peter Rickman ﬂ 4
Director
Division of Labeling and Program Support

Office of Generic Drugs
Center for Drug Evaluation and Research




APPROVAL SUMMARY (List the package size, strength(s), and date of submission for a;)proval):
Do you have 12 Final Printed Labels and Labeling? Yes [red jackets, need to check blue or with Mark]
Container Labels: 20's
Satisfactory in final print as of the, 2002, submission.
Professional Package Insert Labeling:
Satisfactory in final print as of the--— Feb.8, 2002, submission.
BASIS OF APPROVAL_:
Was this approval based upon a petition? No
What is the RLD on the 356(h) form: Augmentin®
NDA Number: 50-564
NDA Drug Name: Amoxiciliin/clavulante potassium tablets
NDA Firm: GlaxoSmithKline
Date of Approval of NDA Insert and supplement #: S-32, approved 2/11/98.
Has this been verified by the MIS system for the NDA? Yes
Was this approval based upon an OGD labeling guidance? No

If yes, give date of labeling guidance:

Basis of Approval for the Container Labels: RLD

Basis of Approval for the Carton Labeling: RLD

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name . e Bo L " o
Different name than on acceptance to file letter? X
s this product 2 USP item? if so, USP supplernent in which verification was assured. USP 25 X
Is this name: different than that used in the Grange Book? X

If not USP, has the product name been proposed in the PF?
Error Prevention Analysis
Has the firm proposed a praprietary name? If yes, complete this subsection.

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




Has the name been forwarded to the Labeling and Nomenclature Commitiee? If so, what were the
recommendations? if the name was unacceptable, has the firn been notified?

Packaging

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

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

Does the package proposed have any safety andfor regulatory concerns?

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

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

is the strength and/or concentration of the proeduct unsupported by the insert labeling?

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

Individual cartons reguired? 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? {Narne should be the most prominent information
on the label).

Has applicant failed fo clearly differentiate multiple product strengths?

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

Labeling{continued)

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

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

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

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

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

Is the scoring configuration different than the RLD?

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

Inactive Ingredients: (FTR: List page # in appication 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? *Some of the inactives differ from the
RLD.

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

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

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

Failure to list the coloring agents if the composition statement lists e.9., Opacode, Opaspray?

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

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

USP Issues: (FTR: List USP/INDA/ANDA dispensing/siorage recommendations)

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

Because of proposed packaging configuraton or for any ofher reason, does his applicant meel fail to meel all of the
unprotected coggitions? of uge cg)f refergenoed by the RLS‘?

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

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

Faitlure of DESCRIPTION to meet USP Description and Solubiflity information? If so, USP information shouwld be used.
However, only include solvents appearing in innovator labeling. *Same as RLD.

Bioequivalence Issues: (Compare bicequivalency values: insert to study. List Cmax, Tmax, T #/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, exclusivilies, ete. or if none, please state.




NOTES/QUESTIONS TO THE CHEMIST:

1.

The firm indicates that their drug product is produced by fermentation of
Streptomyces clavuligerus. s this statement accurate?

The firm recommends dispensing their drug product in tightly closed, moisture-proof containers.
Has the firm submitted data to support this statement for their package size of 20s.

Can you inform me if the firm’s container closure is child-resistant or non-child-resistant. [| saw
both listed].

----- Original Message---——

From: Furness, Scott

Sent: Tuesday, October 22, 2002 9:45 AM
To: Anderson, Mark D; Coundil, Jacqueline

Subject:  RE: 65093/65117 NOTES TO THE CHEMIST

Jackie,
My answers follow your questions in blue type.

Thanks,
Scott

--—-0riginal Message-----
From: Anderson, Mark D
Sent:  Tuesday, October 22, 2002 8:53 AM
To: Furness, Scott
Cc: Coungil, Jacqueline
Subject: FW: 65093/65117 NOTES TO THE CHEMIST

Scott,
Here are 2 more applications for comment.

thanks, Mark

-----Original Message--—
From: Coundil, Jacqueline
Sent; Monday, October 21, 2002 7:18 PM
To: Anderson, Mark D
Subject: 65093/65117 NOTES TO THE CHEMIST

Mark,

Below are my NOTES TO THE CHEMIST for 65093 and 65117.

Jacqueline

ANDA Number: 65-093

Date of Submission: - September 2, 2002



- September 24, 2002
Applicant's Name: Lek Pharmaceuticals d.d.

Established Name: Amoxicillin and Clavulanate Potassium Tablets USP, 875
mg/125 mg (base)

NOTES/QUESTIONS TO THE CHEMIST:

1. The firm indicates that their drug product is produced by fermentation of
Streptomyces clavuligerus. s this statement accurate?

Yes, this is an accurate statement.

2. The firm recommends dispensing their drug product in tightly closed, moisture-
proof containers.
Has the firm submitted data to support this statement for their package
size of 20s.

Data have been submitted which support that statement.

3. Can you inform me if the firm’s container closure is child-resistant or non-
child-resistant. [! saw both listed].

The information | have show child-resistant closures only.

FOR THE RECORD:

1.

i Reference Listed drug: Augmentin® (amoxicillin/clavulante potassium)/NDA 50-564

Current insert approved 2/11/98.

The inactive ingredients listed in the DESCRIPTION section are consistent with the firm’s
components and composition statements.
[B1.1, p. 4311, 4312]

Manufacturing Processing Facility:
Lek Pharmaceutical and Chemical Company d.d.

Ljublana, Solvenia
[B1.2, p.4507]



4. Container/Closure:

- plastic bottie with CRC
[Vol. B1.3, p.4805]

The chemist review indicates that the firm’s caps are CRC,
[V:drive]

5. Physical Description:
The firm’s physical description of their tablet found in the HOW SUPPLIED section is consistent

with their finished dosage statements.
[Vol. B1.3, p.4848)

6. Package Size:
NDA -- 20s and 100s unit dose
ANDA - 20s

7. Patent/Exclusivity: None

8. Storage/Dispense:

NDA — Store tablets at or below 25°C (77°F). Dispense in tightly closed, moisture-proof

containers,

ANDA- same
9. Scoring: NDA — unscored

ANDA - unscored
Date of Review: 10/21/02
Date of SQbmlss | 9/2/92 and 9/24/02
T fd - 22 —etad

Prim n eviewe
Jacqgdeline Councu Pharm.D. Date:
Acting Team Leader: S‘ Date: )
Captain Lillie Golson~ \ /D/ 2 ’/ ve

cc: ANDA: 65-093
DUP/DIVISION FILE
VAFIRMSAMILEK\L TRS&REV65093.na3.l.doc
Review



Mark,

Below are my NOTES TO THE CHEMIST for 65093 and 65117.

Jacqueline
ANDA Number: 65-093
Date of Submission: - September 2, 2002

- September 24, 2002
Applicant's Name: {ek Pharmaceuticals d.d.

Established Name: Amoxicillin and Clavulanate Potassium Tablets USP, 875
mg/125 mg (base)

NOTES/QUESTIONS TO THE CHEMIST:

1. The firm indicates that their drug product is produced by fermentation of
Streptomyces clavuligerus. 1s this statement accurate?

Yes, this is an accurate statement.

2. The firm recommends dispensing their drug product in tightly closed, moisture-
proof containers. _
Has the firm submitted data to support this statement for their package
size of 20s.

‘Data have been submitted which support that statement.

3. Can you inform me if the firm’s container closure is child-resistant or non-
child-resistant. [| saw both listed].

The information | have show child-resistant closures only.



FOR THE RECORD:

1.

Reference Listed drug: Augmentin® (amoxicillin/clavulante potassium)/NDA 50-720

Current insert approved 2/11/98/S-3.

NOTE: The most recent approved labeling for NDA 50-720/S-6/approved 4/10/02 is not currently
available. After numerous attempts to obtain a hard copy and/or electronic copy from the Division
of Anti-Infective Drug Products, we were informed that neither is available. Therefore, an Office
decision was made to continue to use the approved insert labeling from S-3 as the labeling model
for this drug product.

The inactive ingredients listed in the DESCRIPTION section are consistent with the firm’s
components and composition statements,
[B1.1, p. 4311, 4312]

Manufacturing Processing Facility:

Lek Pharmaceutical and Chemical Company d.d.
Ljublana, Solvenia

[B1.2, p.4507}

Container/Closure:

———— =" plastic bottle with CRC
[Vol. B1.3, p.4805)

The chemist review indicates that the firm’s caps are CRC.
[V drive]

Physical Description:

The firm’s physical description of their tablet found in the HOW SUPPLIED section is consistent
with their finished dosage statements.
[Vol. B1.3, p.4848]

Package Size:

NDA — 20s and 100s unit dose
ANDA - 20s

Patent/Exclusivity: None

Storage/Dispense:

NDA — Store tablets at or below 25°C (77°F). Dispense in tightly closed, moisture-proof
containers.

ANDA- same

Scoring: NDA - unscored
ANDA - unscored



10. Bioavailability/Bioequivalence:

= The firm's pharmacokinetic parameters from the fasting and non-fasting bicequivalence studies were
comparable to the reference listed drug.

* The firm’s pharmacokinetic parameters listed in the insert labeling are comparable to the
bioequivalence study results.

* The bicequivalence fasting and fed studies are acceptable from a labeling point of view.

» The reported pharmacokinetic parameters from the fasting and fed bioequivalence studies were found
to be within acceptable limits by the Division of Bioequivalence.

Fasting Bioequivalence study: 875 mg/125 mg tablet (base)

Amoxicillin
Parameter ANDA NDA insert
ACUI {(mcg.hr/mL) 35.29 35.75 53.5 £12.31
ACUT (mcg.hrimL) 34.97 35.42 [875 mg q12h]
Cmax (meg/mL) —_ — s
T2 (hr) 1.41 1.47 1.3
Trmax (hr) 1.58 1.78 1.5
CLAVULANIC ACID
Parameter ANDA NDA Insert
[clavulanate potassium]
ACU{ (meg.hr/mL 6.2 162 10.2+3.04 {only value]
ACUT (mcg.hr/mL) 6. 6.1
Cmax (mcg/mL) e j—
T % (hr) [ 1.2 [ 1.1 i1
Non-Fasting Bioequivalence study: 875 mg/125 mg(base) tablet
Amoxiciliin
Parameter ANDA NDA Insert
ACUl {(mcg.hrimL 3278 31.85 | Dosing in the fasted or fed state has minimal
ACUT (meg.hrimlL) 3246 31.50 _| effect on the pharmacokinetic of amoxicillin
Cmax (mcg/mL) - e .
T% (hr) 1.33 1.32
Tmax (hr) 2.2 2.08
CLAVULANIC ACID
Parameter ANDA NDA Insert
. [clavulanate potassium]
ACUI {mcg.hr/mL 4.4 4.8 Dosing in the fasted or fed state has minimal
ACUT (meg.hrimL) 4.1 44 effect on the pharmacokinetic of amoxicillin
Cmax (mcg/mL}) — T
T % (hr) | 1 |
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APPROVAL SUMMARY

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

ANDA Number: 65-093

Date of Submission: - October 28, 2002
- November 4, 2002

Applicant'é Name: Lek Pharmaceuticals d.d.

Established Name: Amoxicillin and Clavulanate Potassium Tablets USP, 875 mg/125 mg (base)

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: 20's
Satisfactory in final print as of the November 4, 2002, submission. [Vol. 5.1]
- Professional Package Insert Labeling:
Satisfactory in final print as of the November 4, 2002, submission.
[Insert code: 676519][Revised October 2002} ~ Vol. 5.1
~-Future revisions:
1. CONTAINER: 20s - Side panel
As previously requested, revise = —————— .’ toread “as clavulanate potassium”,
2. INSERT -
a. TITLE
Add “or” between your drug product strengths.
b. DOSAGE AND ADMINISTRATION
As previously requested, use the official USP established name when referring to
your drug product and include the strength of both active ingredients. For example:
s Amoxicillin and Clavulanate Potassium Tablet USP, amoxicillin ____ mg as the
trihydrate and clavulanic acid ____ mg as clavulanate potassium

or
e Amoxicillin and Clavulanate Potassium Tablet USP, ___mg amoxicillin as the
trihydrate and ___mg clavulariic acid as the potassium salt
or
e Amoxicillin and Clavulanate Potassium Tablet USP, ___mg/___ mg (base)
BASIS OF APPROVAL:

Was this approval based upon a petition? No

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

NDA Number: 50-720

NDA Drug Name: Amoxicillin/clavulante potassium tabiets

NDA Firm: GlaxoSmithKline _

Date of Approval of NDA insert and supplement #: S-3, approved 2/11/98.
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: RLD

Basis of Approval for the Carton Labeling: RLD



REVIEW OF PROFESSIONAL LABELING CHECK LIST -
Established Name X

i

Different name than on acceptance to file letter?
ts this product a USP item? If s0, USP supplement in which verification was assured. USP 25 X
Is this name different than that used in the Orange Book? x
If not USP, has the product name been proposed in the PF?

Error Prevention Analysis
Has the firm proposed a proprietary name? If yes, compiete this subsection.

Do you find the name objectionable? List reasons in FTR, if so. Consider: Misleading? Sounds or looks like another X
name? USAN stem present? Prefix or Suffix present?
Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what were the X
recommendations? I the name was unacceptable, has the firm been notified?
Packaging
Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR. X
Ié Rthés package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a X
) _? A Does the package proposed have any safety and/or regulatory concemns? x

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

o 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 calor of the cap of a mydriatic ophthalmic) or cap incorrect? X
Individual carlons required? issues for FTR: Innovator individually cartoned? Light sensitive product which might A

require cartoning? Must the package insert accompany the product?

Are there any other safety concemns?
Labelin

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

, : Has applicant failed to clearly differentiate multiple product strengths?

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

Warning Staternents that might be in red for the NDA)

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

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

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

Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant {page #) in the FTR
Is the scoring configuration different than the RLD?
Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are fisted}
Does the product contain alcohol? If 50, has the accuracy of the siatement been confirmed?

Do any of the inactives differ in concentration for this route of administration? *Some of the inactives differ from the X
RLD.

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
Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray?
Failure 10 list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION? X
Failure to list dyes in imprinting inks? (Colaring agents ¢.g., iron oxides need not be listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendationsy
Do container recommendations fail to meet or exceed USP/NDA recommendations? If so, are the recommendations
supported and is the difference acceptable?

Because ol proposed packaging conhguraton or for ans olher reason, does this apphcant meel Iad 1o meet all of the X
unprotected conditions of use of referenced by the RLE?




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

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

Failure of DESCRIPTION to meet USP Description and Solubility information? I so, USP information should be used. *
However, only inciude solvents appearing in innovator labeling. *Same as RLD.

Bicequivalence Issues: {Compare bivequivalency values: insert 10 study. List Cruax, Tmax, T 1/2 and date
study acceptable)

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

Has CLINICAL PHARMACGLOGY been modified? If so, briefty detail wherefwhy. 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 aif patents, exclusivities, etc. or if none, please state.

NOTES/QUESTIONS TO THE CHEMIST:

1. The firm indicates that their drug product is produced by fermentation of
Streptomyces clavufigerus. s this statement accurate?

2 The firm recommends dispensing their drug product in tightly closed, moisture-proof containers.
Has the firm submitted data to support this statement for their package size of 20s.

3. Can you inform me if the firm’s container closure is child-resistant or non-child-resistant. [I saw
both listed].

----- Original Message-—-

From: Furness, Scott

Sent: Tuesday, October 22, 2002 9:45 AM

To: Anderson, Mark D; Coundil, Jacqueline
Subject: RE: 65093/65117 NOTES TO THE CHEMIST

Jackie, -
My answers follow your questions in blue type.

Thanks,
Scott

-=---Original Message--—
From:  Anderson, Mark D
Sent: Tuesday, October 22, 2002 8:53 AM
To: Furness, Scott
Cc: Council, Jacqueline
Subject: FW: 65093/65117 NOTES TO THE CHEMIST

Scott,

Here are 2 more applications for comment.

thanks, Mark

-==-Original Message—---
From:  Coundii, Jacqueline
Sent: Monday, October 21, 2002 7:18 PM
c To: Anderson, Mark D
S Subject: 65093/55117 NOTES TO THE CHEMIST




ANDA APPROVAL SUMMARY
ANDA: 65-093
DRUG PRODUCT: Amoxicillin and Clavulanate Potassium Tablets USP
FIRM: LEK Pharmaceuticals d.d.
DOSAGE FORM: Tablets
STRENGTH(S): 875 mg Amoxicillin/125 mg Potassium Clavulanate

CGMP STATEMENT/EER UPDATE STATUS: Signed cGMP certification was
provided on p. 4512 of the original submission. EER found
acceptable on 9/23/02.

BIO STUDY: The Bicequivalency studies were found acceptable on
21-AUG-2001.

METHODS VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS
FIRM’S)' The drug substances and drug product are USP. The firm

5 e dgm e bl TTOTE Lo b om o e a1 o .

- —_—_— —— —-— d e e et e Al L1 AL DD .

STABILITY - (ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION?): Accelerated and room temperature stability
data support the proposed Z4 month expiraticn date for the drug
product. Containers used in the stability studies were
identical to those described in the container section.

LABELING: Acceptable on November 18, 2002.
STERILIZATION VALIDATION (IF APPLICABLE): N/A

SIZE OF BIO BATCH (FIRM’'S SOURCE OF NDS OK?): The exhibit batch
records were included for lot A01400501B con pp. 4659-4793.
Master batch records were also provided (same batch sizes as in
the exhibit batches). The manufacturing process described in the
executed batch records is essentially the same as that provided
in the master batch records. In support of the drug product
formulation changes proposed in the 6/12/02 gratuitous
amendment, the firm provided executed batch records (lot
#2409102D, —~——. tablets) on pp. 17%-371. The Amoxicillin



drug substance was obtained from —————— and the Clavulanate
Potassium drug substance was obtained from Lek’s own in-house
facility.

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

PROPOSED PRODUCTION BATCH - (MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY?): See Above.
: I_(‘I’ wliaf
o
CHEMIST: SCOTT FURNESS DATE: 11/1%/02 - IP i 4
SUPERVISOR: RICHARD ADAMS DATE: 11/19/02 ISI
’ n 19 Jor

APPEARS
THIS



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

ANDA Number: 65-093

Date of Submission: May 14, 2001

Appiicant's Name: Lek Pharmaceutical and Chemical Company d.d. [U.S. Agent: Lek USA, Inc.]

Established Name: Amoxicillin and Clavulanate Potassium Tablets USP, 875 mg/125 mg (base)

Labeling Deficiencies:

1. CONTAINER: 20s

a. Relocate your "Each tablet contains ..."” statement to appear as the first statement

on the side panel. In addition, revise this statement to read, “Each film coated tablet
contains ____mg amoxicillin as the trihydrate and ___ mg clavulanic acid as the potassium

salt”.

b. Tobe consistént with-your HOW SUPPLIED section of your insert labeling revise your
“Dispense in..." statement to read, “Dispense in a tight moisture-proof...".

2. INSERT
a. General Comment
Use the abbreviation “mcg” for micrograms instead of * e
b. DESCRIPTION
Prior.to your list of inactive ingredients print the following text:

Each film coated tablet contains ___ mg amoxicillin as the trihydrate and ___mg
clavulanic af:id as the potassium salt. Each... 0.63 mEq potassium.

¢. PRECAUTIONS (Drug/Laboratory Test)

- 'Revise the last sentence of the first paragraph to read, “... Clinistix®) or be used”.
[Delete ™ mmm .

d.  We note that you only included the dosage and administration text for Amoxicillin and Clavulanate

Potassium Tablets USP, 875 mg/125 mg (base). Revise this section to be consistent with the
reference listed drug insert labeling by referencing ail strengths. See attachment.

Piease revise your labels and iabeling, as instructed above, and submit in final print.



Please revise your labels and labeling, as instructed above, and submit in final print.

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

changes -
http:/iwww fda.gov/cder/ogd/ridflabeling_review_branch.html

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a){BXiv), please
provide a side-by-side comparison of your proposed labeling with your last submission with ali differences
annotated and explained.

wWm. Peter Rickman

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

Attachment: DOSAGE AND ADMINISTRATION section of Augmentin® insert iabeling



AFPROVAL 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:
Carton Labeling:

Unit Dose Blister Label:

Unit Dose Carton Label:

Professional Package insert Labeling:

Patient Package Insert Labeling:

Auxiliary Labeling:

Revisions needed post-approval:

BASIS OF APPROVAL.:

Was this approval based upon a petition? Yes No

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

NDA Number:

NDA Drug Name:

NDA Firm:

Date of Approval of NDA Insert and supplement #:

Has this been verified by the MIS system for the NDA? Yes No

Was this approval based upon an OGD labeling guidance? Yes No

If yes, give date of labeling guidance:

Basis of Approval for the Container Labels:

Basis of Approval for the Carton Labeling:

Other Comments:

REVIEW OF PROFESSIONAL LABELING CHECK LIST
Established Name es

Different name than on acceptance to file letter? X
1s this product a USP item? if so, USP supplement in which verification was assured. USP 24 X
Is this name different than that used in the Orange Book? X
if not USP, has the product name been proposed in the PF?

s Error Prevention Analysis

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

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

Has the name been forwarded to the Labeling and Nomenclature Committee? if so, what were the X
recommendations? 1f the name was unacceptable, has the firm been notified?

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 ves, the Poison Prevention Act may require a X
CRC.

Does the package proposed have any safety and/or reguiatory concems? X
If IV preduct packaged in syringe, could there be adverse patient outcome if given by direct IV injection? X
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIQNS sections and the packaging X
configuration?

Is the strength and/or concentration of the product unsupported by the insert labeling? X
ts 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 A
require carloning? Must the package insert accompany the product?

Are there any other safety concerns? X
Labeling

1s the name of the drug unclear in print or lacking in prominence? (Name should be the most prominent information X
on the fabel).

Has applicant failed to clearly differentiate muitiple product strengths?
Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines)

Labeling{continued}

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

1s the Manufactured by/MDistributor statement incomect or falsely inconsistent between labels and labeling? Is "Jointly x
Manufactured by...", statement needed?

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

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

Chemist should confirm the data has been adequately supported.

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




[ '< the scoring configuration different than the RLD? X

Has the firm failed to describe the scoring in the HOW SUPPLIED section?*See comment under HOW SUPPLIED. xX*

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? *Some of the inactives differ from the x*

RLD.

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)? X
is there a discrepancy in inactives between DESCRIPTICN and the composition statement? X

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

Failure {o list the coioring agents if the composition statement ksts e.g., Opacode, Opaspray?

Failure 1o list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION? X

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

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

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

Because of proposed packaging configuralion or for arg other reason, does Wis apphcam meet fail fo 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? X

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information shoukd be used. .
However, only include solvents appearing in innovator labeling. *Same as RLD.

Bioequivalence Issues; (Compare bicequivalency values: insert to study. List Cmax, Tmax, T /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 madified? If so, briefly detail whereiwhy. X

Patent/Excluslivity Issues?: FTR: Check the Orange Book edition or cumuiative 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:

The firm indicates that their drug product is produced by fermentation of
Streptomyces clavuligerus. s this statement accurate?

The firm recommends dispensing their drug product in tightly closed, moisture-proof containers.
Has the firm submitted data to support this statement for their package size of 20s.

Can you inform me if the firm’s container closure is child-resistant or non-child-resistant. [| saw
both listed].

FOR THE RECORD:

Reference Listed drug: Augmentin® (amoxicillin/clavulante potassiumYNDA 50-564
Current insert approved 2/11/88.

The inactive ingredients listed in the DESCRIPTION section are consistent with the firm’s
components and composifion statements.
{B1.1, p. 4311, 4312]

Manufactufing Processing Facility:

Lek Pharmaceutical and Chemical Company d.d.
Ljublana, Solvenia

[B1.2, p.4507])

Container/Closure:

- - plastic bottle with CRC or non-CRC?7?
[Vol. B1.3, p.4805)

Physical Description:

The firm’s physical description of their tablet found in the HOW SUPPLIED section is consistent



with their finished dosage statements.
[Vol. B1.3, p.4848]

6. Package Size:
NDA — 20s and 100s unit dose
ANDA - 20s

7. Patent/Exclusivity: None

8. Storage/Dispense:

NDA — Store tablets at or below 25°C (77°F). Dispense in tightly closed, moisture-proof
containers.
ANDA- same

9. Scoring: NDA — unscored
ANDA - unscored

Date of Review: 7!23/01
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APPROVAL SUMMARY

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

ANDA Number: 65-093
Date of Submission: February 8, 2002
Applicant's Name: Lek Pharmaceutical and Chemical Company d.d. [U.S. Agent: Lek USA, Inc.]
Established Name: Amoxicillin and Clavulanate Potassium Tablets USP, 875 mg/125 mg (base)
APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling? Yes [red jackets, need to check blue or with Mark]
Container Labels: 20's
Satisfactory in final print as of the February 8, 2002, submission.
Professional Package Insert Labeling:
Satisfactory in fina! print as of the February 8, 2002, submission.
BASIS OF APPROVAL.:
Was this approval based upon a petition? No
What is the RLD on the 356(h) form: Augmentin®
NDA Number: 50-564
NDA Drug Name: Amoxicillin/clavulante potassium tabets
NDA Firm: GlaxoSmithKline
Date of Approval of NDA Insert and suppiement #: S-32, approved 2/11/98.
Has this been verified by the MIS system for the NDA? Yes
Was this approval based upon an OGD labeling guidance? No
If yes, give date of labeling guidance:
Basis of Approval for the Container Labels: RLD

Basis of Approval for the Carton Labeling: RLD



Established Name

Different name than on acceptance te file letter?

is this product a USP item? If so, USP supplement in which verification was assured. USF 24

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

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

Error Prevention Analysis

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

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

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

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
CRC.

Does the package propesed have any safety and/or regulatory concemns?

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

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

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

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

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive product which might
require cartoning? Must the package insert accompany the preduct?

Avre there any other safety concerns?

Labeling

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

Has applicant faited to clearly differentiate muitiple product strengths?

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

Labeling(continued}

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

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

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

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

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

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?"See comment under HOW SUPPLIED. X
Inactive Ingredients: (FTR: List page # in application where inactives are listed}

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

Do any of the inactives differ in concentration for this route of administration? *Some of the inactives differ from the X

RLD.

Any adverse effects anticipated from inactives {i.e., benzyl alcohal 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? i so, is claim supported?

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

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

Failure 1o fist dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be fisted)

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




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

Because of pfoposed packaging corfiguration or Tor arg other reason, does This applicant meet tail to meet all of Fio 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 sg, is NDA and/or ANDA in a fight resistant container? X

Faillure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information should be used. .
However, only include solvents appearing in innovator labeling. *Same as RLD.

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

Insert labeling references a food effect or a no-effect? If $0, was a food study done?

Has CLINICAL PHARMACOLQOGY been modified”? If so. briefly detail where/why. X

PatentlEchusivity Is5ues?: 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. The firm indicates that their drug product is produced by fermentation of
Streptomyces clavuligerus. 1s this statement accurate?

2 The firm recommends dispensing their drug product in tightly closed, moisture-proof containers.
Has the firm submitted data to support this statement for their package size of 20s.

3. Can you inform me if the firm's container closure is child-resistant or non-child-resistant. [l saw
both listed].

FOR THE RECORD:

1. Reference Listed drug: Augmentin® (amoxicillin/clavulante potassium)/NDA 50-564
Current insert approved 2/11/98.

2. The inactive ingredients listed in the DESCRIPTION section are consistent with the firm’s
components and composition statements.
[B1.1, p. 4311, 4312}
3. Manufacturing Processing Facility:
Lek Pharmaceutical and Chemical Company d.d.
Ljublana, Solvenia
[B1.2, p.4507]

4, Container/Closure;

- - plastic bottle with CRC or non-CRC?
[Vol. B1.3, p.4805) -

The chemist review indicates that the firm’s caps are CRC.
[V:drive] :

5. Physical Description:

The firm’s physical description of their tablet found in the HOW SUPPLIED section is consistent
with their finished dosage statements,
[Vol. B1.3, p.4848]




6.  Package Size:

NDA — 20s and 100s unit dose
ANDA — 20s

7. Patent/Exclusivity: None
8. Storage/Dispense:

NDA - Store tablets at or below 25°C (77°F). Dispense in tightly closed, moisture-proof

containers.
ANDA- same
9. Scoring: NDA — unscored
ANDA ~ unscored
10. Bioavailability/Bioequivalence:

¢ The firm's pharmacokinetic parameters from the fasting and non-fasting bicequivalence studies were
comparable to the reference listed drug.

« The firm's pharmacokinetic parameters listed in the insert labeling are comparable to the
bioequivalence study results.

« The bioequivalence fasting and fed studies are acceptable from a labeling point of view.

e The reported pharmacokinetic parameters from the fasting and fed bioequivalence studies were found
to be within acceptable limits by the Division of Bioequivalence.

Date of Review: 2/25/02
Dateof S™ cfemne - '
Primafy rewieWsr £
Jacqueline Council, Pharm.D Date:
! .
Charles Hoppes, Team Ler [ Date: 3 / 67

cc: ANDA: 65-093 !
DUP/DIVISION FILE YJ&
VAFIRMSAMILEKALTRS&REVI65093ap.idoc.doc
Review



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

ANDA Number: 65-093
Date of Submission; May 14, 2001
Applicant's Name: Lek Pharmaceutical and Chemical Company d.d. [U.S. Agent: Lek USA, inc.]
Established Name: Amoxicillin and Clavulanate Potassium Tablets USP, 875 mg/125 mg (base)
Labeling Deficiencies:
1. CONTAINER: 20s

a. Relocate your “Each tablet contains ..." statement to appear as the first statement

on the side panel. In addition, revise this statement to read, “Each film coated tablet

contains ___mg amoxiciliin as the trihydrate and ___ mg ciavulanic acid as the potassium
salt”.

b. To be consistent with your HOW SUPPLIED section of your insert labeling revise your
“Dispense in...” statement to read, “Dispense in a tight moisture-proof...".

2. INSERT
a. General Comment
Use the abbreviation “mcg” for micrograms instead of
b. DESCRIPTION
Prior to your list of inactive ingredients print the following text:

Each film coated tablet contains ___ mg amoxicilfin as the trinydrate and ___ mg
clavulanic acid as the potassium salt. Each... 0.63 mEq potassium. :

c. PRECAUTIONS (Drug/Laboratory Test)

Revise the last sentence of the first paragraph to read, “... Clinistix®) or be used™.
[Delete” e '

d. We note that you only included the dosage and administration text for Amoxicillin and Clavutanate

Potassium Tablets USP, 875 mg/125 mg (base). Revise this section to be consistent with the
reference listed drug insert labeling by referencing all strengths. See attachment.

Piease revise your labels and labeling, as instructed above, and submit in final print.




Please revise your labels and labeling, as instructed above, and submit in final print.

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

http:/fwww fda.govicder/ogd/rid/iabeling_review_branch.htm!

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 yo ubmission with all differences
annotated and explained. — L

_-\\_
N

AN
“Wh. Peter Rickian | |
Acting Director !
Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evailuation and Research

Attachment; DOSAGE AND ADMINISTRATION section of Augmentin® insert labeling
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@ ek .
LEK Services, !nq:

115 N. Third Street
Suite 301
Wilmington, NC 28401

Phone: 910 362 0760
Fax: 910 362 0790

November 7, 2002

Office of Generic Drugs Ghig AMENDiEN
Center for Drug Evaluation and Research T
Food and Drug Administration N ‘P{\:
MPN i, HFD-600 VA
7500 Standish Place
Rockville, MD 20855
Re: ~ Correction to Telephone Amendment to ANDA # 65-093
Product : Amoxicillin and Clavulanate Potassium Tablets, USP
875 mg/125 mg
Manufacturer: LEK Pharmaceuticals d.d.
Ljubljana, Slovenia
U.S. Agent : LEK Services, Inc.
Donald Spiegel, Director, Scientific Affairs
Re: October 24, 2002 FDA Correspondence from Division of

Labeling and Program Support - Labeling Review Branch
My October 29, 2002 and November 6, 2002 letters to FDA

To whom it may concern,

On behalf of LEK Pharmaceuticais d.d. enclosed are three copies of a correction
to the November 6, 2002 Telephone Amendment for Amoxicillin and Clavulanate
Potassium Tablets, USP 875mg/125 mg. :

The three-page correction involves a comparison of the 20-count label container
regarding prior and proposed labeling.

onald Spiegel
Director, Scientific Affairs

cc.: Mateja Pfajfar, Head of FP Registrations
RECEIVED

NOV 0 § 2002
OGD/CDER



Lek Pharmaceuticals d.d.
ek Verovikova 57, 1526 Ljubljana, SLOVENIA

Tel: +386 158021 11
Office of Generic Drugs Facsimile: + 38615683517
Center for Drug Evaluation and Research Cable: lek jjubliana si
Food and Drug Administration Regulatory Affairs

: Tel: + 386 1 580 33 32
MPN |, HFD-600
7500 Standish Place Facsimile:  + 386 1 568 13 66
Rockville, MD20855
USA
IS ARACRINE ey

No.: A?&)DIOZ G !r "“'“’Lﬁgﬂufq‘r FP L
Date: November 4, 2002 fU / A+

SUBJECT: ANDA 65-093
Final prints to the Telephone Amendment to ANDA 65-093 for Amoxicillin
and Clavulanate Potassium Tablets, USP 875/125 mg (dated October 28,
2002)

Dear Sirs,

Reference is made to our Abbreviated New Drug Application (ANDA) no. 65-093 for
Amonxicillin and Clavulanate Potassium Tablets, USP 875/125 mg dated May 14, 2001 and
submitted pursuant to Section 505 (j) of the Federal Food, Drug and Cosmetic Act.

Reference is also made to the Telephone Amendment submitted to the FDA on October 28,
2002. As stated in the cover letter of this Telephone Amendment Lek is submitting the final
prints {12) for each pack'size of container label and package insert.

The documentation is sent in three copies (review, archival and field copy). Lek hereby
certifies that the field (third) copy provided is a true copy of the archival and review copies of
the application.

Sincerely yours,

—TRegulatory Affairs
| PRjf A. Vukadin-Skulj
Director

CC: Mr. P. Kleutghen, Lek Services, Inc.; Mr. M. ZorZ, Mr. M. Jesenko, Lek d.d.

RECEIVED
NOV 0 7 o2
OGD/Lo=R



@) 1ek .
LEK Services, Inc:

115 N. Third Street
Suite 301
Wilmington, NC 28401

Phone: 910 362 0760
Fax: 910 362 0790

November 6, 2002
ORIG AMENDMENT
Office of Generic Drugs /\) / IN=
Center for Drug Evaluation and Research ‘
Food and Drug Administration
MPN Il, HFD-600 : ‘
7500 Standish Place
Rockville, MD 20855

Re: Telephone Amendment to ANDA # 65-1 17

Product : Amoxicillin and Clavulanate Potassium Tablets, USP
500 mg/125 mg

Manufacturer: LEK Pharmaceuticals d.d.
Ljubljana, Slovenia

U.S. Agent : LEK Services, Inc.
Donald Spiegel, Director, Scientific Affairs

Re: October 24, 2002 FDA Correspondence from Division of
Labeling and Program Support - Labeling Review Branch
My October 29, 2002 letter to FDA

To whom it may concem;

On behalf of LEK Pharmaceuticals d.d. enclosed are three hard copies {Archival,
Review and Field} of a Telephone Amendment for Amoxicillin and Clavulanate
Potassium Tablets, USP 500 mg/125 mg.

Also included are three hard copies {Archival, review and Field} of final printed
labeling for the subject product.

/ 2
Donald Spiegel
Director, Scientific Affai

€. Mateja Pfajfar, Head of FP Registrations




: Lek Pharmaceuticals d.d.
lek Verovikova 57, 1526 Ljubljana, SLOVENIA

Tel: +386 158021 11
Office of Generic Drugs Facsimile:  + 38615683517
Center for Drug Evaluation and Research Cable: lek liubljana si
Food and Drug Administration Regulatory Affairs

Tel: +386 15803332
MPN II, HFD-600
7500 Standish Place Facsimile:  + 386 1568 1366
Rockville, MD20855
USA '
No.- NEW CORRESP

0.

Date: October 28, 2002 U G/

SUBJECT: ANDA 65-093
Telephone Amendment to ANDA 65-093 for Amoxicillin and Clavulanate
Potassium Tablets USP, 875/125 mg

Dear Sirs,

Reference is made to our Abbreviated New Drug Application (ANDA) no. 65-093 for
Amoxicillin and Clavulanate Potassium Tablets USP, 875/125 mg dated December 26, 2001
and submitted pursuant to Section 505 (j) of the Federal Food, Drug and Cosmetic Act.
Reference is also made to the FDA, Office of Generic Drugs, Division of Labeling and
Program Support deficiency letter dated October 24, 2002.

This Telephone Amendment is being submitted in order to respond the questions raised in
the above mentioned deficiency letter dated October 24 2002 for ANDA no. 65-093.

We acknowledge that the final prints of labels and package insert are requested, but due to
the fact that final prints can not be available in due time and to facilitate the review of this
Telephone Amendment, we are submitting computer generated labels and package insert.
Please note that the computer generated labels and package insert are exactly the same as
will be the final prints. Lek will submit the final prints as a separate correspondence as soon
as they are available.

The amendment is submitted by fax followed by three hard copies (archival, review and field).

‘Sincerely yours,

.

Regulatory Affairs )
\Pfajfa A. Vukadin-Skulj { [\’
'. Director , RECEIVED

_Lek Services, Inc.; Mr. M. ZorZ, Mr. M. Jesenko, Lek &BV 0 7 2002
OGD/CDER

CC: Mr. P. Kleutgh




® lek Lek Services, Inc.

115 North Third Street
Suite 301
Wilmington, NC 28401

Phone: (910) 362 0760
Fax: (910) 362 0790

October 28, 2002
ORIG AMENDAENT

Office of Generic Drugs . a N/ ﬂ’

Center for Drug Evaluation and Research ' Drzp
Food and Drug Administration /
MPN II, HFD-600

7500 Standish Place

Rockville, MD 20855

To Whom It May Concern:

Please note that the enclosed documentation is to be treated as a Telephone Amendment
to ANDA #65-093 as indicated in the cover letter.

Due to the high number of pages, less than optimal fax print quality, and the need to
submit several pages in color, Lek Services, Inc. is sending the amendment by courier
rather than by fax. A hard copy will follow.

Sincerely,

T fa

Branko Huc, Ph.D.
~ Executive Vice President

BH/kwf

RECEIVED

. 0CT 3 02002
OGD/CDER



Lek Pharmaceuticals d.d.
lek Verovikova 57, 1526 Ljubljana, SLOVENIA

Tel: + 386158021 11

Office of Generic Drugs Facsimile:  + 386 15683517
Center for Drug Evaluation and Research Cable: lek ljubljana si
Food and Drug Administration Regulatory Affairs

Tel: +386 15803332
MPN I, HFD-600
7500 Standish Place Facsimile: + 386 15681366
Rockville, MD20855 _
USA ORIG AMENDMENT

N I 'ﬁ% z%\iﬂ\. F P
L September 24, 2002/139}jo:

SUBJECT: ANDA 65-093
Minor Amendment to ANDA for Amoxicillin and Clavulanate Potassium
Tablets USP, 875/125 mg

Dear Sirs,

Reference is made to our Abbreviated New Drug Application (ANDA) no. 65-093 for
Amoxicillin and Clavulanate Potassium Tablets USP, 875/125 mg dated May 14, 2001 and
submitted pursuant to Section 505 (j) of the Federal Food, Drug and Cosmetic Act.

Reference is also made to the FDA, Office of Generic Drugs, Division of Chemistry Ii “Minor
Amendment” letter dated September 6, 2002.

This Minor Amendment is being submitted in order to réspond all the questions raised in the
above mentioned deficiency letter dated September 6, 2002 for ANDA no. 65-093. In addition
please note that based on the labeling comments in the deficiency letter dated September 6,
2002 for Amoxicillin and Clavulanate Potassium Tablets USP, 500/125 mg (ANDA 65-117)
we considered these comments also for Amoxicillin and Clavulanate Potassium Tablets usP,
875/125 mg. Simultaneously we introduce the combined package insert for both tablet
strengths (875/125 mg and 500/125 mg) for marketing of Amoxicillin and Clavulanate
Potassium Tablets USP, 875/125 mg. Please note that the combined insert was made
uniform to the RLD labeling Augmentin® (amoxicillin/clavulanate potassium) Tablets issued
on May 2002. Final prints of container labels and package insert as well as side-by-side
comparisons are enciosed in this Amendment.

The amendment is submitted in three copies (archival, review and field).

)

Sincerely yours,

Hea Regulatory Affairs
Director
A. Vukadin-Skulj
CC: Mr. P. Kleutg K Services, Inc.: Mr. M. Zorz, Mr. M. Jesenko, FIRGEIVED (g

SEP 502002 _ S
OGD/CDER %@



Lek Pharmaceuticals d.d.
lek

Office of Generic Drugs NEW CORRESP ‘S’fro;’ﬁé'z‘g"f 5b7;.
Center for Drug Evaluation and N loven, apyana
Research P

.. . it R Phone: +386 1 580 21 11
Food and Drug Administration Wl el e Fo g 1 568 35 17
MPN Il, HFD-600 n (#\g: Regulatory Affairs
7500 S-tandjsh Place Py Phone: +386 1 580 33 32
Rockyvilie, MD20855 Fax: + 386 1 568 13 66
USA
No.. Mf ¢/02

Date: 2 September 2002

Subject: AMENDMENT to ANDA 65-093, CHANGE OF THE CORPORATE NAME
Amoxicillin and Clavulanate Potassium Tablets USP, 875/125 mg

Dear Sirs

Reference is made to our Abbreviated New Drug Application (ANDA) #65-093 for Amoxicillin
and Clavulanate Potassium Tablets USP, 875/125 mg submitted on May 14, 2001 pursuant
to Section 505 (j) of the Federal Food, Drug and Cosmetic Act.

This amendment is being submitted to advise you that as of July 16, 2002, by an official
registration at the District Court of Ljubljana, Department of Commercial Judicature, the name

of the company changed from:

Lek Pharmaceutical and Chemical Company d.d., Verovékova 57, 1526 Ljubljana,
Slovenia

to

Lek Pharmaceuticals d.d., Verovikova 57, 1526 Ljubljana, Slovenia.

Please note that the change of the name implements no change in ownership of the Lek’s
ANDA. From now on Lek will use and apply the new name in all future correspondence to the

FDA.
RECEIVED

SEP 1 62002
OGD /CDER



& lek

The Amendment includes revised 356h Form, revised letter “Notification of Agent” and
computer generated labeling including revised corporate name.
Since the ANDA is still under review the final prints of container labels and package insert will

be submitted at the time of the next Amendment or prior to approval.

The documentation is sent in three copies (review, archival and field copy).

Should you have any questions concerning this ANDA, please contact:

Mr. Paul Kleutghen

President and CEQ, LEK SERVICES, INC.
115 North Third Street - Suite 301
Wilmington NC 28401

Phone: (910) 362 - 0760

Fax: (910) 362 - 0051

or
Headquarters in Ljubljana:

Regulatory Affairs,

Mrs. A. Vukadin - Skulj, Director -

Phone: + 386 1 580 3 332, + 386 1 580 2 338
Fax: + 386 1568 1366

Sincerely yours
k Pharmaceuticals d.d.

egulatory Affairs

(
. ! et
M. Pfgifar A. Vukadin -\pkuij

ead of Department @ Director
cc: Mr. Paul Kieutghen, LEK SERVICES, INC.; Mf. M. Zorz Lek d Y.



Pharmaceutical and Chemical Company d.d.
lek Verovikova 57, 1526 Ljubljana, SLOVENIA

Tel: +386 15802111
Office of Generic Drugs Facsimile: + 386 1568 3517
Center for Drug Evaluation and Research Cable: iek fubljana si
Food and Drug Administration Regulatory Affairs

Tel: +386 1580 33 32

MPN I, HFD-600 N\ Facsimile:  + 386 1568 13 66
7500 Standish Place PN“
Rockville, MD20855
USA ORIG AMERDMENT

June 12, 2002/ {6 /G
SUBJECT: Amendment to ANDA 65-093 for Amoxicillin and Clavulanate Potassium
Tablets USP, 875/125 mg

Dear Sirs,

Reference is made to our Abbreviated New Drug Application (ANDA) no. 65-093 for
Amoxicillin and Clavulanate Potassium Tablets USP, 875/125 mg dated May 14, 2001 and
submitted pursuant to Section 505 (j) of the Federal Food, Drug and Cosmetic Act.

Lek at this time is submitting the Amendment to the ANDA no. 65-093 to support the following
changes:

e Em ot w v Am 4 me e e mses o eman s - o

Specifications for tablets were revised to assure comphance W|th USP 25 and FDA

requirements.

To support the changes the following items are included in the Amendment:
« Copy of the transmittal letter for the annual update of DMF ~— for Clavulanate Potassium

substance including =~ ; ; . The
annual update was submitted to the FDA on March 26, 2002.
« Revised specifications for active ingredients (revision to USP 25 and additional FDA requirements

for Clavulanate Po{assium) E
« Revised specifications for inactive ingredients (revision to USP 25/NF 20;q CEIVED

JUN 1 82002
OGD/CDER I\




Pharmaceutical and Chemical Company d.d.
ek Verovikova 57, 1526 Ljubljana, SLOVENIA

« Revised specification for screw cap (additional parameter)
« Revised specifications for tablets (revision to USP 25 and FDA requirements)

» Specification and DMF letter for = (Lek proposes packaging of 20 tablet bottle
with

» Revised (proposed) blank batch records for manufacturing and proposed blank batch record for

packaging of 20 tabletswith ~—____ . Differencies between the old and proposed
batch records are explained.

o Executed batch records (exhibit batch no. 2408102D, manufactured according to the revised
manufacturing procedure with the clavulanate potassium obtained with -—

and packaged partly with o S — s -

= Analytical certificates for active ingredients used in the production of tablets batch no. 24091020

» Analytical certificates for inactive ingredients used in the production of tablets batch no. 2409102D.

» Analytical certificates for packaging materials used in the packaging of tablets batch no.
2409102D

» Analytical certificate for tablets batch no. 2409102D

« Dissolution profiles (comparative dissolution profiles between Augmentin® 875 mg tablets, Lek's
biobatch (pre-change product) and Lek’s tablets batch no. 2409102D (post-change product})

» Stability data (comparative accelerated and long-term stability testing on tablets batch no.
24091020 packed with st s -

We believe the data demonstrates that the proposed changes do not have any impact on the
quality of the drug product. '

This Amendment is sent in three copies (archival, field and review).

Regulatory Affairs

Prata A. Vukadin-Skulj [\ V
i Director




ANDA 65-093

LEK USA Inc.,

U.S. Agent for: Lek Pharmaceutical and Chemical Company d.d.
Attention: Paul Kleutghen

333 Sylvan Avenue

Englewood Cliffs, NJ 07632 JUN 29 2001
il linbididii

Dear Sir:

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

NAME OF DRUG: Amoxicillin and Clavulanate Potassium
Tablets USP, 875 mg/125 mg{base)

DATE OF APPLICATION: May 14, 2001
DATE (RECEIVED) ACCEPTABLE FOR FILING: May 16, 2001

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) 827-5848

Sinzﬁrely yours,
,_Tﬂ
-
Wm Peter Rickman
Acting Director
Division of Labeling and Program Support

Office of Generic Drugs
Center for Drug Evaluation and Research



) _

e memyry

Pharmaceutical and Chemical Company d.d.
lek Verovékova 57, 1526 Ljubijana, SLOVENIA

Tel: +386 1580 21 11
Office of Generic Drugs Facsimile:  + 386 1568 3517
Center for Drug Evaluation and Research Cable: lek ljubljana si
Food and Drug Administration Regulatory Affairs

Telk: +386 158033 32

MPN Il, HFD-600
7500 Standish Place CRiIG ﬁ‘;}_ﬁ;&gi}gﬁ?ﬁﬁ\ﬁ' Facsimile: + 386 1568 1366
Rockville, MD20855

USA N {]5( A
June 11, 2002/¥53/02

SUBJECT: ANDA 65-093 _
Minor Amendment to ANDA for Amoxicillin and Clavulanate Potassium
Tablets USP, 875/125 mg

Dear Sirs,

Reference is made to our Abbreviated New Drug Application (ANDA) no. 65-093 for
Amoxicillin and Clavulanate Potassium Tablets USP, 875/125 mg dated May 14, 2001 and
submitted pursuant to Section 505 (j) of the Federal Food, Drug and Cosmetic Act.
Reference is also made to the FDA, Office of Generic Drugs, Division of Chemistry il "Minor
Amendment” letter dated March 28, 2002. |

This Minor Amendmént is being submitted in order to respond all the questions raised in the
above mentioned deficiency letter dated March 28, 2002 for ANDA no. 65-093.

The amendment is submitted in three copies (archival, review and field).

Sincerely yours,

rtment Regulatory Affairs
Director
A. Vukadin-Skulj

-

RECEIVED

JUN 1 4 2002
OGD / CDER
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@ Iek ‘NEW CQRHES*F LEK Services, ln_Cl

M C— 115 N. Third Street
Suite 301
Wilmington, NC 28401

Phone: 910 362 0760
Fax: 9103620790

June 13, 2002

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration

MPN 1}, HFD-800

7500 Standish Place, Room 150
Rockville, MD 20855

Product : Minor Amendment to ANDA # 65-093
Amoxicillin and Clavulanate Potassium Tablets, USP
875 mg/i125 mg

Manufacturer: LLEK Pharmaceutical and Chemical Company d.d.
Ljubljana, Slovenia

U.S. Agent: LEK Services, Inc.

Donald Spiegel, Director, Scientific Affairs

Re: May 14, 2001 ANDA submission and
FDA's March 28, 2002 Deficiency Letter

To whom it may concemn, ™

On behalf of LEK Pharmaceutical and Chemical Company d.d, enclosedis a
Minor Amendment for Amoxicillin and Clavulanate Potassium Tablets, USP 875
mg/125 mg in response to the subject Deficiency letter.

ﬂ RECEIVED
/-/, ‘ JUN 1 4 2002
Dondld Spiegel OGD /CDER

Director, Scientific Affairs

L+ v Mateja Pfajfar, Head of FP Registrations




@ lek Wﬁﬁb O/K.(;:)\LEK USA, Inc.

May 14, 2001 :

. \ /Sl . ~ ~ 333 Sylvan Avenue
Office of Generic Drugs b ﬂ\ Englewood ghffs
Center for Drug Evaluation and Research A
Food and Drug Administration I ?gﬁnféé‘??gix?gs?gw

MPN II, HFD-600 P Y
7500 Standish Place
Rockville, MD 20855, US.A.

Product : ANDA for Amoxicillin and Clavulanate Potassium
Tablets, USP, 875/125 mg
. L
Manufacturer: LEK Pharmaceutical and Chemical Company d.d.
Ljubljana, Slovenia
US. Agent : LEK USA, Inc.

Donald Spiegel, Director Scientific Affairs

Abbreviated New Drug Application Submission

To whom it may concern:

On behalf of LEK Pharmaceutical and Chemical Company d.d., enclosed is
the ANDA application for Amoxicillin and Clavulanate Potassium Tablets,

USP, 875/125 mg in three copies (Archival, Review and Third copy).

The shipment is composed of 12 carton boxes with 37 volumes submitted:

Archival copy : 16 volumes
Review copy : 16 volumes
Third copy : 5 volumes

This application will include a BE ESD electronic submission. The diskettes
will be sent as new correspondence with) S

S
Since ,
.

Donald Spiegel

_______

Director, Scientific Affairs AR

CC.: Ms. Mirjam Sopar- Urleb, Director of Product Registration




@ lek |
LEK Services, Inc.

115 N. Third Street
Suite 301
Wilmington, NC 28401

Phone: 810 362 0760
Fax: 910 362 0790

February 8, 2002

Office of Generic Drugs
Center for Drug Evaluation and Research
Food and Drug Administration

MPN 1I, HFD-600 T o o

7500 Standish Place Wil ARIRRT

Rockville, MD 20855 ﬁy/\-/

Product : Amoxicilin and Clavulanate Potassium Tablets, USP,
875/125 mg

Manufacturer: LEK Pharmaceutical and Chemical Company d.d.
Ljubljana, Slovenia

U.S. Agent: LEK Services, Inc.
Donald Spiegel, Director, Scientific Affairs

MINOR AMENDMENT to ANDA #65-093
Deficiency Letter of Segiember 20, 2001

To whom it may concern:

On behalf of LEK Pharmaceutical and Chemical Company d. d., enclosed
is @ Minor Amendment responding to the queshons raised in FDA's
September 20, 2001 deficiency letter. :

Sincerely,

Donald Spuegel
Director, Scientific Affqirs

CC.: Alenka Vukadin-Skuli, Director of Product Registration



Pharmaceutical and Chemical Company d.d.
lek Verovikova 57, 1526 Ljubljana, SLOVENIA

Tel: +386 15802111
Office of Generic Drugs Facsimile: + 386 1568 3517
Center for Drug Evaluation and Research Cable: lek ljubljana si
Food and Drug Administration Regulatory Affairs

Tel: + 386 1 580 33 32

MPN I, HFD-600
7500 Standish Place Facsimile:  + 386 1 568 13 66
Rackville, MD20855
USA

February 4, 2002
SUBJECT: ANDA 65-093
Minor Amendment to ANDA for Amoxicillin and Clavulanate Potassium
Tablets USP, 875/125 mg '

Dear Sirs,

Reference is made to our Abbreviated New Drug Application (ANDA) #65-093 for Amoxicillin
and Clavulanate Potassium Tablets USP, 875/125 mg dated May 14, 2001 pursuant to
Section 505 (j) of the Federa! Food, Drug and Cosmetic Act. Reference is also made to the
FDA, Office of Generic Drugs, Division of Chemistry Il and Division of Labeling and Program
Support “Minor Amendment” letter dated September 20, 2001.

This Minor Amendment is being submitted in order to respond all the questions raised in the
above mentioned deficiency letter dated September 20, 2001 for ANDA #65-093.

The amendment is submitted in three copies (archival, review and field).

Sincerely yours, _
Lek Pharmaceutical and Chemical Company d.d.

Regulatory Affairs
Mirjan Zorz, Ph.D. Alenka Vukadin-Skulj
Head of [ a@n}en’( > i

Enclosures: ' ﬁ

- Minor Amendment in three copiés“(each in 1 volume)

cc: Mr. PAUL KLEUTGHEN, LEK SERVICES, iNC.




‘\l

Stk I
LEK Services, Inc.

115 N. Third Street
Suite 301
Wilmington, NC 28401

Phone: 910 362 0760
Fax: 910 362 0790

August 16, 2001

Office of Generic Drugs

Center for Drug Evaluation and Research

Food and Drug Administration NEW CORRES#
MPN II, HFD-600 '0 C

7500 Standish Place, Room 150
Rockville, MD. 20855

Subject: Change of Corporate Name and address for the U.S. Agent

Manufacturer: LEK Pharmaceutical and Chemical Company d.d.
Ljubljana, Slovenia

U.S. Agent : LEK Services, Inc.

Donald Spiegel, Director, Scientific Affairs

To whom it may concern:

On behalf of LEK Pharmaceutical and Chemical Company d.d., enclosed is
correspondence in regard to a name changeladdress for the U. S agent for nine
described ANDA's.

Sincerely,

Director, Scientific Affai
Enclosures; Supplements for nine ANDA’s

cC.: Mirjam Sopar-Urleb, Director of Product Registrations



@ lek . LEK USA, Inc.

333 Sylvan Avenue
Englewood Cliffs
N.J. 07632

Jun Phone: [201] 541 9310
e 13, 2001 Fax- (201] 541 9314

Office of Generic Drugs
Center for Drug Evaluation and Research

Food and Drug Administration
MPN 11, HFD-600 NEWCOBH?%-\ o
7500 Standish Place NC

Rockville, MD 20855, U.S.A.

Product : Amendment to ANDA for Amoxicillin and Clavulanate
Potassium Tablets, USP, 875/125 mg

Manufacturer: LEK Pharmaceuticai and Chemical Company d.d.
Ljubljana, Slovenia
U.S. Agent : LEK USA, Inc.

Donald Spiegel, Director Scientific Affairs

Amendment to ANDA Submission of Ma 11, 2001

To whom it may concern:

On behalf of LEK Pharmaceutical and Chemical Company d.d., enclosed is
a BE ESD electronic submission for Amoxicillin and Clavulanate Potassium
g in one volume.

17_’_3 '“i"-;'“;;;‘-..
AT \',-.1..’!“ i Y n’;..‘
£

Donald Spiegel
Director, Scientific Affairs \

CC: Mirjam Sopar- Urleb, Director of Product Registration



Pharmaceutical and Chemical Company d.d.
lek Verovikova 57, 1526 Ljubljana, SLOVENIA

Tel: +386 158021 11
Office of Generic Drugs Facsimile:  + 386 1 568 35 17
Center for Drug Evaluation and Research
Food and Drug Administration Regulatory Affairs

Tel: +386 158141 11

MPN II, HFD-600 + 386 1505 31 50
7500 Standish Place, Room 150 Facsimile:  + 386 150578 81
Rockville, MD20855
USA

Ljubljana, June 12, 2001

This application includes a bioequivalence ESD electronic submission.
The diskettes are enclosed.

Subject:

Dear Sirs,

Reference is made to our ANDA for Amoxicillin and Clavulanate Potassium Tablets 875/125 mg of
May 11, 2001.

This Amendment is being submitted in order to submit a BE ESD electronic submission.

Declaration

The information contained in the electronic submission of June 12, 2001 is not different from the

information contained in the hard copy submission of May 11, 2001.

Number of volumes submitted:
1 volume of EVA supporting documentation containing 356 h form, Electronic Submission Document

(ESD), Companion Document and Data Files.

Two sets of 3.5 inch double sided floppy disks (total four disks) are provided, with identical
information on each set.
'!g'
Should you have any questions concerning this ANDA, please cont

Paul P. Kleutghen,

President of Lek USA, Inc.

333 Sylvan Avenue

Englewood Cliffs, New Jersey 07632
Phone: (201) 541-9310

Fax: (201) 541-9314




S ek

Headquaters in Ljubljana:
Regulatory Affairs

Mrs Mirjam Sopar-Urleb, Director
Phone:+ 386 1 581 41 11

+ 386 1 5053150
Fax; + 386 150578 81

Yours faithfully,

Lek Pharmaceutical and Chemical Corﬁpany d.d.
Regulatory Affairs

Mirjan Zorz, Ph.D. Mirjam Sopar-Urleb
Director

cc: Paul P. Kleutghen, Lek USA Inc.

Enclosures:
1. A copy of the original application cover letter
2. EVA supporting documentation

APPEARS THIS WAY
ON ORIGINAL




l k Pharmaceutical and Chemical Company d.d.
e Verovikova 57, 1526 Ljubljana, SLOVENIA

Tel; + 386 1 580 21 11
Office of Generic Drugs Facsimile:  + 386 1568 35 17
Center for Drug Evaluation and Research Cable: lek fjubljana si
Food and Drug Administration Regulatory Affairs

Tel: + 386 15814111

MPN 1, HFD-600 + 386 1 5053 150
7500 Standish Place Facsimile: + 386 1 5057 881
Rockville, MD20855
USA

May 11, 2001
SUBJECT: ANDA for Amoxicillin and Clavulanate Potassium Tablets USP, 875/125 mg

This application will include a BE ESD electronic submission. The
diskettes will be sent as new correspondence w:thm 30 days.

Dear Sirs,

Enclosed please find original Abbreviated New Drug Application submission for Amoxicillin
and Clavulanate Potassium Tablets USP, 875/125 mg.

The ANDA is submitted pursuant to the Section 505(j) of the Food, Drug and Cosmetics Act
and regulations implementing that Act (Title 21 of the Code of Federal Regulations), and
contains in Lek's opinion and to the best of our knowledge all information required.

Please note that for simplicity the proposed product is referred to throughout the ANDA by
the USAN recognized pharmacy equivalent name, * .. ————Lek's proposed labeling
reflects the established name “Amoxicillin and Clavulanate Potassium Tablets USP™.

Lek hereby commits to resolve any issues identified in the methods validation process after
approval.

Please note the following data:

Type of submission:

ANDA - coriginal (paper version)

Additionally, this application includes a BE ESD electronic submission. The duplicate
diskettes as well as the supporting documentation for EVA are enclosed in the separate
volume of the archival copy. The declaration that the information in the electronic files is
identical to the information provided in the paper (hard copy) submission, is enclosed in the
Supporting documentation for EVA on pages 1-4.

Name, title, signature, and address of the applicant:

{ ek Pharmaceutical and Chemical Company d.d.

Verov§kova 57, 1526 Ljubljana, Slovenia




lek Pharmaceutical and Chemical Company d.d.
e Verovikova 57, 1526 Ljubljana, SLOVENIA

Responsible Official:

M. Sopar - Urleb, Director of Regulatory Affairs

Established name of the drug product:

Amoxicillin and Clavulanate Potassium Tablets USP, 875/125 mg
Number of volumes submitted:

- Archival copy (15 volumes)

- Review copy (16 volumes)

- Third copy (5 volumes)

- Two additional copies of analytical methods (3 volumes each)
Two 3.5 inch diskettes with BE data provided (bound in the separate volume of the
archival copyy), |

Should you have any questions concerning this ANDA, please contact:
PAUL KLEUTGHEN,

President and CEQ, LEK USA, Inc.

333 Sylvan Avenue

Englewood Cliffs, New Jersey 07632

Phone: (201) 541-9310

Fax:  (201) 541-9314

or
Headquarters in Ljubljana:
Regulatory Affairs
Mrs. M. Sopar-Urleb, Director
Phone: + 386 1 5814111

+ 386 1 5053150
Fax: + 386 15057881

Sincerely yours ‘
Lek Pharmaceutical and Chemical Company d.d.

Regulatory Affairs
Mirjan Zorz, Ph.D. Mirfjam Sopar-Urleb
Head of Department Director

cc: Mr. PAUL KLEUTGHEN, LEK USA, Inc.



