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ANDA 65-056
SEP 18 2000

Teva Pharmaceuticals USA
Attention: Deborah A. Jaskot
1510 Delp Drive

P.O. Box 247

Kulpsville, PA 19443

Dear Madam:

This is in reference to your abbreviated new drug application
dated December 3, 1999, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act (Act), for Amoxicillin
Tablets USP, 500 mg and 875 mg. We note that this product is
subject to the exception provisions of Section 125(d) (2) of Title
I of the Food and Drug Administration Modernization Act of 1997.

Reference is also made to your amendments dated February 14,
February 29, June 30, August 9, and August 30, 2000.

We have completed the review of this abbreviated application and.
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly the
application is approved. The Division of Bioeguivalence has
determined your Amoxicillin Tablets USP, 500 mg and 875 mg, to be
bioequivalent and, therefore, therapeutically equivalent to the

listed drug (Amoxil® Tablets, 500 mg and 875 mg, respectively, of
SmithKline Beecham Pharmaceuticals). Your dissolution testing
should be incorporated into the stability .and guality control
program using the same method proposed in your application.

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

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

We request that you submit, in duplicate, any proposed
advertising or promotional copy that you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.



Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-40). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign

be submitted to our Division of Drug Marketing, Advertising, and

Communications (HFD-40) with a completed Form FD-2253 at the time
of their initial use.

Sincerely yours,

Gary Buehler ‘7118[00

Acting Director
Office of Generic Drugs
Center for Drug Evaluation and Research
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Labeling(continued) Yes - { No
Does RLD make special differentiation for this label? (i.e., Pediatric strength X
vs Adult; Oral Solution vs Concentrate, Warning Statements that might be in

red for the NDA)

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

statement needed?

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

Has the firm failed to adequately support compatibility or stability claims X

which appear in the insert labeling? Note: Chemist should confirm the data
has been adequately supported.

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

Is the scoring configuration different than the RLD?

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

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

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

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

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

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

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

X[ X X

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

x

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

X

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

USP Issues: (FTR: List USP/NDAJANDA dispensing/storage
recommendations)

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

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

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

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

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

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

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail
where/why. *Applicant does not propose the 400 mg dosage form.
Therefore, text referencing this dosage form will be deleted. See FTR.

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




FOR THE RECORD:

1.

Labeling model

Amoxil® (amoxicillin) Tablets/50-754/S-002 by SmithKline Beecham Pharmaceuticals, approved
5/16/2000 and issued 7/99

The inactive ingredients listed in the DESCRIPTION section are consistent with the firm's
components and composition statements.

[Vol. B1.3, 1829]

The firm’s physical description/scoring of each tablet strength in the HOW SUPPLIED section is
consistent with the firm'’s finished dosage form statements.

[Vol. B1.2, p. 2466 & 2482].

Manufacturing Facility

Teva Pharmaceuticals USA

New Jersey/Pennsylvania

[B1.3, 1968]

Patent and exclusivity —none pending

Package Sizes

RLD - 500 mg 20s, 100s, 500s
- 875 mg 20s, 100s, 500s
ANDA - 500 mg 100s, 500s
- 875 mg 100s, 500s

Container/Closure

500 mg — 100s & 500s:
» Bottle - High Density Polyethylene [natural colorant]
e Closure - nonchild-resistant cap

875 mg ~ 100s & 500s:
e Bottle - High Density Polyethylene [natural colorant)
e Closure - nonchild-resistant cap

[B1.2, 2237, 2257, 2275, 2453, 2454, 2322 & 2333)
Storage and/or Dispensing: |
NDA - Store at or below 25°C (77°F). Dispense in a tight container.
ANDA - Store at controlled room temperature 15° to 30° C (59° to 86° F)
Dispense in a tight light-resistant container as defined in the USP, with a child-

resistant closure (as required).

Tablet Scoring

NDA - 500 mg - none

875 mg — scored

ANDA

500 mg - none
- 875 mg - scored



For more INfOrmalion 0N JUVEr>T tunis o
sole, refer 10 their package inserts, ADVERSE REACTIONS

OVERDOSAGE
in case of overdosage. discontinue

instiwle supportive measures as requir
there 1S NO contraindication, an atiempt 3l emes:s Of other means of removal

of drug from the stomach may be performed. A prospective study of 51 pedi- )

atric patients 3l 3 poison-comrol center suggested thal overdosages of less N
iated with significant clinical R

medication, treat symptomatically, and
ed. if the overdosage is very recent and

“than 250 mg/kg of amoxicillin are not assoCt
symptoms and do not requue gastic emptying.? 4
interstitial nephritis resulting in oliguric renal failue has been reported in @ .
small number of patients after overdosage with amonxicillin. Renal ympatment {
appears to be reversible with cessation of drug administration. High blood lev- t
els may occur more readily in patients with impaired rena! funchion because: A
of decreased renal clearance of amoxicilin. Amoxicillin may be removed trom dr
circulation by hemodialysts. u
w
DOSAGE AND ADMINISTRATION .
ons may be given with- <

Amoxil capsules. chewable tablets and oral suspenst
is. The 400-mg suspension, 400-mg chewable tablet and the _
[

out regard to mea
g75-mg tablet have peen studied only when administered at the starl of a hight
meal, However, food effect studies have nol been performed with the 200-mq

and 500-mg formulations.

\eonates and infants aged <12 weeks (53 months
function affecting elimination of amoxi-

Jue to incompletely developed renal
illin in this age Qroup. the recommended upper dose of Amoxil {amoxicillin) 1s

0 ma/kg/day dvided qizZh.
Adults and pediatric patients >3 months
Infection Severity' Usual Adutt  Usual Dose for
Dose Children >3
o moaths'®
Ear/nose/thioat Mild/Moderate 500 mg every 25 mg/kg/day n —
12 hours or  divided dOses \
750 mg every every 12 hours \
8 hours or \
20 mg/kg/day in \
divided doses’ |
every 8 hours '\
Severe 875 mg every 45 mg/kg/day in |
12 hours of givided doses \

500 mg every gvery 12 hours ‘

8 hours or
40 mg/kg/day in
dmided doses
every 8 hours \
\

Lower respiratory Mild/Moderate 875 mgq every 45 mg/kg/day in

tract or Severe 12 hours of divided doses
500 mg every  every 12 houts

8 hours or

40 mg/kg/day in

divided doses

every 8 hours

.....



10.

1.

13, 'CONTAINER: 500 mgand §75 mg — 100s and 5008 -

Bioavailabilitleioequivalence - pending
Labeling Issue:
CLINICAL PHARMACOLOGY section:

‘Currently the applicant does not propose to market the 125 mg, 200 mg, 250 mg and 4(
dosage form. Therefore, text referencing these strengths will be deleted from the CLINIC
PHARMACOLOGY section. This is consistent with a similar decision for ANDAs not mark
the 400 mg and 875 mg dosage forms. In this case, ANDASs were requested to delete the
referencing both the 400 mg and the 875 mg dosage forms from the CLINICAL ’
PHARMACOLOGY section. .. SRR "
The firm has decided not to include “Rx only” immediately beneath the title. [6/30/2000 -
submission}. " N A e

- satisfactory as of the 6/30/2000 _submiési(l)ni.

Date of Review: 6/12/2000

N

\




Condition being treated s li{e-thfeatening and amenatye only to amaxiciffin
therapy.

lver A moderale rise in AST (SGOT) and/or ALT {SGPT) has been .
the signi_ﬁcance of this finding is unknown, Hepatic dysfunction mcludi

. been )
Hemrc and Lymphayic Svstems: Anemia,jncludfng hemolytic anem; " Thrombo.
mmmbomomnic pumura, cosmmﬁmﬁ%g 8 j

2 been reported during therapy with penicilling 1 hese reactions gy

sensitivity phenomeng

ed rarely,

ingti with clarithy in and Ian razol
In clinic| trials Using Combination therapy with amoxicillin plys clarithromycin
and lanSOprazole, and amoxicillin plus lansoprazol

€. N0 adverse feactions
peculiar 1o thege drug combinations were opse fS€ reactions thay

have occurred have peen limited (o those that had Been Previously reported
with amoxicillin_ clarithromycin, or lansoprazole.

Ttig} - amoxicillin/c| rithromyrin 1ansoor.

The most frequently 'éported adverse events for patients who received triple
therapy were dianhea (7%), headache (g9, , ?
t

“than mg/kg of amoxicilin gp NOt associated with significany chinical
Symptoms angd do Not require gastric emptying, 3

o Intersiitia) nephritis resulting in oliguric reng) failure nag been reporteq in a
Il number of patients afier Overdosage wirh amoxicillin, Reng) IMpairment

10 be reversiple with cessation of drug adminisiration High blood iey.
more readily in patients wit IMpaired renal function becayse
denal ci;a’:rance of amoxiciilin Amoxicillin may be removed from

Ministered a1 the start of 3 light
Ol been performed with the 20n.mn

usually reversible on dlsconlinuation of therapy and are believed 1o be hyperi

Skin/skin structyre MildModeray

.J) - ~

Severe

Genitourinary tract Mild/Moderate

Severe 8.
17
56
8t
Gonorrhea 3o
Acute, sing.
uncomplicateq dose
ano-genita] gng
urethrg| in!eclions
in males and
femaies

" Dosing for miections Caused by less syge,
the TECOmmenda(iong for severp infections.

5 The childien’s dosage is intended for indivic
40 kgf Childson weighing 40 kg or more sp,
aduly fecommendatigng

" Each‘s‘treng(h of Amoxilsuspension is availat
by older children

should be consumed i1n entirety,
All patients with gonorrhos eha..ta o
el .Y YIS -



Skin/skin structure Mild/Moderate 500 mg every 25 dayin
12 hours or divided doses
250 every 12 hours
in AST {SGOT) and/or ALT (SGPT) has been noted, but 8 houwr‘iz ::ery
s “~ding is unknown, Hepatic dysfunction nc 2 20 mg/g/day in
: cholestasis and acute cytolytic hepatitis : - divided doses
every B hours
rstems: Anemia,jncluding hemolytic anem;

enic pumura, eosi

Severe

(12

875mg every 45 mgk /day in
12 hours or dividedt?
£

oses
h Mg every  every 12 hours
continuation of therapy and are believed to be hyper 8 hours or
| 40 mg/xg/day in
) .. . . . divided doses
Reversible hyperactivity, 3gnatron, anxiety, nsomnia, every B hours
ehavioral changes, and/or dizzmess have been report- « .
Genitourinary tract Mild/Moderate 500 mg every 25 mg/kg/day in
12 hours or dvided doses
1 clarithr in and lan I 250 mg every every 12 hours
bination therapy with amoxiciliin plys clari thromycin hours or
noxicillin plys lansoprazole, ng adverse reactions 20 mg/kg/day in
mbinations were observed. rse reactions that divided doses
limited to those that had been previously reported every B hours
' e,
"Yen. or lansoprazole Severe 875 mgevery 45 mg/kg/day in
Clarithromyrin/ian (320! 12 hours or divided doses
ed adverse events for patients who received triple
a). heada

500 mg every every 12 hours
he {6%), and laste perversion {5%). No

8 hours or
2 events were observed a1 significantly higher rates 40 mg/kg/day in
th any dual therapy regimen divided doses
| every 8 hours
nsoprazole .
ed adverse events for patients who received Gonorrhea 3 grams as Prepubental dulc_i/ren.
' Lid. dual therapy were diarrhea (8%) and Acute, single oral &) mmg/kg A’."g“" -
Te'9ent adverse events were obseryad af uncomplicated dose sombmed with
't amoxicillin 1.id. plys lansoprazole 1.i.d. gual ano-genital and £5 ma/kq probeneci
Jle alone. urethral infections as a single dose.
mmalesand NOTE: SINCE
verse reactions with Clarithromycin o lansopra- females PROBENECID IS
'serts. ADVERSE REACTIONS CONTRAINDICATED t
IN CHILDREN
UNDER 2 YEARS,
Mlinve medication, lreat Symgtomatically, and DO NOT USE THIS
asrequired. If the Overdosage is very recent ang REGIMEN IN THESE
In atlempt at emesis o othe: means of remova| CASES. i
' be performed A prospective stydy of 51 pedi-

trol center suggeste,
N are not associz;
3astnc emplying 3

) ' Dosing for infections caused by less susceptible organisms should follow
d that overdosages of less

A ) > D
the recammendations {os Severe infections.

$ The children’s dosage is intended for individuals whose weight is less than
40 kg’ Children weighing 40 k

. ar
: g or more should be doseq according 1o the )
0 oliguric rena| lailure has been feported in 3

. of
adult recommendations. an
overdosage with amoxicillin. Renga| impairment " Each strength of Amoxit Suspension is available as a chewable 1ablet for yse
*ssation of _dru_g administratipn. High blood ley- by older childr en.
Jatients _;'Y"h 'Mpaired renal function because After reconstitution, the required amount of suspension should be placed ‘
moxicillin. Amoxicillin may be removed from directly on the child’s tangue for swallowing_ Alternate means of administra- £~
tion are 10 add the required amount of suspension 1g formula, milk fruit juice, | - NO
waler, ginger ale, or cold drinks. These preparations should then pe taken ;] BE
i . . ) immedialely‘ To be cenain the child is recetving full dosage, such preparations /tQ"\ -
A a'..:"Spe"s'O”S may be given with- should be consumed in entirety, ;“:
B+ °0-mg chewable tabieq ang g : . " v
R inis? 1 o ke 2nd the All patients with gonorrhea should be evaluated for syphilis. (See PRECAY.
->tered at the start of 3 light !
BEerT0imed with e 200-mg ONS - Laboratory Tests ) HOY

Larger doses may be required loi stubborn or sevese infections.
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DESCRIPTION: Amonxicillin 1s a semisynthetic antibiotic, an analog of ampicillin,
with 3 broad spectrum of bactencidal activity against many gram-positive and
fram-negative microorganisms. Chemicafly it is (25,5R.6R)-6-({ B)-(-)-2-amino-2-
(p-hydroxyphenyl)acetamido}-3,3-dimathyl-7-oxo-4-thia- 1-azabicyclo{3.2.0hep-
1ane-2-carboxylic acid tnhydrate. The structural formula is:

W, GO
H 0 &CHS
| N CHy » M0
HO O ST H
|
NHy H H
€My 0,5+ 31,0 MW 419.45

Each Lblet. for oral administration, contains 500 mg or 875 mg amoxicillin as the tri-
hydrate. Each tablet aiso containg co|ouul slu:m dioxide, Crospavidons, DAL yellow
#10 lake, stoarats,
microcrystaliine caduloss, Sodium starch o'ywml hitanium dicxide and Inacstin.

CLINICAL PHARMACOLOGY: Amoxicilkin is 5table in the prasence of gastric acid
and is rapidly absorbed after oral aoministration. The effact of food on the
absorption of amoxicitin from Amanicillin Tablets has been partially investigated.
The 875 mg tormulation has besn studied onty when administersd at the stan of a
light meal. However. lood stfact stugies have not been parformed with the 500 mg
formuiation. Amoxicillin dittusas readily into most bow tissues and fuids, with the
exceplion of brain and spinal fruid, except when meninges are inflamed. The half-
fite of amoxicillin 18 61.3 minutes. Most of the amoxiciin is excreted unchanged
W the urine, its excretion can be delayed by concurrent admisistration of
probenecid. in blood serum, amoxicillin is approximataly 20% protein-bound.

Orally adminiswered doses of 500 mg amaxicilin capsules resut in avarage peak blood
fevels 1 to 2 howss after administration in the range of 3.5 meg/mi to 5 mog/mL and
5.5 meg/ml to 7.5 mogimL, respectively.
Mean amoxicilin pharmacokinetic parameters from an open, two-part, single-dose
crossover baoequmhncl study i 27 aduits comparing 875 mg of amoxiciiin with
875 mg of showsd that the 875 mo
tablet of amoxicilin produces an AUC, _ of 35.4 8.1 meg.hmL and 3 Cpy, OF
13.8 24.1meg/mL. Dosing was a1 the start of a light meal following an ovemight fast,
Oetectable serum levels ars observed up to B hours atter an orally administered
dose of amaxicillin. Following a 1-gram dose and utilizing a special skin window
technique to determine levels of the antibiotic, it was noted that therapsutic levels
were found in the interstitial Muid. Approximately 60% of an orally administered
dose of amoxicillin is excreled in the urine within 6 10 B hours.

Microblology: Amonicilin is similar to ampicilin i its bactericidal action against
susoaplnll organisms dumg the stage of active muupmw\ it acts through the
inhibition ced walk has been shown to be
active lal\sl most stmns of the following microorganisms, both in vitro and in
clinical nfections as described in the INDICATIONS AND USAGE section.

Aerobic gram-positive microorganisms:
Enterococcus fascalis

spp.} (B gative strains onty)
Stregtococcus amumomu

Srmpmcmus 5pp. {ox- and B-hemolytic strains only)
which are p 10 amoxicillin but resistant to
should bs L a5 resistant to amoxicillin.
Asrodic gram-regative microorgantsms:
Eschenichia col (B-lactamase-negative strains only)
Haemophilus infiusrzae (B-lactamass-negative strans only)
Neisseria gonorthoeas (B-lactamass-negative straing only)
Proteus mirabilis (B-lactamass-negative strains only)
Helicobacer:
Hasticabacter pyfon
Suscaplibility lests
Dilution techniques: Quaniitative methods are used to determing antimicrobial
minimum inhibitory concantrations (MICs). These MiCs provide estimates of the
susceptibility of bacteria to antimicrobial compounds. The MICs shouis be
using 2 are based
on 3 dilution method’ {broth or agar) or mumnm with standardized inoculom
and of ampiciliia powder. Ampicitiin
ol

is sometmes used to predict
amoxicillin,  however, some intermed
Susceptiot to amoxiciltin. Thersfore,
should be tested using amoxicillin powdar. The MIC vaiues should be

to
» sirains have been shown to be
Vi il

2 require the use of faboratory control
MICroorganisms to control mc wchmcd aspects of the faboratory proceduses.
Standard amsiciilin powder should provide the foliowng MIC values:

Microotgansm

€ coli ATCC 25922 2108
£ faecalis ATCC 29212 05t02
H. influenzas ATCC 492474 2108
S. aursus ATCC 29213 025101

Using amoxiciitia to determing susceplibility:

Microorganism
S. pneumonias ATCC 49619*  0.03 10 0.12

0. This quakity control range s appticable to only M. influenzae ATCC 49247
tested by 3 broth microdilution procedurs using HTM.!

¢. This quality control range is applicable to onty 5. pneumoniae ATCC 49619
tested by the broth microdilution procedure using cation-adjustad Muslisr-
Hinton broth with 2-5% lysed horse biood.

Diftusion techaiques: Cuantitative methods thet require measusement of zone
Giameiers aiso provide reproduckile estimates of the susceptibility of bacteria 10

One such requires the use
of noculum This USES Paper dksks impreg-
nated with 10 mcn ampiciflin 1o iest the suscaptidility of microomanisms, sxcept
S of the dlameter

involves
obtained in the d'sk Test with the MIC lor ampicilin.
Reports from the laboratory providing resulls of the standard singi-disk
Susceptbility tast with 3 10 meg ampicillin disk should ba interpreted according ta the
following critena:

For gram-gosithvs 20r0bes:
Enterococcus Staphyiococcus’
217 Susceptibie {S) 229 Suscaptible (S)
<16 Resistant (R) <28 Resistant (R)
S-hemolytic streptococci
Zon Dometer (mm) inwrpretation
226 Susceptibls (S)
191025 intermediate (I}
<18 Resistant (R}
NOTE: For i (other than & i and §.
an ampicilin MIC should be detenmined.
S. pneumaniae

S. pneumoniag should be tested using a 1mcu oxacifin disk. Isolates with oxaciltin
Tone sizes of 220 mm are An MIC shouid be
determined on isotates of 5. pneumoniae mm oxacitin zone sizes of <19mm. o

For gram-negative aerebes:

Enterodactenaceas H. influenzae?
. ‘
217 Susceptibie (S) 222 Suscepubie (S}
141016 Intermediate (1) 19|021 intermediate (1) ..
<13 Resistant (R) <18 Resistant (R)

1 which are but resistant to

methicillivoxacillin showid ba considered as rmsm to amoxicifiin.

8. These interpretive standards are applicabe ondy to disk diffusion suscnpnbllny
1asts with M. influenzae using Hasmophitus Test Medium (HTM).2

Interpratation should be as stated above for results using ditution techniques.

As with standard dilution techniques, disk ditfusion susceptibility test procedures
raquire the use of laboratory control microorganisms. The 10-mcg ampiciiiin

disk should provide ihe ng 20n¢ O in thesa y test quality
control straing:

umx_:mm

£. coli ATCC 25922 161022

H. influsnzas ATCC 49247% 132

S. aureus ATCC 25923 271035

Using 1-mcg oxacillia disk:
S. pnsumonias ATCC 49619 8to 12

h. This quaity control range is applicable t only 4. infiuenzas ATCC 49247 tested
By a disk diffusion procsduse using HTM.I

i.  This quality control range is applicatie to only S. pneumonias ATCC 49619 tested
by a disk diffusion procedure using Musiler-Hinton agar supplemanted with 5%
sheep biood and im:ubmﬂ in §% CO,.

Testing pytont
In vitrg slsuunbthty m methods and diagnostic products currantly available
for

according to the following criteria:

For gram-posiiive asrobes:
Entarococcus Staphyfococeus®
intarpreation MIC (mco/ml) intepretation
<8 Suscaptidle (S) £0.25 Suscaptible {S)
216 Resistant (R) 205 Resistant (R)
faxcept S. - S, p
MIC (meaml) Intarpiatation {Amoxiciitin powder should be used
to determing susceptibility)
<0.25 Susceptitle (5) interpratation
05104 Intermediate (1) s05 Susceptible (S)
28 Resistant (R) 1 Intermadiate (1)
22 Resistant {R)
Fot gram-nsgative ssrobes:
€Enterobacieriaceas H. influenzas®
Interpretation. (ntempretation
<8+ Susceptible (S) <1 Suscaptible (S)
16 Intermediate (1) 2 intermediate {1)
232 Resistant (R} 24 Resistant (R}

3. Staphylococci which are susceptible to amoxicilin but resistant %
methicilin/oxacikn should be considered as resistant to ImoxbcillirL

9. Thesei i only to broth

susctpulullty 18sts using ca'oon adjusted Mueller-Hinton broth with 2-5%

lysed horse biood.

3

Thess i ars appli only 10 broth mi L
with i using Test M.ﬂium {HTM).?
Anwﬂd&sﬂo&b'hmanmlhhumbilmmﬂm

inhibitory ions (MICs) and 20ne sizes have not
been standardized, valldaw ©Of apptoved for testing M. pylon microorganisms.

wmmnnmmmmmmwmnounummﬂwb
is found, 2

therapy.
rlwnmshowuuad

INDICATIONS AND USAGE: Amoniciin is indicated in the treatment of infections dus
10 suscaptible (ONLY 8-lactamase-negative) strains of the designated mitroorganisms
in the conditions fisted below:

due 1 spp. (a- and B
straing only), Straptococeus V SpP., of H.
Infections of the ganitourinary tract dus to £. cod, £, mirabilis, or E. fascavis
infections of the skin and skin structura due to Smplococws spp. (a- and 8-
hemolytic sirains only), Staphylococcus spp., of £ colf
Infections of the lowsr raspéralory 1Rt dus o Streptococcus spp. (a- and 8-
hemolytic strains only), spp.. of
H. influenzae

Mmmom(mmwmw)
mmmqmmmonammmmmm:nmbmwwam
e cal and theic

mmﬁbiw

Indch surgical pmclcum should be pertormad.

Tnph lhmpr monmﬂwmnmrmnyanmrswnm
Amaxicillin, in

plus D as tripls therapy,
is indicated !wml traatment M patients with H. pyfon infection and duodenal uicer
disease (acllw or om-yur history of duodemal uicer) to snadicate H. pyton
H.pylori has been the nisk of duodenal uicer recur-

antimicrobial compound in the blood rsaches the usually

A report Of “Intsrmediate” mmmm:mnsmummmmm
and, # the o is not fully clinically feasibie
drugs, the test should be repeated. This cmoory imphes possidle clinicat
applicabiity in body sites whers the drup i physiologically concentrated of in
sitvations whers high dosage of drug can be used. This catagory also provides a2 duffer
zone which prevents small uncontrolled technical factors from causing major
discrepancies in intarpretation. A report of “Resistant” indicates that the pathogen is
not hikely to be inhibited if the antimicrobial compound in the blood reachss the
concantrations usualty achievabie; other therapy should be selected.

shown {0 reduce
rence. (Ses CLIRICAL STUDIES anct DOSAGE AMO ADMINISTRATION )
Dual therapy. amaxiciliniansoprazole
icithn, i . . -release capsules as dual

n with delayed:
therapy, is incicated for the trsatment of patients with 4. gyfor infection and duodenal
Uwvﬁnmlmwmrmryohmmuar)mmmﬂw
o Iniolerant o of [n whom o clacithromycia is known or
taspecied. (See the clarithromyain package insert. MICROBIOLOGY.) Eradication of
H. pylod has besn shown to reduce the risk of duodenal uicer racurrnce.
{See CLIMICAL STUDIES and DOSAGE AND ADNBMISTRATION.)

CONTRAINDICATIONS: A history of allergic reaction to any of te peniciling is a
contraindication.




WARNINGS:  SERIOUS AND OCCASIONALLY FATAL HYPERSENSITIVITY
(ANAPHYLACTIC) REACTIONS HAVE BEEN REPORTED !N PATIENTS ON PENICILLIN
THERAPY. ALTHOUGH ANAPHYLAXIS IS MORE FREQUENT FOLLOWING
PARENTERAL THERAPY, IT HAS OCCURRED IN PATIENTS ON ORAL PENICILLINS.
THESE REACTIONS ARE MORE LIKELY TO OCCUR IN INDIVIDUALS WITH A
HISTORY OF PENICILLIN HYPERSENSITIVITY ANDYOR A HISTORY OF SENSITIVITY
TO MULTIPLE ALLERGENS. THERE HAVE BEEN REPORTS OF INDIVIDUALS WITH A
HISTORY OF PENICILLIN HYPERSENSITIVITY WHQ HAVE EXPERIENCED SEVERE
REACTIONS WHEN TREATED WITH CEPHALOSPORINS. BEFORE INITIATING
THERAPY WITH AMOXICILLIN, CAREFUL INQUIRY SHOULD BE MADE
CONCERNING PREVIOUS HYPERSENSITIVITY REACTIONS TO PENICILLINS,
CEPHALOSPORINS, OR OTHER ALLERGENS. IF AN ALLERGIC REACTION OCCURS,
AMOXICILLIN SHOULO BE DISCONTINUED AND APPAOPRIATE THERAPY
INSTITUTED.  SERIQUS ANAPHYLACTIC REACTIONS REQUIRE IMMEDIATE
EMERGENCY TREATMENT WITH EPINEPHRINE. OXYGEN, INTRAVENOUS
STEROIDS, AND AIRWAY MARAGEMENT, INCLUDING INTUBATION, SHOULD ALSO
UE ADMINISTERED AS INCICATED.

Psesdomembranous coltis has been reporied with nearty sif satibacieris! agents,
Incluging smezicilite, snd may range In severlty mild to N ng.
Tharsters, i ix Important fo consider this dlagmosis in pallents whe present with
dlarrhes subsaguest to the administration of antibacterial agenls.

Treatment with antbacterial agents altars the normal flora of the colon and may
permit overgrowth of clostridia. Studies indicata that a toxin produced by Clostriciun
difficile S a primary cause of “antibiotic-2ssoGated colits.”

Alter the diagnosis of colitis has been

therapsutic maasures should be imitiatsd. Mikd casss of psaudomembranous colits
usually raspond 10 drug discontinuation aone. In modenis 10 Severe cases,
consideration should ba given 10 management wih fuids and slectrolytes, protein
supplementation, and treatment with an antibactariat drug clinically sifective against
Clostridium difficie colitis.

PRECAUTIONS

Ganersl: Tha possidiily of Suparinfections with mycotic or dacteral pathogens
should be kept in mind during therapy. If superinfections occur, amaxicillin should
e o i and therapy insti

Lavoralory Tests: As with any potent drug, periodic assessment of ranal, hepatic,
and hematopoietic function should be made during projonged therapy.

Al patisnits with gonorrhea should have a serologic test for syphilis at the time of
diagnosis. Patients treated with amoxicillin should have a folow-up serclogic test
tor syphilis after 3 months.

Orug Iateractions: Probenacid decreases the renal tubular secretion of amoxicitin,
C use and p May result in i and pi ged

blood leveis of amamocitin,

¥ 3 ad may intsrfare with the

oftacts of penicilin, This has been demonstrated in vitro, howsver, the
of ihis 30N IS Nt well o

bactericidal
dlinical sip
Orug/Laboratory Test Interactions: Migh urine concentrations of ampicillin may
result in Jalse-positive raactions when testing for the presence of glucoss in uring
using Clinitest®, Benedict's Solution or Fehling's Solution. Since this effect may
also occur with amoxicitiin, it is recommendsd that glucose tests based on
enzymatic glucosa oxidasa reactions (such as Clinistix®) be used.
Following administration of ampiciftin to0 pregnant women, a transient decrease in
plasma astriol, estriol i
estrans, and estradiol has been noted. This effect may also occur with amoxicillin,
[2 of Fertitity: Long-term studies in
animals have not been performed to evaluate carcinogenic potential. Studies to
detect mutagenic potential of amaxicilin alone have not besn conducted;
howaver, ths following information is available from tests on a 4:1 mixture of
i angd i was
non-mutagenic in the Ames bacterial mutation assay, and the yeast gene
CONVersion 3ssay. Augmentin was weakly positive in the mouse lymphoma assay,
but the trend toward incraased mutation frequenciss in this 3ssay occurred at
doses that were aiso 3ssociated with decreased call survival. Augmentin was
negative in the mouse micronucleus test, and in the dominant lethal assay in mice.
Potassium clavuanaie alone was 1ested In the Ames bacterial mutation assay and
in the mouse micronucieus test, and was negative in sach of thess assays. Ina
muiti-gentration reproduction study in rals, no impairment of tertility or other
adverse reproductive effects were ssen at doses up 10 500 mgAp (approximately
3 imes the human doss in mg/m?).
f Effectx. # y Catogory 8. Reproduction studies
have been performed in mice and rats a1 doses up 1o ten (10) tmes th human doss
and have revead no evidence of impaired fertility o harm to the fetus due %
Mmuan.munmmwmmmpw
women. Bacause animal reproduction Studies ars not always predictive of human
response. this drug shoukd be used during pregnancy only if Clearly nesded.
Lador and Delivary: Oral ampicilfin-class antibiotics are poorty absorbed during
Jabor. Studies in guiea pigs showed that intravenous administration of ampicilin
stightly decreased the utsrine tone and of but
increased the height and duration of contractions. However, it is not known
whether use of amoxicillin in humans during labor or Gelivery has immediats or
drlayed advarse effects on the fetus, prolongs the duration of labor, or incraases
the likelihood that forceps delivery or other L or i
of the newborn will be necessary.

Mursing Mothers:  Peniciling have besn shown 1o be axcreted in human mibk.
Amaxickin use by nursing mothers may lead 1o sensitizaion of infants. Caution showd
be wxaiciseg whan amoiicilin is administersd b 2 nursing woman.

Pudisiric Uss: Bacause of incomplately developad renal function in neonates and
young infants, the elimination of amoxiciliin may be delayed. Dosing of amowicillin
should be modified in pediatric patients 12 weeks of youngsr ($3 months).
(See DOSAGE AND ADMINISTRATION—Neonates and infants.)

ADVERSE REACTIONS: As with other peniciing, it may be expecied that untowasd
reactions wik be ially limited to Sensith They ars mors likely to
OCCUr it inivi who hawe y 0 peniciling
and in Bhose with a history of allergy, asthma, hay fever of urticaria. The following
adverse reactions harve been reported as associated with the use of peniciling:
Gastrointestingl: Nauses, vomiting, diarrhes, and  hemmorhagic/
pssudomembranous colitis.

Onsat of colitis may ocow during or after
antibiolic treatmant. {Ses WARNINGS. )

Hypersansitivity Reactions: Serum sickness like reactions, erythematous
maculopapular raskas, erythema muitiforme, Stevens-Johnson Syndroms,
xtokaty Bbs, toxic i itivity vasculitis and
urticara have besn raported.
NOTE: These ivily reactions may te with istamines and,
# necessary, systemic corticosteroids. Whenever such reactions occur, amoxiciltin
shoukd be discontinued uniess. in the opinion of the physician, s condition being
freated is lite-threatening and amenable only to amaicillin therapy.
Liver: A moderats rise in AST (SGOT) and/or ALT (SGPT) has been nowd, but the
significance of this finding is unknown. Hepatic dystunction including cholestatic
jaundice. hepabc cholestasis. and acute cytolytic hepatitis have been reported.
Hamic and lymphatic Systems:  Anemia, including hemotytic anemia,
thrombocytopenia, thrombocytopenic purpura, eosinophilia, lsukopenia, and
agranuiocytosis have been reporiad during therapy with penicillins. These
reactions are usually reversibla on discontinuation of therapy and are believed to
be hypersensitivity phenomena.




Contral Nervous System: Raversible hyperactivity, agitabon, aroiety, iNSOMMNA, COM-
fusion, conwulsions, behavioral changes, andvor dzziness have besn reported rarely.
Combination therapy with clanthromycin and lansoprazole

In chnical trials using ion therapy with plus o ycin and
fansograzots, and amoxicilin plus lansoprazole, no advers reactions peculiar to
thase drug combinalions were observed. Adverse Ractions thai have occumred

General: 11 should be recognized that in the treatment of chronic urinary tract

frequsnt 4 and clinical ans nec y. Smaller
doses than those recommendad above should not be ussd. Even hugher Soses may
e nesded at timas. In stubbom infecuons, therapy may e required for several
wesks. It may ba necessary to continue clincal and/or bactsnologicai follow-up for
saveral months after cessation of therapy. Except for gonorrhea, treatment shoukd

have been limitsd 1o thoss that had desn ty reported with
danthromycin, or lansoprazole.

Tripis therapy:
The most traquently reparted adverss events for patients who recaived triple
therapy were diarrhea (7%). headache (6%}, ang liste perversion (5%).
No treatment-emargent adverse events wers obsarved at significantly ugher rates
with triple therapy than with anry dual therapy regimen.

Oual therapy: amaxaCilln/iansoprazole

The most frequently reported adverse events for pabents who received amoxicilia
1.0, plus lansoprazoie Lid. dual therapy werd diarthea (B%) and headache (7%).
No troatmeni-smergest adverse events were observed at significantly higher rates
with amoxiciin Li.d. plus lansoprazole Li.d. dual theragy than with lansoprazobe 2ione.

For more information on adverse reactions with clanthromycin OF [ansoprazoie,
(afer to their packaps inserts, ADVERSE REACTIONS.

treat sy and institute

SUDPOItive MEASLIES a8 required. 1t the overdosage is vary recant and there is no
cuwmmammmnmuiswmmmommmdmtmmm
stomach may be performed. A prospective study of 51 pediatric patients
napmmuumwmmmdmmmmmd

i#n are not iated with dinical sy and
gastrc smptying.’
|muﬁﬁdmfwﬁsnsuﬁmhdwﬁcmﬂﬂihnmmmmdi\“mal
number of patients atter with scilin. Renal imp: appears o b

ible with jon of drvp i jon. High blood levels may occur mors
readity i pavents with impaired renal function bacause of decrsased renal clearance
of amicifn. Amoucilin may be removed trom grcutation by hemodiatysis.
DOSAGE AND ADMINISTRATION
marsmqmmmmmmmmmmwnmmnmmm:m.
Howsver, f0od effect studies have not besn p d with e 500 mg

00 NOA requine

Due to incompletaly deveioped renal lunction aftecting simination of amaxicilkin in this
208 Qroup, the upper dose of icillin is 30 mo/kg/day divided q12h.
Adults saa pesisicic salisaix >3 MOSIEE

infoction Severity* Usual Aduit Dese

Usual Dose for
Chlidron >3
monihsd

Mii/Moderals 500 mg every 12 hours 25 mg/kg/day
of 250 mq evary 8 hours  in divided doses
every 12 hours
or
20 my/kg/day
in givided doses
every & hours
Sgvere 875 mg evary 12hours 45 mokg/day
or 500 mg svery 8 hours  in divided 00ses
svery 12 hours
o
40 mg/kg/day
in divided doses
every B hours
Lower respiratory  Mild/Moderate 875 mg every 12 hours 45 mg/kg/day
ract or Severs of 500 m every 8 hours  in divided doses
svery 12 hours
o
40 d:

Earmose/throat

e d tor 3 of 48 to 72 hours beyond the time that the gatient
becomes asymptomatic o evidence of bactena) eradication has besn obhained.
\lis racommended that there be at least 10 days’ treatment for any infection caused
by Streplococcus pyoganes to prevent the occurrance of acute rhaumatic fever.

Tripie therapy. amoxicitlin/clanthromycin/lansoprazole

The recommended adult oral doss i 1 gram amaoxicilin, 500 mg clarithromycin, and

::g:gghnsoonmh. il given twice daity (912h) for 14 days. (Ses INDICATIONS AND
-

Oual therapy: amoxicillindansoprazole

The recommended adult oral dose 1s Y gram amoxicifin and 30 mQ lansoprazole,

esach given thras bmes daily {g8n) for 14 days. (See INDICATIONS AND USAGE)

Please refer to and P fult pl tor

CONTRAINDICATIONS and WARNINGS. and for informabon regarding dosing in

siderly and ranally impaired patients.

Patients with impaired ranal function do not generally require 3 reduction in Jose
uniess the impairment is sovere. Severely impaired patients with glomerular
filtrabion rata <30 mU/minuke showkd not receive the 875 myg tablet. Patients with
a glomerular Hittration rate of 10 to 30 mL/minute should receive 500 mg or 250
mg svary 12 hours, depending on the saverity of the infection. Patiants with 3 fess
than 10 mUminute glomerular filtration rate should racive 500 mg or 250 mg
evary 24 hours, depenging on sevarity of the infection.

Hemodialysis patients should receive 500 mg or 250 mg every 24 hours,
depending on sevarity of the infaction. They should receive 2 additional dose both
during and at e and of dialysis.

Thars ars currenity mo dosing rscommendations for pediairic pallests with
impaired renal tunction.

HOW SUPPLIED:

Amaxicillin Tablets USP, 500 mg. are avasabie as tilm-coated. capsule-shaped,
off-white tablets, debossed "93° on one side and 263" on the other side. Thay are
available in botties of 100 .

Amoxicillin Tablets USP. B75 mg, are available as fitm-coated, capsute-shaped.
off-whits tablets, scored on one side. debossed “93" on one side of the scors and
<2264" on tha other side of the scors. They are availabls in botties of 100.

Stors at controked 1oom temperature betwesn 15* and 30°C (59" and 86°F).

Dispenss in a tight, light-resistant container s defined in the USP. with 3
child-rasistant closure (3s required).

CLINICAL STUDIES

wammmmmmw
Randomized, double-blind clinical studies parformed in the U.S. in patients with
H. pylori and duodenal uicer disease (dafined 2s an active uicer or history of an
uicer within one year) evaluated the efficacy of n ination with
amoxicibin capsules and charithromyein tablets a5 tripha 14-day therapy. of in
combination with amoxicifiin capsules as dual 14-day therapy. for the eradication
of H. pylon. Based on the resulls of thas studies, the safaty and efficacy of two
different 1BQIMENs were i
Tripia therapy: amaoxiciin 1 gram b.i.d
30 mg b.id.

Dual therapy: amoxicillin 1 gram Li.dMansoprazole 30 mg Li.d.

All trsatmants were tor 14 days. M. pyfor eradication was defined as two negative
tests (culture and histology) at 4 t0 6 weeks following tha and of treatment.

Triple therapy was shown to be more sitactive than il possible dual therapy
combinations. Dual therapy was shown 10 be more effective than both

in 500 mp b.i.d

in divided doses
every 8 hours
Skivskin structurs  Mild/Modsrate 500 mg every 12 hours 25 mg/kg/day
of 250 mg avary 8 hours  in divided doses
every 12 hours

of
20 mg/kg/day
in divided doses
every 8 hours
875 mg every 12 hours 45 mg/kg/day
of 500 mg svery 8 hours in Givided doses
svery 12 hours

o
40 mo// Sy
in diviced dOs8S
8 hours
Ganitourioary tract  Mild/Moderate 500 mg every 12hours 25 mg/kg/day
o 250 mg svery 8 hours i divided doses
svery 12 hours

o
20 mg/kg/day
in divided doses
avery 8 hours
Severs 875 mg every 12 hours 45 mgAg/day
or 500 mg every 8 hours  in divded coses
tvery 12 hours

of

40 mo/kp/day
in divided doses
every 8 hours
Prepubertal

Gonorrhea: Jgams &
Acute, uncomplicated singhs oral 90se chigrsn:
ano-ganital and 50 Mg
urethral infections
males and females

§The chidren’s s intended for individusis whose weight is less than 40 g.
Children weighing hummﬂhmmnm“
recommandations.

Al pationts with gonorrhea should be evaiuated for syphilis.

(See PRECAUTIONS - Ladoratory Tesis.)

Larger doses may be required for StUbDOM Of severs infections.

Ei dnmonnasbunshownmmmnnu
duodenal uicer recurrence.
H. pylert Eradication Rates - Triple Therspy
(amommmmmmmmm:mmmh)

Percest o1 Patients Cursd
(95% Confidence Intervad]
(Number of Patients)
Tripte Therapy Trigle Thorapy
Study Analysis | Intoni-lo-Traal Amalysis'
Study 1 92 86
(80-97.71 {733-93.5}
n=d n=55)
Study 2 [ 83t
(75.7-93.6) (72-90.8)
(n=66) (n=70}

This analysis was based on evaluable patients with confirmed duodenal ulcer
(active or within one year) and H. pylori infaction al bassiine defined as at least
two of three positive sndoscopic tests from CLOWS®, (Deita West LD,
Bentiey, Australia), histology and/od culture. Patients were included in the
analysis H they completsd the study. Additionally, if patients dropped out of tw
study dub 10 an adverss even! ralated to the study drug, they were included in
the analysis as failures of therapy.
Patients were included in the analysis if they had documentad H. pylorf
infaction at baseline s defined above and had 2 confirmed duodenal uicer
{active or within ons year). Ali dropouts were included as Tailures of therapy.
T {p<D.05) versus icilin and in dush
tharapy.

1 (pc0.05) varsus darithromycin/amoxiciin dual therapy.
. pyfori Eradication Rates - Dust Therapy

{smoxiciiiafansoprazeis)
Purcest of Palieats Coredl
(95% Conlidence Wierval}
(Numbar of Palients)
Dol Theraj Doal
[ swoy | volusbian [ intentio-Trogt AnatypleSS |
Stugy 1 e 01
|625-87.2) 156.881.2)
) =50
Study 2 669 61%
{51.9-77.5) [48.5-72.9]
{n=58) {ns67)

" mnmwmbamwmhnbhpmvﬂmwmmdd\muw
{active o within one year) and H. pyloriintacvon at baseting defined a5 at least two
Mmmmﬂmmmmmmﬂmmwm.
Patients were included in the analysis if they compieted the study. Additionally, if
ummmmmmsnmummmnmnmuuwmum
dma‘mlymnnd\mmmmuhwuolmtm

# Patients were included in the anaysis f they had documented H. pylort
infection at baseline as defined abave ang had a confirmed duodenal uicer
(active of within one year). Alt dropouts wers included as failures of therapy.

.

% (5<0.05) varsus lansoprazole 2tons.
7 (p<0.05) varsus lansoprazole alons or amoacittin alone.

REFERENCES
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and cephalosponn ingestions n childran lass than six years of age. Vef Hum
Taxicol 1988;30:66-67.

~

=

Manutactured By:
TEVA PHAAMACEUTICALS USA
Sellersville, PA 18960

Printed in USA
Rev. C 7/2000
152573



P v———._

\ @
S = Lfnu
o v ‘
=54 i ™
= s B S
n/.. () ~on m”ﬂ N
2 Rgg [l
e D E $58 >
[o=] Ol ﬂ.w.ﬂ e
2 S88 | i 2
S =<w | §iz &

USUAL DOSAQE: 1 tablet svery 12 hours.
Bes package insert for 1A 2 onmation.

Siore st controlied mom tempes. 1 F
15° b0 30°C (59° 10 96°F) (see US

Otspenss In a Noht, Nght-resistant « a8 defined in the
USP, with a chitd-resistant dlosure (a? required).

KEEP THIS AND ALL MEDICATIONS OUT OF THE REACH OF
CHILOREN
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Tablets, USP
Amoxicillin Trihydrate equival
to 500 mg Amoxicillin.

R only

AMOXICILLIN
500 mg

NDC 0093-2263-05
Each tablet contains:

}
USUAL DOSAGE: 1 tablet every 12 hours.
See package insart for full prescribing information.

Store at controiled Mom temperature,
15° to 30°C (59° to 36°F) (see USP).

Dispense In a tigit, light-resistant container as
defined in the USP, ith a child-resistant closure
(as required).

KEEP THIS AND ALL MEDICATIONS OUT OF
THE REACH OF CHILDREN.

152554 PG Rev. A 6/00
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Sellersville, PA 18960

N 0093-2263-05
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YSUAL DOSAGE: 1 abiet every 12 houre
Soe package Insert for Jull preecriding inf w

Siore at contwolled room temperature,
15° 1o 30°C (59° © 86°F) (see USP).

Dispenwe in & Bight, ght-resistant container as defined in the
USP, with a child-resistnt closure (as required).

KEEP THIS AND ALL MEDICATIONS OUT OF THE REACH OF
CHILDREN.

152855 PG Rev. A 600
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Saitersvile. PA 18950
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USUAL DOSAGE: 1 tablet every 12 hours.
See package insert for full prescribing information.

Store at control,3d room temperature,
15° to 30°C (50" to 86°F) (see USP).

Dispense In a Bght, light-resistant container as
defined in the USP, with a child-resistant closure

(as required).

KEEP THIS AND ALL MEDICATIONS OUT OF
THE REACH OF CHILDREN.

152656 PG Rev. A 6/00

TEVA PHARMACEUTICALS USA
Sellersville, PA 18960

z 0093-2264-05
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CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
65-056

CHEMISTRY REVIEW(S)




Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Abbreviated New Drug Application Review

CHEMISTRY REVIEW NO. 2

ANDA # 65-056

NAME AND ADDRESS OF APPLICANT
TEVA Pharmaceuticals

1510 Delp Drive

Kulpsville, PA 19443

Phone: (215) 256-8400
Fax: (215) 256-8105

U.S. Agent
N/A

LEGAL BASIS FOR SUBMISSION

The application is based on Amoxil® Tablets manufactured by
Smithkline Beecham (NDA# 50-754). The firm states that no
effective patents or exclusivity periods are in force for
the referenced product (pp. 11, 16).

SUPPLEMENT (s)
N/A

PROPRIETARY NAME
N/A

NONPROPRIETARY NAME
Amoxicillin Tablets, USP

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

AMENDMENTS AND OTHER DATES:

Firm:

Original Submission: 12/3/99

Amendment, colorant formulation: 12/21/99
Amendment, Bio: 2/14/00

Amendment, Bio: 2/29/00

Amendment, Chemistry and Labeling: 6/30/00
Amendment, Chemistry: 8/30/00




ANDA 65-056 Page 2 of 19

FDA:

Acceptance for filing: 1/27/00

Labeling, deficient: 3/3/00

Bioequivalence, acceptable: 3/7/00

Chemistry and Labeling, deficient: 6/5/00
Labeling Deficient: 7/17/00

Chemistry Telephone Amendment: 8/28/00, 8/29/00

10. PHARMACOLOGICAL CATEGORY
Antibacterial

11. Rx or OTC
Rx

12. RELATED IND/NDA/DMF(s)

13. DOSAGE FORM
Tablet

14. POTENCIES
500 and 875 mg

15. CHEMICAL NAME AND STRUCTURE
Amoxicillin. 4-Thia-1l-azabicyclo[3.2.0}heptane-2-
carboxylic acid, 6-[[amino-(4-hydroxyphenyl)acetyl]lamino]-
3,3-dimethyl-7-oxo, trihydrate [2S-[2a,5a,6B(S*)]]-.
C16H19N305S*3H,0. 419.46. 61336-70-7. Antibacterial.

N—\ _CHs - 3H,0
¢ CHs
H H

HO

HN H

16. RECORDS AND REPORTS
N/A




ANDA 65-056 Page 3 of 19

17.

18.

19.

COMMENTS

Upon review, Dr. Vilayat Sayeed made the comments
highlighted below. These concerns were communicated to the
firm by telephone on August 28 and 29, 2000. The firm’s

August 30, 2000 telephone amendment response are provided
below.

Comment: The stability data does not support the proposed
water specification of The firm was requested to
reduce the specification for water on stability to

as for finished product release.

Response: The firm reduced the specification for water on
stability to The firm provided the revised
Finished Product Procedures Manual and Finished Product
Stability Protocol which reflect the change.

Comment: TEVA has two sets of impurity specifications for
the drug substance on pages 1841 and 1842. The firm was
asked to clarify.

Response: The firm responded, “While the impurity
specifications listed on page 1841 of our original
application contained the drug substance manufacturer’s

stability limits of -argest Individual and Total
we do not intend to accept material which does not comply
with Teva USA’s limits of Largest Individual and

Total as listed in our laboratory procedure manual for the
bulk drug.”

First Generic

DMF, acceptable: 5/22/00

Labeling, acceptable: 8/18/00
Bioequivalence, acceptable: 3/7/00
EER, acceptable: 7/17/00

CONCLUSIONS AND RECOMMENDATIONS
Recommend approval

REVIEWER: DATE COMPLETED:
Ruth Ganunis 7/24/00




Page (s) 1Y

Contaih,Trade Secret,
Commercial/Confidential
Information and are not

releasable.
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Chemistry Comments to be Provided to the Applicant

ANDA: 65-056 APPLICANT: Teva Pharmaceuticals USA

DRUG PRODUCT: Amoxicillin Tablets USP, 500 mg and 850 mg

The deficiencies presented below represent
FAX deficiencies.

A. Deficiencies:

Please describe the maximum holding time for the
bulk finished product in the lined
fiber drums prior to packaging in the market
containers. Please note that up to a 30 day
holding time is permitted without supporting data.

We note that the proposed PF monograph for
Amoxicillin Tablets, USP eliminates the water
specification of Please include a
specification for water in your finished and
stability product testing procedures that is
supported by your exhibit batch data.

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

1.

Since you are obtaining drug substance from TEVA
Mexico, MO, you have proposed accepting material
based on the COA and an identification test. This
is acceptable provided that you have established
the reliability of the supplier’s analysis through
appropriate validation. Please provide
confirmation.

We note that you are using an alternative method
for identification of the drug product. Please be
advised that approval to use an alternate method
that differs from that in the USP does not release
you from any obligations to comply with the methods
and procedures in the USP. Therefore, in the event
of dispute only the results obtained by the
official methods and procedures in the USP will be
considered conclusive.



3. If available, please provide updated room
temperature stability data in your next amendment.

Sincerely yours,

Ndw g;7uo\
{i?{ Florence S. Fang

Directoxr

Division of Chemistry II

o Office of Generic Drugs

i3 Center for Drug Evaluation and Research
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Amoxicillin Tablets Teva Pharmaceuticals
500 mg and 875 mg 1510 Delp Drive
ANDA #65-056 Kulpsville

Reviewer: Kuldeep R. Dhariwal PA 19443

File name: 65056SDW.D99 Submission Date:

December 3, 1999
February 14, 2000
February 29, 2000

Review of Fasting Study, Non-fasting Study, Dissolution
Data, and Waiver Request

Introduction

First Generic: Yes

Type of Submission: Original ANDA, paper submission

Contents of submission:

Dissolution data and in vivo bioequivalence study under fasting
and non-fasting conditions on 875 mg strength.

Dissolution data and waiver request for in vivo bioequivalence
study requirements for 500 mg strength.

Indication: Treatment of infections due to susceptible strains
of B-lactamase-negative microorganisms.

RLD: Amoxil® 875 mg as well as Amoxil® 500 mg (SmithKline
Beecham) are listed as RLD in The Orange Book. As per Don Hare,
the Orange Book will be corrected and only 875 mg strength will
be listed as RLD.

Pharmacokinetics: Amoxicillin is stable in the presence of
gastric acid and is rapidly absorbed after oral administration.
The half-life of amoxicillin is 61.3 minutes. Orally
administered doses of 250 mg and 500 mg amoxicillin capsules
result in average peak blood levels 1 to 2 hours after
administration in the range of 3.5 microgram/mL to 5
microgram/mL and 5.5 microgram/mL to 7.5 microgram/mL
respectively.

Bioequivalence Study Under Fasting Conditions:
A. Study Information:

Protocol #:

IRB Approval: Yes
Consent Form Signed: Yes
Clinical Site: Phoenix International

Principal Investigator: Samuel Serfaty, M.D.
1



Analytical Facility: Phoenix International
Analytical Team Leader:

Study Dates: Period I August 1, 1999
Period II August 8, 1999

Washout Period: 7 days ‘

Analysis Dates: August 26-September 17, 1999

Storage Period: 47 days

Study Design: Randomized, single dose, two-way
crossover.

Randomization Scheme: AB: 3,4,8,10,11,12,15,17,18,21,22,

24,25

BA: 1,2,5,6,7,9,13,14,16,19,20,23,26
Treatments:

A: Amoxicillin tablet, 1x875 mg; Teva Pharmaceuticals; Lot
#1034-7; Batch size: .ablets (theoretical), 129,505
tablets (actual); Manufacture Date: 5/19/1999; Assay: 98.3%

B: Amoxil® tablet, 1x875 mg; SmithKline Beecham; Lot
#MB2223; Expiry Date: 05/2000; Assay: 98.1%

LI - - . .o . EIR]

Formulation of Test Product: ™

S aA e M MA e N al e MAde e kb e NA sa awe

Subjects: 26 male, 19-44 years old subjects
*  were enrolled according to
inclusion/exclusion criteria
specified in the protocol.

Housing: From 12 hours pre-dose until 8
hours post-dose.

Dosing: After 10 hour fast, with 240 mL of
water.

Sample Collection: Blood samples (5 mL) were

collected in Vacutainers
containing EDTA at predose (0 h)
and at following times after
dosing: 0.33,0.67,1,1.33,1.67,
2,2.5,3,4,5,6, and 8 hours.



B. Study Results:

1. Clinical:

Drop-outs: None

Adverse Events: One subject complained of
dizziness on test drug.

Protocol Deviations: There were four sampling time

deviations of 4 minutes or less.
The actual times were used in
pharmacokinetic calculations.

2. Analytical:

Within-Study:

Method: 77 detection.
Internal Standard:
Linearity: Std. curve range:

0.10-19.047 mcg/mL.
Correlation coefficients were
better than 0.9983.

Regression: 1/concentration, linear
QC Samples: 0.300, 8.001, 15.501 mcg/mL
Accuracy: Standards 94.9-105.1%

QC samples 96.7-103.9%
Precision: Standards 2.2-5.6%

QC samples 4.6-5.9%
Reassays: Some samples were reassayed due to

anomalous values, above curve
limit, and high/low standard
missing.

Pre-Study Method Validation:

Specificity: Ten blank plasma samples did not
show any interference near the
retention times of amoxicillin or
internal standard.

Linearity: Std. curve range: 0.10-19.047
mcg/mL. Correlation coefficients
were better than 0.998.

QC samples: 0.300, 8.001, and 15.501 mcg/mL
Accuracy: Inter-day
Standards 95.5-106.6%
QC samples 96.5-99.2%
Intra-day

3
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QC samples 94.6-102.9

Precision: ' Inter-day
Standards 0.6-5.1%
QC samples 5.8-6.5%
Intra-day
_ QC samples 1.1-2.2%
Recovery: 0.300 mcg/mL 100.3% (9.1%CV)
8.001 mcg/mL 90.2% (2.9%CV)
15.501 mcg/mL 90.4% (0.9%CV)
Internal std. 77.7% (4.7%CV)

Stability:

a) Amoxicillin was stable at room temperature for at least 4.56
hours in unextracted samples.

b) Amoxicillin was stable at 4°C for at least 96.5 hours in
extracted samples.

c) Freeze-thaw: stable over 2 cycles.

d) Long-term: stability demonstrated for 77 days.

Comment: Method validation is acceptable.

3. Pharmacokinetics/Statistics:

Mean Plasma Concentrations: Table 2 and Figure 1
Pharmacokinetic Parameters: Table 2
90% Confidence Intervals: LAUCq.¢ 97.23-108.51%
LAUCp.ing 96.83-107.67%
LCrax 96.26-114.57%
Test/Reference Ratios: AUCp-¢ 1.04 (0.70-1.52)
AUCo-inf 1.03 (0.70-1.40)
Crax 1.09 (0.72-2.21)
AUC,../AUCy.in¢ Ratios: Test 0.98 (0.96-0.99)
Reference 0.98 (0.91-0.99)
Root MSE: LAUCy-¢ 0.11561
LAUCy.inf 0.11178
LChax 0.18346

Comments:

1. The pharmacokinetic parameters and 90% confidence intervals
were recalculated by the reviewer. The reported values are in
good agreement with those obtained by the reviewer.

2. The 90% confidence intervals for log transformed AUCq..,
AUCq.ins, and Cpax are within acceptable limits. There was no
statistically significant sequence, treatment or period
effect for any of these parameters.

3. The fasting study is acceptable.
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Bioavailability Study Under Non-Fasting Conditions:
A. Study Information:

Protocol #:

IRB Approval: Yes

Consent Form Signed: Yes

Clinical Site: Phoenix International

Principal Investigator: Samuel Serfaty, M.D.

Analytical Facility: Phoenix International

Analytical Team Leader:

Study Dates: Period I August 2, 1999
Period 1I1I August 4, 1999
Period III August 6, 1999

Washout Period: 2 days

Analysis Dates: August 31-September 17, 1999

Storage Period: 46 days

Study Design: Randomized, single dose, three-way
crossover.

Randomization Scheme: BAC: 1,7,18

CBA: 2,4,10

BCA: 3,5,17

ACB: 6,9,14

CaAB: 8,11,12

ABC: 13,15,16
Treatments:

A: Amoxicillin tablet, 1x875 mg; Teva Pharmaceuticals; Lot
#1034-7; administered after a 10 hour fast

B: Amoxicillin tablet, 1x875 mg; Teva Pharmaceuticals; Lot
#1034-7; administered after a standard high-fat breakfast

C: Amoxil® tablet, 1x875 mg; SmithKline Beecham; Lot
#MB2223; administered after a standard high-fat breakfast

Lot numbers of the drug products administered in this study are
the same as those for the fasting study.

Subjects: 18 male, 20-39 years old subjects
were enrolled according to
inclusion/exclusion criteria
specified in the protocol.

Housing: From 12 hours pre-dose until 8
hours post-dose.



Dosing: Treatment A: Subjects were given a
single oral dose of the assigned
formulation with 240 mL of water
after a 10.5 hour fast.

Treatments B and C: Subjects were
given OGD approved standardized
breakfast 30 minutes before dosing
. after a fast lasting at least 10
5, hours. All subjects completed
s their breakfast. The dose was
given with 240 mL of water.
Sample Collection: Blood samples (5 mL) were
collected in Vacutainers
containing EDTA at predose (0 h)
and at following times after
dosing: 0.33,0.67,1,1.33,1.67,
2,2.5,3,4,5,6, and 8 hours.

B. Study Results:

1. Clinical:

Drop-outs: Subject #15 was withdrawn prior to
dosing in period II due to a
positive drug screen for

cannabinoids.

Adverse Events: Two subjects reported that they
feel tired.

Protocol Deviations: There were four sampling time

deviations. The actual times were
used in pharmacokinetic

calculations.

2. Analytical:

Within-Study:

Method:

Internal Standard:

Linearity: Std. curve range:
0.10-19.047 mcg/mL.
Correlation coefficients were
better than 0.9983.

Regression: 1/concentration, linear

QC Samples: 0.300, 8.001, 15.501 mcg/mL

Accuracy: Standards 93.5-105.8%

QC samples 97.9-102.7%
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Precision: Standards 1.4-4.7%
QC samples 2.7-5.5%

Reassays: Some samples were reassayed due to
anomalous values and high/low
standard missing.

3. Pharmacokinetics/Statistics:

Mean Plasma Concentrations: Table 3, Figure 2
Pharmacokinetic Parameters: Table 4
AUC;../AUCy.5n¢ Ratios: Test fasting: 0.97 (0.87-0.99)

Test non-fasting: 0.98 (0.95-0.99)
Ref non-fasting: 0.98 (0.96-0.99)
Comments:

1. The pharmacokinetic parameters and ratios of means were
recalculated by the reviewer. The reported values are in good
agreement with those obtained by the reviewer. The firm in
its analysis of variance model included subject, period,
treatment and first order carryover as factors. The reviewer
did not use first order carryover in the model. The least
squares means obtained by the reviewer therefore differ
slightly from those reported by the firm. The ratios of means
are within acceptable limits by either method.

2. The non-fasting study is acceptable.

3. The non-fasting study is not required for this drug product.

In Vitro Dissolution Testing:

The dissolution testing was conducted in 900 mL of water using
apparatus II (paddle) at 75 rpm (USP method, Pharmacopeial

Forum, volume 25, number 4). The test products dissolve more
than in 90 minutes and meet USP specifications.

F, Test:

Test 875 mg vs. Test 500 mg 96 .30

Ref 875 mg vs. Ref 500 mg 75.87

Test 875 mg vs. Ref 875 mg 82.32

Test 500 mg vs. Ref 500 mg 82.05

Waiver Request:

The firm is requesting a waiver of in vivo bioequivalence study
requirements for 500 mg tablet. The 500 mg and 875 mg tablets
are proportionally similar in their active and inactive

.



ingredients. The dissolution data are acceptable. The waiver can
be granted.

Recommendations:

1. The bioequivalence study conducted under fasting conditions
by Teva Pharmaceuticals on 1ts Amoxicillin 875 mg tablet, lot
#1034-7 comparing it to Amoxil® 875 mg tablet, lot #MB2223
manufactured by SmithKline Beecham is acceptable to the
Division of Bioequivalence. The study demonstrates that
Teva’'s Amoxicillin 875 mg tablet is biocequivalent to the
reference product, Amoxil® 875 mg tablet manufactured by
SmithKline Beecham.

2. The biocequivalence study conducted under non-fasting
conditions by Teva Pharmaceuticals on its Amox1c1111n 875 mg
tablet, lot #1034-7 comparing it to Amoxil® 875 mg tablet, lot
#MB2223 manufactured by SmithKline Beecham is acceptable to
the Division of Bioequivalence. The study demonstrates that
under non-fasting conditions, the bicavailability of Teva’s
Amoxicillin 875 mg tablet is similar to that of- the reference
product, Amoxil® 875 mg tablet manufactured by SmithKline
Beecham. However, the non-fasting study is not required.

3. The dissolution testing conducted by the firm on its 500 mg
and 875 mg tablets is acceptable. The formulation for 500 mg
test tablet is proportionally similar to the 875 mg strength
of the test product which underwent bioequivalency testing.
The waiver of the in vivo biocequivalence study requirements
for 500 mg tablet of the test product is granted. The 500 mg
test tablet is therefore deemed biocequivalent to Amoxil® 500
mg tablet manufactured by SmithKline Beecham.

4. The dissolution testing should be incorporated into firm’s
manufacturing controls and stability programs. The
dissolution testing should be conducted in 900 mL of water at
37°C using apparatus II (paddle) at 75 rpm. The test product
should meet the following specifications:

Not less than of the labeled amount of amoxicillin in the
dosage form is dissolved in 90 minutes.

5. From bioequivalence point of view, the firm has met the
requirements for in vivo bioequivalence and in vitro
dissolution testing and the application is acceptable.
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Kuldeep R. Dhariwal, Ph.D.
Review Branch II
Division of Bioequivalence
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Dale P. C6nnef7'Pharm D.
Director
Division of Bioequivalence




Table 1

Comparative Quantitative Composition of Amoxicillin Tablets

Ingredient 500 mg 875 mg
mg/tab w/w % mg/tab w/w %

Amoxicillin Trihydrate
Microcrystalline Cellulose
Sodium Starch

Crospovidone

Colloidal Silicon
Magnesium Stearate
Coating:

Total

Test 500 mg tablet: Film-coated, capsule shaped, off-white tablet,
debossed “93” on one side and “2263” on the other side.

Test 875 mg tablet: Film-coated, capsule shaped, off-white tablet,
scored on one side, debossed “93” on one side of the score and
“2264” on the other side of the score.

Reference tablets: Each film-coated, capsule shaped, pink tablet

is debossed with Amoxil centered over 500 or 875, respectively.
The 875 mg tablet is scored on the reverse side.
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Table 2

MEAN PLASMA AMOXICILLIN LEVELS (microgram/mL) FOR TEST (1) AND
REFERENCE (2) PRODUCTS IN FASTING STUDY, n=26
Dose= 1x875 mg

| | MEAN1 | sp1 | MEAN2 |  sSD2 | RMEAN12 |
R R T R P R R R |
|TIME HR | | | | |
jo | 0.00] 0.00} 0.00] 0.00 N
l|0.33 | 1.50] 1.74] 1.61] 1.60 0.93]
|o.67 | 5.83| 4.77| 6.21) 3.64 0.94|
|1 | 8.98| 4.52] 8.88]| 4.34| 1.01]
[2.33 | 10.66 | 4.17| 10.44 | 4.04| 1.02]
|2.67 | 11.20]| 3.44| 10.43| 3.49 1.07]
|2 i 10.98| 3.23] 10.47| 3.38 1.05]
2.5 | 9.46| 2.80] 8.90] 2.23 1.06]
|3 | 7.98]| 2.22] 7.07} 1.80 1.13]
l4 | 5.01} 2.16} 5.09] 2.56] 0.98]
|5 | 2.73] 1.29] 2.82] 1.96] 0.97]
le | 1.48} 0.70] 1.63} 0.98} 0.90]
|8 | 0.44]| 0.16} 0.51} 0.28] 0.87]
UNIT: PLASMA LEVEL=MICROGRAM/ML TIME=HRS
ARITHMETIC MEANS AND RATIOS

| | MEAN1 | sD1 | MEAN2 | SD2 | RMEAN12 |

---------------------- R e L EE LR |
| PARAMETER ] | | | | ]
|aucI | 39.16| 8.54] 38.44]| 8.62] 1.02]
|aucT | 38.42| 8.41] 37.49]| 8.46] 1.02)
| cMAX i 12.79] 3.31] 12.21] 3.28} 1.05{
|KE | 0.61| 0.08] 0.58] 0.09] 1.05]
|Lauct | 38.28]| 0.22] 37.49| 0.23] 1.02]|
jLavcT | 37.55] 0.22] 36.56 | 0.23] 1.03]
| LCMAX i 12.38} 0.26] 11.79] 0.27] 1.05]
| THALF | 1.16] 0.15] 1.23] 0.21] 0.95]|
| TMAX | 1.98] 0.73] 1.85] 0.74] 1.07]|

UNIT: AUC=MICROGRAM HR/ML CMAX=MICROGRAM/ML TMAX=HR
LOG-TRANSFORMED DATA WERE CONVERTED TO ANTI-LOG IN THE TABLE
LSMEANS AND 90% CONFIDENCE INTERVALS

| | 1LsM1 | LsM2 | RLSM12 | LOWCI12 | UPPCI12 |
R R D T mm-mm--- - R R |
| PARAMETER | | | | | |
|avct | 39.16| 38.44| 1.02]| 96.93| 106.81}|
| aucT | 38.42] 37.49]| 1.02] 97.39} 107.55|
| cMAX | 12.79] 12.21] 1.05]| 96.53| 113.01|
| Lavct | 38.28| 37.49]| 1.02] 96.83| 107.67|
| LaveT | 37.55{ 36.56 | 1.03] 97.23] 108.51|
| LcMAx | 12.38]| 11.79]| 1.05] 96.26| 114.57|
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Table 3
MEAN PLASMA AMOXICILLIN LEVELS (MICROGRAM/ML) FOR TEST AND REFERENCE
PRODUCTS IN NON-FASTING STUDY, N=17
Dose= 1xB75 mg

| | MEAN1 | sD1 | MEAN2 | SD2 | MEAN3 | SD3 | RMEAN12 |
---------------------- R e e e |
|TIME HR | l | I I | | I
jo | 0.00 0.00] 0.00]| 0.00} 0.00] 0.00] .
|o.33 | 1.03 1.04] 0.36]| 0.48] 0.09] 0.23] 2.84]
jo.67 | 4.78 2.52] 3.42] 2.58] 1.30] 1.19] 1.40}
j2 | 8.14| 3.83] 7.35] 4.50] 3.83]| 2.89] 1.11]
j1.33 | 9.46| 3.66] 9.73} 4.43] 6.79] 3.95] 0.97}
j1.67 | 9.78| 3.39] 10.65} 3.21| 9.11] 3.73| 0.92)
|2 | 9.69 2.64] 10.34] 2.24| 10.07] 2.85] 0.94}
2.5 | 7.92 2.27]| 8.74| 1.83] 9.60] 1.93] 0.91]
|3 | 6.08 1.83]| 6.95] 1.89]| 8.28] 2.18} 0.87]
ja | 3.87] 1.41]| 4.05]| 1.45] 4.71] 1.64| 0.96|
Is | 2.19] 1.06] 2.14] 0.72] 2.55]| 0.88] 1.03]|
|6 | 1.25]| 0.75} 1.21] 0.45] 1.39] 0.51} 1.03]
|8 | 0.46| 0.40| 0.42] 0.13] 0.46 | 0.15] 1.09]|
(CONTINUED)

UNIT: PLASMA LEVEL=MICROGRAM/ML TIME=HRS
MEAN PLASMA AMOXICILLIN LEVELS FOR TEST AND REFERENCE PRODUCTS

---------------------- R T E |
| TIME HR | | |
0 | N .
0.33 | 11.79] 4.15
0.67 | 3.66| 2.62
1 | 2.12] 1.92
1.33 | 1.39] 1.43
1.67 | 1.07] 1.17
2 ] 0.96| 1.03
2.5 | 0.82] 0.91
3 | 0.73] 0.84
4 i 0.82] 0.86
3 | 0.86]| 0.84
|6 | 0.90]| 0.87
|8 | 1.00] 0.92

1= TEST FASTING
2= TEST NON-FASTING
3= REF NON-FASTING
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Table 4

AMOXICILLIN PHARMACOKINETIC PARAMETERS IN NON-FASTING STUDY, N=17
Dose= 1x875 mg

UNIT: PLASMA LEVEL=MICROGRAM/ML TIME=HRS
ARITHMETIC MEANS AND RATIOS

| | MEAN1 | sDp1 | MEAN2 | sD2 | MEAN3 | SD3 | RMEAN12 |
R s e fommmmmaen fmmmmm e fmmmmm e e B dmmmmmm e j
| PARAMETER | | | | | | | |
|avcI | 32.96] 7.48] 33.61] 4.81} 32.83] 4.33] 0.98]
| AuCT | 32.01] 7.00] 32.82| 4.81} 32.04] 4.24] 0.98]
| cMAX | 11.02| 3.20] 12.23] 2.88] 11.62| 2.64] 0.90]
|KE | 0.55] 0.10} 0.55] 0.08] 0.59} 0.06] 1.00]
|LAUCT | 31.92] 0.28] 33.30] 0.14] 32.58] 0.13} 0.96]
|LavCT | 31.04| 0.28] 32.51] 0.14} 31.79] 0.13]§ 0.95}
j LCMAX | 10.39] 0.40] 11.93} 0.22] 11.36] 0.21] 0.87]
| THALF | 1.30} 0.27] 1.28] 0.21} 1.19]| 0.11] 1.02|
: | TMAX | 1.81] 0.45] 1.78] 0.41} 2.20] 0.51] 1.02}
¢ (CONTINUED)
UNIT: AUC=MICROGRAM HR/ML CMAX=MICROGRAM/ML TMAX=HR
LOG-TRANSFORMED DATA WERE CONVERTED TO ANTI-LOG IN THE TABLE
ARITHMETIC MEANS AND RATIOS
| | RMEAN13 | RMEAN23 |
R dommm e R |
| PARAMETER | | |
|aucI | 1.00] 1.02]
|aucT } 1.00] 1.02]|
| cMAX | 0.95] 1.05]|
|KE | 0.94| 0.94|
| Lavex | 0.98} 1.02]
| LauCT | 0.98] 1.02}
| LCMAX | 0.91} 1.05]|
| THALF } 1.09] 1.08]
| TMAX | 0.83} 0.81}
UNIT: AUC=MICROGRAM HR/ML CMAX=MICROGRAM/ML TMAX=HR
LOG-TRANSFORMED DATA WERE CONVERTED TO ANTI-LOG IN THE TABLE
LSMEANS AND RATIOS
| | LsMm1 | LsM2 | LsMm3 | RLSM12 | RLSM13 | RLSM23 |
---------------------- R et R e L PP TP
| PARAMETER | | | | | | |
|aucI | 32.76| 33.37] 32.75] 0.98] 1.00} 1.02]
| AUCT | 31.81] 32.58] 31.95] 0.98} 1.00] 1.02].
| cMAX | 10.93| 12.15] 11.55] 0.90] 0.95] 1.05]|
| LaucI [ 31.75} 33.05]| 32.52] 0.96] 0.98| 1.02]
|LAUCT | 30.87] 32.25]| 31.72] 0.96| 0.97] 1.02]|
JLCMAX | 10.32) 11.84| 11.32] 0.87| 0.91] 1.05]

1= TEST FASTING
2= TEST NON-FASTING
3= REF NON-FASTING
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Table 5.

In Vitro Dissolution Testing

Drug (Generic Name): Amoxicillin Tablets

Dose Strength: 500 mg and 875 mg

ANDA No.: 65-056

Firm: Teva

Submission Date: December 3, 1999

File Name: 65056SDW.D99

I. Conditions for Dissoclution Testing: USP method
USP XXIII Basket: Paddle: x RPM: 75
No. Units Tested: 12
Medium: Water Volume: 900 mL

Specifications: NLT
N ® . .
Reference Drug: Amoxil (SmithKline)

Assay Methodology

90 minutes

II. Results of In Vitro Dissolution Testing:
Sampling Test Product Reference Product
Times Lot #1034-58 Lot #KK1681
(Minutes) Strength(mg) 500 Strength(mg)} 500
Mean % Range sCV Mean % Range sCV
10 96.6 3.33 95.7 1.22
20 98.6 2.03 97.1 0.77
90 100.2 2.27 97.1 0.66
Sampling Test Product Reference Product
Times Lot #1034-7 Lot #MB2223
(Minutes) Strength(mg) 875 Strength(mg) 875
Mean % Range %CV Mean % Range sCV
10 95.5 o 2.18 98.7 0.86
20 98.5 1.93 99.9 ; 0.84
S0 100.2 1.08 0.80

99.9

14




BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 65-056 APPLICANT: Teva Pharmaceuticals

DRUG PRODUCT: Amoxicillin Tablets, 500 mg and 875 mg

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

We acknowledge that the following dissolution testing has been
incorporated into your stability and quality control programs:

The dissolution testing should be conducted in 900 mL of
water at 37°C using USP Apparatus II (paddle) at 75 rpm.
The test product should meet the following specifications:

Not less than of the labeled amount of the drug in
the dosage form is dissolved in 90 minutes.

Please note that a food-effect study is not required for drug
products (tablets, capsules, chewable tablets and suspensions)
containing only amoxicillin.

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

Sincerely yours,

e

Dale P. Conner, Pharm./ D.

Director

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research
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FIG 1. PLASMA AMOXICILLIN LEVELS

AMOXICILLIN TABLETS, 875 MG, ANDA #65-056

UNDER FASTING CONDITIONS
DOSE=1 X 875 MG
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FIG 2. PLASMA AMOXICILLIN LEVELS

AMOXICILLIN TABLETS, 875 MG, ANDA #65-056
UNDER FASTING/NONFASTING CONDITIONS
DOSE=1 X 875 MG
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BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 65-056 APPLICANT: Teva Pharmaceuticals

DRUG PRODUCT: Amoxicillin Tablets, 500 mg and 875 mg

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

We acknowledge that the following dissolution testing has been
incorporated into your stability and quality control programs:

The dissolution testing should be conducted in 900 mL of
water at 37°C using USP Apparatus II (paddle) at 75 rpm.
The test product should meet the following specifications:

Not less than of the labeled amount of the drug in
the dosage form is dissolved in 90 minutes.

Please note that a food-effect study is not required for drug
products (tablets, capsules, chewable tablets and suspensions)
containing only amoxicillin.

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

Sincerely yours,

I s

Dale P. Conner, Pharm. D.

Director

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research
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ANDA APPROVAL SUMMARY
ANDA: 65-056
DRUG PRODUCT: Amoxicillin Tablets, USP
FIRM: TEVA Pharmaceuticals

DOSAGE FORM: Tablets STRENGTH: 500 and 875 mg

CGMP STATEMENT/EIR UPDATE STATUS: Signed cGMP certification
provided on page 1973, Vol. 1.6. Acceptable EER dated 7/17/00.

BIO STUDY: The bio-study conducted on the applicant’s product
and Smithkline Beecham’s Amoxil® capsules (875 mg) and the
waiver for bio-study (500 mg) were found acceptable by the
Division of Bioequivalence on 3/7/00.

METHOD VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):
The drug substance and drug product are both USP. The applicant
is using USP methods in testing the bulk drug and finished
product. The firm is using in-house validated methods for
identification and dissolution testing on the finished product.

STABILITY - (ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN

CONTAINER SECTION?): Accelerated and room temperature stability
data support the proposed 24 month expiration date. Containers

used in the stability studies were identical to those described

in the container section.

LABELING: See “Approval Summary”.

STERILIZATION VALIDATION (IF APPLICABLE): Not-applicable to
this drug product.

SIZE OF BIO BATCH (FIRM'S SOURCE OF NDS OK?): Exhibit batch
#1034-7 (875 mg) used for stability and bio-studies and exhibit
batch #1034-58 (500 mg) used for stability studies were
manufactured with bulk drug substance from TEVA Pharmaceuticals
USA (API Division). Both exhibit batches were

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?): The proposed production batch size is
The manufacturing process described in the master

production record is the same as that described in the exhibit
batch record.

CHEMIST: Ruth Ganunis DATE: 9lu2ln
SUPERVISOR: Richard Adams DATE: g¢[3[07



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

ANDA Number: 65-056
Date of Submission: December 3, 1999
Applicant’'s Name: Teva Pharmaceuticals USA
Established Name: Amoxicillin Tablets USP, 500 mg and 875 mg
Labeling Deficiencies:
1. CONTAINER: 500 mg and 875 mg — 100s and 500s

a. We encourage you to differentiate your drug product strengths by using
contrasting colors, boxing or some other means.

b. Revise the “Each tablet contains ...” statement to read, “Each tablet contains
___ mg amoxicillin as the trihydrate.

c. To be consistent with the innovator's labels, we encourage you to revise the
“Usual Dosage ...” statement to read “ Usual Dosage: 1 tablet every 12 hours.
See package ...".

d. Following the storage temperature recommendations delete the word, “between”,
replace the hyphens with the word “to” add the text, “[See USP]".

2. INSERT
a. We encourage you to add the legend “Rx only” to follow the Title.
b. General Comments
i. We encourage you to use the abbreviation, “mcg” for micrograms instead
of *ng”.
ii. We encougge you to delete the terminal zero following a decimal point,
i.e., “3" instead of “3.0", when expressing a range of doses.
c. DESCRIPTION

Add the following as the last sentence of the first paragraph:
The structural formula is:
d. CLINICAL PHARMACOLOGY
Revise the first five paragraphs of this section to be in accord with the
attached labeling of the reference listed drug, Amoxil®, with the

following exceptions:

e First paragraph

... investigated. The 875 mg formulation ... However, food effect ...
the 500 mg formulation.

e Second paragraph

Orally administered doses of 500 mg ...




e Delete the paragraph, "Amoxicillin chewable ... respectively”.

+ Delete the paragraph, “Oral administration of single doses of 400 mg
.. data” and the associated table.

e. PRECAUTIONS
i Drug Interactions

Revise this subsection to be in accord with the attached labeling of the
reference listed drug, Amoxil®.

ii. Drug/Laboratory Test Interactions

Delete the text “(e.g., Tes-Tape®)”.
f. DOSAGE AND ADMINISTRATION

Revise this section to be in accord with the attached labeling of the reference
listed drug, Amoxil®.

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

Please note that we reserve the right to request further changes in your labels and/or labeling

based upon changes in the approved labeling of the listed drug or upon further review of the
application prior to approval.

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://www.fda.gov/cder/ogd/rid/labeling 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 .explained.

A

"

1f\,\kQ, N\a/\g . (/(?‘ / :

Robert L. West, M.S.&A.Ph.

Director Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

Attachment: Portions of the Amoxil®’s package insert labeling.



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

ANDA Number: 65-056
Date of Submission: December 3, 1999
Applicant's Name: Teva Pharmmaceuticals USA
Estéblished Name: Amoxicillin Tablets USP, 500 mg and 875 mg
Labeling Deficiencies:
1. CONTAINER: 500 mg and 875 mg — 100s and 500s

a. We encourage you to differentiate your drug product strengths by using
contrasting colors, boxing or some other means.

b. Revise the “Each tablet contains ..."” statement to read, “Each tablet contains
____mg amoxicillin as the trihydrate.

C. To be consistent with the innovator's labels, we encourage you to revise the
“Usual Dosage ..." statement to read “ Usual Dosage: 1 tablet every 12 hours.
See package ...".

d. Following the storage temperature recommendations delete the word, “between”,
replace the hyphens with the word “to” add the text, “[See USP}".

2. INSERT
a. We encourage you to add the legend “Rx only” to follow the Title.
b. General Comments
i We encourage you to use the abbreviation, “mcg” for micrograms instead
of “ug”.
ii. We encmfage you to delete the terminal zero following a decimal point,
i.e., “3"instead of “3.0”, when expressing a range of doses.
c. DESCRIPTION

Add the following as the last sentence of the first paragraph:
The structural formula is:
d. CLINICAL PHARMACOLOGY
Revise the first five paragraphs of this section to be in accord with the
attached labeling of the reference listed drug, Amoxil®, with the
following exceptions:

o First paragraph

... investigated. The 875 mg formulation ... However, food effect ...
the 500 mg formulation.

 Second paragraph

Orally administered doses of 500 mg ...



o Delete the paragraph, “Amoxicillin chewable ... respectively”.

» Delete the paragraph, “Oral administration of single doses of 400 mg
... data” and the associated table.

e. PRECAUTIONS
i. Drug Interactions

Revise this subsection to be in accord with the attached labeling of the
reference listed drug, Amoxil®.

ii. Drug/Laboratory Test Interactions
Delete the text “(e.g., Tes-Tape®)”.
f. DOSAGE AND ADMINISTRATION

Revise this section to be in accord with the attached labeling of the reference
listed drug, Amoxil®.

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

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

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://www.fda.gov/cder/ogd/rid/labeling_review branch.
htmi.

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.

Robert L. West, M.S., R.Ph.

Director Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

Attachment: Portions of the Amoxil®’s package insert labeling.



REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was
assured. USP 23

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 finm 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 so, 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 proposed have any safety and/or regulatory concerns?

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

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

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

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

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

Are there any other safety concerns?

Labeling

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

Has applicant failed to clearly differentiate multiple product strengths?

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




Labeling({continued)

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

red for the NDA)

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

statement needed?

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

Has the firm failed to adequately support compatibility or stability claims X

which appear in the insert labeling? Note: Chemist should confirm the data
has been adequately supported.

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

Is the scoring configuration different than the RLD?

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

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

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

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

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

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

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

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

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

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

i X[ x| x| X| X

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

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

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

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

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

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

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

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail
where/why. *Applicant does not propose the 400 mg dosage form.
Therefore, text referencing this dosage form will be deleted. See FTR.

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




FOR THE RECORD:
1. Labeling model
Amoxil, by SmithKline Beecham Pharmaceuticals, approved 5/11/99 and issued 4/99
2. The inactive ingredients listed in the DESCRIPTION section are consistent with the firm's

components and composition statements.
[Vol. B1.3, 1829]

3. The firm’'s physical description/scoring of each tablet strength in the HOW SUPPLIED section is
consistent with the firm’s finished dosage form statements.
[Vol. B1.2, p. 2466 & 2482].

4. Manufacturing Facility

Teva Pharmaceuticals USA
New Jersey/Pennsylvania

[B1.3, 1968}
5. Patent and exclusivity —none pending
6. Package Sizes
RLD - 500 mg 20s, 100s, 500s
- 875 mg 20s, 100s, 500s
ANDA - 500 mg 100s, 500s
- 875 mg 100s, 500s
7. Container/Closure

500 mg — 100s & 500s:

« Bottle - High Density Polyethylene [natural colorant]
o Closure - nonchild-resistant cap

875 mg — 100s & 500s:
» Bottle - High Density Polyethylene [natural colorant]
e Closure - nonchild-resistant cap

[B1.2, 2237, 2257, 2275, 2453, 2454, 2322 & 2333]

8. Storage and/or Dispensing:
NDA - Store at or below 25°C (77°F). Dispense in a tight container.
ANDA - Store at controlled room temperature 15° to 30° C (59° to 86° F)

Dispense in a tight light-resistant container as defined in the USP, with a child-
resistant closure (as required).

9. Tablet Scoring

NDA - 500 mg — none
875 mg — scored

ANDA

500 mg — none
875 mg - scored

10. Bioavailability/Bioequivalence - pending



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

ANDA Number: 65-056

Date of S_meissibn:. June 30, 2000
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11. Labeling Issue:
CLINICAL PHARMACOLOGY section:

Currently the applicant does not propose to market the 125 mg, 200 mg, 250 mg and 400 mg
dosage form. Therefore, text referencing these strengths will be deleted from the CLINICAL
PHARMACOLOGY section. This is consistent with a similar decision for ANDAs not marketing
the 400 mg and 875 mg dosage forms. In this case, ANDAs were requested to delete the text
referencing both the 400 mg and the 875 mg dosage forms from the CLINICAL
PHARMACOLOGY section.

Date of Review: 2/14/2000

A
Q (—bm ! 2-2% 2000
‘CPrimary Revu Date

J cquelipeiCouncil, Pharm.D.
K({ 7|3 foo

Team Leqdér Date




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.

William Peter Richman

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

Attachment: Portions of the Amoxil®'s package insert labeling.




REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name Yes [No | NA. -
Different name than on acceptance to file letter? X
Is this product a USP item? If so, USP supplement in which verification was
assured. USP 23
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, complete this
subsection.

Committee? If so, what were the recommendations? If the name was
unacceptable, has the firm been notified?

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

Prefix or Suffix present?

Has the name been forwarded to the Labeling and Nomenciature X

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 proposed have any safety and/or regulatory concerns?

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

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

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

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

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

Are there any other safety concerns?

Labeling

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

Has applicant failed to clearly differentiate multiple product strengths?

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

Corporate Headquarters:

TEVA PHARMACEUTICALS USA
650 Cathill Road

PO BOX 904

Sellersville, PA 18960

Corresponding Address:

TEVA PHARMACEUTICALS USA
1510 Delp Drive

PO BOX 247

Kulpsville, PA 19443

Phone: (215) 256-8400
FAX: (215) 721-9669

Phone: (215) 256-8400
FAX: (215) 256-7855

August 30, 2000

Gary Buehler, Acting Director TELEPHONE AMENDMENT
Office of Generic Drugs

Food and Drug Administration

Document Control Room ORIG AMENDMENT
Metro Park North 11

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

ANDA #65-056
AMOXICILLIN TABLETS USP, 500 mg and 875 mg

TELEPHONE AMENDMENT - RESPONSE TO AUGUST 28, 2000 AND AUGUST 29, 2000
TELEPHONE CONVERSATIONS

Dear Mr. Buehler:

We submit herewith a telephone amendment to the above-referenced pending ANDA in response to comments
set forth in an August 28, 2000 telephone conversation with Mark Anderson and the Review Chemist and on
August 29, 2000 with Richard Adams and the Review Chemist.

Based on these discussions, Teva has reduced the stability water specification to be the same as the release
specification Please find the revised Finished Product Procedures Manual (Version 2.2) and
Finished Product Stability Protocol for your review (Attachments 1 & 2, respectively). While the impurity
specifications listed on page 1841 of our original application contained the drug substance manufacturer’s
stability limits of _ » Total we do not intend to accept material which does not
comply with Teva USA’s limits of Total as listed in our laboratory
procedure manual for the bulk drug.

It 1s Teva Pharmaceutical USA’s opinion that the information provided herein represents a complete response
to all of the Agency’s comments presented in the August 28, 2000 and August 29, 2000 telephone
conversations. This information is submitted for your continued review and approval. If there are any further
questions, please do not hesitate to contact me at (215) 591-3142 or facsimile at (215) 591-8812.

Sincerely,

Deborah A. Jaskot '

Executive Director, Regulatory Affairs
DAJ/brb
Enclosures
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I-I rl — l / I ’(D (7’"/’\ Deborah A. Jaskot
s : Sr. Director, Regulatory Affairs

P AV
1\t v
Corporate Headquarters: @ Corresponding Address:
TEVA PHARMACEUTICALS USA TEVA PHARMACEUTICALS USA
1

650 Cathill Road, Sellersville, PA 18960 W 510 Delp Drive, Kulpsville, PA 19443
1,
et
Toll Free: (888) TEVA USA /lk Toll Free: (888) TEVA USA
Phone: (215) 256-8400 Phone: (215) 256-8400
FAX: (215) 721-9669 FAX: (215) 256-7855

June 30, 2000

‘Gary Buehler, Acting Director FACSIMILE AMENDMENT
Office of Generic Drugs

Food and Drug Administration

Document Control Room

Metro Park North I1 NDA ORIG AMENDMENT
7500 Standish Place, Room 150 /\/ /Ef?'
Rockville, Maryland 20855-2773

ANDA #65-056

AMOXICILLIN TABLETS USP, 500 mg and 875 mg

FACSIMILE AMENDMENT - RESPONSE TO REVIEW LETTER DATED JUNE 5, 2000

Dear Mr. Buehler:

your letter of June 5, 2000. A copy of the June 5, 2000 review letteg4y =;J 43R ttachment 1. The
deficiencies presented in the aforementioned letter are addresg
presented.

L Chemistry

A. Deficiencies

1.



ANDA #65-056
AMOXICILLIN TABLETS USP, 500 mg and 875 mg
FACSIMILE AMENDMENT - RESPONSE TO REVIEW LETTER DATED JUNE 5, 2000

PAGE 2 of 3
B.
A
C
_____ Fre e m e
2. e e ancananve method tor identificatian nf
0. Labeling

110

Final printed labels, insert, and a side-by-side comparison which incorporate revisions from
deficiency comments are enclosed as Attachment 4. With regard to comment 1.a., please note
that different colors are used on the container labels for the different strengths in order to
easily differentiate them. Regarding comment 1.b., we have made your requested change,
however, we have modified the wording slightly based on TEVA Pharmaceuticals USA
format. Regarding comment 2.a., based on TEVA Pharmaceuticals USA format and recently
approved labeling for other products, “Rx only” has not been included in our insert.

Bioequivalancy

We have previously incorporated the comments presented by the Division of Bioequivalence
into our testing. We note that a food-effect study is not required for drug products containing



ANDA #65-056
AMOXICILLIN TABLETS USP, 500 mg and 875 mg

FACSIMILE AMENDMENT - RESPONSE TO REVIEW LETTER DATED JUNE 5, 2000
PAGE 3 of 3

only amoxicillin. Additionally we note that the bioequivalancy comments provided are
preliminary and are subject to revision after review of the entire application.

The information provided herein represents, in our opinion, a complete response to your letter of June
5, 2000 and is submitted towards the continued review and approval of this pending ANDA. If any
additional information or clarification is needed, please do not hesitate to contact me at (215) 256-
8400 ext. 5249 or by facsimile at (215) 256-8105.

Sincerely,

DAJ/mea/pe é

Enclosures
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‘ 7 Sr. Director, Regulatory Affairs
Corporate Headquarters: L Corresponding Address:
TEVA PHARMACEUTICALS USA

TEVA PHARMACEUTICALS USA
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Toll Free: (888) TEVA USA
Phone: (215) 256-8400
FAX: {215) 721-9669

ebruary 29, 2000 N / A,%

youglas Sporn, Director
iffice of Generic Drugs
ood and Drug Administration
ocument Control Room

" {etro Park North II
500 Standish Place, Room 150
ockville, MD 20855-2773

@ | NDA #65-056

g {\AOXICILLIN TABLETS USP, 500 mg and 875 mg g
IOEQUIVALENCE TELEPHONE AMENDMENT - RESPONSE TO TELEPHONE

ONVERSATION ON FEBRUARY 22, 2000 '

ear Mr. Sporn:

e submit herewith a Bioequivalence Telephone‘Amendment to the above-reference: ]
accord with a telephone conversation with Ms. Jennifer Fan from the Division of Bigeu

February 22, 2000. Specifically, per that conversation, we are providing individual 1.1,
1sma concentration plots for the Fed Study.

is information is submitted for your review and approval of ANDA 65-056. If you,
estions, do not hesitate to contact me at (215) 256-8400 ext. 5249 or via facsimi

05.
icerely,
R FOR
S
LAronal) W RECD
3/ HAR 0 1 2000
mea

" :losures
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Corporate Headquarters:
TEVA PHARMACEUTICALS USA
650 Cathill Road, Sellersville, PA 18960

Deborah A. Jaskot
_Sr. Director, Regulatory Affairs

C esponding Address:
CEUTICALS USA
ille, PA 19443

Toll Free: (888) TEVA USA
Phone: (215) 256-8400
FAX: (215) 721-9669

NDA ORIG AMENDMENT

ebruary 29, 2000 N/A ‘)

youglas Sporn, Director

'ffice of Generic Drugs

ood and Drug Administration
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500 Standish Place, Room 150
ockville, MD 20855-2773
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TELEPHOR
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NDA #65-056
MOXICILLIN TABLETS USP, 500 mg and 875 mg

[OEQUIVALENCE TELEPHONE AMENDMENT - RESPONSE TO TELEPHONE
ONVERSATION ON FEBRUARY 22, 2000 |

gar Mr. Sporn:

e submit herewith a Bioequivalence Telephone Amendment to the above-referenced pen
accord with a telephone conversation with Ms. Jennifer Fan from the Division of
February 22, 2000. Specifically, per that conversation, we are providing individual
1sma concentration plots for the Fed Study. "

is information is submitted for your review and approval of ANDA 65-056. If you hz

estions, do not hesitate to contact me at (215) 256-8400 ext. 5249 or via facsimile at
05.

cerely,
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Deborah A, Jaskot
Sr. Director, Regulatory Affairs

Corporate Headquarters:
TEVA PHARMACEUTICALS USA
650 Cathill Road, Sellersville, PA 18960

Corresponding Address:
TEVA PHARMACEUTICALS USA
1510 Delp Drive, Kulpsville, PA 19443

Toll Free: (888) TEVA USA
Phone: (215) 256-8400
FAX: (215) 721-9669

February 14, 2000

Douglas Spom, Director

Office of Generic Drugs

Food and Drug Administration
Document Control Room
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

ANDA #65-056
AMOXICILLIN TABLETS USP, 500 mg and 875 mg

Toll Free: (888) TEVA USA
i T Phone: (215) 256-8400
o FAX: (215) 256-7855

NDA ORIG AMENDMENT
W/A B

BIOEQUIVALENCE
TELEPHONE AMENDMENT

BIOEQUIVALENCE TELEPHONE AMENDMENT - RESPONSE TO TELEPHONE

CONVERSATION ON FEBRUARY 7, 2000

Dear Mr. Sporn:

We submit herewith a Bioequivalence Telephone Amendment to the above-referenced pending ANDA
in accord with a telephone conversation with Ms. Jennifer Fan from the Division of Bioequivalence
on February 7, 2000. Specifically, per that conversation, we are providing individual patient linear

plasma concentration plots for the Fasted Study.

This information is submitted for your review and approval of ANDA 65-056. If you have further
questions, do not hesitate to contact me at (215) 256-8400 ext. 5249 or via facsimile at (215) 256-

8105.
Sincerely,
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\f? CEDd

\\((}' Q;‘?S
Loy s




ANDA 65-056

Teva Pharmaceutical USA
Attention: Deborah Jaskot

1510 Delp Drive EQMQZ; o
Kulpsville, PA 19443 ‘
Illl'lllllllllllI|IIIII|II|IIII'

Dear Madam:
We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal

Food, Drug and Cosmetic Act.

Reference is made to the telephone conversation dated December
21, 1999 and your correspondence dated December 21, 1999.

NAME OF DRUG: Amoxicillin Tablets USP, 500 mg and 875 mg
DATE OF APPLICATION: December 3, 1999
DATE (RECEIVED) ACCEPTABLE FOR FILING: December 6, 1999

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

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



Should you have questions concerning this application, contact:

Mark Anderson
Project Manager
(301) 827-5849

Sincerely yours,

L7y,

Robert L. West, M.S., R.Ph.
Director

Division of Labeling and Program
Support

Office of Generic Drugs

Center for Drug Evaluation and
Research

ANDA
cc:
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Corporate Headquarters:
TEVA PHARMACEUTICALS USA
650 Cathill Road, Sellersville, PA 18960

Corresponding Address :
TEVA PHARMACEUTICALS USA
1510 Delp Drive, Kulpsville, PA 19443

Phone: (215) 256 8400
FAX:(215) 721 9669

December 3, 1999

Douglas Sporn, Director

Office of Generic Drugs

Food and Drug Administration
Document Control Room
Metro Park North I

7500 Standish Place, Room 150
Rockville, MD 20855-2773

ORIGINAL ABBREVIATED NEW DRUG APPLICATION
AMOXICILLIN TABLETS USP, 500 mg and 875 mg

Dear Mr. Spomn:

Toll Free: (888) TEVA USA
FAX :(215) 256 7855

We submit herewith an abbreviated new drug application for the drug product Amoxicillin Tablets

USP, 500 mg and 875 mg.

Enclosed are archival and review copies assembled in accord with Office of Generic Drugs February
1999 Guidance for Industry: Organization of an ANDA (OGD #1, Rev. 1). These copies are
presented in a total of 15 volumes; 7 for the archival copy and 8 for the review copy.

The application contains a full report of 2 in vivo bioequivalence studies. These studies compared
Amoxicillin Tablets USP, 875 mg manufactured by TEVA Pharmaceuticals USA to the reference
listed drug, Amoxil® Tablets, 875 mg, under both fasting and post-prandial conditions.

We look forward to your review and comment. Should there be any questions regarding the
information contained herein, please do not hesitate to contact me by phone at (215) 256-8400, ext.

5249, or by facsimile at (215) 256-8105.

Sincerely,

DAJ/mea 6
Enclosures

DEC 06 1999
Gin
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l] [J — l/ Deborah A. Jaskot

Sr. Director, Regulatory Affairs

Corporate Headquarters:
TEVA PHARMACEUTICALS USA
650 Cathil! Road, Sellersville, PA 18960

Corresponding Address:

TEVA PHARMACEUTICALS USA
1510 Delp Drive, Kulpsville, PA 19443

Toll Free: (888) TEVA USA Toll Free: (888) TEVA USA
Phone: (215) 256 8400 Phone: (215) 256 8400
FAX :{(215) 721 9669 FAX: (215) 256 7855

December 21, 1999
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Douglas Sporn, Director - HIRW CORRESP
Office of Generic Drugs US
Food and Drug Administration

Document Control Room

Metro Park North II

7500 Standish Place, Room 150

Rockvilie, MD 20855-2773

ANDA # 65-056
AMOXICILLIN TABLETS USP, 500 mg and 875 mg
NEW CORRESPONDENCE

Dear Mr. Spomn:

We submit herewith an amendment to the above-referenced pending ANDA in accord with a
ielephone communication from Emily Thomas of your office and Philip Erickson on December 21,
1009, Specifically, at her request, we are previding the quantitative formulation of the

* from

We look forward to your review and conuneni. Should there be any questions regarding the

information contained herein, please do not hesitate to contact me by phone at (215) 256-8400, ext.
5249, or by facsimile at (215) 256-8105

Sincerely,

W

Enclosures




