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APPROVAL LETTER




Food and Drug Administration

Rockville, MD 20857
ANDA 090790

Apotex Corp.
Attention: Kiran Krishnan
Associate Director, Regulatory Affairs
2400 N. Commerce Parkway, Suite 400
Weston, FL 33326

Dear Sir:

This is in reference to your abbreviated new drug application
(ANDA) dated August 27, 2008, submitted pursuant to section
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act),
for Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg.

Reference is also made to the tentative approval letter issued
by this office on August 11, 2010, and to your amendments dated
February 1, August 12, September 21, September 24, September 27,
September 28, and October 4, 2010.

We have completed the review of this ANDA and have concluded
that adequate information has been presented to demonstrate that
the drug is safe and effective for use as recommended in the
submitted labeling. Accordingly, the ANDA is approved effective
on the date of this letter. The Division of Bioequivalence has
determined your Losartan Potassium Tablets USP, 25 mg, 50 mg and
100 mg, to be bioequivalent and, therefore, therapeutically
equivalent to the reference listed drug, Cozaar Tablets, 25 mg,
50 mg, 100 mg, respectively, of Merck Research Laboratories.
Your dissolution testing should be incorporated into the
stability and quality control program using the same method
proposed in your application.

The reference listed drug (RLD) upon which you have based your
ANDA, Cozaar Tablets, 25 mg, 50 mg, and 100 mg, of Merck Research
Laboratories, i1s subject to a period of patent protection. As
noted in the agency’s publication titled Approved Drug Products
with Therapeutic Equivalence Evaluations (the “Orange Book”),
U.S. Patent No. 5,210,079 (the ‘079 patent) is scheduled to
expire on November 11, 2010 (with pediatric exclusivity
extension) .




Your ANDA contains a statement under section 505(3j) (2) (A) (viii)
of the Act that the ‘079 patent is a method-of-use patent, and
that this patent does not claim any indication for which you are
seeking approval.

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

We note that if FDA requires a Risk Evaluation & Mitigation
Strategy (REMS) for a listed drug, an ANDA citing that listed
drug also will be required to have a REMS, See 505-1(i).

Postmarketing reporting requirements for this ANDA 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.

Promotional materials may be submitted to FDA for comment prior
to publication or dissemination. Please note that these
submissions are voluntary. If you desire comments on proposed
launch promotional materials with respect to compliance with
applicable regulatory requirements, we recommend you submit, in
draft or mock-up form, two copies of both the promotional
materials and package insert directly to:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Drug Marketing, Advertising, and Communications
5901-B Ammendale Road

Beltsville, MD 20705

We call your attention to 21 CFR 314.81(b) (3) which requires
that all promotional materials be submitted to the Division of
Drug Marketing, Advertising, and Communications with a completed
Form FDA 2253 at the time of their initial use.

As soon as possible, but no later than 14 days from the date of
this letter, submit, using the FDA automated drug registration
and listing system (eLIST), the content of labeling [21 CFR
314.50(1)] in structured product labeling (SPL) format, as
described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLab
eling/default.htm, that is identical in content to the approved
labeling (including the package insert, and any patient package
insert and/or Medication Guide that may be required). Information
on submitting SPL files using eLIST may be found in the guidance




for industry titled “SPL Standard for Content of Labeling

Technical Qs and As” at
http://www. fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInf
ormation/Guidances/U CM072392.pdf

The SPL will be accessible via publicly available labeling
repositories.

Sincerely yours,

{See appended electronic signature page}

Keith Webber, Ph.D.

Deputy Director

Office of Pharmaceutical Science

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed

electronically and this page is the manifestation of the electronic
signature.

ROBERT L WEST
10/06/2010

Deputy Director, Office of Generic Drugs
for Keith Webber, Ph.D.

Reference ID: 2845346
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Food and Drug Administration

Rockville, MD 20857
ANDA 090790

Apotex Corp.
U.S. Agent for: Apotex, Inc.
Attention: Kiran Krishnan
Associate Director, Regulatory Affairs
2400 North Commerce Parkway, Suite 400
Weston, FL 33326

Dear Sir:

This is in reference to your abbreviated new drug application
(ANDA) dated August 27, 2008, submitted pursuant to section

505(j) of the Federal Food, Drug, and Cosmetic Act (the Act),
for Losartan Potassium Tablets USP, 25 mg, 50 mg, and 100 mg.

Reference is also made to your amendments dated March 5, July 7,
September 8, and September 14, 2009; and January 15, January 20,
January 25, February 1, February 18, February 19, February 23,
March 5 and March 15, 2010.

We have completed the review of this ANDA, and based upon the
information you have presented to date we have concluded that
the drug is safe and effective for use as recommended in the
submitted labeling. However, we are unable to grant final
approval to your ANDA at this time because of the exclusivity
issue noted below. Therefore, the ANDA is tentatively approved.
This determination is based upon information available to the
agency at this time (i.e., information in your ANDA and the
status of current good manufacturing practices (cGMPs) of the
facilities used in the manufacture and testing of the drug
product). This determination is subject to change on the basis
of new information that may come to our attention.

The reference listed drug (RLD) upon which you have based your
ANDA, Cozaar Tablets, 25 mg, 50 mg, and 100 mg, of Merck
Research Laboratories, is subject to periods of patent
protection. As noted in the agency's publication titled
Approved Drug Products with Therapeutic Equivalence Evaluations
(the “Orange Book”), U.S. Patent No. 5,210,079 (the '079 patent)
is scheduled to expire on November 11, 2010, and U.S. Patent No.




5,608,075 (the '075 patent) expired on September 4, 2009 (both
with pediatric exclusivity added) .

With respect to the '079 patent, your ANDA contains a statement
under section 505(j) (2) (A) (viii) of the Act that this is a
method of use patent, and that your ANDA does not claim any
indication protected by this patent.

Your ANDA also contains a paragraph IV certification to the ‘075
patent under section 505(j) (2) (A) (vii) (IV) of the Act stating
that the patent is invalid, unenforceable, or will not be
infringed by your manufacture, use, or sale of Losartan
Potassium Tablets USP, 25 mg, 50 mg, and 100 mg, under this
ANDA. You have notified the agency that Apotex, Inc. (Apotex)
complied with the requirements of section 505(j) (2) (B) of the
Act, and that no action for infringement was brought against
Apotex within the statutory 45-day period, which action would
have resulted in a 30-month stay of approval under section
505(3) (5) (B) (iii) .

However, we are unable at this time to grant final approval to
your ANDA. Prior to the submission of your ANDA, another
applicant submitted an ANDA for Losartan Potassium Tablets USP,
25 mg, 50 mg, and 100 mg, which contained a paragraph IV
certification to the ‘075 patent. Your ANDA will be eligible
for final approval upon the expiration of the other applicant’s
180-day exclusivity identified in section 505 (j) (5) (B) (iv) of
the Act, or that exclusivity is otherwise resolved.

To reactivate your ANDA prior to final approval, please submit a
“MINOR AMENDMENT - FINAL APPROVAL REQUESTED” upon receipt of
this letter. This amendment should provide the legal/regulatory
basis for your request for final approval and should include a
copy of a court decision, or a settlement or licensing
agreement, as appropriate. It should also identify changes, if
any, in the conditions under which the ANDA was tentatively
approved, i.e., updated information such as final-printed
labeling, chemistry, manufacturing, and controls data as
appropriate. This amendment should be submitted even if none of
these changes were made, and it should be designated clearly in
your cover letter as a MINOR AMENDMENT - FINAL APPROVAL
REQUESTED.



In addition to the amendment requested above, the agency may
request at any time prior to the date of final approval that you
submit an additional amendment containing the requested
information. Failure to submit either or, if requested, both
amendments may result in rescission of the tentative approval
status of your ANDA, or may result in a delay in the issuance of
the final approval letter.

Any significant changes in the conditions outlined in this ANDA
as well as changes in the status of the manufacturing and
testing facilities' compliance with current good manufacturing
practices (cGMPs) are subject to agency review before final
approval of the application will be made. Such changes should
be categorized as representing either “major” or “minor”
changes, and they will be reviewed according to OGD policy in
effect at the time of receipt. The submission of multiple
amendments prior to final approval may also result in a delay in
the issuance of the final approval letter.

This drug product may not be marketed without final agency
approval under section 505 of the Act. The introduction or
delivery for introduction into interstate commerce of this drug
product before the final approval date is prohibited under
section 301 of the Act. Also, until the agency issues the final
approval letter, this drug product will not be deemed to be
approved for marketing under section 505 of the Act, and will
not be listed in the “Orange Book.”

For further information on the status of this application, or
prior to submitting additional amendments, please contact Dat
Doan, Project Manager, at (240) 276-9336.

Sincerely yours,

{See appended electronic signature page}

Keith Webber, Ph.D.

Deputy Director

Office of Pharmaceutical Science

Center for Drug Evaluation and Research
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Losartan Potassium Tablets USP Loeartan potassium is a whits to off-white free-flowing crystalline powder with a molecular weight of 461.01. It is fraely solubls in
26 mg. 50 mg, 100 mg water, soluble in alcohols, and slightly solubls in common organic solents, such as acstonitrils and methyl ethyl kstone. Oxidation of
B Only the 5-hydroxymethyl group on the imidazols ring results in the active metabolits of losartan.
USE IN PREGNANCY § Losartan potassium is availabls as tablsts for oral administration containing either 25 mg, 50 mg or 100 mg of losartan potassium §
When u:lﬂ in pi nlq during the second and third trimesters, drugs that act directly on the rennin-angiotensin system ] and the following inactive cellulase, starch, stearats, -3
8“’ mﬁ:"l;“e‘;’ll. fatus. When P'W""“-Y s detectad, bosartan potassium tablsts should be = E hypromellces 6 cp, hydraxy propyl cellukose, titanium dioxide and carnauba wax, :E
88 FstaliVsonatal
=] =]
? r Losartan potassium 25 mg, 50 mg and 100 mg tablsta contain potassium in the following amounts: 2.12 mg (0.054 mEq), 4.24 mg '53
DESCRIPTION §§ (0.108 mEq) and 8.48 mg (0.216 mEq), respectively. §
Loeartan Potassium Tablsts USP is an ulgkmnsln n ncaplor pe AT4) antagonist. Lounan pohslum. a non-pef e moleculs, is W CLINICAL PHARMACOLOGY '-'s
27 o 2" o
2-butyl-4-chl
Y described o é Mechanism of Action E
its smpirical formuk is IKNEO,and its structural formuka is:
omp ik o CzHp2G KNGO, e m gS Angiotensin |1 [formed from angiotensin | in a reaction catalyzed by angiotensin converting enzyme (ACE, kininase 11)], is a potant g&
©» g vasoconstrictor, the primary vasoactive hormone of the renin-angiotansin systsm and an important component in the pathophysiology wg
z of hypertension. n aho stimulatss wmmno eacretion by the adrenal cortex. Losartan and its principal active metabolite block ﬂle
gé g effects of angiotensin Il by eslectively blocking the binding of angiotensin Il to the AT é
recaptor found In muny tissues, (c u mmhr smooth muscle, adrenal gland). There is aleo an AT2 receptor found in many tissues but
3 itis not known to be Both losartan and its principal active metabolits do not exhibit any 3
partial agonist activity at the ATY mamnr and have much greater affinity (about 1000-fold) for the AT4 recaptor than for the AT2 recaptor.
In vitro binding studies indicats that losartan is a reversible, compstitive inhibitor of the ATi receptor. The active metabolits is 10
1 2 1o 40 times more potent by weight than losartan and appears to be a reversible, non-competitive inhibitor of the AT4 recaptor.
y Y
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Neither losartan nor its active metabolits inhibits ACE (kininase I, the enzyme that converts angiotensin | to angiotensin Il and the AUC of the metabolits ie about 4 times as great as that of losartan. A meal slows absorption of losartan and decreases its Cmax but
degrades bradykinin); nor do they bind to or block other hormone racaptors or ion channels known to be important in cardiovascular has only minor effects on losartan AUC or on the AUC of the metabolite (about 10% decreased).
regulation,
N The pharmacokinetics of losartan and its active metabolite were also detsrmined after IV doess of each component separataly in
Pharmacokinetics § healthy volunteers. The volume of distribution of losartan and the active matabolits is about 34 liters and 12 litars, respectively. Total E
General [+ 8 plasma clearance of losartan and the active metabolits is about 600 mL/min and 50 mL/min, respactively, with renal clearance of about H]
= E 75 mL/min and 25 mL/min, respectively. After single doses of lasartan administsrad orally, about 4% of the doss is excreted unchanged = E
» in the urine and about 6% is excreted in urine as active Biliary excration 1o the loeartan and its
Losartan is an orally actve agert that undargose first-pass metabaliem by ot FAS0 anzymas. 1t Is comverted,in ?5 metabolitee. Following oral *4G-labelsd losartan, about 35% of radicactivty is recovarad in the urine and about 60% in the fecss. ?5
e ksl il oo g s Vwﬁ o -pebws gy sy g s Mﬁ ek iewwieg §E Following an intravenous dose of *%C-labelad losartan, about 45% of radioactivity is recovered in the urine and 50% in the feces. §§
ssweral inactive matabolitss ars formad. Following oral and intravenous administration of 4C-labeled losartan potassium, circulating - S Both bosartan and its active metabolits are highly bound to plasma protsins, primarily albumin, with plasma frae fractions of 1.3% and vﬁé
” plasma radioactivity is primarily attributed to losartan and its active metabolite. /n vitro studies indicate that cytochrome P450 2C9 and = ” y ¥ y [
2 @ 2 0.2%, respectively. Phsma protsin binding is constant over the concentration range achieved with recommended dosss. Studies in rats =
3A4 are involved in the biotransformation of losartan to its metabolitss. Minimal conversion of loeartan to the active metabolite (lees E indicats that bosartan crosses th blood-brain barrier poorly, f at al, s
than 1% of the dose comparad to 14% of the dose in normal subjects) was seen in about one parcant of individuals studied. E " : E
The tarminal half-life of losartan is about 2 hours and of the metabolits is about 6-9 hours. 2 Special Populations 2
©w ©w
The pharmacokinetics of kosartan and its active metabolits are linear with oral losartan doses up to 200 mg and do not change over Eg Pediatric:F multiple doses of losartan (average does 0.7 mg/kg, rangs 0.36 to 0.97 mg/kg) as a tablst Ig
time. Neither losartan nor its metabolite accumulats in plasma upon repeated once-daily desing. 8 s 1o 25 hypertansive patients aged 6 to 16 years are shown in Table 1 below. Pharmacokinetice of losartan and its active metabolits wers 8 3
] generally similar across the studied age groupe and similar to historical pharmacokinetic data in adults. The principal pharmacckinatic =
Following oral administration, loeartan is well absorbed (Mud on of losartan) an bstantial first- ; parameters in adults and children are shown in the table below. ;
the systemic of losartan is 33%. About 14% of an omlwmlnlnmd dose of losartan
I8 convertad to the active metabolits. Mean peak concantrations of losartan and its active metabolite are reached in 1 hour and
in 3-4 hours, respectively. While maximum plasma concantrations of losartan and its active metabolits are approximately equal, 3 4
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Table1 Ph okinetic Parametsrs i rtensive Aduhs and Child: 6-16 Following Muktipls Dasi Following oral and AUCs of losartan and its active metabolits are increased
_4;'3:. "" w""" “a: h',':’ “II—IIIZ and Chikdren Age €16 Following Mutiple Dasing___ = "1""; o 2 L = by 50-90% in patients with mikl (creatinins e o 0 74 mL/min) or modrate (creatinine clarance 30 to 49 mL/min) renal
ulis given mg once 07 days N=12 | Age 616 given 0.7mg/kg oncs daily for 7 days N=25 | insufficiency. In this study, renal clearance was raducsd by 55-85% for both losartan and its actie metabolits in patients with mild
Parent Active Matabolits Parent Active Metabolits s or moderate renal insufficiency. Neither losartan nor its active metabolits can be removed by hemodialysis. No dosage adjustment s
AUCy aftnghimL) |442+ 173 1685+ 452 68+ 160 | 1856+ 1076 =" ‘h’.n.lcmlrﬂy :)n:’r'p:z;n:“:hﬁ m:l'llrap;]wam unkes they are volume-depletad (see WARNINGS, Hypotsnsion -- Volume-Depletsd ="
Cus gmiy” 1226 5 [212:73 41288 |222: 127 == fenis an Aomi ). is
T2 (h)' 1+ 070 |7.4:24 .34 0.8 |56+1.2 ; = Hepalic Following oral in patients with mild to moderate alcoholic cirrhosis of the liver, phsma sg
Teeax (h)® .9 3.5 2.0 4.1 s concantrations of losartan and its active metabolite wers, respactively, 5-times and about 1.7-times thoss in young male voluntsers. L
CLeex (mU/min 62 23 20: 3 53233 1728 o~ Compared to normal subjects the total plasma clearancs of losartan in patients with hepatic insufficiency was about 50% lower and the o
CLaeX (m/miny )3 3§ oral bioavailability was about 2-times hlghlr Alowsr starting does is recommendad for patients with a history of hepatic impairment S§
. 2Mean + standard devation -8 . (258 DOSAGE AND ADMINISTRATION). o8
'Harmonie d standard deviatic
2 °Iladlc7|“ © mean an eiation E é 2 Drug interactions EE
The was compared with losartan tablets in healthy adults. The suspension and tablst g Loeartan, administered for 12 days, dld not affact the of a single dose of warfarin. Losartan g
are simiklr In nulr blunllablllty vlllh respact to both losartan and the active metabolits (sss DOSAGE AND ADMINISTRATION, did not affact the of oral or digaxin. Thm is no pharmacckinetic intsraction betwsen losartan and
Praparation of Suspansion) g hydrochlorothiazide. Coadministration of losartan and cimetidine led to an increase of about 18% in AUC of losartan but did not g
E affect the pharmacokinetics of its active metabolits. Coadmhmmlnn of losartan and phenobarbital led to a reduction of about 20% E
Gerlatric and Gender: Losartan in the elderly (65-75 years) and in both genders. Phsma o8 in the AUC of loeartan and that of its active metabolit greatsr 40% reduction in the AUC of o8
concantrations of losartan and its active mmbolh are -Imihr in elderly and young hypertsnsives.Plasma concentrations of losartan ; = active metabolits and approximately 30% reduction in m AUC of losartan) has been reported with rifampin. Fluconazols, an inhibitor ;'-
N::slbo‘;nhm.;. u"hludh in “T;]I.n ten :10 et Ml)'m mmmou)w the active were similar in of cytochrome P450 2C9, decrsasad the AUC of the active metabolits by approximately 40%, but increased the AUC of bumn b[
males and Tem o dosage adjustment I8 necessary (sse ADMI approximately 70% following multiple doses. Conversion of losartan to its active after
Race: Pharmacokinetic differences due to racs have not been studied (... aho mcumons Racs and CLINICAL affectad by kstoconazols, an inhibitor of P450 3A4. The AUC of active metabolits follovdnu oral losartan was not uﬂmad by
PHARMACOLOGY, Pharmacodynamics and Clinical Effscts, Reduxction in the Racs). 5 6 erythromycin, another inhibitor of P450 3A4, but the AUC of kosartan was increassd by 30"
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Pharmacodynamics and Clinicel Effects Addition of a low dose of hydrochlorothiazide (12.5 mg) to losartan 50 mg oncs daily resultsd in placsbo-adjusted blood pressure
Adut Hypertension reductions of 15.5/9.2 mmHg.
Losartan inhibits the pressor effect of angiotansin 11 (as well as angiotensin 1) infusions. A deee of 100 mg inhibits the pressor effect by Analysis of age, gender, and race subgroupe of patients showsd that men and women, and patients over and under 65, had generally
about 85% at peak with 25-40% inhitition persisting for 24 !mun Removal of the negative feedback of angiotenain |1 causes a 2- to 3-fold § simikar responsss. potassium was sffactive in reducing blood preesure regardlsss of racs, although the effect was somewhat §
fise in plasma renin activity and fige p lasma in Losartan does not affect the [ g lees in Black patients (usually a low-renin population). "'g
responss to bradykinin, whereas ACE inhibitors i bradykinir ! tions fal following loeartan > Th >
i = @ effact of losartan is substantially present within one week but in some studies the maximal effect cccurred in 3-6 weeks. In =
administration. In sp 1 of the effact of losartan on lﬂnmmm au:rltmn very litle on serum potassium was obearved. ; E long-tarm follow-up studiee (without placsbo control) the effect of losartan appeared to be maintained for up to a year. Thers is no gg
In a single-does study in nomal volureers, losartan had no efiects on glomerular filtration rate, ranal plasma flow or filtration fraction. -] apparent rebound sffact after abrupt withdrawal of losartan. Thare was essantially no change in average heart rate in bosartan-treatad -]
In multiple-doss studise in hyperisnsive patients, thers wers no notable sfiscts on systemic or ranal prostaglandin conosntraticns, fasting §§ patients in controlled trials. §
total or fasting ghicoss tions. There was a small uricoeuric effect leading to a minimd - s
2” decreass in serum uric acid (mean decrease < 0.4 mg/dL) during chronic ord administration. ; - 2" Pediaitic Hyportension ;
The anthypertensive effects of losartan potassium tablets were demonstrated principally in 4 placebo-controlled, €- to 12-wesk trials of s éhhmun':mmpor:m:::?g:f m"";d ;;s;smd’lg: °:"I;M ’"’::'}"9 1:7 h{"":‘;": plldll;dv;sp;llanu ‘}“,,.: g '&.‘ﬁmd:i 5
dosages from 10 o 150 mg per day in patients with bassline diastolic blood of 85-115. Th studise allowed comparisons of two E ren who weig g recsl or 50 mg of losartan daily and patients who weighed > 50 kg received 5, 50 or 100 mg E
083983 from g per day in pafients with baseline diastolic blood prassures - e etudies allowad comparisona ] losartan auy Childrsn in the lowest doss group wars given lasartan in a suspension formulation (ses DOSAGE AND ADMINISTRATION, 2
d“':' ﬁ“‘“”:‘w‘ﬂm' “x;md‘;z g:l;’m"'y.:'f“m:"'"ﬁm“""."' of pukv'urd ';““:m’ﬁ:y":r#ﬂ °m"‘?§:‘?‘ of ";."':" by S ) The majority of the children had hypertension associated with renal and urogenital disease. The sitting S
@ender, age, and race. Three I antitypertensive efiects of losartan e dhmk blood preesure (SIDBP) on entry into the study was higher than the 95th parcantile lavel for the patisnt's age, gender, and
> . 3
The 4 studies of losartan menotherapy included a total of 1075 patients randomized to several dosee of keartan and 334 to placsbo. The 10- gg height. At the end of thres wesks, losartan reducsd systolic and diastolic blood pressure, measured at trough, in a does-dependent Eg
and 25-myg doses produced some effect at peak (B hours after dosing) but small and inconeistant trough (24 hour) responsse. Doaes of 50, 100 Ué manner. Overall, the two higher doses (25 to 50 mg in patients < 50 kg; 50 to 100 mg in patients 2 50 kg) reduced diastolic blood Ug
and 150 mg once daily gave statistically sigrificant mean dc in blood pressurs, compared to placeba in the range of 3 pressure by 5 to 6 mmHg more than the lowest dase used (2.5 mg in patients < 50 kg; 5 mg in patients = 50 kg). The lowest doss, a
5.5-105/35-7.5 mmHg, with the 150-mg doea giving no greater effect than 50-100 mg. Tmcndnly doaing at50-100 mg/day gave conaistantly corresponding to an average daily dase of 0.07 mg/kg, did not appsar to offer consistant antitrypertensive efficacy. When patisnts wers
larger trough responees than onos-daly dosing at the same total doea. Peak (6 hour) effects were uniformly, but moderataly, larger randomized to continue losartan at the two higher dosss or to phosbo aftar 3 weeks of therapy, trough diastolic blood pressurs ross
than trough efiects, with the trough-to-peak ratio for systoic and diastolic responses 50-95% and 60-90%, respactively. 7 ) in patients on placebo between 5 and 7 mmHg more than patients randomized to continuing losartan. When the low does
of losartan was randomly withdrawn, the rise in trough diastolic blood pressure was the same in patients receiving phosbo
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and in those continuing loeartan, again suggesting that the lowest dose did not have significant antihypertansive efficacy. Overall, no |;ul||ry endpoint was the firet occurrence of cardiovascular death, nonfatal stroks, or nonfatal myocardial infarction. Patients with
eignificant differences in the overall antihypertensive effect of losartan wers detectad when the patients were analyzed according to age non- events ramained in the trial, eo that there was aleo an examination of the first event of pe aven if it was not the first
(< 2I|:d2 z;an old) 01;2'4"‘" While hb:fdl pmsurln \:r Mﬁo:.'ln -le:hl subgroups sxamined, too faw non-Whits patients were event (6.9, a strok following an initil myocardial infarction would be countad in the analysis of stroke).
enrol com| jose-rasponas of losartan in the non-White subgrou
.".”'m”u”mu "The Lo \ntarvention For Endpoint mﬂmhn in llyyamnshn IFE) study was a mulinational, Tnatmnmulhloumnpmmlum resulted ina13% reduction (p=0021)Inr(ekoﬂhapdma'!ondwcnmpandmm.mnoblgmp
double-blind study comparing losartan potassium and atenolol in 9193 hypertsnsive patie G-documentad left ventricular "'g nurnmr:d:l'll:gd]'l‘;b 2 ;fu:"?,ﬂ?y“?.r,m r""m IT,;,{:."(‘;‘_Q 03”1) (.: ,?‘;un 2 and Tabls 2). Treatment with losartan ""g
fypartrophy. Patients m cardial Infun:tbn or stroks within six monthe prior to rundomimlon were excluded. Patients wers > 1% >
nndom o receive mm losartan potassium 50 mg or atenolol 50 mg. If goal blood pressure (< 140/90 mmHg) was not =w = -==- Atenolol =w
reached, hydrochlorothiazide (12.5 mg) was added first and, if needed, the dose of losartan potassium or atsnolol was then increased ; ] 14 [ — Losartan Potassium 55
1o 100 mg oncs daily. If necassary, other antihypertensive traatments (s.9., increase in does of hydrochlorothiazide IhanP 0 25 mg -] é 12 -]
or lddhion of other diurstic the ulelum-«;annol blockars, alphn odun. or cantrally 1Aaoms. but not ACH Inhlhlton. § §
angiotensin |1 antagonists, or beta- ekm) were added to the treatment regimen to reach the goal blood pressure. L] E i‘ 10 ..s
2” Of the randomized patients, 4963 (54%) were female and 533 (6%) wers Black. The mean age was 67 with 5704 (62%) age = 65. B : 2" &8 =
At bassline, 1195 (13%) had diabstes, 1326 (14%) had isohted systolic hypertension, 1469 (16%) had coronary heart dissass, and H £ H
728 (89%) had cerebrovascular dissase. Baseline mean blood pressure was 174/38 mmHg in both treatment groups. The mean length E 8 E
of follow-up was 4.8 years. At the end of study or at the last visit before a primary endpoint, 77% of the group treated with losartan 2 g q 2
potassium and 73% of the group treated with atenolol were still taking study medication. I g Z, -7 wg
Of the patients till taking study medication, the mean doses of lasartan potassium and atenolol wars both about 80 mg/day, and 15% E # ) BT Agstpd Risk Roducton: 13% s 0021 | g
were taking atenolol or bosartan as monotherapy, while 7% were also raceiving hydrochlorothiazide (at a mean does of 20 mg/day in é 0 6 12 18 24 30 36 42 43 54 60 &5 é
Sttt e of o doy, M T o o et bfor  prmary s, th moan blod prasorss wore 1 441113 e Stuty Moot 2
any other time of the day. 16 &N or at the hstvi re a primary endpoint, the mean blood prassures were 144.1/81.
mmHg for the group treatad with losartan potassium and 145.4/80.9 mmHg for the group treatad with atsnolol [the differancs in systolic Figure 1. Kaplan-Meier estimates of the primary endpoint of time to cardiovascular death, nonfatal stroks, or nonfatal myocardial
blood pressura (SBP) of 1.3 mmHg was significant (p< 0.001), whils the differencs of 0.4 mmHg in diastolic blood preesure infarction in the groups treatad with bumn pmmh-m and atenolol. The Risk Reduction is adjustad for baseline Framingham
(DBP) was not significant (p=0.098)]. 9 10 risk ecore and level of typartrophy
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. 8 Atsnolol . Table 2 Incidencs of Primary Endpoint Events
g —— Losartan Potassium Losartan Potassium Atanolol Risk Reductiont | 95% .l ] pValus
3 ! N 5% (%) ] R
1 g
4 H Primary Compasita g!
% E:‘ Endoois 508 (11)| 238 | ses(13) | 270 13% 29%1023% | 0.021 =S
= 5 E Components of Primary Composits Endpoint (as a first svs §E
N Stroke (no 200 285 (6] N
] ]
% 23 Myocardialnfurction | 174 1 168 (4) §E
=] .
27 # g & H 2” Cardiovascular mortality | 125 (3) 134(3) :.'!s
0 6 1z 18 20 30 3 2 4 S0 6 §= Secondary Endpoints (any tims in study) g;:
u =] =]
FIQurs 2. Kaphn-Meier estimates of the time to fatal/nonfatal stroks in the groups traated with losartan potassium and atsnolol, The z= Stroks (fatalinonfatal) 1 232 (9) | 108 | S09(7) | 145 2% Ti% 37 | 0001 z=
Risk Reduction is adjusted for baseline Framingham risk score and level of et ypertrophy. E g Myocardial '"')‘mb" 198 (4) 92 188(4) | 87 T% 13% 1012%] 0,491 Eg
Table 2 oho:'n ’::l:kmulm for Iho prlmuy compwhn endpoint .;nd the Indkuu:'l -nd?u:mﬂom;. zf:r:zy m-)ndpdm mﬁlho :Lr: 8§ Cardiovascular mortality | 204 (4) 9.2 234(5) | 106 11% %10 27% | 0.206 8'&
8, my h, anakyzed using an intsntion- approach. The
ghows the number of events for ud\ eomponom in two different ways. The Components of Primary Endpoint (as a first svent) counts ; Due to CHD 125 (3) S8 124(3) 56 3% -92% 10 20%] 0.830 ;
only the events that define the primary endpoint, while the Sceonduy Endpoints count all first events of a particular typs, Dus to Stroke 40 (1) 1.8 62 (1) 2.8 35% 4%to 67% | 0.082
whether or not they were preceded by a differant type of event. 1 12 Othere§ 30 (1) 18 48(1) 22 16% 28% 10 45%] 0411
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* Rate per 1000 patient-ysars of follow up Flgllp:ia Prlmc:Jy E;c::dm Eventst within Demographic Subgroups
T Adjustad for basline Framingham risk scor and lavel of elsctrocardiographic left ventricular hypartrophy oy omeem Strole (Fatal Mo fsta
First report of an event, in soms cases tha patient died subesquently to the event reportsd ] [ — ol S
§ Death due to heart failure, non-coronary vascular disease, pulmonary embolism or a cardiovascular causs other [+ - s ; .m) n:-":n Fazard Ratio (8% O .m) :ﬂ, Hazurd Rt 0(35% C g ]
- ;a omalmmts A% 1 1 s 7 L ;a
a i =]
Atthough the LIFE study favored losartan potassium over atenolol with respect to the primary endpoint (p=0.021), this result is from s - A % - H 3 - ]
a single study and, thersfore, is less compelling than the differance betwsen losartan potassium and placebo. Although not measured § L T i N " A 5 §
directly, the differencs between losartan potassium and placebo is compelling becauss there is evidence that atenolol ie itself effective = E Mo 10 " 15 ] 7 -l ._E
9" (ve. placebo) in reducing cardiovascular events, including stroks, in hypertensive patients. o 9" Bk a3 w " N s W
i 1 13 — s 7 —
Other clinical endpoints of the LIFE study were: total mortality, hospitalization for heart failure or angina pectoris, coronary or peripheral E E - ‘57 ’ " § pp— 1 EE
revascularization mudum. and resuscitated cardiac arrest. Thers wers no significant differences in the rates of thess endpoints E e 1326 1 18 s ] —-
Detwaan the losasan potassium and atsnolol groups. g -] . He L Il H b gg
e 5 1l 9 11
For the primary endpoint and stroks, the effects of loeartan potassium in patient subgroupe dsfined by age, gender, race and presence g e iciD wi ® " s . # g
or absencs of isolated systolic hypertsnsion (ISH), diabetss, and history of cardiovascular disease (CVD) are shown in Figurs 3 below. E % 5w i 2 2 1" - g
Subgroup analysse can be difficult to intsrpret and it is not known whether thees rapresant true differsnces or chance effects, ; & e -5 . ¢ s ,_,_'."__T_T_I ;g
w1 23 @ 05 1 2 3
.
?’lﬂn“lﬂ "l o s
13 14 e s, Mitns o nilv Mwton Bran -
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Race: In the LIFE study, Black patients treated with atenclol were at lower riek of experiencing the primary composite endpoint WARNINGS
compared with Black patients treated with losartan potassium. In the subgroup of Black patients (n=533; 6% of the LIFE study patients), tal/Noonatal M and Mortal|
thers were 29 primary endpoints among 263 patients on atenolol (11%, 26 per 1000 patient-years) and 46 primary endpoints among Fet orbidy ortally
270 patients (17%, 42 per 1000 patient-years) on losartan potassium. This finding could not be explained on the basis of differences Drugs that act directly on the renin-angiotensin system can cause fatal and neonatal morbidity and death when administered to pregnant
in the populkations other than race or on any imbalancss betwesn treatment groups. In addition, blood preesure reductions in both E women. Several dozen cases have been reporied in the world literature in patients who were taking anmmnlm converting enzyme inhibitora. §
treatment groups wers consistant batween Black and non-Black patients. Given the difficulty in interpreting subset differencee in large u.g When pregnancy is detected, losartan potassium tablets should be discontinued as 2con as poe: ..._g
, it cannot be known whether the obesrved difference ie the result of chance. However, the LIFE study provides no evidencs = =
that the bhanoﬂm of I;uhxn potassium on raducing the risk of cardiovascular svents in hypertensive patients with keft ventricular E = The ﬁdﬂ:’d“;’e&fﬂﬁnﬁ:’:ﬂ:ﬁdﬂ;rg;nw'mml:hfﬁ"m ‘nl;;a::n:g"":‘: mﬁmfwgﬂp’gr’:’“ﬁ'r:" :;"ﬁmd ;g
hypartrophy apply to pationts. -] Oligobydramrios has also been reported, preaumably resulting from decreased fetal mnl function; ofigoydramnice in this mtm has -]
INDICATIONS AND USAGE § been asscciated with fetal limb contractures, craniofacial deformation, and 3' P §
_E rﬁ;lrda:nn and patent ductus arteriosus have alzo been reported, lhhnwll itis nct clear whether these cccurrences were due to lxposure _E
Hypertension o 1o the drug. g
2" B 2" Thess adverss effects do not appear to have resulted from intrauterine drug exposure that has been imited to the first trimester. &s
Losartan Potassium Tablets USP is indicated for the treatment of hypertension. It may be used alone or in combination with other E
antitypertensive agents, including diurstics, E Mothers wheee embryos and fetusse are exposed to an angiotensin Il receptor antagenist only during the first timester should be so ;:
2 informed. Nenstheless, when patients bacome pregnant, physicians should have the patient discontinue the uss of loeartan potassium -
Hypertensive Palients with Lot Veniricular Hypertrophy & g tablets as s0on a possible. ag
Losartan Potassium Tablets USP is indicated to reduce the risk of stroke in patients with . . R -
Rarely (probably lees often than once in every thousand pregnancies), no altemative to an angiotensin Il receptor antagonist wil be found.
'"“ there e ""'“":’:‘,‘t this benefit doss not ':P:” :’I;;::'nhm (o0 ';“m Race "'d ﬂ.!ml. PHARMACOLOGY, Eé In go'un r:u cases, tl;l.mmhm should be apprised of the potenti rds to their fetuses, and serial uitrazound examinations shoud be §§
Pharmacodynamics and Clinical Effscts, Reductio Stroks, Racs. 3 parformed to azeess the intra-amnictic environment. a
If cligohydramnice is observed, losartan ssium tsblets should be discontinued unlees it is considered life-saving for the mother.
CONTRAINDICATIONS o E" ntraction stress testing (CST), np:;dm tast (NST), or bioptwsical profiling (BPP) may be appropriate, drg;nndm upan the
'wesk of pregnancy. Patients and physiciana should be aware, however, that oigohydramnice may not appear until after the fetus
Loeartan potassium tablst is contraindicated in patients who are hypersensitive to any component of thie product. 15 16 has ined irreversible injury.
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Infants with histories of in utero sxposure to an angiotensin Il receptor antagonist should be closely observed for hypotsnsion, oliguria, Impaired Renal Function
and hyperkalemia. If oliguria cccurs, attention should be directed toward support of blood pressure and renal perfusion. Exchange of inhibiting th ) N ; ol function have b e i tible
transfusion or dialysis may be raquired as means of reversing b ion and/or for renal function. inhibiting the systam, changes in renal fu n have been repol in susce|
Losartan potassium has besn shown to producs adverss effects in rat fatuses and neonates, including decreased body weight, delayed § :;;d':::;: with | fums in soms patisnts, these changes in ranal function wers revsreibls upon discontinuation §
physical und behavioral development, mortality and renal toxicity. With the excaption of neonatal weight gain (which was affected at “'g ) fonts wh o functo dspend on the activity of th ; otensin-ald " i ""g
doese as low as 10 mg/kg/day), doses associated with these effacts exceeded 25 mg/kg/day (approximatsly thrae times the maximum = n patients whose renal function may depand on the activity of the renin-angiotensin-aldosterons qmm (. 9 pn nts with esvers =
recommended human dose of 100 mg on a mg/m? basis). Thees findings are attributad to drug expasurs in lats gestation and during E congestive heart failure), treatment with angiotensin converting enzyme inhibitors has besn E
hctation. Significant levels of losartan and its active metabolits wers shown o be present in rat fstal plasma during late gestation 32 & azotomia and (rarsly) with acute renal failurs and/or death. Similar outcomes have been reportad with |°W"' Pm"“’" 53
and in rat milk. i N
In studies of ACE inhibitors in patients with unilateral or bilateral renal artery stenceis, increasse in serum creatinine or blood urea.
Hypotension - Volume-Depieted Palients -@E nitrogen (BUN) have besn rportad. Similr sffacts have besn reported with losartan potassium; in some patients, thees sffacts were gs
27 In patients who ars intravascularly volume-deplated (.g., those traated with diurstics), symptomatic hypotsnsion may occur aftsr !: 27 rewersible upon discontinuation of therapy. M=
initiation of therapy with losartan potassium. These conditions should be correctsd prior to administration of losartan potassium tablets, =] 1=
or a lowsr starting does should be used (see DOSAGE AND ADMINISTR g E Eectrolys Imbalance gt:
PRECAUTIONS F 2 Electrolyts imbakunces are common in patients with renal impairment, with or without diabstes, and should be addressad. wa
::.“mmr Anglosdema. Sss ADVERSE REACTIONS, Post-Marksting Exparisncs. E g niormation for Pattents Eg
6rse) /: Ang’ ma. See N i8nce.
Impaired Hepatle Function Eé Pregnancy: Female patients of childbsaring age should be told about the consequences of second-and third-trimester expasurs to aé
drugs that act on the renin-angiotensin systsm, and they should also be told that these consequences do not appear to have resultad
Basad on data increased plasma concantrations of loeartan in cirrhotic patients, a from intrauterine drug exposurs that has been limited to the first trimestsr. These patients should be asked to report pragnancies to
lower doss should be considered hr pnluu with impaired liver function (see DOSAGE AND ADMINISTRATION and CLINICAL their physicians as scon as possible.
PHARMACOLOGY, Pharmacokinatics).
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Potassium Supplements: A pnlom ucuMno losartan potassium tablets should be told not to use pmnlum supplements or salt Reports suggest that NSAIDs including selective COX-2 inhibitors may diminish the antihypertensive effect of angiotensin Il receptor
9 g the p g physician (sse PRECAUTIONS, Druy Intsractions). WI g '::lm including In“'mnh . This n v::oﬂd be given in pationts taking NSAIDs including selective COX-2
ni il recaptor
ignificant drug-dn. have been found in hyds
dluo)dn warfarin, cimetidine and ph-nolm'blhl Rifampin, an inducer of drug metabolism, decrsased the concantrations of losartan § of FertiNly g
xddl?dal?‘n:m I%(B‘:‘lﬂﬁu Tomg.mrz!: activi b hun‘fx.mlnhlbmdl’mwhlwm :g Losartan not wh at maximally tolerated d 1o rats and mica for 105 and 92 weeks, "g
conazole did n 1@ conversion 8 active X en maximally tolerated dosages and mics for 105 and 92 wesl
and ycin had no clinically effect after oral F an InhlbltorofP‘ﬁO 209, decreased active sg respectively. vallo rats given the highest dose (270 mgkg/day) had a slightly higher incidencs of pancreatic acinar adenoma. sg
metabolits concantration and incrsased bsartan The ph: dynami use of losartan N The maximally tolsrated d(—qn (270 mg/kg/day in rats, 200 mg/kg/day in mics) provided systemic expasuras for losartan and its N
and inhibitors of P450 2C9 have not besn examined. Subjects who do not metabolize losartan to uﬂn metabolits have been shown NE that were 160- and 90-times (rats) and 30- and 15-times (mics) the expasurs of a NE
1o have a specific, rare defect in cytochrome P450 209, These data suggest that the conversion of losartan to its active metabolite is § S 50 kg human given 111) mg per day. §§
mediated primarily by P450 2C9 and not P450 3A4, d d
2” gg 2" Losartan potassium was negative in the microbial d V-79 cell assays and in the in vitro alkalis ‘!-'!'s
As with other drugs that block angiotansin Il or lb effects, use of paring diuretics (e.9., sp elution and in witro and in wivo chromoeomal aberration assays. In addition, the active metabolits showed no evidencs of genotoxicity
triamterene, amiloride), potassium ining ium may lsad to increases in serum potassium. gE in the microbial mutagenesis, in vitro akaline elution, and in witro chromesomal aberration assays. gE
= =
Lithium: As with other drugs which affect the excration of sodium, lithium excretion may be reducsd. Thersfors, ssrum lithium lvels 1z Fertility and npmdmm pmormmx were not affected in studies with male rats given oral doses of losartan potassium up to I
ghould be monitored carefully if lithium salts ars to be co-administsred with angiotensin 11 recaptor antagonists. Eg oot | 005) i h lh ation of toxic dosage levels in femake (momo mg/kg/day) was ﬁdn;ld wh: Eg
a sign p( lscraase 8 number of corpora -gaction,
Non-Steroldal Antl-Intlammatory Agenss Inciuding Selective Cyclooxygenase-2 MMNNIrs: In some patients with compromised 8§ 100 mg/kg/day only a decreass in the number of corpora lutea/female was observed. Thl rlh!bn-hiy of these findings to drug- 8&
renal function who are being treated with non-cllmldnl lmi-lnfhmmnnly drugs (NSAIDu) including those that selectively inhibit ; treatment is unundn since there was no effact at these dosage lwels on implants/pregnant famals, percent poet-implantation loss, ;
cychoxygenase-2 inhibitors (COX-2 I receptor including losartan may or live In rats doesd at 135 mg/kg/day for 7 days, systemic exposure (ALICs) for loeartan
result in a further deterioration of renal function. Thae effects are utnll/ reversible. and its mho metabolits were approximatsly 66 and 26 times the exposure achieved in man at the maximum recommended
19 20  human daily dosage (100 mg).
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Pregrancy Race
Pregnancy Categories C (first trimester) and D (second and third trimesters). Sea WARNINGS, FetalVsonatal Morbidity and Mortality. In the LIFE study, Black patients with and lsft had a lower risk of stroke on atenolol than on
Nursing Mothe: s bosartan potassium. Given the difficulty in interpreting subset differences in Iuyt trhls it cannot be known whether the observed s
4 o =" differancs is the result of chancs. Howewer, the LIFE study does not prowide evidence that the benefits of losartan potassium on reducing Fw
the risk of cardiovascular events in hypertensive patients with lsft ventricular hypertrophy apply to Black patients. (Ses CLINICAL o
It is not known whether losartan is excreted in human milk, but significant levels of losartan and its active metabolits were shown to be =1 =
present in rat mik. Becauss of the potential for adverse effects on the nursing infant, a dacision should be made whether to discontinue = ™ PHARMACOLOGY, Pharmacodynamics and Clinical Effects; Reduction in the Risk of stroke.) = -
nursing or discontinue the drug, taking into account the importance of the drug to the mother. E =] ADVERSE REACTIONS 5 a
"-] -]
Podlairic Use §§ Hypertension §§
" - -
27 :zlnmop;:":nhihe ,m;'d m’mrmh::bm pmu::r.:! Ium‘m;:‘:m%’:’w;%‘irslr pzm wTih:"'; w 27 Losartan potassium has been evaluated for safety ln more than 3300 adult patients treatad for essential hypertsnsion and 4068 m
with glomsrular filtration rats <30 mL/min/1.73 m? (ses CLINICAL PHARMACOLOGY, Pharmacokinstics Special Populations and EE patienta/subjects overall. Over 1200 patients wers treated for ower 6 monthe and more than 800 for over one year. In gcnunl EE
Pharmacocynamics and Clinical Effscts, and DOSAGE AND ADMINISTRATION). gg ::ﬂ'l:;l:tmﬁglm potassium was well-toleratsd. The overall incidencs of adverse experiances reportad with losartan potassium go
= =
Gorlaiic Use g In controlled clinical trials, discontinuation of therapy due to clinical adverse experisnces was required in 2.3 percant of patients treated g
Of the total number of patients recsiving kosartan potassium in controlled clinical studies for hypertansion, 391 patients (19%) wers Es with losartas potesium aad 3.7 percent of patients given placsbo. §%
69 yoars and over while 37 patie "':,,“,2’:3’:;,':1,5 ',““,,:g‘h”,‘;;.m.?ﬂﬂ:x“:mb"ﬂ'ﬂ’ﬁm ,’;‘;‘,},‘3’;:: ‘f,‘;ﬁ;‘.‘m’; 3 The following table of advarse events is based on four 6- to 12-waek, placabo-controlled trials involving over 1000 patients on various 3
206 65 d over, whils 808 pati 8%) 75 d N rall difo In effectiveness doese (10-150 mg) of losartan and over 300 patients given plcsbo. All doese of losartan are grouped because none of the adverss
(62%) waro 65 yars and over, patients (18%) wors 75 years and over: No ove: rances in mess or safety were events appeared to have a does-related frequency. The adverse experisnces raported in 21% of patisnts treated with losartan
obesrved betwesn thess patients and younger patients, but greatsr ssnsitivity of some older individuals cannot be ruled out. I:‘::ul d mors oommosly thes phul:o u‘:’;hown inthe :‘M’. below, P pat
21 22 .
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| Tosartan (n= 1075) | Placebo (n=204) Superficial pesling of palms and hemolysis were reportad in one subject.
m M % M ) In addition to the adverss events above, potentially important events that occurred in at least two patients/subjects exposed to losartan
losksiotal or other adverse events that occurred in <1% of ulhnh in clinical studiee are listad below. It cannot be detsrmined whether thees
| Cramp, musdls E events wers causally relatad to losartan: Body a8 a Whols: faclal edsma, fever, orthoetatic effects, syncope; Cardiovascular: angina §
Pain, back £ pectoris, second degres AV block, CVA, wocardial infarction, including atrial fibrillation, palpitation, sinus -3
ﬂl > ventricular Digestive: anorexia, constipation, dental pain, dry mouth, >
— gu flatulanca, gastritis, vomiting; Hsmatologic: anemia; Metabolic: gout; Musculoekelstal: arm pain, hip pain, joint swelling, knee pain, Su
Nervous iatric ; = ; a8
| Norvooe System Poychiaric muscuoselstal i shoudar i, s, artilgl, i, bromylga, uscl wekses:Narvous Sstom Poyhiric ity
Dizziness B | 2 -] amxsty disorder; ataxia, confusion, decreased libido, memory impaiment, mlgulm. L‘S
Respiratory BE P peripheral P pnnh; disorder, slesp disordsr, tremor, vertigo; Respiratory: dyepi e
Congestion nasal 7 3 -8 bronchitis, epistaxis, rhinitis, 8kin: alopacia, darmatitis, dry skin, ecchymosis, o.mam-. -
2” ng J B 2” flushing, photosensitivity, pruritus, rash, eweating, urticaria; Spacial S8ensas: blurred vision, in the ey, B
Infaction, upper respiratory 8 7 E tasts perversion, tinnitus, decreass in visual acuity; Urogenital: impotenca, nocturia, urinary frequency, urinary tract infection. 5
Sinusitis 1 0 E ] Persistant dry cough (with an incidencs of a few parcent) has been associated with ACE-inhibitor use and in practics can be a causs of ;E
The hllu\:ln‘g‘ ml:cn; avents wers also reportsd at a rats of 1% or greater in p:‘h’n'u treated with Ioun::: but vnnna;, mﬂn ag ?:::.'ﬂ';";:’" of Ac:—""'hibmf 3’::?&1‘:1‘.:?;1‘::3‘1‘:"““““’”' ammux;ﬂhl:mln} W'ﬂ"gg:&m:’:;ﬁ::"mmg ag
e gk g g sy o pai, chast pain, nausea, haadachs, pharyngitie, diarhsa. g inh bitor therapy. Patisnts who had typical ACE-inhibitor cough when challsngsd with lisinopril, whose cough disappsarad on placsbo, g
ué were randomized to losartan 50 mg, lisinopril 20 mg, or either placabo (one study, n=97) or 25 mg hydrochkbrothiazide (n=135). The u§
Adverse events occurred at about the same rates in men and women, older and younger patients, and Black and non-Black patients. 3 double-bilad traxtment period lasted up to 8 weeka. The incidence of cough & shown below. a
A patient with known hypersensitivity to aspirin and penicillin, when treated with losartan potassium, was withdrawn from study due
o swelling of the lips and eyelids and facial rash, reported as angioedema, which returned to normal 5 days after therapy 23 2
was discontinued 4
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ertensive Palients with LeRt Veniricular Hypertrophy
Study 11 HCTZ Losartan Lisinopril In the LIFE study, adverse events with losartan potassium were similar to thoss reportad previously for patients with hypertansion.
Cough 25% 17% 8% Post-Markeling Experlence
gg The following additional adverss reactions have been raported in post-marksting experiance: gg
Study 2t Placsbo  Losartan Lisinopril ig Digestive: Hepatitis (reportad rarsly). SE
Cough 35% 20% 2% §§ & General Disorders ami Site Malaisa. :§B
- E Hemic: Thrombocytopenia (reported rarely). ".s
2” 1 Demographics = (89% caucasian, 64% femals) = 2”7 =
1t Demographics = (90% caucasian, 51% famals) =] Hypersensifivily: Angiosdema, including swelling of the larynx and glottis, causing airway obstruction and/or swelling of the facs, =]
E lips, pharynx, and/or tongue has been reported rarsly in patients treated with losartan; some of these patients previously experisnced E
Thess studiss demonstrats that the incidence of cough associated with losartan therapy, in a popuktion that all had cough associtsd 2 angiosdema with other drugs including ACE inhibitors. Vasculitis, including Henoch-Schdnlein purpura, has been reported. Anaphylactic 2
with ACE-inhibitor therapy, is similar to that associated with hydrochlorothiazide or placebo therapy. » g reactions have been reported. wg
Casse of cough, including positive re-challanges, have been reportsd with the uss of losartan in post-marksting expariance. gé Mstabollc and Mulrition: Hyperkalsmia, hyponatremia have been reported with losartan. gé
Pediatric Palienss: No relevant differences between the adverss experiencs profils for pediatric patients and that previously reportsd
for adult patisnts were identified. 3 Rare casss of have been reportad in patients receiving angiotensin Il receptor blockers. 3
Nervous system disorders: Dysgeusia
25 26
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Resplratory: Dry cough (see above). Limited data are available in regard to overdosage in humans. The moet lksly of would be and
Sk Enthrod :‘c:tyaﬁl:.nbnmu:d: Ilcnon'::’ occur from (vagal) L} should occur, supportive
3 iroderma me 10U/ 8 In 3
Laboratory Test Findings § Noither losartan nor s active metabolite can be removed by hemodialysis. g
In controlled clinical trials, clinically important changes in standard laboratory were rarely with £ H
losartan potassium. =2 DOSAGE AND ADMINISTRATION =0
Creainine, Blood Urea Mifrogen: Minor increases in blood ursa nitrogen (BUN) or serum creatinine wers observed in lsss than 0.1 ?: Adult Hypertensive Patlents ?:
nt of patients with ntial rtension treated with losartan potassium alos PRECAUTIONS, impairsd Ranal Function).
porcet of patie sssential hypertension um alone (see ) §§ Losartan tablets may be with othar agents, and with or without food. §E
Hemoglodin and Hemafocri: Small decreases in hemoglobin and hematocrit (mean decrsases of approximately 0.11 grams percant ] Dosit st be individualized. The usual starting does of losartan potassium tablets is 50 daily, with 25 oed i lomts v
27 and 0.09 volume parcant, respectively) occurred fraquently in patisnts treated with losartan potassium alone, but wers rarely of clinical H g 27 with :%:;)Iu d:p'IInianl:n lmrnm:mzr volum:(’a.g‘:“pnhm mz, with dﬂmh) (00 W“Ala;';:(;i. %“M"Tod‘dﬂ””'_g;m a s
importance. No patients wers diacontinued due o anemia. B Patisnts) and patisnts with a history of hepatic impairment (sse PRECAUTIONS, General). Losartan potassium tablsts can be I
Liver Function Tests: Occasional elevations of liver enzymes and/or serum bilirubin have occurred. In patients with essential 2 adminstared once or twice daily with total daily dases ranging from 25 mg to 100 mg. g
hypertonsion treated with losartan potassium alone, one patient (<0.1%) was discontinued due to these laboratory adverse wg If the antihypertensive effect measurad at trough using once-a-day dosing s inadequats, a twice-a-day regimen at the same total daily ‘”g
experiancse. - does or an increase in dose may give a more satisfactory responss. The effact of losartan is subetantially pressnt within one wesk E
OVERDOSAGE g§ but in .;m. mdln”)‘ the maximal effect occurred in 3-6 weeks (sse CLINICAL PHARMACOLOGY, Pharmacodynamics and Clinical gg
?%m“mmm‘ observed in d’::;"“’ ";’ after oral ndmn‘gnmbn of 1000 mg/kg and 2000 mg/kg, respactively, about 44 and If blood prassure is not controlled by loeartan potassium alone, a low dnn oi a diuretic may be added. Hydrochlorothiazide hn been
96 (h IRLXEMES FCOTMRERGRS lman So8e O & W 27 shown to have an additive sffect (sse CLINICAL PHARMACOLOG! d Clinical Effects,
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No initial doeage adjustment is necassary for elderly patients or for patients with renal impairment, including patients on dialysis. o 25 mg once daily based on blood pressure response (sss CLINICAL PHARMACOLOGY, Pharmacodynamics and Clinical Effacts,
Reduction in the Risk of Stroks).
Pediairic Hypertensive Patlonts 26 years of age HOW SUPPLIED
The usual rw'ommondld s)hlr)llng dol; bl :Lmdjkq l;na dr‘lfly (vpl:l 5?‘ mg total) s as :h tablst :w IM : () s s
Praparation of Svspansion). Dosage shoul adjusted according to blood pressure response. Doses above 1.4 mg/kg (or in excees
of 100 mg) dally have not besn studied in pediatric patients. (Sae CLINICAL PHARMACOLOGY, ‘Special Populati Eg Losartan Potasslum Tablets USP 25 mg Eg
and Pharmacodynamice and Clinical Effects, and WARNINGS, Hypotansion — Volume-Dapleted Patients.) 3w Whits, Round —shaped, biconvex tablsts with “APO” deboessd on one side and "LS" over “25" on the other side. Supplied in the =q
Losartan pe ohn]lum lzs not mommond:' in podlc;dc pa!llma % years 01 age or in pediatric pnbms with nlomamlv ﬂhuﬂon rate ?; following pressntations ?g
<30 mUmInﬂ '3 m? (see CLINICAL PHARMAC Special P and Clinical o Bottles of 30 (NDC 60505-3160-3) g
Effocts, and PRECAUTIONS). 28 Botties of 80 (NDC 60505-3160-9) §§
e Bottles of 1000 (NDC 6)505-3160-8) w
” Preparation of Suspension (for 200 mL of 3 2.5 mg/mL suspension) H ”
2 dd 10 mL of Purifisd Watar USP to.an & ounce (240 mL) ambar p bottls containing tan 50 mg loeartan EE 2 Unit doss Blieters of 100 (10x10¢) (NDC 60505-3160-0) EE
potassium tablets. Immediately shaks for at least 2 minutes. Let the concentrats stand for 1 hour and then shaks for 1 minuts to
‘dnlepsnsgoﬂloo bl corters, Separly prpar 5050 ohmtric miur f re s and O Swoet 8P, A 10 mL o gg Losartan Potasslum Tables USP 50 mg gg
U] ra-Plus™/Ora-Swest mixturs to the tablet and water slurry in the lo 8l or 1 minuts to disperse the “APQ" e wsg®
should bs at 2-8°C (36-46°F) and can be storad for up to 4 weeks. Shaks the suspension prior Eg mlghvﬁnawv":u :::Ig:: biconvex tablsts with "AP0" deboesed on one side and "LS" over “50" on the other side. Supplied in the gg
1o each ues and return promptly to the refrigerator. u% 9P u%
= Bottles of 30 (NDC 60505-3161-3) =
Hypertensive Patients with Lelt Veniricular Hypertrophy = Botlos of 90 (NDG 60505.3161.9) 3
Bottles of 1000 (NDC 60505-3161-8)
The usual starting does is 50 mg of losartan potassium tablets oncs daily. Hydrochlorothiazide 12.5 mg daily should be added
and/or the doss of kosartan potassium should bs increased 10100 mg onc daily followed by an increass in hydrochlorothiazide 29 gg  Unitdose Blistars of 100 (10x10s) (NDG 0505-5161-0)
Y Y
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Whits, Oval -shaped, biconvex tablsts with “AP0" deboesad on one side and "L8100" on the other side. Supplied in the following LOSARTAN POTASSIUM TABLETS USP 25 mg. 50 mg & 100 mg
presentations
Manufactured by: Manufactured for:
Bottlss of 30 (NDC 60505-3162-3) E - Apotax Ressarch P, Ltd. Apotsx Corp. é!
Bottlss of 90 (NDC 60505-3162-9) =0 Bangalors - 560 069 Waston, Florida 33326 =0
Botties of 1000 (NDC 60505-3162-8) ;E India ;5
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rage :
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PATIENT INFORMATION o Losartan Potassium Tablets can be
Losartan Potassium Tablets USP taken with or without food.
25 mg, 50 mg, 100 mg o If you miss a dose, take it as soon as
R Only you remember. If it is close to your next
dose, do not take the missed dose.
Read the Patient Information that comes Just take the next dose at your regular
with Losartan Potassium Tablets before — time.
you start taking it and each time you get a B e If you take too much Losartan
refill. There may be new information. This | Potassium Tablets, call your doctor
leaflet does not take the place of talking L or Poison Control Center, or go to the
— with your doctor about your condition and =z nearest hospital emergency room right
E*Y treatment. E away.
-
L What is the most important information = E What are the possible side effects of =
<Z( | should know about Losartan Potassium L‘o; O Losartan Potassium Tablets? g
Tablets?
& . E Losartan Potassium Tablets may cause the
= '[:o not take Losartan Potfssnum I,Tablels L following side effects that may be serious:
(o) if you are pregnant or plan to become @)
o pregnant. Losartan Potassium Tablets ® Injury or death of unborn babies.
L can harm your unborn baby causing injury 6 See “What is the most important
and even death. Stop taking Losartan < information | should know about
Potassium Tablets if you become om Losartan Potassium Tablets?”
pregnant and call your doctor right away. * Low blood pressure (hypotension).
If you plan to become pregnant, talk to Low blood pressure may cause you
your doctor about other treatment options Nt to feel faint or dizzy. Lie down if you N
before taking Losartan Potassium Tablets. g feel faint or dizzy. Call your doctor right S
) ) & away. 5
What is Losartan Potassium Tablets? v o ¢ Allergic reaction. Symptoms of an o3
B N i W -0 e - ke
Losartan Potassium Tablets is a prescription A Lclf allergic reaction are swelling of the face, u?
medicine called an angiotensin receptor - lips, throat or tongue. _ -
blocker (ARB). It is used: c Get emergency medical help right away c
Ew . . QY] Euw . and stop taking Losartan Potassium N
EZ W e Alone or with other blood pressure E= I Tablets
2 Q % medicines to lower high blood pressure 2 Q % * For people who already have kidney
oy = e (hypertension). o=t problems, you may see a worsening in
=5 5 e To lower the chance of stroke in -5 5 how well your kidneys work. Call your
'g W = patients with high blood pressure and g W= doctor if you get swelling in your feet,
- 8 o a heart problem called left ventricular -2 o3 ankles, or hands, or unexplained weight
o w E hypertrophy.  Losartan  Potassium . [ gain.
= g w Tablets may not help Black patients with = g i
x el ] this problem. - x & The most common s[de effects of .Losar?an A
o> = ' ﬁ S > & Potassium Tablets in people with high R
3 ; = Losartan Potassium Tablets has not been ) 3 <§: = blood pressure are: ™
J=© studied in children less than 6 years old or o) J=x© ™
= in children with certain kidney problems. = o “colds” (upper respiratory infection)
o dizziness
High Blood Pressure (hypertension). Blood o stuffy nose
pressure is the force in your blood vessels o back pain
when your heart beats and when your heart
rests. You have high blood pressure when Tell your doctor if you get any side effect
= the force is too much. Losartan Potassium that bothers you or that won't go away.
L] Tablets can help your blood vessels relax This is not a complete list of side effects.
| so your blood pressure is lower. For a complete list, ask your doctor or
pharmacist.
L<L Left Ventricular Hypertrophy (LVH) is
P an enlargement of the walls of the left How do | store Losartan Potassium
(NN chamber of the heart (the heart's main Yy © Tablets? s)
m — — - pumping chamber). LVH can happen from —""-"["-— L EE— — Lo
— several things. High blood pressure is the b7 o Store Losartan Potassium Tablets at D
w m most common cause of LVH. — 20° to 25°C (68° to 77°F); excursions —
~N = permitted to 15° to 30°C (59° to
o« m O Who should not take Losartan Potassium 86°F) [see USP Controlled Room
®) Tablets? Temperature], Dispense in a tight; light
@) Z E b _— p — resistant container (see USP).
* Do not take Losartan Potassium o Keep Losartan Potassium Tablets in a
_— Tablets if you are allergic to any of = tightly closed container that protects =
the ingredients in Losartan Potassium ﬁ the medicine from light. R
14 m Tablets. See the end of this leaflet for a o o Keep Losartan Potassium Tablets o)
I'-I_-I tF:,ompIete Iis]! %f ingredients in Losartan - and all medicines out of the reach of —
otassium Tablets. children.
o O
g < What should | tell my doctor before taking io General information about Losartan o)
= Losartan Potassium Tablets? B Potassium Tablets (l'\)
-l m Tell your doctor about all of your medical ™ Medicines are sometimes prescribed for ©
S conditions including if you: conditions that are not mentioned in patient
o o w . information leaflets. Do not use Losartan
w E * Are pregnant or“planmng to become Potassium Tablets for a condition for which
= <« = pregnant. _See W_hat is the most it was not prescribed. Do not give Losartan
< n L important information | should know Potassium Tablets to other people, even
s D z about Losartan Potassium Tablets?” if they have the same symptoms that you
E' © - * Are breast-feed.mg. It is not knowp if have. It may harm them.
(0] o - Losartan Potas§|um Tablets passes into
< @ = your breast milk. You should choose S This leaflet summarizes the most important S
= 4 . o either to take Losartan Potassium = information about Losartan Potassium =
(0] zZ y E Tablets or breast-feed, but not both. )] Tablets. If you would like more information, wn
: HERE - 1E :
(&) ) a = o are vomiting a lot or having a lot of LL talk with your doctor. You can ask your LL
g 0] ~ L diarrhea Le) pharmacist or doctor for information about o
o :I' % g o have liver problems c Losartan Potassium Tablets that is written c
have kidney problems [aV] for health professionals. a
(ol O = *
L
w % £ Tell your doctor about all the medicines What are the ingredients in Losartan
= = -~ |= you take, including prescription and non- Potassium Tablets?
E S @ —_ prescription medicines, vitamins, and oo . .
o = 5 | herbal supplements. Active ingredients: Losartan potassium
o S ® = Inactiveingredients:Lactosemonohydrate,
] Q [= e Losartan Potassium Tablets and certain microcrystalline cellulose, pregelatinised
o 8 % other medicines may interact with each starch, magnesium stearate, hypro[nell_ose
8 @ < O othpr. Especially tell your doctor if you are 6. cp, hydroxy propyl cellulose, titanium
Q @ = a taking: fn dioxide and carnauba wax. o
g . 2 N o potassium supplements ™ 1 Only (&)
— ~ o salt substitutes containing potassium APOTEX CORP.
5 =5 o water pills (diuretics) )
s ®© =X * Medlp!nes used to treat pain a".d Losartan Potassium Tablets USP 25 mg,
£ N = '5 arthritis, called non-steroidal anti- 50 mg and 100 mg
~ [42] inflammatory drugs NSAIDS.
al5.| s [E2 " dnug
S.- - .
x il I % § = =< How should | take Losartan Potassium X;g{z;ag:sr:g“l:{ Put. Ltd. ;ﬂ:gtgagt:rr;d for
% w = ® (%) S Tablets? Bangalore - 560 099 Weston,
b . >
g < :) 5w o Take Losartan Potassium Tablets I Floskia 33326
o = — =] g exactly as prescribed by your doctop Revised: January 2010
8 I Your doctor may change your dose if
% g 5' a needed.
r4 L == Y Y
; = = E ; =
< a] E ) 5 @ [NE) =
HEHELREE: ; :
\% S8[28 |83 -————— O -——— O
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PATIENT INFORMATION
Losartan Potassium Tablets USP
25 mg, 50 mg, 100 mg

B Only

Read the Patient Information that comes with Losartan
Potassium Tablets before you start taking it and each
time you get a refill. There may be new information. This
leaflet does not take the place of talking with your doctor
about your condition and treatment.

What is the most important information | should know
about Losartan Potassium Tablets?

Do not take Losartan Potassium Tablets if you are
pregnant or plan to become pregnant. Losartan
Potassium Tablets can harm your unborn baby causing
injury and even death. Stop taking Losartan Potassium
Tablets if you become pregnant and call your doctor
right away. If you plan to become pregnant, talk to
your doctor about other treatment options before taking
Losartan Potassium Tablets.

What is Losartan Potassium Tablets?

Losartan Potassium Tablets is a prescription medicine
callgd an angiotensin receptor blocker (ARB). It is
used:

o Alone or with other blood pressure medicines to
lower high blood pressure (hypertension).

* To lower the chance of stroke in patients with high
blood pressure and a heart problem called left
ventricular hypertrophy. Losartan Potassium Tablets
may not help Black patients with this problem.

Losartan Potassium Tablets has not been studied in
children less than 6 years old or in children with certain
kidney problems.

High Blood Pressure (hypertension). Blood pressure is
the force in your blood vessels when your heart beats
and when your heart rests. You have high blood pressure
when the force is too much. Losartan Potassium Tablets

H ||I ‘||I can help your blood

vessels relax so
your blood pressure
227218

is lower.
NON PRINTING AREA

Left Ventricular Hypertrophy (LVHL is an enlargement
of the walls of the left chamber of the heart (the heart’s
main pumping chamber). LVH can happen from several
lr;lrll_%ii High blood pressure is the most common cause
0 .

Who should not take Losartan Potassium Tablets?

e Do not take Losartan Potassium Tablets if you
are allergic to any of the ingredients in Losartan
Potassium Tablets. See the end of this leaflet for a
%olr)rllplete list of ingredients in Losartan Potassium

ablets.

What should | tell my doctor before taking Losartan
Potassium Tablets?

Tell your doctor about all of your medical conditions
including if you:

e Are pregnant or planning to hecome pregnant. See
“What is the most important information | should
know about Losartan Potassium Tablets?”

e Are breast-feeding. It is not known if Losartan
Potassium Tablets passes into your breast milk. You
should choose either to take Losartan Potassium
Tablets or breast-feed, but not both.

« are vomiting a lot or having a lot of diarrhea

o have liver problems

o have kidney problems

Tell your doctor about all the medicines you take,
including prescriptionand non-prescription medicines,
vitamins, and herbal supplements.

Losartan Potassium Tablets and certain other medicines
may interact with each other. Especially tell your doctor
if you are taking:

potassium supplements

salt substitutes containing potassium

water pills (diuretics)

Medicines used to treat pain and arthritis, called
non-steroidal anti-inflammatory drugs NSAIDS.
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eeaoseer:  POtasSiUm -
50.8 mm e UL Tablets USP 2
2" Usual dosage: 8
See package Insert 1m mg 8
PHARMACIST:
PLEASE DISPENSE WITH ATTACHED PATIENT
INFORMATION LEAFLET
Clear
286351 B Only APOTEX CORP. « <—Laminate
/ | /
3.175 mm)\ /' J
(125" C.R. Bleed ALL COPY SHOULD BE 3.175 mm (.125")
Non Printing AWAY FROM EDGE OF DIE LINE BUT GRAPHICS CAN BLEED OFF
Die Line
BACK (GLUE DOWN PAGE) FRONT COVER
3.5625" > < 4.0625” >
1 Y
Cocanan rsssum vgp ' 90 Tablets  NDC 60505-3162-9  Saiiiiachon s M
Store 'al 20° 10 25°C (68°t0 ﬁiﬁm“z"ms
mogzeeeene L osartan s
[see USP Controlied Room -
resomeer:  POtassium ——
GLUE DOWN SIDE oo UBFL. Tahlets USP — ¢
2" .y 2" Usual dosage: _CO c
(non-printing) o0 package nsen 100mg =—: ;
PLEASE DISPENSE WITH ATTACHED PATIENT o
INFORMATION LEAFLET (O
I
286351 I}Only APOTEX CORP. — o w
¥ Y
o PRINTING .
(RTINS ALL COPY SHOULD BE .125” AWAY ALL AROUND DIE LINE APy S B T VAT FROM
FRONT INSIDE COVER INSIDE BACK PAGE
< 4.0625” > < 3.5625 >
] y
Each tablel contalrs 100m3 ) Tapjets  NDC 60505-3162-9 E"%:E%m%g
g e
rovaserenes | gg@rtan i
[see USP Controlled Room -
erensonners  POtASSIUM ©
USP]. f—
” r | s Tablets USP ===3
S00 mgg:imn 100 mg =§
PHARMACIST: =
PLEASE DISPENSE WITH ATTACHED T
PATIENT INFORMATION LEAFLET — O
—
286351 Bony APOTEXCORP. — o
\ 4
PﬁINI?T':NG - Non
DIE LINE AL COPY SHOULD BE 120 AWAY FROM PTG ALL COPY SHOULD BE .125" AWAY ALL AROUND

1 of 1 page




APOTEX

ADVANCING GENERICS

( .
Material

PRINTED PACKAGING MATERIAL MASTER

ECL Common L
o 286340 | Texs 087286 | Description:  ARPLLBLUSA LOSARTAN POTASSIUM FCT100MG30
Material
Code REF: N/A
QA
Rev#: 0 QA Change:  N/A Cof A: PKGP-CA-LBL-PIL
Previous Pre or Post Commercial )
Code: N/A Change: NEW EINISHED GOOD CCP#. REFER TO TRACKWISE
toore. [ Jow [Joeo oo [Peack [oeme
Dimensions/Dieline#: 50.8 mm x 138.125 mm Minimum Prepared by: (b)(6)
PULLOUT - 50.8 mm x 349.25 mm Font Size: 4-9 PT Date: AN 11, 2010
WHEN A PULL-OUT IS BEING UTILIZED IN A BOOKLET, IT IS TO BE INSERTED IN THE CENTER ©)@ SIZE
COUNT AND ONCE FOR ALL OTHER SIZE COUNTS
Base label < 138.125 mm ( 5.438") | >
imprinti . 12.
imerinting 2 %z%l“m < 103.1875 mm (4.0625”) > M e
Lot/Exq \ L
A e T ~
o el ot e ™ 30 Tablets NDC 60505-3162-3 Eﬁ%ﬂ% hew s P
Store 'al 20° 10 25°C (68° to ;;ﬁﬁi’?:?/ﬁz‘mw
roeeerne L osartan o
[see USP Controlled Room -
et POtaSSIUM N
50.8 [s96 USP]. = -
o Tablets USP —
Ses package Insert 1m mg E; 8
PHARMACIST: =8
PLEASE DISPENSE WITH ATTACHED PATIENT = e L0
INFORMATION LEAFLET I (O
— Clear
286340 B Only APOTEX CORP. « < —Laminate
y | /
3.175 mm)\ /' J
(.125") C.R. Bleed ALL COPY SHOULD BE 3.175 mm (.125")
Non Printing AWAY FROM EDGE OF DIE LINE BUT GRAPHICS CAN BLEED OFF
Die Line
BACK (GLUE DOWN PAGE) FRONT COVER
3.5625" > 4.0625” >
1 Y
Cocanan rsssum vgp ' 30 Tablets  NDC 60505-3162-3  Saiiiiachon s M
Store 'al 20° 10 25°C (68°t0 ﬁiﬁm“z"ms
rosseeene Losartan 2
[see USP Controlied Room -
resomeer:  POtassium °
2‘5 GLUE DOWN SIDE 2,; free uEPL Tablets usp =2 g
. . Usual dosage: _CD c
(non pr|nt|ng) See package Insart 100 mg _—S g
PLEASE DISPENSE WITH ATTACHED PATIENT =3
INFORMATION LEAFLET — O
—
286340 I}Only APOTEX CORP. - » .
¥ ¥
L PRINTING .
(RTINS ALL COPY SHOULD BE .125” AWAY ALL AROUND DIE LINE APy S B T VAT FROM
FRONT INSIDE COVER INSIDE BACK PAGE
< 4.0625” > 3.5625" >
1 y
Each tablel contalrs 100m3 3) Tapjets  NDC 60505-3162-3 E"%:E%m%g
Store 'ax 20° 0 25°C (68° to Eﬁmemmmms
roeesenes | gg@rtan o
[see USP Controlled Room - ©
sremeeeen:  Potassium
e USP]. ————————
. . . Tablets USP =
2 2 Usual dosage: —_—
Soe package Insert —
PHARMACIST: =+
PLEASE DISPENSE WITH ATTACHED ]
PATIENT INFORMATION LEAFLET —
——
286340 B Ony APOTEX CORP. —
\ Y
PﬁINI?T':NG - Non
DIE LINE AL COPY SHOULD BE 120 AWAY FROM PTG ALL COPY SHOULD BE .125" AWAY ALL AROUND

1 of 1 page




97 mm

Non-varnish Area (Uncoated)

Area for lot/expiry imprint

Glue Area

APOTEX

PRINTED PACKAGING MATERIAL MASTER

ADVANCING GENERICS

—
Material g, ECL Common /A Description:  ARPL CTN USA LOSARTAN K 100MG 100
Material
Code REF. /A
g@v#z 0 QA Change: N/A Cof A: PKGP-CA-CARTON
Poas N/ | Freor PostCommersial - NEW FINISHED GOOD CcP#: REFER TO TRACKWISE
Pantone (b) (4) (b) (4) (b) (4)
Colours ( | ] Bscc [ wwamnisn [ oieune
Dimensions/Dieline#: 999031-001 Minimum 6 PT Prepared by: (b) (6)
58mm x 60mm x 97mm Font Size: Date: JAN 8, 2010
PAGE 1 OF 1
WA
dx3
(1)
L00-L£0666
NDC 60505-3162-0 NDC 60505-3162-0
100 Tablets (10 x 10 unit dose) 100 Tablets (10 x 10 Unit dose)
Each tablet contains 100 mg of Usual Dosage: See package Insert
Losartan Potassium USP Manufactured by: Apotex Research Pvt Ltd,
Store at 20° to 25°C (68° to 77°F); excursions o Bangalore - 560 099, India
permitted to 15° to 30°C (59° to 86°F) [see USP ode No, KR. DRUGS /KTK/25/521/2006
3 60505131620 5 Controlled Room Temperature]. Dispense in a Manufactured for: Apotex Corp,

100 Tablets (10x 10 Unitdose) NDC 60505-3162-0

Losartan
Potassium
Tablets USP

100 mg

APOTEX CORP.

B Only

tight, light resistant container [see USP],

This unit dose package is not child-resistant

Losartan
Potassium
Tabhlets USP

100 mg

B, Only APOTEX CORP-.

100 Tablets (10x 10 Unitdose) NDC 60505-3162-0

Losartan
Potassium

Tablets USP
100 mg

PLEASE DISPENSE WITH ATTACHED PATIENT
INFORMATION LEAFLET

B Only APOTEX CORP.

&9

58 mm ‘

60 mm I

000000

Weston, FL USA 33326

This unit dose package is not child-resistant

Losartan
Potassium
Tablets USP

100 mg

B Only APOTEX CORP.




APOTEX

ADVANCING GENERICS

( .
Material

PRINTED PACKAGING MATERIAL MASTER

ECL Common L
oo 286355 | Texis: 087286 | Description:  ARPLLBL USA LOSARTAN POTASSIUM FCT50MG30
Material
Code REF: N/A
QA .
Rev#: 0 QA Change:  N/A Cof A: PKGP-CA-LBL-PIL
Previous Pre or Post Commercial )
Code: N/A Change: NEW EINISHED GOOD CCP#. REFER TO TRACKWISE
toore. [ Jow [Joo oo [JPeack [oreme
Dimensions/Dieline#: 50.8 mm x 138.125 mm Minimum Prepared by: (b)(6)
PULLOUT - 50.8 mm x 349.25 mm Font Size: 4-9 PT Date: AN 11, 2010
WHEN A PULL-OUT IS BEING UTILIZED IN A BOOKLET, IT IS TO BE INSERTED IN THE CENTER ®® S|ZE
COUNT AND ONCE FOR ALL OTHER SIZE COUNTS
Base label < 138.125 mm ( 5.438") | >
pase s ‘ 12.
e 2 e 103.1875 mm (4.0625") > T e
Lot/Exq \ L
A e I ~
Each aviet contalrs S0maof 30 Tablets NDC 60505-3161-3 Eﬁ%ﬁ‘% doaus
g;nge a1 20° 10 25°C (68° o Eiﬁw;ﬁ:{ammw
ezt | gsartan o
[see USP Controlled Room -
eeaoseer:  POtasSiUm -
50.8 mm foen beF Tablets USP —— T
o g::ap: :&ﬁeimn 5 0 ———© §
mg E; 8
PHARMACIST: =3
PLEASE DISPENSE WITH ATTACHED PATIENT =~ ===
INFORMATION LEAFLET — (O
— Clear
286355 B Only APOTEX CORP. o <—Laminate
y | /
3.175 mm)\ /' J
(125" C.R. Bleed ALL COPY SHOULD BE 3.175 mm (.125”)
Non Printing AWAY FROM EDGE OF DIE LINE BUT GRAPHICS CAN BLEED OFF
Die Line
BACK (GLUE DOWN PAGE) FRONT COVER
3.5625" > 4.0625” >
1 Y
Cocanan rassum oghe ' 30 Tablets NDC 60505-3161-3  Saiiiiiichon s M
stove'al 20°to 25°C (68°to ﬁiﬁmﬁﬂlms
rosseeene Losartan s
[see USP Controlied Room -
remniieer:  POtassium —
GLUE DOWN SIDE [sa@ USF]. Tablets usp =(") ;?
2" non-orintin 2” gwmmelz . —
_ b o L
PHARMACIST: 4
PLEASE DISPENSE WITH ATTACHED PATIENT ~—ee'0
INFORMATION LEAFLET —— (O
.
286355 B Only APOTEXCORP. -~ o w
¥ Y
o PRINTING .
(RTINS ALL COPY SHOULD BE .125” AWAY ALL AROUND DIE LINE APy S B T VAT FROM
FRONT INSIDE COVER INSIDE BACK PAGE
< 4.0625” > 3.5625 >
] y
Each tablel contalrs SO Mg ol 30 papets  NDC 60505-3161-3 E"%:E%m%g
Store at 20° to 25°C (68° to Eﬁﬁmmmms
roseesens | ggsartan s
[see USP Controlled Room -
erensonners  POtASSIUM 3
USP]. —_—
. A e Tablets USP ——
2 2 Usual dosage: j—
860 package Insert -
PHARMACIST: ———————"4
PLEASE DISPENSE WITH ATTACHED —
PATIENT INFORMATION LEAFLET ——
—
286355 B Ony APOTEX CORP. —
\ 4
PﬁINI?T':NG - Non
DIE LINE AL COPY SHOULD BE 120 AWAY FROM PTG ALL COPY SHOULD BE .125" AWAY ALL AROUND

1 of 1 page




97 mm

Non-varnish Area (Uncoated)

Area for lot/expiry imprint

Glue Area

APOTEX

ADVANCING GENERICS

PRINTED PACKAGING MATERIAL MASTER

( o
Material g, ECL Common /A Description:  ARPL CTN USA LOSARTAN K 50MG 100
Material
Code REF. /A
g@v#z 0 QA Change: N/A Cof A: PKGP-CA-CARTON
Previous /| Pre or Post Commercial  NEW FINISHED GOOD CCP#: REFER TO TRACKWISE
Code: Change:
Pantone (b) (4) (b) (4) (b) (4)
Colours | ] Bsck X wwamnisn [ oeune
58mm x 60mm x 97mm Font Size: Date: JAN 8, 2010 2009
PAGE 1 OF 1
LT
dax3
()
L00~L£0666
NDC 60505-3161-0 NDC 60505-3161-0
100 Tablets (10 x 10 unit dose) 100 Tablets (10 x 10 Unit dose)

6050531610

100 Tablets (10x 10 Unitdose) NDC 60505-3161-0

Losartan
Potassium

Tablets USP
50 mg

APOTEX CORP.

B Only

Each tablet contains 50 mg of
Losartan Potassium USP

Store at 20° to 25°C (68° to 77°F); excursions
permitted to 15° to 30°C (59° to 86°F) [see USP
Controlled Room Temperature]. Dispense in a
tight, light resistant container [see USP].

This unit dose package is not child-resistant

Losartan
Potassium

Tablets USP
50 mg

B, Only APOTEX CORP-.

100 Tablets (10x 10 Unitdose) NDC 60505-3161-0

Losartan
Potassium

Tablets USP
50 mg

PHARMACIST:
PLEASE DISPENSE WITH ATTACHED PATIENT
INFORMATION LEAFLET

B Only APOTEX CORP.

58 mm

&9

000000

‘ 60 mm

Usual Dosage: See package insert

Manufactured by: Apotex Research Pvt Ltd,
Bangalore — 560 099, India
Code No. KR. DRUGS /KTK/25/521/2006

Manufactured for: Apotex Corp.
Weston, FL USA 33326

This unit dose package is not child-resistant

Losartan
Potassium

Tablets
50 mg

B Only APOTEX CORP.




APOTEX

ADVANCING GENERICS

( .
Material

PRINTED PACKAGING MATERIAL MASTER

ECL Common L
Code: 286354 | Text#: 287286 Description:  ARPLLBLUSA LOSARTANPOTASSIUM FCT 50MG1000
Material
Code REF: N/A
QA
Rev#: 0 QA Change:  N/A Cof A: PKGP-CA-LBL-PIL
Previous Pre or Post Commercial )
Code: N/A Change: NEW EINISHED GOOD CCP#. REFER TO TRACKWISE
toore. [ Jow [Joo oo [JPeack [oreme
Dimensions/Dieline#: 50.8 mm x 138.125 mm Minimum Prepared by: (b)(6)
PULLOUT - 50.8 mm x 349.25 mm Font Size: 4-9 PT Date: AN 11, 2010
WHEN A PULL-OUT IS BEING UTILIZED IN A BOOKLET, IT IS TO BE INSERTED IN THE CENTER ®® S|ZE
COUNT AND ONCE FOR ALL OTHER SIZE COUNTS
Base label < 138.125 mm ( 5.438") >
imprinti ‘ 12.
m;r;;r;nftg:g 22 %2755 mm e 103.1875 mm (4.0625") ’! ’ _75:n "l
Lot/Exq \ L
A e I ~
B e ot o2 1000 Tablets NDC 60505-3161-8 %‘;ﬂﬁi‘% hew s P
A hrmr
1o 15+10 30°C (5610 86°F) Losal'tall WPz, Blnda 3za28
[see USP Controlled Room -
et POtaSSIUM N
50.8 mm feea USFL Tablets USP =2 =z
2" Usual dosage: _B I
Ses package Insert 50 mg _7; 8
PHARMACIST: =3
PLEASE DISPENSE WITH ATTACHED PATIENT =~ ==l
INFORMATION LEAFLET I (O
— Clear
266354 B Only APOTEX CORP. « - <{—Laminate
y | /
3.175 mm)\ /' J
(.125") C.R. Bleed ALL COPY SHOULD BE 3.175 mm (.125")
Non Printing AWAY FROM EDGE OF DIE LINE BUT GRAPHICS CAN BLEED OFF
Die Line
BACK (GLUE DOWN PAGE) FRONT COVER
3.5625" > 4.0625” >
1 Y
Eocanan rsssum osfe ' 1000 Tablets NDC 60505-3161-8  Saiiiiichon s M
_ 0
stove'al 20°to 25°C (68°to ﬁiﬁm“ﬂlms
coewesne - Losartan 2
[see USP Controlied Room -
eeaoon:  POtassium — &
GLUE DOWN SIDE [se0 USP]. Tablets usp —®© ¢
1 (non-printing) z Foer ——" :
- 00 p Insel ——
PHARMACIST: =4
PLEASE DISPENSE WITH ATTACHED PATIENT =~ —oee='©
INFORMATION LEAFLET — O
—
286354 & Only APOTEX CORP. — .. w»
¥ ¥
L PRINTING .
(RTINS ALL COPY SHOULD BE .125” AWAY ALL AROUND DIE LINE APy S B T VAT FROM
FRONT INSIDE COVER INSIDE BACK PAGE
< 4.0625” > 3.5625" >
1 y
Each tablel contalrs S0 Mg of - {0 apiets  NDC 60505-3161-8 E"%:E%m%g
Store at 20° to 25°C (68° to Eﬁ%%::mmm/ms
raseecnes | gsartan R
[see USP Controlled Room - ~
1gnt gt redistant conainer Potassium =
e USP]. p—
. . . Tablets USP —=
2 2 Usual dosage: —_—
Soe package Insert —_—
50 mg o
PHARMACIST: 3
PLEASE DISPENSE WITH ATTACHED ]
PATIENT INFORMATION LEAFLET —— O
—
286354 B Ony APOTEX CORP. —
\ Y
PﬁINI?T':NG - Non
DIE LINE AL COPY SHOULD BE 120 AWAY FROM PTG ALL COPY SHOULD BE .125" AWAY ALL AROUND

1 of 1 page




APOTEX

ADVANCING GENERICS

( .
Material

PRINTED PACKAGING MATERIAL MASTER

ECL Common L
e 286356 | Texis: 087286 | Description:  ARPLLBL USA LOSARTAN POTASSIUM FCT50MG90
Material
Code REF: N/A
QA .
Rev#: 0 QA Change:  N/A Cof A: PKGP-CA-LBL-PIL
Previous Pre or Post Commercial .
Code: N/A Change: NEW FEINISHED GOOD CCP#: REFER TO TRACKWISE
toore. [ Jow [Joo oo [JPeack [oreme
Dimensions/Dieline#: 50.8 mm x 138.125 mm Minimum Prepared by: (b) (6)
PULLOUT - 50.8 mm x 349.25 mm Fontsize: 49 PT | pate: AN 11, 2010
WHEN A PULL-OUT IS BEING UTILIZED IN A BOOKLET, IT IS TO BE INSERTED IN THE CENTER ®@ S|ZE
COUNT AND ONCE FOR ALL OTHER SIZE COUNTS
Base label 138.125 mm ( 5.438") | >
Jase 1 ‘ 12.
e # %z%ln ml< 103.1875 mm (4.0625") > M e
Lot/Ex \ L1
A e I ~
Each aviet contalrs S0maof 90 Tablets NDC 60505-3161-9 %‘;ﬂaﬁ% doaus
g;glFe'a! 20° 10 25°C (68° to ;Lﬁﬁﬁ:?&lmw
reewerene Losartan T e
[see USP Controlled Room -
et Potassium —
50.8 mm e UL Tablets USP =0 ¢
2" Usual dosage: _5 I
806 package Insert 50 mg —7; &
PHARMACIST: =Y
PLEASE DISPENSE WITH ATTACHED PATIENT ~—eee='0
INFORMATION LEAFLET (O
— Clear
286356 B Only APOTEX CORP- « - <—Laminate
y | /
3.175 mm)\ /' J
(125" C.R. Bleed ALL COPY SHOULD BE 3.175 mm (.125")
Non Printing AWAY FROM EDGE OF DIE LINE BUT GRAPHICS CAN BLEED OFF
Die Line
BACK (GLUE DOWN PAGE) FRONT COVER
3.5625" > 4.0625” >
1 Y
Cocanan rassum og® ' 90 Tablets NDC 60505-3161-9  Saiiiiichon s b
Store 'al 20°t0 25°C (68°to ﬁ'{‘:ﬁm“z"ms
coewesne - Losartan .
[see USP Controlied Room -
resomeer:  POtassium —
GLUE DOWN SIDE [see USF]. Tablets USP =0 2
0 non-printing) . = ¢
- {:1°) In_al _‘_
( P g ’ 50 ny =s—; &
PLEASE DISPENSE WITH ATTACHED PATIENT ==
INFORMATION LEAFLET —)
I
286356 I}Only APOTEX CORP. — o w
¥ Y
o PRINTING .
(RTINS ALL COPY SHOULD BE .125” AWAY ALL AROUND DIE LINE APy S B T VAT FROM
FRONT INSIDE COVER INSIDE BACK PAGE
< 4.0625” > 3.5625" >
7 Y
Each tablel contalrs SO Mg ol 9 apjets  NDC 60505-3161-9 E"%:E%m%g
Store at 20° to 25°C (68° to Eﬁgﬁmmm/ms
raseecnes | gsartan R
[see USP Controlled Room = o
s, Potassium
e USP]. e
, ! e U3 Tablets USP ——
2 2 Usual dosage: —_—
Soe package Insert —
PHARMACIST: =4
PLEASE DISPENSE WITH ATTACHED —9
PATIENT INFORMATION LEAFLET —
—
286356 B Ony APOTEX CORP. —
¥ Y
PﬁINI?T':NG - NOW
DIE LINE AL COPY SHOULD BE 120 AWAY FROM PRINTING ALL COPY SHOULD BE .125” AWAY ALL AROUND

1 of 1 page




APOTEX

ADVANCING GENERICS

( .
Material

PRINTED PACKAGING MATERIAL MASTER

ECL Common L
Code: 286352 | Text#: 287286 Description:  ARPLLBLUSA LOSARTANPOTASSIUM FCT25MG1000
Material
Code REF: N/A
QA
Rev#: 0 QA Change:  N/A Cof A: PKGP-CA-LBL-PIL
Previous Pre or Post Commercial .
Code: N/A Change: NEW EINISHED GOOD CCP#. REFER TO TRACKWISE
e, [ Jow [Joeo oo [JPeack [Poreme
Dimensions/Dieline#: 50.8 mm x 138.125 mm Minimum Prepared by: (b)(6)
PULLOUT - 50.8 mm x 349.25 mm Font Size: 4-9 PT Date: AN 11, 2010
WHEN A PULL-OUT IS BEING UTILIZED IN A BOOKLET, IT IS TO BE INSERTED IN THE CENTER ®® S|ZE
COUNT AND ONCE FOR ALL OTHER SIZE COUNTS
Base label < 138.125 mm ( 5.438") | >
S ‘ 12.
e 2 e 103.1875 mm (4.0625") > T e
Lot/Exg [
A e I ~
Each tablar contars2emaol 1000 Tablets NDC 60505-3160-8 Eﬁ%{% hew s P
A hrmr
1o 15+10 30°C (5610 86°F) Losal'tall WPz, Blnda 3za28
[see USP Controlled Room -
et POtaSSIUM °
50.8 mm fsee LB Tablets USP 3 =
4 . dmg ——=
=05 &
PHARMACIST: ——————— 1
PLEASE DISPENSE WITH ATTACHED PATIENT =~ =0
INFORMATION LEAFLET (O
— Clear
286352 B Only APOTEX CORP. o <—Laminate
y | /
3.175 mm)\ /' J
(.125") C.R. Bleed ALL COPY SHOULD BE 3.175 mm (.125")
Non Printing AWAY FROM EDGE OF DIE LINE BUT GRAPHICS CAN BLEED OFF
Die Line
BACK (GLUE DOWN PAGE) FRONT COVER
3.5625" > 4.0625” >
1 Y
Cocanan rsssum os® ' 1000 Tablets NDC 60505-3160-8 Saiiiiachon s M
Store at 20° to 25°C (68° to ﬁiﬁm“z"ms
rosseeene Losartan 2
[see USP Controlied Room -
crediery:  Potassium ©
GLUE DOWN SIDE s 55 Tablets USP 5
: non-printin z i =—=°
_ - o —
PHARMACIST: =17
PLEASE DISPENSE WITH ATTACHED PATIENT e
INFORMATION LEAFLET —
.
286352 & Only APOTEX CORP. P .
¥ ¥
L PRINTING .
(RTINS ALL COPY SHOULD BE .125” AWAY ALL AROUND DIE LINE APy S B T VAT FROM
FRONT INSIDE COVER INSIDE BACK PAGE
< 4.0625” > 3.5625" >
1 y
Each tablet contalrs 25 g of - 4 apiets  NDC 60505-3160-8 E"%:E%m%g
Store 'ax 20° 0 25°C (68° to Eﬁmemmmms
roseesens | ggsartan s
[see USP Controlled Room - »
pesier:  Potassium
[s98 USP]. [—
. . Tablets USP —_—
2 2 Usual dosage: _—
Soe package Insert —
PHARMACIST: 3
PLEASE DISPENSE WITH ATTACHED ]
PATIENT INFORMATION LEAFLET —
——
286352 B Ony APOTEX CORP. —
\ Y
PﬁINI?T':NG - Non
DIE LINE AL COPY SHOULD BE 120 AWAY FROM PTG ALL COPY SHOULD BE .125" AWAY ALL AROUND

1 of 1 page




APOTEX

ADVANCING GENERICS

( .
Material

PRINTED PACKAGING MATERIAL MASTER

ECL Common L
Code: 286353 | Text: 287286 Description:  ARPLLBLUSA LOSARTAN POTASSIUM FCT 25MG90
Material
Code REF: N/A
QA
Rev#: 0 QA Change:  N/A Cof A: PKGP-CA-LBL-PIL
Previous Pre or Post Commercial .
Code: N/A Change: NEW FEINISHED GOOD CCP#: REFER TO TRACKWISE
e, [ Jow [Joeo oo [JPeack [Poreme
Dimensions/Dieline#: 50.8 mm x 138.125 mm Minimum 45PT Prepared by: (b) (6)
PULLOUT - 50.8 mm x 349.25 mm Font Size: ™ Date: JAN 11 , 2010
WHEN A PULL-OUT IS BEING UTILIZED IN A BOOKLET, IT IS TO BE INSERTED IN THE CENTER ®@ S|ZE
COUNT AND ONCE FOR ALL OTHER SIZE COUNTS
Base label € 138.125 mm ( 5.438") | >
imprinti ‘ 12.
e 2 %z%ln " e 103.1875 mm (4.0625”) > _751“'" «—
Lot/Exg [
A e T N
B eapa© 00 Tablets NDC 60505-3160-9 Eﬁ%ﬂ‘% doa
Store 'al 20° 10 25°C (68° to :‘:"ﬁﬁ:’?:rr&&lmw
reewerene Losartan T e
[see USP Controlled Room -
resaoeer:  POtaSSIUM —
50.8 mm feee LAl Tablets USP ——————-
' g::aplg;(ﬁeimn 25 mg © g
- 3
J— e
PHARMACIST: =0
PLEASE DISPENSE WITH ATTACHED PATIENT —e=
INFORMATION LEAFLET —
— Clear
286353 B Only APOTEX CORP. « <—Laminate
/ |1 J
3.175 mm)\ /' J
(.125") C.R. Bleed ALL COPY SHOULD BE 3.175 mm (.125")
Non Printing AWAY FROM EDGE OF DIE LINE BUT GRAPHICS CAN BLEED OFF
Die Line
BACK (GLUE DOWN PAGE) FRONT COVER
3.5625" > < 4.0625” >
1 Y
Cocanan rsssum ose ' 90 Tablets  NDC 60505-3160-9  Saiiiiichon s M
;)t;::e 'al 20° '(Io 25°C (es'"; ;g ﬁ'{‘:ﬁm“z"ms
mogzeeeene L osartan .
[see USP Controlied Room -
peeicerr:  Potassium —
» GLUE DOWN SIDE » {50 USF. Tablets USP —)  $
.. Usual dosage: f— c
(non-printing) 890 package imart 2B5mg =s; §
PHARMACIST: ——————
PLEASE DISPENSE WITH ATTACHED PATIENT =~ ===
INFORMATION LEAFLET I O
I
286353 I}Only APOTEX CORP. — . w»
¥ ¥
NON NON
(RTINS ALL COPY SHOULD BE .125” AWAY ALL AROUND e APy S B T VAT FROM
FRONT INSIDE COVER INSIDE BACK PAGE
< 4.0625" > 3.5626" >
1 y
Each tablet contalns 25 ngof - ) apiets  NDC 60505-3160-9 E"%:E%M%E
g e
raseecnes | gsartan e
[see USP Controlled Room =
memaweer:  Potassium -
USP]. e
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 90-790
Date of Submission:  August 27, 2008
Applicant's Name: Apotex Corporation

Established Name: Losartan Potassium Tablets, 25 mg, 50 mg and 100 mg tablets

Labeling Deficiencies:
1. GENERALCOMMENTS
a. Referring to the ® @ proposed count bottles, the Agency does
NOT approve bulk labeling. Please delete this count bottle from your HOW
SUPPLIED section.
b. We note that you did NOT include information related to the “Preparation of the
suspension” and/or the suspension in the labeling. This is not protected information.
Please revise and/or comment.
2. CONTAINER - Bottles of 30s, 90s and 1000s

Side Panel: Revise to read

Each tablet contains:
xx mg Losartan Potassium USP

3. CARTON - 100 (10X10 unit-dose blisters)
See comment above.
4, Unit-Dose Blisters — 10s
Satisfactory in draft as of the August 27, 2008 electronic submission
5. PACKAGE INSERT and PATIENT INFORMATION LEAFLET

a. Please revise your labeling to be in accord with the most recently approved labeling for
the reference listed drug, Cozaar® Tablets (NDA 20-386/S-049; June 4, 2009).

b. See comment under CONTAINER above
Submit your revised labels and labeling electronically in final print format.
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily

or weekly updates of new documents posted on the CDER web site at the following address -
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17

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




To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please
provide a side-by-side comparison of your proposed labeling with the enclosed copy of the reference listed
drug's labeling with all differences annotated and explained.



6. Revisions needed post-approval: None

BASIS OF APPROVAL:

Was this approval based upon a petition? No

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

NDA Number: 20-386/S-049

NDA Drug Name: Cozaar® Tablets

NDA Firm: Merck & Co. Inc.

Date of Approval of NDA Insert and supplement: NDA 20-386/S-049; June 4, 2009
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: Most recently approved labeling of the reference listed
drug, Cozaar® Tablets.

FOR THE RECORD

1. The model labeling was based on the most recently approved labeling for this
drug product, Cozaar® (NDA 20-386/S-049; approved June 4, 2009).

2. Storage/Dispensing Conditions:
NDA: Store at 25°C (77°F), excursions permitted to 15 — 30°C (59 — 86°F)[See USP Controlled Room

temperaturel].
ANDA: Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F). [see USP Controlled
Room Temperature]. (b) 4)

USP: NOT USP and NOT PF.
NDA: Dispense in a well-closed container as defined in the USP.
ANDA: Dispense in a tight, light resistant container.

3. In July of 2007, this decision (below) was reversed by Peter Rickman and John Grace.
(Previous submission) This applies to this application even though different patent
certifications filed, they are the same pertaining to this Indication
After further review on 1/23/2006, Peter Rickman and John Grace decided that the exclusivity
“Treatment of Type |l Diabetic Neuropathy” (Use code 1-383), should be included in the labeling. It was
to loosely associated with patent #5210079*PED “(U-496- Method for Treating Chronic Renal Failure).

4. Product Line:
The innovator markets their product in three strengths (25 mg, 50 mg and 100 mg). They are
packaged in bottles of 30, 90, 100 and 1000 tablets and unit-dose cartons of 100 tablets
The applicant proposes to market their product in bottles of 30s, 90s and 1000s as well as unit-dose
cartons of 100 tablets for all strengths.

5. Patent/ Exclusivities:

NDA: 20-386
Patent No. Patent Expiration [ Use Code Description How Filed Labeling Impact
5138069*PED Feb. 11, 2010 Paragraph Ill None
5153197*PED April 6, 2010 U-3 Treatment of Hypertension Paragraph Il None
5210079*PED | November 11, 2010 U-496 Method for Treating Chronic Renal Failure MOU None
5608075*PED Sept 4, 2014 Paragraph IV




Exclusivity Data— NDA 20-386

Code Reference Expiration Labeling Impact

1-383 Treatment of Type Il Diabetic Nephropathy Sept. 17, 2005 Needs to be carved
jout of the labeling
U-496 listed in FTR
las per Peter
Rickman

6. The tablet imprinting have been accurately described in the HOW SUPPLIED section as
required by 21 CFR 206, et al. (Imprinting of Solid Oral Dosage Form Products for Human Use; Final
Rule, (no tablets are scored as is the RLD not scored)

Dosage Strength Tablet Description

White, round, biconvex tablets with ‘APO’ debossed
on one side and ‘LS’ over ‘25’ on the other side.

White, round, biconvex tablets with ‘APO’ debossed
on one side and ‘LS’ over ‘50’ on the other side.

White, oval shaped, biconvex tablets with ‘APO’ debossed
on one side and ‘LS 100’ on the other side.

25 mg

50 mg

100 mg

7. Inactive Ingredients:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
consistent with the listing of inactive ingredients found in the statement of components and
The components and quantitative composition of Losartan Potassium Tablets 25 mg, 50 mg and
100 mg is summarized below:

Composition and compositions: Not satisfactory per chemistry

What are the components and composition of the final product? What is the function of each
excipient?

The quantitative composition of each component in the Losartan Potassium Tablets is listed below:

Components Function %w/wimglzs mg Tablet[mgISO mg Tablet[mgl100 mg Tablet]

Losartan Potassium USP. @@ [active Ingredief2723] 2500 | 5000 |  100.00
(b) (4)




The drug substance Losartan Potassium consist of 27.33% of the weight of the tablets.
The composition of Film coating material ) is in the table below.

mg/tablet

c) Description of Accompanying Reconstitution Diluent(s): N/A

d) Type of Container and Enclosure used for Dosage Form:

As indicated by stability studies the proposed Losartan Potassium Tablets 25 mg, 50 mg and 100 mg are
packed into HDPE bottles and closures.

These container/closure systems meet all current established acceptance criteria including USP General
Chapter <661> and USP General Chapter <671> and have been approved for use with the firm’s other
products.

8. All manufacturing will be done by:
Apotex Research Pvt Ltd.
Plot No 1, Bommasandra Industrial Area, 4th Phase
Bommasandra Industrrial Estate
Bangalore, India- 560 099



9. Container/Closure -

The Losartan Potassium Tablets 25 mg, 50 mg and 100 mg are packaged in the container and closure
systems as described in the below table.

Count

Strength

Container Closure System

30’'s

25
50
100

mg
mg

mg

75 cc round, white, opaque, HDPE bottle with 38mm polypropylene blue CRC cap with
®® Jiner and Lift and Peel induction seal.

90’'s

25
50
100

mg
mg

mng

(b) (4)

1000's

25

mg

250 cc round, white, opaque, HDPE bottle with 53mm polypropylene blue screw cap
with|  ®® liner and Lift and Peel induction seal.

50

mg

400 cc round, white, opaque, HDPE bottle with 53mm polypropylene blue screw cap
with  ®® liner and Lift and Peel induction seal.

100

mg

|[HDPE bottle with 53mm polypropylene blue screw cap with @ ®®

0@ (625 cc for commercial batches) round, white, opaque,

®)@ liner and Lift and Peel induction seal. ®® (625 cc for
commercial batches) round, white, opaque, HDPE bottle with
53mm polypropylene blue screw cap with ®)@) liner and Lift
and Peel induction seal.

100 U/D
Blisters

25
50
100

mg
m

Blister packs comprising of white opaque ®@ £1m and aluminium foil. The blister

mg

packs will be packed in cartons containing 10 strips of 10 tablets.

Blister packaging of the exhibit and stability batch presented in this ANDA is 10 strips of 10

tablets.
(b) (4)
The opaque container should be adequate enough to protect the drug product from
light damage.
Chemistry Deficiency: ® @
Date of Review: 8/19/09 Date of Submission: August 27, 2008
Primary Reviewer: Jim Barlow Date:

Team Leader: Koung Lee Date:
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ANDA 90790 ORIG 1 APOTEX CORP LOSARTAN POTASSIUM

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

JAMES T BARLOW
08/20/2009



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

ANDA Number: 090790
Date of Submission: September 8, 2009
Applicant's Name: Apotex Inc.

Established Name: Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg tablets

Labeling Deficiencies:

1. GENERALCOMMENTS
a. Did your firm submit stability data supporting this suspension storage in your Chemistry
data? Please comment. (Also, please note that this information (suspension) cannot be
carved out of your labeling since it is not protected.)

b. Please note that Losartan Potassium Tablets are now subject to a “USP” monograph.
Please revise to include this designation in your labeling where appropriate.

2. CONTAINER - Bottles of 30s, 90s and 1000s
See comment 1.(b.) above.

3. CARTON — 100 (10X10 unit-dose blisters)
See comment 1.(b.) above.

4., Unit-Dose Blisters — 10s
Satisfactory in draft as of the August 27, 2008 electronic submission

5. PACKAGE INSERT
PRECAUTIONS
Revise the following subsection to read as follows —

Electrolyte Imbalance
Electrolyte imbalances are common in patients with renal impairment, with or without
diabetes, and should be addressed.

Information for Patients
Pregnancy: Female patients..........

6. PATIENT INFORMATION LEAFLET
We note that a Patient Information Leaflet was never submitted for review. Note that a PIL
was approved for the reference listed drug on April 13 and September 21, 2006. Please
address this and/or comment.

Submit your revised labels and labeling electronically in final print format.

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily
or weekly updates of new documents posted on the CDER web site at the following address -
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17

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




To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please
provide a side-by-side comparison of your proposed labeling with the enclosed copy of the reference listed
drug's labeling with all differences annotated and explained.



7. Revisions needed post-approval: None

BASIS OF APPROVAL:

Was this approval based upon a petition? No

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

NDA Number: 20-386/S-049

NDA Drug Name: Cozaar® Tablets

NDA Firm: Merck & Co. Inc.

Date of Approval of NDA Insert and supplement: NDA 20-386/S-049; June 4, 2009
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: Most recently approved labeling of the reference listed
drug, Cozaar® Tablets.

FOR THE RECORD

1. The model labeling was based on the most recently approved labeling for this
drug product, Cozaar® (NDA 20-386/S-049; approved June 4, 2009).

2. Storage/Dispensing Conditions:
NDA: Store at 25°C (77°F), excursions permitted to 15 — 30°C (59 — 86°F)[See USP Controlled Room
temperaturel].
ANDA: Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F). [see USP Controlled
Room Temperature]. ® @
USP: NOT USP and NOT PF.
NDA: Dispense in a well-closed container as defined in the USP.
ANDA: Dispense in a tight, light resistant container.

3. In July of 2007, this decision (below) was reversed by Peter Rickman and John Grace.
(Previous submission) This applies to this application even though different patent
certifications filed, they are the same pertaining to this Indication
After further review on 1/23/2006, Peter Rickman and John Grace decided that the exclusivity
“Treatment of Type |l Diabetic Neuropathy” (Use code 1-383), should be included in the labeling. It was
to loosely associated with patent #5210079*PED “(U-496- Method for Treating Chronic Renal Failure).

4. Product Line:
The innovator markets their product in three strengths (25 mg, 50 mg and 100 mg). They are
packaged in bottles of 30, 90, 100 and 1000 tablets and unit-dose cartons of 100 tablets
The applicant proposes to market their product in bottles of 30s, 90s and 1000s as well as unit-dose
cartons of 100 tablets for all strengths.

5. Patent/ Exclusivities:

NDA: 20-386
Patent No. Patent Expiration | Use Code Description How Filed Labeling Impact
5138069*PED Feb. 11, 2010 Paragraph Il None
5153197*PED April 6, 2010 U-3 Treatment of Hypertension Paragraph Il None
5210079*PED | November 11, 2010 U-496 Method for Treating Chronic Renal Failure MOU None
5608075*PED Sept 4, 2014 Paragraph IV

Exclusivity Data— NDA 20-386



Code Reference Expiration Labeling Impact

1-383 Treatment of Type Il Diabetic Nephropathy Sept. 17, 2005 [Needs to be carved
jout of the labeling
U-496 listed in FTR
las per Peter
Rickman

6. The tablet imprinting have been accurately described in the HOW SUPPLIED section as
required by 21 CFR 206, et al. (Imprinting of Solid Oral Dosage Form Products for Human Use; Final
Rule, (no tablets are scored as is the RLD not scored)

Dosage Strength Tablet Description
25 m White, round, biconvex tablets with ‘APO’ debossed
g on one side and ‘LS’ over ‘25’ on the other side.
50 White, round, biconvex tablets with ‘APO’ debossed
mg on one side and ‘LS’ over ‘50’ on the other side.
100 m White, oval shaped, biconvex tablets with ‘APO’ debossed
g on one side and ‘LS 100’ on the other side.

7. Inactive Ingredients:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
consistent with the listing of inactive ingredients found in the statement of components and
The components and quantitative composition of Losartan Potassium Tablets 25 mg, 50 mg and
100 mg is summarized below:

Composition and compositions: Satisfactory per chemistry

What are the components and composition of the final product? What is the function of each
excipient?

The quantitative composition of each component in the Losartan Potassium Tablets is listed below:

Components Function %wlwlmngS mg Tablel[mgISO mg Tablet[mgl100 mg Tablet}

Losartan Potassium USP. @@ |active Ingredief2723] 2500 | 5000 | 100.00
(b) (4)—

[Coated Tablet weight o] 9180 | 18360 |  367.20

(b) (4)




The drug substance Losartan Potassium consist of 27.33% of the weight of the tablets.

The composition of Film coating material ®@ is in the table below.
|
Ingredients (®) (4) mg/tablet
I 25 mg*|50 mg**|100mg**1
' (®) (4)

(b) (4)

c) Description of Accompanying Reconstitution Diluent(s): N/A
d) Type of Container and Enclosure used for Dosage Form:

As indicated by stability studies the proposed Losartan Potassium Tablets 25 mg, 50 mg and 100 mg are
packed into HDPE bottles and closures.

These container/closure systems meet all current established acceptance criteria including USP General
Chapter <661> and USP General Chapter <671> and have been approved for use with the firm’s other
products.

8. All manufacturing will be done by:
Apotex Research Pvt Lid.
Plot No 1, Bommasandra Industrial Area, 4th Phase
Bommasandra Industrrial Estate
Bangalore, India- 560 099

9. Container/Closure — Satisfactory per chemistry

The Losartan Potassium Tablets 25 mg, 50 mg and 100 mg are packaged in the container and closure
systems as described in the below table.

Count [Strength Container Closure System
20's 52',2 29 75 cc round, white, opaque, HDPE bottle with 38mm polypropylene blue CRC cap with
9 ® @ Jiner and Lift and Peel induction seal.
100 mg
90" s ég 29 75 cc round, white, opaque, HDPE bottle with 38mm polypropylene blue CRC cap with 23
100 mg ®® iner and Lift and Peel induction seal.

(b) (4)




25

m

250 cc round, white, opaque, HDPE bottle with 53mm polypropylene blue screw cap
with @ Jiner and Lift and Peel induction seal.

50

m

400 cc round, white, opaque, HDPE bottle with 53mm polypropylene blue screw cap
with ®® liner and Lift and Peel induction seal.

1000's

100

mg

0@ (625 cc for commercial batches) round, white, opaque,
HDPE bottle with 53mm polypropylene blue screw cap with @ ®®
)@ liner and Lift and Peel induction seal. ®® (625 cc for
commercial batches) round, white, opaque, HDPE bottle with
53mm polypropylene blue screw cap with ®)@4) liner and Lift
and Peel induction seal.

100 U/D
Blisters

25
50
100

m
m

mg

Q \Q

Blister packs comprising of white opaque ®® film and aluminium foil. The blister
packs will be packed in cartons containing 10 strips of 10 tablets.

Blister packaging of the exhibit and stability batch presented in this ANDA 1s 10 strips of 10

tablets.
(b) (4)
. The opaque container should be adequate enough to protect the drug product from light
damage.
Date of Review: 1/6/10 Date of Submission: September 8, 2009
Primary Reviewer: Jim Barlow Date:

Team Leader: Koung Lee Date:




Application Submission

Type/Number Type/Number Submitter Name Product Name

ANDA-90790 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

JAMES T BARLOW
01/06/2010



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

ANDA Number: 090790
Date of Submission: January 15, 2010
Applicant's Name: Apotex Inc.

Established Name:  Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg tablets

Labeling Deficiencies:

1. CONTAINER - Bottles of 30s, 90s and 1000s (all strengths)
Satisfactory in final print as of the January 15, 2010 e-submission

2. CARTON - 100 (10X10 unit-dose blisters) (all strengths)
Satisfactory in final print as of the January 15, 2010 e-submission

3. Unit-Dose Blisters — 10s
Satisfactory in final print as of the January 15, 2010 e-submission

4, PACKAGE INSERT
Satisfactory in final print as of the January 15, 2010 e-submission

5. PATIENT INFORMATION LEAFLET

a. Please delete the following information from the text since it is protected information.

i ®)4)

i. ©) @)

iii. () (@)

b. How many Patient Information Leaflets will be distributed for each count bottle you intend
to market? (i.e. ®“PILs for the bottles of 90)

Submit your revised labels and labeling electronically in final print format.

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily
or weekly updates of new documents posted on the CDER web site at the following address -
http://service.govdelivery.com/service/subscribe.htm|?code=USFDA 17



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

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please
provide a side-by-side comparison of your proposed labeling with the enclosed copy of the reference listed
drug's labeling with all differences annotated and explained.



7. Revisions needed post-approval: None

BASIS OF APPROVAL.:

Was this approval based upon a petition? No

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

NDA Number: 20-386/S-049

NDA Drug Name: Cozaar® Tablets

NDA Firm: Merck & Co. Inc.

Date of Approval of NDA Insert and supplement: NDA 20-386/S-049; June 4, 2009
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: Most recently approved labeling of the reference listed
drug, Cozaar® Tablets.

FOR THE RECORD

1.

The model labeling was based on the most recently approved labeling for this
drug product, Cozaar® (NDA 20-386/S-049; approved June 4, 2009).

Storage/Dispensing Conditions:
NDA: Store at 25°C (77°F), excursions permitted to 15 — 30°C (59 — 86°F)[See USP Controlled Room

temperature].
ANDA: Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F). [see USP Controlled
Room Temperature]. (b) (4)

USP: NOT USP and NOT PF.
NDA: Dispense in a well-closed container as defined in the USP.
ANDA: Dispense in a tight, light resistant container.

3. In July of 2007, this decision (below) was reversed by Peter Rickman and John Grace.
(Previous submission) This applies to this application even though different patent
certifications filed, they are the same pertaining to this Indication
After further review on 1/23/2006, Peter Rickman and John Grace decided that the exclusivity
“Treatment of Type |l Diabetic Neuropathy” (Use code 1-383), should be included in the labeling. It was
to loosely associated with patent #5210079*PED “(U-496- Method for Treating Chronic Renal Failure).

4. Product Line:

The innovator markets their product in three strengths (25 mg, 50 mg and 100 mg). They are
packaged in bottles of 30, 90, 100 and 1000 tablets and unit-dose cartons of 100 tablets

The applicant proposes to market their product in bottles of 30s, 90s and 1000s as well as unit-dose
cartons of 100 tablets for all strengths.

5. Patent/ Exclusivities:

NDA: 20-386
Patent No. Patent Expiration | Use Code Description How Filed Labeling Impact
5138069*PED Feb. 11, 2010 Paragraph Il None
5153197*PED April 6, 2010 U-3 Treatment of Hypertension Paragraph Il None
5210079*PED | November 11, 2010 U-496 Method for Treating Chronic Renal Failure MOU None
5608075*PED Sept 4, 2014 Paragraph IV

Exclusivity Data— NDA 20-386

Code | Reference | Expiration | Labeling Impact |




1-383 Treatment of Type Il Diabetic Nephropathy Sept. 17, 2005 |Needs to be carved
jout of the labeling
U-496 listed in FTR
las per Peter
Rickman

6. The tablet imprinting have been accurately described in the HOW SUPPLIED section as
required by 21 CFR 206, et al. (Imprinting of Solid Oral Dosage Form Products for Human Use; Final
Rule, (no tablets are scored as is the RLD not scored)

Dosage Strength Tablet Description
25 m White, round, biconvex tablets with ‘APO’ debossed
9 on one side and ‘LS’ over ‘25’ on the other side.
50 White, round, biconvex tablets with ‘APO’ debossed
mg on one side and ‘LS’ over ‘50’ on the other side.
100 mg White, oval shaped, biconvex tablets with ‘APO’ debossed

on one side and ‘LS 100’ on the other side.

7. Inactive Ingredients:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
consistent with the listing of inactive ingredients found in the statement of components and
The components and quantitative composition of Losartan Potassium Tablets 25 mg, 50 mg and
100 mg is summarized below:

Composition and compositions: Satisfactory per chemistry

What are the components and composition of the final product? What is the function of each
excipient?

The quantitative composition of each component in the Losartan Potassium Tablets is listed below:

Components Function I%wlwlmglzs mg Table([mgISO mg Tablet[mgl100 mg Tablet]
Losartan Potassium USP. @@ [active Ingredief2723] 2500 | 5000 |  100.00
(b) (4)
oated Tablet weight [oow] 9180 | 18360 |  367.20
(b) (4)

The drug substance Losartan Potassium consist of 27.33% of the weight of the tablets.
The composition of Film coating material ®@) is in the table below.




(b) (4) mg/tablet

| 25 mg'|50 mg**[100mg*
i " ()@

Ingredients

(b) (4)

c) Description of Accompanying Reconstitution Diluent(s): N/A
d) Type of Container and Enclosure used for Dosage Form:

As indicated by stability studies the proposed Losartan Potassium Tablets 25 mg, 50 mg and 100 mg are
packed into HDPE bottles and closures.

These container/closure systems meet all current established acceptance criteria including USP General
Chapter <661> and USP General Chapter <671> and have been approved for use with the firm’s other
products.

8. All manufacturing will be done by:
Apotex Research Pvt Lid.
Plot No 1, Bommasandra Industrial Area, 4th Phase
Bommasandra Industrrial Estate
Bangalore, India- 560 099

9. Container/Closure — Satisfactory per chemistry

The Losartan Potassium Tablets 25 mg, 50 mg and 100 mg are packaged in the container and closure
systems as described in the below table.

Count [Strength Container Closure System
_
20" s ég 29 75 cc round, white, opaque, HDPE bottle with 38mm polypropylene blue CRC cap with
I ® @ Jiner and Lift and Peel induction seal.
100 mg
25 mg . hi . . it (D)
90’ s 50 mg 75 cc round, white, opaque, HDPE bottle with 38mm polypropylene blue CRC cap with

100 mg ®@ liner and Lift and Peel induction seal.

(b) (4)

250 cc round, white, opaque, HDPE bottle with 53mm polypropylene blue screw cap

1000’'s 25 m B . . . .
el with ®®@ Jiner and Lift and Peel induction seal.

400 cc round, white, opaque, HDPE bottle with 53mm polypropylene blue screw cap

50 . . . . .
"I with ®® finer and Lift and Peel induction seal.




100

mg

0@ (625 cc for commercial batches) round, white, opaque,
HDPE bottle with 53mm polypropylene blue screw cap with @ ®®
®)@ liner and Lift and Peel induction seal. ®® (625 cc for
commercial batches) round, white, opaque, HDPE bottle with
53mm polypropylene blue screw cap with ®G)@ liner and Lift
and Peel induction seal.

100 U/D
Blisters

25
50
100

29 Blister packs comprising of white opaque ®® film and aluminium foil. The blister

mg

packs will be packed in cartons containing 10 strips of 10 tablets.

Blister packaging of the exhibit and stability batch presented in this ANDA is 10 strips of 10

tablets.

damage.

(b) (4)

The opaque container should be adequate enough to protect the drug product from light

10. Pertaining to information related to suspension storage: Firms response
Did your firm submit stability data supporting this suspension storage
in your Chemistry data? Please comment. (Also, please note that this
information (suspension) cannot be carved out of your labeling since it
is not protected.)

Response:
We acknowledge your comments. Apotex has initiated a four week suspension
stability study on the exhibit batch samples for 50mg strength to verify the shelf-life of
the suspension. The stability data will be submitted to FDA in a gratuitous quality

amendment.
Date of Review: 1/20/10 Date of Submission: January 15, 2010
Primary Reviewer: Jim Barlow Date:

Team Leader: Koung Lee Date:
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 090790
Date of Submission: January 25, 2010
Applicant's Name: Apotex Inc.

Established Name: Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg tablets

Labeling Deficiencies:

1. CONTAINER - Bottles of 30s, 90s and 1000s (all strengths)
Satisfactory in final print as of the January 15, 2010 e-submission

2. CARTON - 100 ( ®® ynit-dose blisters) (all strengths)
a. Please add "Not for institutional use" on your carton labels since the unit dose blisters are
not barcoded.

b. Please change the quantity to read ' ®® unit dose)”, since the blisters are packaged as

such.
3. Unit-Dose Blisters —
Revise the established name on the strip should read "...Tablet, USP" - delete the s and add
comma.

4. PACKAGE INSERT
Satisfactory in final print as of the January 25, 2010 e-submission

5. PATIENT INFORMATION LEAFLET
Satisfactory in final print as of the January 25, 2010 e-submission

Submit your revised labels and labeling electronically in final print format.

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily
or weekly updates of new documents posted on the CDER web site at the following address -
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17

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

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please
provide a side-by-side comparison of your proposed labeling with the enclosed copy of the reference listed
drug's labeling with all differences annotated and explained.



6. Revisions needed post-approval: None

BASIS OF APPROVAL:

Was this approval based upon a petition? No

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

NDA Number: 20-386/S-049

NDA Drug Name: Cozaar® Tablets

NDA Firm: Merck & Co. Inc.

Date of Approval of NDA Insert and supplement: NDA 20-386/S-049; June 4, 2009
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: Most recently approved labeling of the reference listed
drug, Cozaar® Tablets.

FOR THE RECORD

1.

The model labeling was based on the most recently approved labeling for this
drug product, Cozaar® (NDA 20-386/S-049; approved June 4, 2009).

. Storage/Dispensing Conditions:

NDA: Store at 25°C (77°F), excursions permitted to 15 — 30°C (59 — 86°F)[See USP Controlled Room

temperaturel].
ANDA: Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F). [see USP Controlled
Room Temperature]. (b) 4)

USP: Store in tightly-closed containers, protected from light, at controlled room temperature
NDA: Dispense in a well-closed container as defined in the USP.
ANDA: Dispense in a tight, light resistant container.

3. In July of 2007, this decision (below) was reversed by Peter Rickman and John Grace.
(Previous submission) This applies to this application even though different patent
certifications filed, they are the same pertaining to this Indication
After further review on 1/23/2006, Peter Rickman and John Grace decided that the exclusivity
“Treatment of Type |l Diabetic Neuropathy” (Use code 1-383), should be included in the labeling. It was
to loosely associated with patent #5210079*PED “(U-496- Method for Treating Chronic Renal Failure).

4. Product Line:

The innovator markets their product in three strengths (25 mg, 50 mg and 100 mg). They are
packaged in bottles of 30, 90, 100 and 1000 tablets and unit-dose cartons of 100 tablets

The applicant proposes to market their product in bottles of 30s, 90s and 1000s as well as unit-dose
cartons of 100 tablets for all strengths.

5. Patent/ Exclusivities:

NDA: 20-386
Patent No. Patent Expiration | Use Code Description How Filed Labeling Impact
5138069*PED Feb. 11, 2010 Paragraph Il None
5153197*PED April 6, 2010 U-3 Treatment of Hypertension Paragraph Il None
5210079*PED | November 11, 2010 U-496 Method for Treating Chronic Renal Failure MOU None
5608075*PED Sept 4, 2014 Paragraph IV

Exclusivity Data— NDA 20-386

Code | Reference | Expiration | Labeling Impact |




1-383 Treatment of Type Il Diabetic Nephropathy Sept. 17, 2005 |Needs to be carved
jout of the labeling
U-496 listed in FTR
las per Peter
Rickman

6. The tablet imprinting have been accurately described in the HOW SUPPLIED section as
required by 21 CFR 206, et al. (Imprinting of Solid Oral Dosage Form Products for Human Use; Final
Rule, (no tablets are scored as is the RLD not scored)

Dosage Strength Tablet Description
25 m White, round, biconvex tablets with ‘APO’ debossed
9 on one side and ‘LS’ over ‘25’ on the other side.
50 White, round, biconvex tablets with ‘APO’ debossed
mg on one side and ‘LS’ over ‘50’ on the other side.
100 mg White, oval shaped, biconvex tablets with ‘APO’ debossed

on one side and ‘LS 100’ on the other side.

7. Inactive Ingredients:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
consistent with the listing of inactive ingredients found in the statement of components and
The components and quantitative composition of Losartan Potassium Tablets 25 mg, 50 mg and
100 mg is summarized below:

Composition and compositions: Satisfactory per chemistry

What are the components and composition of the final product? What is the function of each
excipient?

The quantitative composition of each component in the Losartan Potassium Tablets is listed below:

Components Function I%wlwlmglzs mg Table([mgISO mg Tablet[mgl100 mg Tablet]
Losartan Potassium USP. @@ [active Ingredief2723] 2500 | 5000 |  100.00
(b) (4)
[Coated Tablet weight o] 9180 | 18360 |  367.20
(b) (4)

The drug substance Losartan Potassium consist of 27.33% of the weight of the tablets.
The composition of Film coating material ®® is in the table below.




(b) (4) mg/tablet

| 25 mg'|50 mg**[100mg*
' " )

Ingredients

(b) (4)

c) Description of Accompanying Reconstitution Diluent(s): N/A
d) Type of Container and Enclosure used for Dosage Form:

As indicated by stability studies the proposed Losartan Potassium Tablets 25 mg, 50 mg and 100 mg are
packed into HDPE bottles and closures.

These container/closure systems meet all current established acceptance criteria including USP General
Chapter <661> and USP General Chapter <671> and have been approved for use with the firm’s other
products.

8. All manufacturing will be done by:
Apotex Research Pvt Lid.
Plot No 1, Bommasandra Industrial Area, 4th Phase
Bommasandra Industrrial Estate
Bangalore, India- 560 099

9. Container/Closure — Satisfactory per chemistry

The Losartan Potassium Tablets 25 mg, 50 mg and 100 mg are packaged in the container and closure
systems as described in the below table.

Count [Strength Container Closure System
_
20" s E?';g $g 75 cc round, white, opaque, HDPE bottle with 38mm polypropylene blue CRC cap with
g ® @ Jiner and Lift and Peel induction seal.
100 mg
25 mg . 1 . - (b)
90’ s 50 mg 75 cc round, white, opaque, HDPE bottle with 38mm polypropylene blue CRC cap with

100 mg ®@ liner and Lift and Peel induction seal.

(b) (4)]

250 cc round, white, opaque, HDPE bottle with 53mm polypropylene blue screw cap

1000’'s 25 m B . . . .
g 'with ® @ Jiner and Lift and Peel induction seal.

400 cc round, white, opaque, HDPE bottle with 53mm polypropylene blue screw cap

50 . . . . .
mg with ®)@ liner and Lift and Peel induction seal.




0@ (625 cc for commercial batches) round, white, opaque,
|[HDPE bottle with 53mm polypropylene blue screw cap with ®®

100 m ®)@ liner and Lift and Peel induction seal. ()@ (625 cc for
Il commercial batches) round, white, opaque, HDPE bottle with
53mm polypropylene blue screw cap with ®G)@ liner and Lift

and Peel induction seal.

100 U/D 25 Wg|pister packs comprising of white opaque ®® film and aluminium foil. The blister

. 50 . . .
Blisters 100 n packs will be packed in cartons 5 x 20 strips

mg

Blister packaging of the exhibit and stability batch presented in this ANDA is 10 strips of 10
tablets.
®) @)

The opaque container should be adequate enough to protect the drug product from light
damage.

10. Pertaining to information related to suspension storage: Firms response
Did your firm submit stability data supporting this suspension storage
in your Chemistry data? Please comment. (Also, please note that this
information (suspension) cannot be carved out of your labeling since it
is not protected.)

Response:

We acknowledge your comments. Apotex has initiated a four week suspension

stability study on the exhibit batch samples for 50mg strength to verify the shelf-life of

the suspension. The stability data will be submitted to FDA in a gratuitous quality
amendment.

11. A patient information leaflet will be dispensed with each prescription. The PILs are
distributed as follows:

Bottles of 30 — one pull-out PIL attached to the package insert and a sufficient
quantity provided as tear-off pads of 35 leaflets each (7 pads/ shipper).

Bottles of 90 — one pull-out PIL attached to the package insert and a sufficient
quantity provided as tear-off pads of 35 leaflets each (7 pads/ shipper of 72 bottles).
Bottles of 1000 — one pull-out PIL attached to the package insert and a sufficient
quantity provided as tear-off pads of 35 leaflets each (e.g. 25 mg — 64 pads/ shipper,
50 mg — 48 pads/shipper, 100 mg — 36 pads/shipper).

Date of Review: 2/19/10 Date of Submission: January 25, 2010
Primary Reviewer: Jim Barlow Date:

Team Leader: Koung Lee Date:
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APPROVAL SUMMARY

pending the approval of a stability study pertaining to the suspension
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 090790
Date of Submission: February 19, 2010
Applicant's Name: Apotex Inc.

Established Name: Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg tablets

Approval Summary:
1. Do you have copies of final printed labels and labeling? Yes

2. CONTAINER - Bottles of 30s, 90s and 1000s (all strengths)
Satisfactory in final print as of the January 15, 2010 e-submission

3. CARTON — 100 (10 X 10 unit-dose blisters) (all strengths)
Satisfactory in final print as of the January 15, 2010 e-submission

4, Unit-Dose Blisters — 10s
Satisfactory in final print as of the February 19, 2010 e-submission

5. PACKAGE INSERT
Satisfactory in final print as of the January 25, 2010 e-submission

6. PATIENT INFORMATION LEAFLET
Satisfactory in final print as of the January 25, 2010 e-submission

7. Revisions needed post-approval: None

BASIS OF APPROVAL.:

Was this approval based upon a petition? No

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

NDA Number: 020386/S-049

NDA Drug Name: Cozaar® Tablets

NDA Firm: Merck & Co. Inc.

Date of Approval of NDA Insert and supplement: NDA 020386/S-049; June 4, 2009
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: Most recently approved labeling of the reference listed
drug, Cozaar® Tablets.

FOR THE RECORD

1. The model labeling was based on the most recently approved labeling for this
drug product, Cozaar® (NDA 020386/S-049; approved June 4, 2009).

2. Storage/Dispensing Conditions:
NDA: Store at 25°C (77°F), excursions permitted to 15 — 30°C (59 — 86°F)[See USP Controlled Room

temperaturel].
ANDA: Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F). [see USP Controlled
Room Temperature]. (b) (4)

USP: Store in tightly-closed containers, protected from light, at controlled room temperature



NDA: Dispense in a well-closed container as defined in the USP.
ANDA: Dispense in a tight, light resistant container.

3. In July of 2007, It was decided by John Grace and Peter Rickman that exclusivity [I-383 —
Treatment of Type Il Diabetic Nephropathy], should be carved out of the package insert
labeling because of its’ loose association with patent #5210079*PED [U-496 - Method of
Treating Chronic Renal Failure], even though it expired on September 17, 2005 (See
Patent/Exclusivity Data below)

4. Product Line:
The innovator markets their product in three strengths (25 mg, 50 mg and 100 mg). They are
packaged in bottles of 30, 90, 100 and 1000 tablets and unit-dose cartons of 100 tablets
The applicant proposes to market their product in bottles of 30s, 90s and 1000s as well as unit-dose
cartons of 100 tablets for all strengths.

5. Patent/ Exclusivities:

NDA: 020386
Patent No. Patent Expiration | Use Code Description How Filed Labeling Impact
5138069"PED Feb. 11, 2010 Paragraph lll None
51563197*PED April 6, 2010 U-3 Treatment of Hypertension Paragraph llI None
5210079*PED | November 11, 2070 |  U-496 Method for Treating Chronic Renal Failure MOuU None
5608075*PED Sept 4, 2014 Paragraph IV

Exclusivity Data— NDA 020386

Code Reference Expiration Labeling Impact

1-383 Treatment of Type Il Diabetic Nephropathy Sept. 17, 2005 [Needs to be carved
out of the labeling
U-496 listed in FTR
las per Peter
Rickman

6. The tablet imprinting have been accurately described in the HOW SUPPLIED section as
required by 21 CFR 206, et al. (Imprinting of Solid Oral Dosage Form Products for Human Use; Final
Rule, (no tablets are scored as is the RLD not scored)

Dosage Strength Tablet Description

White, round, biconvex tablets with ‘APO’ debossed
on one side and ‘LS’ over ‘25’ on the other side.

White, round, biconvex tablets with ‘APO’ debossed
on one side and ‘LS’ over ‘50’ on the other side.

White, oval shaped, biconvex tablets with ‘APO’ debossed
on one side and ‘LS 100’ on the other side.

25 mg

50 mg

100 mg

7. Inactive Ingredients:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
consistent with the listing of inactive ingredients found in the statement of components and
The components and quantitative composition of Losartan Potassium Tablets 25 mg, 50 mg and



100 mg is summarized below:

Composition and compositions: Satisfactory per chemistry

What are the components and composition of the final product? What is the function of each
excipient?

The quantitative composition of each component in the Losartan Potassium Tablets is listed below:

| Components Function hcmhg/zsmgraualmglsomgrauedmmoomgnued

The drug substance Losartan Potassium consist of 27.33% of the weight of the tablets.

The composition of Film coating material (@@ s in the table below

Ingredients _ e
25 mg*|50 mg**|100mg™*;

c) Description of Accompanying Reconstitution Diluent(s): N/A

d) Type of Container and Enclosure used for Dosage Form:



As indicated by stability studies the proposed Losartan Potassium Tablets 25 mg, 50 mg and 100 mg are
packed into HDPE bottles and closures.

These container/closure systems meet all current established acceptance criteria including USP General
Chapter <661> and USP General Chapter <671> and have been approved for use with the firm’s other
products.

8. All manufacturing will be done by:

Apotex Research Pvt Lid.

Plot No 1, Bommasandra Industrial Area, 4th Phase
Bommasandra Industrrial Estate

Bangalore, India- 560 099

9. Container/Closure — Satisfactory per chemistry

The Losartan Potassium Tablets 25 mg, 50 mg and 100 mg are packaged in the container and closure
systems as described in the below table.

Count]Strength Container Closure System
0 §(5) M9075 cc round, white, opaque, HDPE bottle with 38mm polypropylene blue CRC cap with . ®® jiner and Lift and
s M3fIPeel induction seal.
100 mg
o0's gg 29 75 cc round, white, opaque, HDPE bottle with 38mm polypropylene blue CRC cap with| ®® jiner and Lift and
9lPeel induction seal.
100 mg
(b) (4)
2% m 250 cc round, white, opaque, HDPE bottle with 53mm polypropylene blue screw cap with O Oiner and Lift and
9lPeet induction seal.
400 cc round, white, opaque, HDPE bottle with 53mm polypropylene blue screw cap with. ® @ Jiner and Lift and
, 50 mg e
1000’s Peel induction seal.
®Y# 625 cc for commercial batches) round, white, opaque, HDPE bottle with 53mm polypropylene blue screw
100 mg||cap with . ® ) jiner and Lift and Peel induction seal ® ) (625 cc for commercial batches) round, white, opaque,
HDPE bottle with 53mm polypropylene blue screw cap with  ® @ jiner and Lift and Peel induction seal.
100 UID gg 29 Blister packs comprising of white opaque ®@ film and aluminium foil. The blister packs will be packed in
[pisters 100 mg cartons 10 x 10 strips

Blister packaging of the exhibit and stability batch presented in this ANDA is 10 strips of 10

tablets.

) (4)
The opaque container should be adequate enough to protect the drug product from light

damage.

10. Pertaining to information related to suspension storage: Firms response
Did your firm submit stability data supporting this suspension storage
in your Chemistry data? Please comment. (Also, please note that this
information (suspension) cannot be carved out of your labeling since it
is not protected.)

Response:

We acknowledge your comments. Apotex has initiated a four week suspension
stability study on the exhibit batch samples for 50mg strength to verify the shelf-life of
the suspension. The stability data will be submitted to FDA in a gratuitous quality
amendment.




11. A patient information leaflet will be dispensed with each prescription. The PILs are
distributed as follows:

Bottles of 30 — one pull-out PIL attached to the package insert and a sufficient
quantity provided as tear-off pads of 35 leaflets each (7 pads/ shipper).

Bottles of 90 — one pull-out PIL attached to the package insert and a sufficient
guantity provided as tear-off pads of 35 leaflets each (7 pads/ shipper of 72 bottles).
Bottles of 1000 — one pull-out PIL attached to the package insert and a sufficient
guantity provided as tear-off pads of 35 leaflets each (e.g. 25 mg — 64 pads/ shipper,
50 mg — 48 pads/shipper, 100 mg — 36 pads/shipper).

Date of Review: 2/22/10 Date of Submission: February 19, 2010
Primary Reviewer: Jim Barlow Date:

Team Leader: Koung Lee Date:
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CHEMISTRY REVIEW

Chemistry Review Data Sheet
1. ANDA 90790
2. REVIEW #1
3. REVIEW DATE: 11/29/2008
4. REVIEWER: Xueli Zhu

5. PREVIOUS DOCUMENTS: None

Previous Documents Document Date

None

6. SUBMISSION(S) BEING REVIEWED:

ubmission(s) Reviewe ocument Date
Submissi ( ) Revi d D D
Original Application 8/27/2008

~]

. NAME & ADDRESS OF APPLICANT:

Name: | Apotex Inc.

Apotex Corp.
2400 N. Commerce Parkway, Suite 400 Weston FL 33326
Kiran Krishnan
Representative: | Apotex Corp.
2400 N. Commerce Parkway, Suite 400 Weston FL 33326
Telephone: | (954)384-3986

Fax: | (954)349-4233

Address:

8. DRUG PRODUCT NAME/CODE/TYPE: Losartan Potassium Tablets

a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Losartan Potassium Tablets

9. LEGAL BASIS FOR SUBMISSION:

The basis of the firm's ANDA for Losartan Potassium Tablets, 25 mg, 50 mg and 100 mg
1s the approved, listed drug, COZAAR® Tablets 25 mg, 50 mg and 100 mg, the subject
of NDA #020386, held by MERCK.
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CHEMISTRY REVIEW

10.

11.
12.
13.
14.
15.

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

IUSAN I Losartan Potassium I

Patent No

Patent Expiration

Drug Substance Claim

Drug Product Claim|

5138069

AUG 11, 2009

001

5138069*PED

FEB 11, 2010

001

5153197

OCT 06, 2009

001

5153197*PED

APR 06, 2010

001

5210079

May 11, 2010

5210079*PED

Nov 11, 2010

5608075

MAR 04, 2014

5608075*PED

SEP 04, 2014

Definition

Method For Treating Chronic Renal Failure

Treatment of Hypertension

There 1s no unexpired exclusivity for this product.

In accordance with Section 505()(2)(A)(vi1) the firm provided paragraph IV certification
for the patent 5,608,075 and paragraph III certification for the patents 5,138,069 &
5,153,197. The firm 1s seeking to market Losartan Potassium Tablets, 25 mg, 50 mg and

100 mg after the expiration of patents 5,138,069 & 5,153,197.

The firm also provided a patent certificate regarding the Method of Use patent 5,210,079.

The firm’s label will not have this indication.

PHARMACOL. CATEGORY:

Losartan Potassium Tablets, 1s indicated for the treatment of hypertension

DOSAGE FORM: Tablets

STRENGTH/POTENCY: 25 mg, 50 mg and 100 mg

ROUTE OF ADMINISTRATION: Oral

Rx/OTC DISPENSED:

X Rx

__0TC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X _Not a SPOTS product
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CHEMISTRY REVIEW

USP listed 1 H-Imidazole-5-methanol, 2-butyl-4-chloro-1-[[2’-(1H-tetrazol-5-yl)
chemical name|[1,1’-biphenyl]-4-yl|methyl]-, monopotassium salt.
CAS # 124750-99-8
€l
N
o, >/_\\ S~
R N
- NN N
Molecular LY |
Structure “/\\]’/
R[N
oy
Molecular
Formula Co2HpCIKN6O
Molecular
Weight 461.00
17. RELATED/SUPPORTING DOCUMENTS:
A. DMFs:
DATE SI
DMF|TYPE HOLDER ITEM REFERENCED |CODE![STATUSY REVIEW |COMMENT
COMPLETED
I O 3 adequate [ May 20, 2008 [Xueli Zhu
3 4
3 4
3 4
3 4

' Action codes for DMF Table:

1 — DMF Reviewed.

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

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

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

Page 5 of 38
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B. Other Documents: None

DOCUMENT APPLICATION NUMBER DESCRIPTION
18. STATUS:
OGD:
lCONSULTS/CMC RELATED REVIEWS| RECOMMENDATION | DATE |REVIEWER
IMicrobiology N/A
|EES
®@) 3004378446: Pending
[Apotex Pharmachem India Pvt Ltd 3006091732: Pending
Apotex Inc (Etobicoke site) 3002808376: Pending
[Apotex Inc. (Signet Campus) 3002291199: Pending
3002595397: Pending
3002806385: Pending
[Methods Validation
ILabeling Pending James Barlow
IBioequi\'alence Pending
IEA Exclusion ACCEPTABLE|11/29/2008(XZhu
IRadiophannaceutical N/A

19. ORDER OF REVIEW (OGD Only)

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

The Chemistry Review for A/NDA 90-790

The Executive Summary

I. Recommendations

A. Recommendation and Conclusion on Approvability
The chemistry section is deficient in areas of manufacturing and controls and is therefore
recommended for “not-approvable”.

B.

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

II. Summary of Chemistry Assessments

A.

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

The drug substance is Losartan Potassium. Losartan Potassium is white to off-white
powder with pH dependent solubility characteristics (DMF4#  ®%). The drug substance
and the related impurities are characterized by using the standard analytical techniques
of IR, UV, HPLC, etc. The active ingredient is formulated with inactive ingredients to
produce the finished drug product.

The drug product Losartan Potassium Tablets, 25 mg, 50 mg and 100 mg is based on
the listed drug, COZAAR® Tablets 25 mg, 50 mg and 100 mg , the subject of NDA
#020386, held by MERCK. The Losartan Potassium Tablets, is indicated for the
treatment of hypertension.

The tablets contain Losartan and several excipients. The firm used o)

Losartan
Potassium Tablets, 25 mg, 50 mg and 100 mg.

Description of How the Drug Product is Intended to be Used
The maximum recommended daily dose is

Losartan Potassium: 100 mg

. Basis for Approvability or Not-Approval Recommendation

There are minor issues in the controls of the drug product.

Labeling and Bioequivalence (clinical data review) are pending.
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CHEMISTRY REVIEW

III. Administrative

A. Reviewer’s Signature

B. Endorsement Block

Chemist Name/Date: XZhu, Ph.D./11/29/2008

Chemistry Team Leader Name/Date: AMueller, Ph.D./11/29/2008
Project Manager Name/Date: D. Doan, PM, /11/29/2008
V\FIRMSAM\APOTEX INC. \LTRS&REV\90790.r1.def.doc
F/T:

C. CC Block
ANDA
ANDA DUP
DIV FILE
Field Copy

Following this page, 27 pages withheld in full - (b)(4)
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(b) (4)

Section 6: Commitment

A commitment is provided that the oe

R3 Methods Validation Package: Satisfactory

The firm provided the validation packages for relevant analytical methods for Losartan
Potassium drug substance and for the Tablets, 25 mg, 50 mg and 100 mg.

II. Review Of Common Technical Document-Quality (Ctd-Q) Module 1

A. Labeling & Package Insert
This information is reviewed independently in the Division of Labeling and Program Support.

B. Environmental Assessment Or Claim Of Categorical Exclusion: Satisfactory

The firm requests for exclusion from requirement for environment impact analysis statement,
Section 1.12.14.

III. List Of Deficiencies To Be Communicated:

Page 36 of 38



38.  Chemistry Comments to be Provided to the Applicant
ANDA: 90-790 APPLICANT: APOTEX INC.
DRUG PRODUCT: Losartan Potassium Tablets, 25 mg, 50 mg and 100 mg

The deficiencies presented below represent MINOR deficiencies:
A. Deficiencies by Applicable Section:

P.4  Control of Excipients

For each excipient please provide the following:
o ®) @)

P.5  Control of Drug Product

As of July 1, 2008 the new USP requirements for assessing the residual solvent
content in drug products in <467> went into effect. You have to comply with USP
<467> for the drug product. Please refer the FDA website
http://www.fda.gov/cder/ogd/residualsolvents.pdf for detail requirement.

P.7 Container Closure System
® @

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

1. The labeling information in the application will be reviewed by the
division of Labeling and Program Support. The Division will
communicate any questions regarding labeling of the drug product to you
directly.

2. The Division of Bioequivalence will review the bio-equivalency of the
drug product and communicate questions regarding to you directly.

3. The firms referenced in your ANDA relative to the manufacturing and
testing of the drug substance and the product must be in compliance with
the cGMP’s at the time of approval.

Sincerely yours,

Rashmikant M. Patel, Ph.D. Director
Division of Chemistry I

Office of Generic Drugs

Center for Drug Evaluation and Research



cc.  ANDA 90-790
ANDA DUP
DIV FILE
Field Copy

Endorsements:
HFD-623/X.Zhu
HFD-623/A.Mueller

Project Manager:

HFD-617/D. Doan
F/t by:

File: \Cdsnas\ogds11\FIRMSAM\APOTEX INC. \LTRS& REV\90790.r1.def.doc
Date November 29, 2008

CHEMISTRY REVIEW - NOT APPROVABLE —MINOR
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CHEMISTRY REVIEW

Chemistry Review Data Sheet

1. ANDA: 90790

2. REVIEW #: 2

3. REVIEW DATE: 09/18/2009

4. REVIEWER: Xueli Zhu

5. PREVIOUS DOCUMENTS: None
Previous Documents Document Date
Original Application 8/27/2008

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date
Quality/Quality Information 03/05/2009
Quality/Quality Information 07/07/2009
Quality/Quality Information 09/14/2009

~]

. NAME & ADDRESS OF APPLICANT:

Name: | Apotex Inc.

Address: | 2Potex Cop.
" | 2400 N. Commerce Parkway, Suite 400 Weston FL 33326
Representative: Apotex Corp.

2400 N. Commerce Parkway, Suite 400 Weston FL 33326

Telephone: | (954)384-3986
Fax: | (954)349-4233

8. DRUG PRODUCT NAME/CODE/TYPE: Losartan Potassium Tablets

a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Losartan Potassium Tablets

9. LEGAL BASIS FOR SUBMISSION:
The basis of the firm's ANDA for Losartan Potassium Tablets, 25 mg, 50 mg and 100 mg
1s the approved, listed drug, COZAAR® Tablets 25 mg, 50 mg and 100 mg, the subject
of NDA #020386, held by MERCK.
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CHEMISTRY REVIEW

10.

11.
12.
13.
14.
15.

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

IUSAN I Losartan Potassium I

Patent No

Patent Expiration

Drug Substance Claim

Drug Product Claim|

5138069

AUG 11, 2009

001

5138069*PED

FEB 11, 2010

001

5153197

OCT 06, 2009

001

5153197*PED

APR 06, 2010

001

5210079

May 11, 2010

5210079*PED

Nov 11, 2010

5608075

MAR 04, 2014

5608075*PED

SEP 04, 2014

Definition

Method For Treating Chronic Renal Failure

Treatment of Hypertension

There 1s no unexpired exclusivity for this product.

In accordance with Section 505()(2)(A)(vi1) the firm provided paragraph IV certification
for the patent 5,608,075 and paragraph III certification for the patents 5,138,069 &
5,153,197. The firm 1s seeking to market Losartan Potassium Tablets, 25 mg, 50 mg and

100 mg after the expiration of patents 5,138,069 & 5,153,197.

The firm also provided a patent certificate regarding the Method of Use patent 5,210,079.

The firm’s label will not have this indication.

PHARMACOL. CATEGORY:

Losartan Potassium Tablets, 1s indicated for the treatment of hypertension

DOSAGE FORM: Tablets

STRENGTH/POTENCY: 25 mg, 50 mg and 100 mg

ROUTE OF ADMINISTRATION: Oral

Rx/OTC DISPENSED:

X Rx

__0TC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X _Not a SPOTS product

90-790 Rev #2
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CHEMISTRY REVIEW

USP listed 1 H-Imidazole-5-methanol, 2-butyl-4-chloro-1-[[2’-(1H-tetrazol-5-yl)
chemical name|[1,1’-biphenyl]-4-yl|methyl]-, monopotassium salt.
CAS # 124750-99-8
€l
N
o, >/_\\ S~
R N
+ NN N
Molecular LY |
Structure “/\\]’/
R[N
oy
Molecular
Formula Co2HpCIKN6O
Molecular
Weight 461.00
17. RELATED/SUPPORTING DOCUMENTS:
A. DMFs:
DATE SI
DMF|TYPE HOLDER ITEM REFERENCED |CODE![STATUSY REVIEW |COMMENT
@ COMPLETED
ereE I 1 3 adequate [ May 20, 2008 [Xueli Zhu
3 4
3 4
3 4
3 4
|

T Action codes for DMF Table:
1 — DMF Reviewed.

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

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)
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B. Other Documents: None

DOCUMENT APPLICATION NUMBER DESCRIPTION
18. STATUS:
OGD:
lCONSULTS/CMC RELATED REVIEWS| RECOMMENDATION | DATE |REVIEWER
IMicrobiology N/A
|EES
®@) 3004378446: Pending
[Apotex Pharmachem India Pvt Ltd 3006091732: Pending
Apotex Inc (Etobicoke site) 3002808376: Pending
[Apotex Inc. (Signet Campus) 3002291199: Pending
3002595397: Pending
3002806385: Pending
[Methods Validation
ILabeling Pending James Barlow
IBioequi\'alence Pending
IEA Exclusion ACCEPTABLE|09/18/2009(XZhu
IRadiophannaceutical N/A

19. ORDER OF REVIEW (OGD Only)

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

The Chemistry Review for A/NDA 90-790

The Executive Summary

I. Recommendations

A. Recommendation and Conclusion on Approvability

The chemistry section is satisfactory in areas of manufacturing and controls and is therefore
recommended for “approvable”.

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

II. Summary of Chemistry Assessments

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

The drug substance is Losartan Potassium. Losartan Potassium is white to off-white
powder with pH dependent solubility characteristics (DMF4#  ®%). The drug substance
and the related impurities are characterized by using the standard analytical techniques
of IR, UV, HPLC, etc. The active ingredient is formulated with inactive ingredients to
produce the finished drug product.

The drug product Losartan Potassium Tablets, 25 mg, 50 mg and 100 mg is based on
the listed drug, COZAAR® Tablets 25 mg, 50 mg and 100 mg , the subject of NDA
#020386, held by MERCK. The Losartan Potassium Tablets, is indicated for the
treatment of hypertension.

The tablets contain Losartan and several excipients. The firm used o)

Losartan
Potassium Tablets, 25 mg, 50 mg and 100 mg.

B. Description of How the Drug Product is Intended to be Used
The maximum recommended daily dose is

Losartan Potassium: 100 mg

C. Basis for Approvability or Not-Approval Recommendation
e  The CMC including USP<467 requirement is acceptable.

e  Labeling, EES and Bioequivalence are pending.
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ITI. Administrative

A. Reviewer’s Signature

B. Endorsement Block

Chemist Name/Date: XZhu, Ph.D./09/18/2009

Chemistry Team Leader Name/Date: AMueller, Ph.D./09/18/2009
Project Manager Name/Date: D. Doan, PM, /09/18/2009
VAFIRMSAM\APOTEX INC. \LTRS&REV\90790.r1.def.doc
F/T:

C. CC Block
ANDA
ANDA DUP
DIV FILE
Field Copy
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(b) (4)

Section 6: Commitment

A commitment is provided that the oe

(b) (4)

R3 Methods Validation Package: Satisfactory

The firm provided the validation packages for relevant analytical methods for Losartan
Potassium drug substance and for the Tablets, 25 mg, 50 mg and 100 mg.

II. Review Of Common Technical Document-Quality (Ctd-Q) Module 1

A. Labeling & Package Insert
This information is reviewed independently in the Division of Labeling and Program Support.

B. Environmental Assessment Or Claim Of Categorical Exclusion: Satisfactory

The firm requests for exclusion from requirement for environment impact analysis statement,
Section 1.12.14.

III. List Of Deficiencies To Be Communicated:
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38.  Chemistry Comments to be Provided to the Applicant
ANDA: 90-790 APPLICANT: APOTEX INC.
DRUG PRODUCT: Losartan Potassium Tablets, 25 mg, 50 mg and 100 mg

The deficiencies presented below represent MINOR deficiencies:
A. Deficiencies by Applicable Section:

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

1 The labeling information in the application will be reviewed by the
division of Labeling and Program Support. The Division will
communicate any questions regarding labeling of the drug product to you
directly.

2. The Division of Bioequivalence will review the bio-equivalency of the
drug product and communicate questions regarding to you directly.

3. The firms referenced in your ANDA relative to the manufacturing and
testing of the drug substance and the product must be in compliance with
the cGMP' s at the time of approval.

Sincerely yours,

Rashmikant M. Patel, Ph.D. Director
Division of Chemistry |

Office of Generic Drugs

Center for Drug Evaluation and Research



cc.  ANDA 90-790
ANDA DUP
DIV FILE
Field Copy

Endorsements:

Chemist Name/Date: XZhu, Ph.D./09/18/2009

Chemistry Team Leader Name/Date: AMueller, Ph.D./09/18/2009
Project Manager Name/Date: D. Doan, PM, /09/18/2009
VAFIRMSAM\APOTEX INC. \LTRS& REV\90790.r1.def.doc

F/t by:

CHEMISTRY REVIEW - APPROVABLE



Application Submission

Type/Number Type/Number Submitter Name Product Name

ANDA-90790 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

XUELI ZHU
10/07/2009

ALBERT J MUELLER
10/07/2009

DAT T DOAN
10/08/2009
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CHEMISTRY REVIEW

Chemistry Review Data Sheet

1. ANDA: 90790

2. REVIEW 3

3. REVIEW DATE: 03/08/2010
4. REVIEWER: Xueli Zhu

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date
Original Application 8/27/2008

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date
Quality/Quality Information 03/05/2009
Quality/Quality Information 07/07/2009
Quality/Quality Information 09/14/2009
Quality/Controls Information 01/20/2010
Quality/Response To Information Request 02/18/2010
Quality/Stability Information 02/23/2010
Quality/Response To Information Request 03/05/2010

7. NAME & ADDRESS OF APPLICANT:

Name: | Apotex Inc.

Address: | ~potex Corp.
" | 2400 N. Commerce Parkway, Suite 400 Weston FL 33326
Representative: Apotex Corp.

2400 N. Commerce Parkway, Suite 400 Weston FL 33326

Telephone: | (954)384-3986
Fax: | (954)349-4233

8. DRUG PRODUCT NAME/CODE/TYPE: Losartan Potassium Tablets

a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Losartan Potassium Tablets

9. LEGAL BASIS FOR SUBMISSION:
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CHEMISTRY REVIEW

The basis of the firm's ANDA for Losartan Potassium Tablets, 25 mg, 50 mg and 100 mg
1s the approved, listed drug, COZAAR® Tablets 25 mg, 50 mg and 100 mg, the subject
of NDA #020386, held by MERCK.

Per Orange Book Database: Patent Data:

Patent No Patent Expiration||[Drug Substance Claim||Drug Product Claim||Patent Use Code|
|020386||001 5138069 AUG 11, 2009

001 [5138069*PED|FEB 11, 2010
‘020386 001 [5153197 OCT 06, 2009
‘020386 001 [[5153197*PED[[APR 06, 2010
020386{001  [5210079 May 11, 2010

|020386 001 5210079*PED||Nov 11, 2010

0203861001 5608075 MAR 04, 2014
020386/|001 5608075*PED|SEP 04, 2014
i

Definition
Method For Treating Chronic Renal Failure

Treatment of Hypertension

There 1s no unexpired exclusivity for this product.

In accordance with Section 505()(2)(A)(vi1) the firm provided paragraph IV certification
for the patent 5,608,075 and paragraph III certification for the patents 5,138,069 &
5,153,197. The firm is seeking to market Losartan Potassium Tablets, 25 mg, 50 mg and
100 mg after the expiration of patents 5,138,069 & 5,153,197.

The firm also provided a patent certificate regarding the Method of Use patent 5,210,079.
The firm’s label will not have this indication.

10. PHARMACOL. CATEGORY:

Losartan Potassium Tablets, 1s indicated for the treatment of hypertension

11. DOSAGE FORM: Tablets

12. STRENGTH/POTENCY: 25 mg, 50 mg and 100 mg
13. ROUTE OF ADMINISTRATION: Oral

14. RxOTCDISPENSED: X Rx  OTC

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):
SPOTS product — Form Completed

X Not a SPOTS product
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CHEMISTRY REVIEW

16.CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR

FORMULA, MOLECULAR WEIGHT:

USAN Losartan Potassium
USP listed 1 H-Imidazole-5-methanol, 2-butyl-4-chloro-1-[[2’-(1H-tetrazol-5-yl)
chemical name|[1,1’-biphenyl]-4-yl|methyl]-, monopotassium salt.
CAS # 124750-99-8
<l
HD\ / /\._,/ b
. N Ny
Molecular K : )
Structure
/|\/'
Molecular
Formula C2HpnCIKNeO
Molecular
Weight 461.00
17. RELATED/SUPPORTING DOCUMENTS:
A. DMFs:
DATE J
DMF|TYPE HOLDER ITEM REFERENCED |CODE![STATUSY REVIEW |COMMENT
COMPLETED
0@ 5 @@ 3 | adequate| 020012010 [
3 4
3 4
3 4
3 4

| I
Action codes for DMF Table:

1 — DMF Reviewed.

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

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

90-790 Rev #2
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CHEMISTRY REVIEW

6 — DMF not available
7 — Other (explain under "Comments")

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

B. Other Documents: None

DOCUMENT APPLICATION NUMBER DESCRIPTION
18. STATUS:
OGD:
"CONSULTS/CMC RELATED REVIEWS| RECOMMENDATION DATE REVIEWER
|Microbiology N/A
[EES
© @ 3004378446: Acceptable |21-OCT-2008
|[Apotex Pharmachem India Pvt Ltd 3006091732: Pending
Methods Validation
Labeling Acceptable 02/22/2010 |James Barlow
Bioequivalence Acceptable 02/16/2010 |POPAT, ALPITA
EA Exclusion ACCEPTABLE|03/08/2010 |XZhu
Radiopharmaceutical N/A

19. ORDER OF REVIEW (OGD Only)

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

The Chemistry Review for A/NDA 90-790

The Executive Summary

I. Recommendations

A. Recommendation and Conclusion on Approvability

The chemistry section is satisfactory in areas of manufacturing and controls and is therefore
recommended for “approvable”.

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

II. Summary of Chemistry Assessments

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

The drug substance is Losartan Potassium. Losartan Potassium is white to off-white
powder with pH dependent solubility characteristics (DMF4#  ®%). The drug substance
and the related impurities are characterized by using the standard analytical techniques
of IR, UV, HPLC, etc. The active ingredient is formulated with inactive ingredients to
produce the finished drug product.

The drug product Losartan Potassium Tablets, 25 mg, 50 mg and 100 mg is based on
the listed drug, COZAAR® Tablets 25 mg, 50 mg and 100 mg , the subject of NDA
#020386, held by MERCK. The Losartan Potassium Tablets, is indicated for the
treatment of hypertension.

The tablets contain Losartan and several excipients. The firm used o)

Losartan
Potassium Tablets, 25 mg, 50 mg and 100 mg.

B. Description of How the Drug Product is Intended to be Used
The maximum recommended daily dose is

Losartan Potassium: 100 mg

C. Basis for Approvability or Not-Approval Recommendation
e  The CMC including USP<467 requirement is acceptable.

e  Bioequivalence is acceptable.
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CHEMISTRY REVIEW

e  Labeling is acceptable.

e  EESis pending

III. Administrative

A. Reviewer’s Signature

B. Endorsement Block

Chemist Name/Date: XZhu, Ph.D./03/08/2010
Chemistry Team Leader Name/Date: AMueller, Ph.D./03/08/2010
Project Manager Name/Date: D. Doan, PM, /03/08/2010

\\cdsnas\ogds11\Chemistry Division I\Team 1\TL Folder\90790.r3.doc
F/T:

C. CC Block
ANDA
ANDA DUP
DIV FILE
Field Copy

Following this page, 27 pages withheld in full - (b)(4)
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CHEMISTRY REVIEW

Section 6: Commitment
(®) (4)

R3 Methods Validation Package: Satisfactory

The firm provided the validation packages for relevant analytical methods for Losartan
Potassium drug substance and for the Tablets, 25 mg, 50 mg and 100 mg.

II. Review Of Common Technical Document-Quality (Ctd-Q) Module 1

A. Labeling & Package Insert: Satisfactory
This information is reviewed independently in the Division of Labeling and Program Support.

B. Environmental Assessment Or Claim Of Categorical Exclusion: Satisfactory
The firm requests for exclusion from requirement for environment impact analysis statement,
Section 1.12.14.

III. List Of Deficiencies To Be Communicated:

38.  Chemistry Comments to be Provided to the Applicant
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cC: ANDA 90-790
ANDA DUP
DIV FILE
Field Copy

Endorsements:

Chemist Name/Date: XZhu, Ph.D./03/08/2010

Chemistry Team Leader Name/Date: AMueller, Ph.D./03/08/2010

Project Manager Name/Date: D. Doan, PM, /03/08/2010

\\Cdsnas\ogds11\Chemistry Division \Team 1\Final Version For DARRTS Folder\90790.r3.doc
F/t by:

CHEMISTRY REVIEW - APPROVABLE



Application Submission

Type/Number Type/Number Submitter Name Product Name

ANDA-90790 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

XUELI ZHU
03/15/2010

ALBERT J MUELLER
03/16/2010

DAT T DOAN
03/16/2010



Final Approval Following a Tentative Approval
Abbreviated New Drug Application Regulatory Assessment

10.

11.

12.

ANDA # 090790, review #4

NAME AND ADDRESS OF APPLICANT
Apotex Corp.
U.S. Agent for: Apotex, Inc.
Attention: Kiran Krishnan
Associate Director, Regulatory Affairs
2400 N. Commerce Parkway, Suite 400
Weston, FL 33326

LEGAL BASIS FOR SUBMISSION
Cozaar Tablets of Merck

PROPRIETARY NAME
N/A

NONPROPRIETARY NAME
Losartan Potassium Tablets, USP

CURRENT SUBMISSIONS AND OTHER DATES:
e 8/12/10: final AP request
e 9/21/10: original commitment
e 9/28/10: final commitment

1. Apotex commits to update ANDA No. 090790 in accordance with MAPP 5223.2 (Scoring
Configuration of Generic Drug Products), within 3 months of receipt of approwval. The
change in scoring configuration will be submitted as a “Supplement — Expedited Review
Requested”.

2. Apotex commits to demonstrate acceptable uniformity of the scored tablet segments
(divided by hand) for the 50 mg tablet batch manufactured with the scored configuration.
Testing and criteria will follow the recommendations as found in USP<905> for
Uniformity of Dosage.

3. Apotex will distribute the unscored 50 mg tablets manufactured in anticipation of ANDA
approval, however, no new unscored 50 mg tablet batches will be manufactured without
a change in the scoring configuration to match the RLD and subsequent approval of the
related supplement.

PHARMACOLOGICAL CATEGORY
Anti-hypertensive

Rx or OTC
Rx

SAMPLES AND RESULTS

N/A
LABELING STATUS
Acceptable, 2/25/10

BIOEQUIVALENCY STATUS
Acceptable, 2/16/10

MICROBIOLOGY STATUS
N/A




13. ESTABLISHMENT INSPECTION
Acceptable, 8/10/10

14. CONCLUSIONS AND RECOMMENDATIONS

Acceptable
PROJECT MANAGER: DATE COMPLETED:
Dat Doan 9/28/10
CcC: ANDA

Division File

Field Copy
Endorsements:

HFD-617/DDoan, Project Manager
HFD-623/AMueller, Team Leader

f/t by: DDoan

Approval

C:\TA to FA template2.doc



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

DAT T DOAN
09/29/2010

ALBERT J MUELLER
09/29/2010

Reference ID: 2842708




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 90-790
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DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No.

Drug Product Name
Strength(s)
Applicant Name

Address

Applicant’s Point of Contact
Contact’s Telephone Number
Contact’s Fax Number
Original Submission Date(s)

Submission Date(s) of
Amendment(s) Under Review

Reviewer

Study Number (s)
Study Type (s)
Strength (s)
Clinical Site

Clinical Site Address

Analytical Site

Analytical Site Address

OVERALL REVIEW
RESULT

WAIVER REQUEST
RESULT

BIOEQUIVALENCE STUDY
TRACKING/SUPPORTING
DOCUMENT #

1

1
1
1
1

090790

Losartan Potassium Tablets
25 mg, 50 mg, 100 mg
Apotex Corp

2400 N. Commerce Parkway Suite 400
Weston, FL 33326

Kiran Krishnan
(954) 384-3986
(954) 349-4233
August 27, 2008

N/A

Glendolynn S. Johnson, Pharm.D.

LOSA-IMTB-05EB04-2FA (LN4840) LOSA-IMTB-05EBO0S-2FE (LN4841)
Fasting Fed
100 mg 100 mg

Apotex Research Pvt. Limited

Bioequivalence Centre

Site No: 2, Bommasandra Industrial area,
Bommasandra Industrial Estate (P.O.),
Bangalore-560 099, Karnataka, India

Apotex Research Pvt. Limited

Bioequivalence Centre

Bioanalytical Department

Site No: 2, Bommasandra Industrial area,
Bommasandra Industrial Estate (P.O.),
Bangalore-560 099, Karnataka, India

INADEQUATE
ADEQUATE
STUDY/TEST TYPE STRENGTH
FASTING STUDY 100 mg
FED STUDY 100 mg
DISSOLUTION 100 mg
DISSOLUTION 50 mg
DISSOLUTION 25 mg

Page 1 of 145

REVIEW RESULT

ADEQUATE
ADEQUATE
INADEQUATE
INADEQUATE
INADEQUATE
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1 EXECUTIVE SUMMARY

This application contains the results of the fasting and fed bioequivalence (BE) studies
comparing a test product, Losartan Potassium Tablets, 100 mg to the corresponding
reference product, Cozaar ® (losartan potassium) Tablets, 100 mg. Each of the BE
studies was designed as a single-dose, two-way crossover study in healthy male subjects.
The firm’s fasting and fed BE studies are acceptable. The results are summarized in the

tables below.

Losartan Potassium Tablets

1x100 mg

Fasting Bioequivalence Study No. (LN4840), N=62 (Male=62 and Female=0)
Least-Square Geometric Means, Point Estimates and 90% Confidence Intervals

Parameter (units) Test Reference Ratio 90% C.I.
AUCO-t (ng-hr/mL) 1066.12 1058.74 1.01 97.07 104.46
AUCwx (ng-hr/mL) 1089.64 1080.52 1.01 97.32 104.49
Cmax (ng/mL) 565.88 581.94 0.97 88.79 106.49

Losartan Potassium Tablets
1x100 mg
Fed Bioequivalence Study No. (LN4841), N=68 (Male=68 and Female=0)
Least-Square Geometric Means, Point Estimates and 90% Confidence Intervals

Parameter (units) Test Reference Ratio 90% C.I.
AUCO-t (ng-hr/mL) 1111.30 1075.36 1.03 100.56 106.21
AUCwx (ng-hr/mL) 1132.08 1109.39 1.02 99.41 104.75
Cmax (ng/mL) 431.41 402.57 1.07 95.95 119.70

In addition, in both fasting and fed BE studies, the pharmacokinetic (PK) parameters of
the test and reference products for the active metabolite, losartan acid, are comparable.
Therefore, the metabolite data are supportive and are acceptable. For the fasting study,
the losartan acid results (point estimate, 90% CI) are: LAUCT of 1.01, 97.8 — 103.8%,
LAUC,, of 1.01, 97.9 - 103.7%, and LC,,, of 1.01, 96.8 - 106.1%. For the fed study, the
losartan acid results (point estimate, 90% CI) are: LAUCt of 1.01, 98.6 - 103.5%,
LAUC, of 1.01, 98.2 - 103.2%, and LC s 0f 1.04, 98.2 - 110.0%.

The dissolution review was conducted within this ANDA review. There is no USP
method for this product but there is an FDA-recommended method. The firm’s
dissolution testing data with the FDA-recommended method are acceptable (at S1 level).
However the firm’s proposed specification of NLT®%% (Q) in 45 minutes is not the
FDA-recommended specification of NLT 75% (Q) mn 30 minutes. The firm should
acknowledge the FDA-recommended method and specification.
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The formulations for the 25 mg and 50 mg strengths of the test product are proportionally
similar to the formulation of the 100 mg strength which underwent bioequivalence
testing. However, the waiver requests are granted. However, the application is
incomplete pending the firm’s acknowledgement of the dissolution method and
specification.

No Division of Scientific Investigations (DSI) inspection is pending or necessary. The
clinical and analytical sites were last inspected on November 13, 2008 for ANDA 65-508

and the outcome was NAIL

The application is incomplete.
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3 SUBMISSION SUMMARY

3.1 Drug Product Information’

Test Product

Losartan Potassium Tablets, 100 mg, 50 mg and 25 mg

Reference Product

Cozaar® (Losartan Potassium) Tablets, 100 mg, 50 mg and 25 mg

RLD Manufacturer

Merck

NDA No.

20-386

RLD Approval Date

April 14, 1995 (25 mg and 50 mg) and October 13, 1998 (100 mg)

Indication

COZAAR® is indicated for the treatment of hypertension. It may be
used alone or in combination with other antihypertensive agents,
including diuretics. COZAAR® is also indicated to reduce the risk of
stroke in patients with hypertension and left ventricular hypertrophy,
but there is evidence that this benefit does not apply to Black patients.
Additionally, COZAAR® is indicated for the treatment of diabetic
nephropathy with an elevated serum creatinine and proteinuria
(urinary albumin to creatinine ratio >/=300 mg/g) in patients with
type 2 diabetes and a history of hypertension. In this population,
COZAAR® reduces the rate of progression of nephropathy as
measured by the occurrence of doubling of serum creatinine or end
stage renal disease.

3.2 PK/PD Information’

Bioavailability

Following oral administration, losartan is well absorbed (based on
absorption of radiolabeled losartan). The systemic bioavailability of
losartan is approximately 35%. The pharmacokinetics of losartan and
its active metabolite are linear with oral losartan doses up to 200 mg
and do not change over time. While maximum plasma concentrations
of losartan and its active metabolite are approximately equal, the
AUC of the metabolite is about 4 times as great as that of losartan.

Food Effect

A meal slows absorption of losartan and decreases its Cmax but has
only minor effects on losartan AUC or on the AUC of the metabolite
(about 10% decreased).

Tmax

Mean peak concentrations of losartan and its active metabolite are
reached in 1 hour and in 3-4 hours, respectively.

Metabolism

Losartan is an orally active agent that undergoes substantial first-pass
metabolism by cytochrome P450 enzymes. It is converted, in part, to
an active carboxylic acid metabolite that is responsible for most of the
angiotensin II receptor antagonism that follows losartan treatment.
Neither losartan nor its metabolite accumulates in plasma upon
repeated once-daily dosing. About 14% of an orally-administered

! Online-Orange Book (2009). http://www.fda.gov/cder/ob/default htm. Losartan. Last updated:
01/15/2010. Last accessed: 01/19/2010.

2 Online-Clinical Pharmacology (2010). http://www.clinicalpharmacology-ip.comy/ World-Class Drug
Information: Monographs: Losartan. Last updated: 6/21/06. Last accessed: 01/19/2010.
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dose of losartan is converted to the active metabolite. Losartan
metabolites have been identified in human plasma and urine. In
addition to the active carboxylic acid metabolite, several inactive
metabolites are formed. Following oral and intravenous
administration of 14 C-labeled losartan potassium, circulating plasma
radioactivity is primarily attributed to losartan and its active
metabolite. In vitro studies indicate that cytochrome P450 2C9 and
3A4 are involved in the biotransformation of losartan to its
metabolites.

Excretion When losartan is administered orally. about 4% of the dose is excreted
unchanged in the urine and about 6% is excreted in urine as active
metabolite. Biliary excretion contributes to the elimination of losartan
and its metabolites. Following oral *C-labeled losartan, about 35% of
radioactivity is recovered in the urine and about 60% in the feces.

Half-life The terminal half-life of losartan is about 2 hours and of the

metabolite is about 6-9 hours.

Drug Specific Issues (if any)

Black Box Warning: When used in pregnancy during the second and
third trimesters, drugs that act directly on the renin-angiotensin
system can cause injury and even death to the developing fetus.
When pregnancy is detected, COZAAR should be discontinued as
soon as possible.

3.3

OGD Recommendations for Drug Product

Number of studies

2, fasting and fed

recommended:

1. Type of study: Fasting
Design: Single-dose, two-treatment, two-period crossover in-vivo
Strength: 100 mg
Subjects: Normal healthy males and females, general population

Additional Comments:

Female subjects enrolled in the BE studies should not be pregnant,
and if applicable, should practice abstention or contraception during
the study

Type of study: Fed

Design: Single-dose, two-treatment, two-period crossover in-vivo
Strength: 100 mg

Subjects: Normal healthy males and females, general population

Additional Comments:

Female subjects enrolled in the BE studies should not be pregnant,
and if applicable, should practice abstention or contraception during
the study

Analytes to measure (in
plasma/serum/blood):

Losartan (parent compound) and Losartan Acid (active metabolite)

Bioequivalence based on:

Losartan (90% CI)
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Waiver request of in-vivo
testing:

25 mg and 50 mg

Source of most recent

http://www.fda.gov/cder/guidance/bioequivalence/recommendations/

(for details, see Appendix 4.4):

recommendations: Losartan_Potassium_tab 20386 _RC5-04.pdf
Summary of OGD or DBE The DBE has received the following ANDAS regarding this drug
History product: #90-790 (Apotex -This application), #90-382 (Actavis), #90-

544 (Upsher ), #90-467 (Torrent), #90-428 (Alembic), #90-083
(Aurobindo), #78-243 (Zydus), #78-232 (Lupin), #77-459 (Roxane),
#77-424 (Lek Pharmaceuticals), ®® and #76-958
(Teva).

The DBE has received the following control documents regarding this
drug product: C050965 ( ) 04476 ( ®) @)y
04472 Oy coa742( @@ C04689 ( ®E 03052
( @@ 02548 ®@ 03220 (Teva), C041140 (@@,
C04316 (Sandoz), C050395 (Zydus), C04572 (Lupin), C03572
(@@ 03829 (Mylan), C04146 ( ®®) 041133 (®®), and
C041015( @@

Currently, the DBE requests the following for this drug product:

1. A single-dose, two-way crossover fasting in-vivo bioequivalence
study comparing Losartan Tablets, 100 mg, to the reference listed
drug (RLD), Cozaar ® (Losartan) Tablets, 100 mg

2. A single-dose, two-way crossover fed in-vivo bioequivalence
study comparing Losartan Tablets, 100 mg, to the RLD.

3. Losartan and the metabolite losartan acid in plasma should be
measured.

Comparative dissolution testing onl2 individual dosage units of all
strengths of the test and reference products should be conducted using
the following FDA method (DBE-Method as per External Database as
of 2/06/2004):

Apparatus: USP Apparatus II (Paddle)
Speed: 50rpm

Medium: Water(deaerated)

Volume: 900 mL

Sampling Times: 10, 20, 30 and 45 minutes
Specification: NLT 75% (Q) in 30 min

3.4 Contents of Submission

| Study Types Yes/No? How many?

| Single-dose fasting Yes 1

‘ Single-dose fed Yes 1

‘ Steady-state No -

| In vitro dissolution Yes 3

| Waiver requests Yes 2 (25 mg and 50 mg)
‘ BCS Waivers No -
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| Clinical Endpoints No
| Failed Studies No
| Amendments No --
3.5 Pre-Study Bioanalytical Method Validation
I Information Requested Data
| Bioanalytical method validation report location Section 16.6
| Analyte Losartan
| Internal standard (IS) )
Method description ®@ with LC-
MS/MS detection
| Limit of quantitation 5.10 ng/mL
| Average recovery of drug (%) 96.96 %
| Average recovery of IS (%) 102.28%

Standard curve concentrations (units/mL)

5.10, 10.20, 51.01, 102.02, 204.05. 408.09,
612.14, 816.19 and 1020.24 ng/mL

QC concentrations (units/mL)

QC A:15.30 ng/mL
QC B: 359.07 ng/mL
QC C: 718.14 ng/mL

QC Intraday precision range (%)

QCA:08t082%
QCB:0.7t02.0 %
QCC:1.4t02.1 %%

QC Intraday accuracy range (%Bias)

QCA:-29t03.1 %
QCB:-69t0-2.4 %
QCC:-47to-1.7%

| QC Interday precision range (%)

2.1t04.8%

| QC Interday accuracy range (%Bias)

-1.0 t0 4.2 %

| Bench-top stability (hrs)

17 hours (@ room temperature

| Stock stability (days)

56 days (@ Refrigerated Conditions

| Processed stability (hrs)

51 hours @ Refrigerated Conditions

| Freeze-thaw stability (cycles)

3 cycles

Long-term storage stability (days)

185 days at -30°C set point freezer (17-Nov-06
to 24- May-07)

97 days at -80°C set point freezer (17-Nov-06
to 30-Aug-07)

Dilution integrity

1530.36 ng/mL diluted 2 fold 1.6% (CV) and 4
fold 1.6% (CV)

Selectivity No endogenous plasma components or common
drug interfere with the analytical assay
| SOPs submitted Yes
| Bioanalytical method is acceptable Yes
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Template Version: 20-NOV-07

Comments on the Pre-Study Method Validation:

1. The frozen, long-term stability data of 185 days at -30°C and 97 days at -80°C
exceed the storage period for both the fasted (37 days) and fed (41 days) BE
studies.

2. The firm used K,-EDTA as an anticoagulant for the method validation and
clinical studies.

3. The pre-study method validation is acceptable.
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3.6 In Vivo Studies
Table 1. Summary of all in vivo Bioequivalence Studies
Subjects Mean Parameters (+/-SD)
Treatments | No. (M/F) Study
Study Study Study (Dose, Dosage| Type . Revort
Ref. No. | Objective Design | Form, Route)( Age§: Cmax |Tmaxi| AUCt | AUCinf (Thalf| Kel Loc:: tion
[ProductID] | mean |@mD( (b) |(ng*h/ml)|(ng*h/ml)| () | (1/h)
(Range)
Comparative,
randomized, Losartan
2-\\'a}" ) Potassium
crossover Tablets
bioavailability (1 x 100 1 610.07 | 1.50 | 1112.99 | 1137.96 | 1.93 | 0.38912
study of onld ”)g 62 (62/0) 25305 (033 | 234203 | £356.13 |20.63|£0.09890
LOSA- | Losartan |Randomized,| o 0% i 4.00)
IMTB- | Potassium | single-dose, [ ° colllnpleltmg
0SEBO4- |  Tablets 2-way | MTA08054]) healthy 5312
2FA | (ApotexInc.) | crossover subjects
- Cozaar® Age: 24.0
(LN4840)| and Cozaar® Tablets (18 - 44)
Tablets (1 x 100 1 663.95 | 1.63 | 1113.28 | 1136.14 | 1.85 | 0.40260
(Merck & Oral doslel)g +406.15((0.50 —| £379.56 | £391.97 [+0.54|=0.10783
Co., Inc.), [Lot # U2364] 5.00)
(USA) under
fasting
conditions
Comparative,
randomized, Losartan
2-way Potassium
crossover Tablets,
bioavailability (1x 100 mg 481.22 | 2.50 | 114495 | 1170.99 | 1.88 | 0.39802
// + —
LOSA- study of Randomized. Oral dose) | 68 (68 0) 226.85|(1.00—| £291.76 | £299.69 |+0.57|=0.10857
Losartan - [Lot# completing 7.00)
IMTB- . single-dose, ,
Potassium ) LMTA/08054]| healthy
05SEBOS- 2-way . 53.1.2
OFE Tablets crossover subjects
(LN4841) (Apotex Inc.) Cozaar® Age: 25.2
and Cozaar® Tablets, (19-44) | 443.60 | 4.17 | 1103.95 | 1136.42 | 1.97 | 0.38776
Tablets (1x 100 mg =193.07(1.00 —| £261.76 | =£262.40 |+0.78|=0.10557
(Merck & Oral dose) 14.00)
Co., Inc.), [Lot # U2364]
(USA) under
fed conditions

+ Based on number of subjects dosed in period 1
i Tmax is presented as median (range)
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Table 2. Statistical Summary of the Comparative Bioavailability Data Calculated

by the Reviewer

Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals

Losartan Potassium Tablet

1x100 mg

|

Fasting Bioequivalence Study (LN4840)

I Parameter Test Reference Ratio 90% C.I.
AUCO-t (ng-hr/mL) 1066.12 1058.74 1.01 97.07 104.46
AUCw> (ng-hr/mL) 1089.64 1080.52 1.01 97.32 104.49
Cmax (ng/mL) 565.88 581.94 0.97 88.79 106.49

Losartan Potassium Tablet
1x100 mg

Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals

|

Fed Bioequivalence Study (LN4841)

‘ Parameter Test Reference Ratio 90% C.I.
AUCO-t (ng-hr/mL) 1111.30 1075.36 1.03 100.56 106.21
AUCwx (ng-hr/mL) 1132.08 1109.39 1.02 99.41 104.75
Cmax (ng/mL) 431.41 402.57 1.07 95.95 119.70

Page 11 of 145




ANDA 90-790

Single-Dose Fasting Bioequivalence Study Review

Table 3. Reanalysis of Study Samples

Study No. LN4840

Additional information in Table 16.5.1.8.6

Number of samples

Number of recalculated values used

reanalyzed after reanalysis
Reason why assay was Actual % of tofal
repeated ctua o of fofa Actual number % of total assays
number assays ?
T R T R T R T R
Pharmacokinetic’ 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
Code B-Incomplete 20 | 1.0 | 013 | 007 0.0 0.0 0.0 0.0
analysis
Code C-Poor assay 2.0 2.0 0.13 0.13 0.0 0.0 0.0 0.0
Code F-Outside range 8.0 16.0 0.54 1.08 0.0 0.0 0.0 0.0
Total 12.0 19.0 0.80 1.28 0.0 0.0 0.0 0.0

1 - If no repeats were performed for pharmacokinetic reasons, insert “0.0.”

Study No. LN4841

Additional information in Table 16.5.1.8.6

Number of samples

Number of recalculated values used

reanalyzed after reanalysis

Reason why assay was A 1 % of 1
repeated ctua o of tota Actual number % of total assays

number assays

T R T R T R T R
Pharmacokinetic’ 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
Code B-Incomplete 1.0 | 1.0 | 007 | 00 0.0 0.0 0.0 0.0
analysis
Code F-Outside range 1.0 0.0 0.07 0.00 0.0 0.0 0.0 0.0
Total 2.0 1.0 0.14 0.07 0.0 0.0 0.0 0.0

1 - If no repeats were performed for pharmacokinetic reasons, insert “0.0.”

Did use of recalculated plasma concentration data change study outcome? No

Comments from the Reviewer:

1. There were no pharmacokinetic repeats for Losartan in the fasting study
(LN4840). Code F-(Outside range), % deviation did not exceed 5%. The
reassays were conducted objectively based on the SOPs submitted by the firm.

2. There were no pharmacokinetic repeats for Losartan in the fed study
(LN4841). Code F-(Outside range), % deviation did not exceed 6%. The
reassays were conducted objectively based on the SOPs submitted by the firm.

3.7 Formulation

| Location in appendix

Section 4.2, Page 40

| If a tablet, is the RLD scored?

No
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’ If a tablet, is the test product biobatch scored No
I Is the formulation acceptable? FORMULATION ACCEPTABLE
| If not acceptable, why? N/A
3.8 In Vitro Dissolution
Location of DBE Dissolution Review Dissolution review completed within this
review
| Source of Method (USP, FDA or Firm) FDA
’ Medium Water (deaerated)
| Volume (mL) 900
| USP Apparatus type II (Paddle)
| Rotation (rpm) 50
’ DBE-recommended specifications NLT 75% (Q). 30 min
I If a modified-release tablet, was testing done on ¥ tablets? | N/A
| F2 metric calculated? No
| If no, reason why F2 not calculated Rapidly dissolving
’ Is method acceptable? METHOD ACCEPTABLE
| If not then why? N/A

Note: The firm’s dissolution testing
firm's proposed specification of NLT
drug product.

data with the FDA method are acceptable. The

@% (Q) in 45 minutes is not acceptable for this

The firm should accept and acknowledge the FDA-recommended

specification of NLT 75% (Q) in 30 minutes.

3.9 Waiver Request(s)

| Strengths for which waivers are requested

25 mg and 50 mg

’ Proportional to strength tested in vivo?

Yes

Is dissolution acceptable?

Incomplete (pending acknowledgement of the
specification)

| Waivers granted?

WAIVERS GRANTED

’ If not then why?
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3.10 Deficiency Comments

1.

The firm's proposed specification of NLT | 5% (Q) in 45 minutes is not acceptable.

The firm should be advised to acknowledge the FDA-recommended specification of
NLT 75% (Q) in 30 minutes.

3.11 Recommendations

. The Division of Bioequivalence finds the fasting BE study (LN4840) is acceptable.

Apotex conducted the fasting BE study on its Losartan Potassium Tablets, 100 mg,
(lot # LMTA/08054) comparing it to Merck & Co. Inc.’s Cozaar ® Tablets, 100 mg
(lot # U2364).

The Division of Bioequivalence finds the fed BE study (LN4841) is acceptable.
Apotex conducted the fed BE study on its Losartan Potassium Tablets, 100 mg, (lot #
LMTA/08054) comparing it to Merck & Co. Inc.’s Cozaar ® Tablets, 100 mg (lot #
U2364).

The firm’s in vitro dissolution testing is incomplete. The dissolution testing should be
conducted in 900 mL of water (deaerated) at 37°C £ 0.5°C using USP apparatus II
(Paddles) at 50 rpm. The test product should meet the following specification: Not
less than 75% (Q) in 30 minutes.

The firm is requested to acknowledge the FDA-recommended method and
specification above.

The dissolution testing comparing the 25 mg and 50 mg strength of the test and RLD
product is acceptable. The formulations for Apotex’s Losartan Potassium Tablets, 25
mg (lot # LMTC/08052) and 50 mg (lot # LMTB/08053) are proportionally similar to
the 100 mg strength of Losartan Potassium Tablets that underwent bioequivalence
testing. However, the waiver requests for the 25 mg and 50 mg strength of the test
product are granted.

5. This application is incomplete.

The firm should be informed of the above deficiency comments and recommendations.

Page 14 of 145



ANDA 90-790

Single-Dose Fasting Bioequivalence Study Review

3.12 Comments for Other OGD Disciplines

Discipline Comment

None None

4 APPENDIX

4.1 Individual Study Reviews
4.1.1 Single-dose Fasting Bioequivalence Study
4.1.1.1 Study Design

Table 4 Study Information

I Study Number

LOSA-IMTB-05EB04-2FA (LN4840)

Study Title

COMPARATIVE, RANDOMIZED, 2-WAY CROSSOVER
BIOAVAILABILITY STUDY OF LOSARTAN POTASSIUM
TABLETS (APOTEX) AND COZAAR TABLETS (MERCK)
(USA) UNDER FASTING CONDITIONS

Clinical Site
(Name & Address)

Apotex Research Pvt. Limited
Bioequivalence Centre

Site No: 2, Bommasandra Industrial area,
Bommasandra Industrial Estate (P.O.),
Bangalore-560 099, Karnataka, India
Tel: +91-80-2289 1300

Fax: +91-80-2289 1364

Principal Investigator

Dr. Vimla D’souza

Period 1: 15-Apr-08

DL olley Period 2: 22-Apr-08
Apotex Research Pvt. Limited
Bioequivalence Centre
. . Bioanalytical Department
gln:;ly:l;za{:;(tliess) Site No: 2, Bommasandra Industrial area,
Bommasandra Industrial Estate (P.O.),
Bangalore-560 099, Karnataka, India
Phone: + 91-80-22891308
| Analysis Dates 06-MAY-08 to 22-MAY-08
| Analytical Director ®® NSe

Storage Period of Biostudy Samples
(no. of days from the first day of
sample collection to the last day of
sample analysis)

37 days (15-APR-08 to 22-MAY-08)
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Table 5. Product information

| Product

Test Reference

| Treatment ID

T R

| Product Name

Losartan Potassium Tablets Cozaar® Tablets

| Manufacturer Apotex Inc. Merck & Co..Inc., USA
| Batch/Lot No. LMTA/08054 U2364

| Manufacture Date 03/2008

| Expiration Date 10/2010

| Strength 100 mg 100 mg

| Dosage Form Tablet Tablet

| Bio-Batch Size ®@rablets

| Production Batch Size ®@ Taplets

| Potency (Assay) 100.5 %

Content Uniformity (mean, %CV)

Mean: 100.0%
Range: 99.4 — 100.9%

RSD: 0.5%
| Dose Administered 100 mg 100 mg
| Route of Administration Oral Oral

Table 6. Study Design, Single-Dose Fasting Bioequivalence Study

66 subjects were enrolled and 65 subjects were dosed in the study

Number of Subjects 62 subjects completed the study (dropout #63, #65 and #66*)
62 subjects included in the statistical analysis
| No. of Sequences 2
| No. of Periods 2
| No. of Treatments 2
| No. of Groups 1 group
| Washout Period 7 days
AB: 3.4,6,7.9,12,15,16, 17,19, 23, 24, 26, 27, 30, 31, 33, 36,

Randomization Scheme

39.40.41. 42, 47. 48, 49, 52, 54, 55, 57, 60, 62 and 65

BA: 1.2.5.8,10. 11, 13, 14, 18, 20, 21, 22, 25, 28, 29, 32, 34, 35,
37.38.43, 44, 45, 46, 50, 51, 53, 56, 58, 59, 61, 63. 64, 66, 67 and
68

Blood Sampling Times

Blood samples were collected at pre-dose, 0.25, 0.33. 0.5, 0.66,
0.83.1,1.16,1.33,1.5,1.75.2,2.33,2.66. 3,3.5.4,5,6, 8,10, 12,
14, 18 and 24 hours post dosing.

Blood Volume Collected/Sample

Twenty six (26) 6 mL blood samples were drawn from each subject
during each clinical period by individual venipuncture or
indwelling catheter at pre-set times.

Page 16 of 145



ANDA 90-790

Single-Dose Fasting Bioequivalence Study Review

Blood Sample Processing/Storage

Blood samples were collected using 6 mL lavender cap vacuum
tubes containing K2 EDTA at the following time-points: Two 6 mL
blood samples were taken 5—45 minutes prior to dosing time (0)
followed by single 6 mL samples at each sampling time after dosing
at the sample times listed above. Blood samples were collected
after discarding 0.5 mL of heparinised blood for all the sample time
points. Blood samples were centrifuged and the plasma obtained
were divided into two portions and transferred into pre-chilled-
prelabelled polypropylene storage tubes and stored in a — 30°C set
point freezer pending assay.

I IRB Approval

Yes, 04/09/08

| Informed Consent

Yes, 04/09/08

Length of Fasting

All subjects fasted overnight for at least 10 hours (overnight) prior
to scheduled time for dosing. Fasting was maintained for at least 4
hours after dosing.

Length of Confinement

At least 10.5 hours prior to dosing until 24 hours post-dose

Safety Monitoring

Vital signs (including scheduled blood pressure and pulse rate
measurements), diagnostic tests were performed at the times
specified in the protocol.

*Subject No. 63, 65 and 66 did not report for period 2 check in due to personal reasons.

Comments on Study Design:
The study design 1s acceptable.

4.1.1.2 Clinical Results

Table 7. Demographics Profile of Subjects Completing the Bioequivalence Study

Study No.LN4840
| Treatment Groups
Test Product Reference Product
N =62 N =62
Age (years) | Mean=+ SD 242 +5.39 242 +5.39
Range 18-44 18-44
Age Groups | <18 - -
| 1840 61 (98.38 %) 61 (98.38 %)
| 4064 1(1.61 %) 1(1.61 %)
65175 - -
>175 - -
Sex Male 62 (100 %) 62 (100 %)
Female - -
Race | Asian 62 (100 %) 62 (100 %)
| Black - -
| Caucasian - -
Hispanic - -
Other - -
BMI Mean = SD 21.6+2.07 21.6+2.07
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l Range 19.0-26.0 19.0 - 26.0
Other Factors - -
Table 8. Dropout Information, Fasting Bioequivalence Study
Subject No. Reason Period Replaced?
63 did not report for period 2 check in due to 2 N/A
personal reasons
65 did not report for period 2 check in due to 2 N/A
personal reasons
66 did not report for period 2 check in due to 2 N/A
personal reasons

Table 9. Study Adverse Events, Fasting Bioequivalence Study

| Reported Incidence by Treatment Groups

Fasted Bioequivalence Study

Body System /
Adverse Event Study No.LN4840
Test Reference

N! (%% N! (%%)
Gastrointestinal
Loose stools 2 (3.17 %) 1 (1.56 %)
Others
Pain at catheter insertion site 1 (1.58 %) 2 (3.12 %)
Decreased hemoglobin and PCV - 1 (1.56 %)
Giddiness 1(1.58 %) -
Headache 1(1.58%) 1(1.56%)
Increased SGOT 1(1.58%) -
Total 6 (9.52 %) 4 (6.25 %)
Number of subject dosed 63 64

" The number of subjects that reported adverse event (AE).

2 9% (rate of occurrence) = N divided by number of subjects dosed with respective study drug x100

Table 10. Protocol Deviations, Fasting Bioequivalence Study

Type Subject #s (Test)

Subject #s (Ref.)

N/A

N/A

N/A

Comments on Dropouts/Adverse Events/Protocol Deviations:

1. No serious adverse events (SAEs) were reported during the fasting BE study.

2. Several blood sampling deviations were recorded and there was no impact as the
times. The blood sampling time

PK and statistical analysis used the actual
deviations were insignificant.

3. No subject experienced emesis during the fasting BE study.
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4. Two (2) subjects (#31 and #56) experienced adverse events (AEs) that required
therapy. All AEs were mild in severity and resolved without an impact on the
outcome of the study.

Page 19 of 145



4.1.1.3

ANDA 90-790
Single-Dose Fasting Bioequivalence Study Review

Bioanalytical Results

Table 11. Assay Validation — Within the Fasting Bioequivalence Study

Analyte 1

Parameter

Standard Curve Samples

Concentration
(ng/mL)

5.10

10.19

50.97

101.95

203.90 | 407.80 |611.69 | 815.59

1019.49

Inter day Precision

(%CV)

1.8

3.8

2.6

22

1.6 1.3 1.6 1.5

1.7

Inter day Accuracy
(%Bias)

0.6

2.7

1.6

0.5 0.7 -0.7 -1.8

-3.0

Linearity

0.9960 to 0.9999

Linearity Range
(ng/mL)

5.10 to 1019.49

Sensitivity/LOQ
(ng/mL)

5.10

Parameter

Quality Control Samples

Concentration
(ng/mL)

15.28

360.79 721.58

Inter day Precision

(%CV)

4.4

2.9 3.1

Inter day Accuracy
(%Bias)

Comments on Study Assay Validation:

Acceptable

Any interfering peaks in chromatograms?

No

Were 20% of chromatograms included?

Yes

Were chromatograms serially or randomly selected?

Serially (Subjects #10 - #25)

Comments on Chromatograms:

Acceptable

Table 12. SOP’s Dealing with Bioanalytical Repeats of Study Samples

SOP No. Effective Date of SOP | SOP Title

BEC-BL-010-00 | 18-Apr-06 ANALYTICAL RUN ANALYSIS AND
DOCUMENTATION PROCEDURES

BEC-BL-006-00 | 11-Apr-06 ROUTINE BATCH SAMPLE ANALYSIS

BEC-BL-006-01 | 28-May-08

ROUTINE BATCH SAMPLE ANALYSIS

BEC-BL-008-01 | 03-Sep-07

CHROMATOGRAPHY ACCEPTANCE
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I BEC-BL-013-00 | 04-May-06 EVENT RESOLUTION

Table 13. Additional Comments on Repeat Assays

| Were all SOPs followed? Yes

| Did recalculation of PK parameters change the study outcome? | No

| Does the reviewer agree with the outcome of the repeat assays? | Yes

| If no, reason for disagreement --

Summary/Conclusions, Study Assays:

Acceptable

4.1.1.4 Pharmacokinetic Results

Table 14. Arithmetic Mean Pharmacokinetic Parameters

Mean plasma concentrations are presented in Table 18 and Figure 1

| Fasting Bioequivalence Study, Study No. LN4840

Test Reference
Parameter
. % T/R
(units) Mean | %CV | Min Max | Mean | .o | Min Max

AUCO-t (hr 1112.87 | 30.72 | 564.27 | 2245.81 | 1113.36 | 34.09 | 617.62 | 2693.01 | 1.00
*ng/ml)
AUCw® (hr 1137.84 | 31.29 | 582.35 | 2474.17 | 1136.23 | 34.49 | 630.17 | 2865.21 | 1.00
*ng/ml)
Cmax (ng/ml) 610.07 | 41.48 | 220.46 | 1746.10 | 663.95 | 61.17 | 217.11 | 2543.82 | 0.92
Tmax* (hr) 1.50 . 0.33 4.00 1.63 0.50 5.00 | 0.92
Kel (hr) 0.39 | 25.42 0.14 0.60 0.40 | 26.78 0.15 0.75 | 0.97
T1/2 (hr) 1.93 | 32.66 1.16 4.85 1.85 | 29.31 0.92 4.49 | 1.04

* Tmax values are presented as median, range
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Table 15. Geometric Means and 90% Confidence Intervals - Firm Calculated

Losartan Potassium Tablet
1 x 100 mg Tablet
Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals

‘ Fasting Bioequivalence Study, Study No. LOSA-IMTB-05EB04-2FA (LN4840)

| Parameter (units) Test Reference Ratio 90% C.I
AUCO-t (hr *ng/ml) 1066.21 1058.66 1.01 97.1-104.5
AUCwx (hr *ng/ml) 1089.73 1080.44 1.01 97.3-104.5
Cmax (ng/ml) 565.88 581.94 0.97 88.8 -106.5

Table 16. Geometric Means and 90% Confidence Intervals - Reviewer Calculated

Losartan Potassium Tablet
1 x 100 mg Tablet
Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals

I Fasting Bioequivalence Study, Study No LOSA-IMTB-05SEB04-2FA (LN4840).

| Parameter (units) Test Reference Ratio 90% C.I.
AUCO-t (hr *ng/ml) 1066.12 1058.74 1.01 97.07 104.46
AUCwx (hr *ng/ml) 1089.64 1080.52 1.01 97.32 104.49
Cmax (ng/ml) 565.88 581.94 0.97 88.79 106.49

Table 17. Additional Study Information, Fasting Study No.

Root mean square error, AUCO0-t 0.1224
Root mean square error, AUCx 0.1184
Root mean square error, Cmax 0.3029
‘ Test Reference
‘ Kel and AUCx determined for how many subjects? 62 62
| Do you agree or disagree with firm’s decision? Agree Agree
| Indicate the number of subjects with the following:
‘ measurable drug concentrations at 0 hr
I first measurable drug concentration as Cmax
| Were the subjects dosed as more than one group? No No
| Ratio of AUCO-t/AUC
Treatment n Mean Minimum Maximum
Test 62 0.98 0.91 0.99
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Reference 62 0.98 0.94 0.99

Comments on Pharmacokinetic and Statistical Analysis:

The mean AUCt/AUCe ratio >0.9 for both test and reference indicates that the firm’s
sampling schedule was carried out for a sufficient period of time. All subjects illustrated

an AUCt/AUCeo ratio >0.9 for the parent compound, losartan. The reviewer agrees with
the firm’s determination for Kel and therefore used the SAS Code, “CONTINU2”.

Bioequivalence is based on the statistical analysis of the data for the parent drug, losartan,
and the active metabolite, losartan acid, is used only as supportive data.

Summary and Conclusions, Single-Dose Fasting Bioequivalence Study:

The single-dose fasting bioequivalence study on 1 x 100 mg tablet is acceptable.
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Table 18. Mean Plasma Concentrations, Single-Dose Fasting Bioequivalence Study

Analyte 1
Time (hr) Test (n= 62) Reference (n= 62) T/[.{
Mean (ng/mL) % CV Mean (ng/mL) % CV Ratio

0.00 0.00 0.00
0.25 40.15 312.58 34.56 338.04 1.16
0.33 84.19 255.57 76.21 315.81 1.10
0.50 148.83 169.47 169.61 23291 0.88
0.66 211.76 121.23 242.21 153.94 0.87
0.83 281.63 101.07 315.19 126.65 0.89
1.00 329.79 81.55 309.41 108.49 1.07
1.16 359.94 72.17 303.81 98.43 1.18
1.33 359.93 66.69 304.08 93.25 1.18
1.50 362.59 59.75 275.67 75.88 1.32
1.75 366.74 49.72 273.59 56.02 1.34
2.00 328.21 52.00 258.04 60.91 1.27
2.33 273.90 54.21 263.45 63.79 1.04
2.66 217.68 55.13 253.87 66.84 0.86
3.00 176.85 66.89 204.80 67.38 0.86
3.50 125.61 63.28 146.47 72.23 0.86
4.00 97.92 72.73 110.30 79.83 0.89
5.00 65.62 64.04 81.12 81.75 0.81
6.00 39.65 63.47 46.74 76.11 0.85
8.00 17.52 74.26 19.12 78.91 0.92

10.00 8.40 116.37 9.05 111.24 0.93

12.00 2.53 247.01 3.13 210.39 0.81

14.00 1.44 335.10 1.49 289.76 0.97
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Figure 1. Mean Plasma Concentrations, Single-Dose Fasting Bioequivalence Study

PLASMA LOSARTAN LEVELS
LOSARTAN TABLETS, ANDA 90790
UNDER FASTING CONDITIONS
DOSE= 1 x 100 MG

PLASMA LEVEL, ng/mL
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4.1.2 Single-dose Fed Bioequivalence Study

4.1.2.1 Study Design

Table 19. Study Information

Study Number

LOSA-IMTB-05EBO05-2FE (LN4841)

Study Title

COMPARATIVE, RANDOMIZED, 2-WAY CROSSOVER
BIOAVAILABILITY STUDY OF LOSARTAN POTASSIUM
TABLETS (APOTEX) AND COZAAR TABLETS (MERCK)
(USA) UNDER FED CONDITIONS

Clinical Site
(Name & Address)

Apotex Research Pvt. Limited
Bioequivalence Centre

Site No: 2, Bommasandra Industrial area,
Bommasandra Industrial Estate (P.O.),
Bangalore-560 099, Karnataka, India
Tel: +91-80-2289-1300

Fax: +91-80-2289-1364

Principal Investigator

Dr. Vimla D’Souza, M.B.B.S

Period 1: 30-Apr-08

DL olley Period 2: 07-May-08
Apotex Research Pvt. Limited
Bioequivalence Centre
. . Bioanalytical Department
&nalytl‘c&akst;(tle Site No: 2, Bommasandra Industrial area,
ame ) Bommasandra Industrial Estate (P.O.),
Bangalore-560 099, Karnataka, India
Phone: + 91-80-22891308
| Analysis Dates 26-MAY-08 to 10-JUN-08
| Analytical Director ®® N.Sc

Storage Period of Biostudy Samples
(no. of days from the first day of
sample collection to the last day of
sample analysis)

41 days (30-APR-08 to 10-JTUN-08)

Table 20. Product Information

| Product Test Reference

‘ Treatment ID T R

‘ Product Name Losartan Potassium Tablets Cozaar® Tablets

‘ Manufacturer Apotex Inc. Merck & Co..Inc., USA
| Batch/Lot No. LMTA/08054 U2364

| Manufacture Date

| Expiration Date

| Strength

03/2008
10/2010

100 mg 100 mg

| Dosage Form

Tablet Tablet

Page 26 of 145




ANDA 90-790

Single-Dose Fed Bioequivalence Study Review

’ Bio-Batch Size O @ Tablets
‘ Production Batch Size O Tablets
’ Potency (Assay) 100.5 %

Content Uniformity (mean, %CYV)

Mean: 100.0%
Range: 99.4 — 100.9%

RSD: 0.5%
| Dose Administered 100 mg 100 mg
| Route of Administration Oral Oral

Table 21. Study Design, Single-Dose Fed Bioequivalence Study

No. of Subjects

77 subjects were enrolled and dosed in the study

68 subjects completed the study (dropout #2, #9, #11, #35, #51,
#52, #54, #61 and #68)

68 subjects included in the statistical analysis

| No. of Sequences 2

| No. of Periods 2

| No. of Treatments 2

| No. of Groups 1 group
| Washout Period 7 days

Randomization Scheme

Blood Sampling Times

AB: 1,2.6.7,10,12, 15,16, 18, 19, 21, 23, 26, 28. 29, 31, 33, 35,
39,40, 42, 44, 45, 47, 50, 52, 54, 56, 57, 59, 61, 63, 66, 67,71, 72,
73.75 and 78

BA: 3,4,5,8,9.11, 13,14, 17, 20, 22, 24, 25, 27, 30, 32, 34, 36,
37.38.41. 43, 46, 48, 49, 51, 53, 55, 58, 60, 62, 64, 65, 68, 69, 70,
74,76 and 77

Blood samples were collected at pre-dose, 1, 1.5, 2, 2.5, 3, 3.5, 4,
4.33,4.66,5,5.5,6.7.8.9, 10, 12, 14, 16, 20, 24 and 30 hours post
dosing.

Blood Volume Collected/Sample

Twenty four (24) 6 mL blood samples were drawn from each
subject during each clinical period by individual venipuncture or
indwelling catheter at pre-set times..

Blood Sample Processing/Storage

Blood samples were collected using 6 mL lavender cap vacuum
tubes containing K2EDTA at the following time-points: Two 6 mL
samples of blood were taken prior to dosing and single 6 mL
samples at each sampling time after dosing at blood sampling times
listed above. Blood samples were collected after discarding 0.5 mL
of heparinised blood for all the sampling times except for 30 hours.
Blood samples were centrifuged and the plasma obtained were
divided into two portions and transferred into prelabelled
polypropylene storage tubes and stored in a -30°C set point freezer
pending assay.

| IRB Approval

Yes, 04/09/08

| Informed Consent

Yes, 04/09/08

Length of Fasting Before Meal

All subjects fasted overnight for at least 10 hours (overnight) prior
to scheduled time for dosing. Fasting was maintained for at least 4
hours after dosing.
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| Length of Confinement At least 10 hours prior to dosing until 30 hours post-dose

Vital signs (including scheduled blood pressure and pulse rate
Safety Monitoring measurements) diagnostic tests were performed at the times
specified in the protocol.

| Standard FDA Meal Used? No

| If No, then meal components and composition is listed in the tables below

| Composition of Non-standard FDA Meal Used in Fed Bioequivalence Study

| Composition Percent Kecal
| Fat 53.64 % 520.38
| Carbohydrate 27.86 % 270.28
| Protein 18.49 % 179.36

| Components of Non-standard FDA Meal Used in Fed Bioequivalence Study

Component

Two slices of toast bread

Omelette (2 eggs)

Chicken Tikka (60 gm)

Hash brown potato (4 Nos.),

240 mL of whole milk

Sugar (5 gm),

Butter (10 gm)

Comments on Study Design:
The study design 1s acceptable.
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4.1.2.2 Clinical Results

Table 22. Demographics Profile of Subjects Completing the Bioequivalence Study

Study No. LN4841
Treatment Groups
Test Product Reference Product
N =68 N =68
Age (years) | Mean=+ SD 25.4+586 254+£5.86
Range 19-44 19 -44
Age Groups | <18 - -
18 — 40 65 (95.58 %) 65 (95.58 %)
40— 64 3(4.41 %) 3 (4.41 %)
65175 - -
>175 - -
Sex Male 68 (100 %) 68 (100 %)
Female - -
Race Asian 68 (100 %) 68 (100 %)
Black - -
Caucasian - -
Hispanic - -
Other - -
BMI Mean = SD 21.7+1.99 21.7+1.99
Range 19.0-25.6 19.0-25.6
Other Factors - -
Table 23. Dropout Information, Fed Bioequivalence Study
Subject No. Reason Period Replaced?
LNO02 was withdrawn (on 30-Apr-08 at Period 1 No
INO2 around 15:05 hrs) as he had vomited in
period 1 (post dose) of the study. This was
possibly related to test preparation
LN09 was withdrawn (on 07-May-08 at Period 2 No
LN09 around 09:57 hrs) as he had vomited in
period 2 (post dose). This was possibly
related to test preparation.
LN11 was withdrawn (on 30-Apr-08 at Period 1 No
IN11 around 10:22 hrs) as he vomited in period
1 (post dose). This was possibly related to
reference preparation
LN51 was withdrawn (on 30-Apr-08 at Period 1 No
around 19:38 hrs) as per PK
LN51 recommendations as he did not consume
the standardized breakfast 30 minutes
prior to dosing in period 1.
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LN52

around

19:40

LN52 was withdrawn (on 30-Apr-08 at
as per PK
recommendations as he did not consume
the standardized breakfast 30 minutes
prior to dosing in period 1.

Period 1

LN54

around

19:42

LN54 was withdrawn (on 30-Apr-08 at
as per PK
recommendations as he did not consume
the standardized breakfast 30 minutes
prior to dosing in period 1.

Period 1

LN61

LN61 was withdrawn (on 06-May-08 at
around 20:13 hrs) at period 2 check in as in
he tested positive for Benzodiazepine in
urine drug screen. This was not related to
test preparation.

Period 2 check

Note: LN35 was withdrawn as he did not check in for period 2 due to personal reasons on 06-May-08.
LN68 was withdrawn as he did not check in for period 2 due to personal reasons on 06-May-08

Table 24. Study Adverse Events, Fed Bioequivalence Study

Reported Incidence by Treatment Groups

Fed Bioequivalence Study

Body System /
Adverse Event Study No. LN4841

Test Reference

N' (%) N! (%))

Body as a whole
Flu like syndrome 1 (1.35 %) 1 (1.38 %)
Gastrointestinal
Nausea and vomiting 1(1.35 %) 1(1.38 %)
Vomiting 1 (1.35 %) -
Respiratory system
Upper respiratory tract
inl;gction b i L(1.35 %) )
Others
Headache 1 (1.35 %) -
Increased SGPT - 1(1.38 %)
Total 5(6.75 %) 2 (2.77 %)
Number of subject dosed 74 72

! The number of subjects that reported adverse event (AE).
2 9% (rate of occurrence) = N divided by number of subjects dosed with respective study drug x 100

Table 25. Protocol Deviations, Fed Bioequivalence Study

Type Subject #s (Test) Subject #s (Ref.)
Unplanned:

According to the section 4.4 of the study protocol under

Administration of Food and Fluid, “The standard breakfast _ INO1

to be served a maximum of 30 minutes prior to dosing will
consist of Two slices of toast bread, Omelette (2 eggs),
Chicken Tikka (60 gm), Hash brown potato (4 Nos.), 240
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mL of whole milk, Sugar (5 gm), Butter (10 gm) The meal
must be completely eaten by each of the study subjects
prior to dosing”. In period 2 of the study, subject ID LNO1
did not consume 35 gms of Chicken tikka which
amounted to 69.65 calories. The subject consumed all the
contents of the standardized breakfast except for chicken
tikka amounting to 35 gms within 30 minutes prior to
dosing and hence was non compliant to the protocol
requirements. No implications are expected as the total
calorie consumed by subject is 900.37 calories instead of
970.02 calories contributed by Carbohydrates, Fats and
Proteins. Also as per FDA regulatory guidance on Food
effect Bioavailability and Fed Bioequivalence studies
guidelines approximately 800-1000 calories meal is
required, hence no implications are expected. However
subject consumed approximately 50 percent of the total
caloric content of the meal derived from fat. The violation
to this restriction was documented and also it was decided
by Principal Investigator that the subject can be dosed for
the study and hence the subject was continued in the
study.

Unplanned:

According to the section 4.1 of the study protocol under
standardization, “The subjects will be housed until 30
hours post-dose in each period”. In period 1 of the study,
Subject No. LN72 left the clinical facility at 09:43 hrs on
01-May-08, accounting to around 24.0 hours of housing
instead of 30 hours post dose. LN72 had to leave the
clinical site due to personal reasons which he mentioned
as urgent. 30.0 hr sample was not collected as he did not
report back after release from the site and directly reported
for period 2 check in. No implications are expected as the
subject had no clinical complaints and the checkout
procedures including vitals and physician assessment were
completed. The subject’s safety was not compromised and
also the study integrity is not affected. The subject was
counseled about completing the study and the importance
of obtaining the samples as per the protocol was explained
to him. The subject reported for period 2 and completed
the study.

LN72

Unplanned:

According to the section 4.4 of the study protocol under
administration of food and fluid, “The standard breakfast
to be served a maximum of 30 minutes prior to dosing”
and according to the section 4.7 of the study protocol
under sampling times, “Blood samples will be taken at 5—
45 minutes prior to dosing time (0), followed by further
samples at 1, 1.5, 2, 2.5, 3, 3.5, 4, 4.33, 4.66, 5, 5.5, 6, 7,
8,9, 10, 12, 14, 16, 20, 24 and 30 hours after dosing”. In
period 1 of the study, subject nos. LN51, LN52 & LN54
consumed the given breakfast by exceeding the 30
minutes of their given time and hence the dosing time was
rescheduled for the same subjects. Also the pre dose
sample timings exceeded 45 minutes prior to dosing for
the same subjects. For subject number LN51 breakfast

LN52 and LN54

LNS51
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start and end timings were 0854 hrs and 0933 hrs,
respectively, whereas scheduled and actual dosing timings
were 0924 hrs and 0938 hrs, respectively. Similarly, for
subject number LN52 breakfast start and end timings were
0854 hrs and 0930 hrs, respectively, whereas scheduled
and actual dosing timings were 0924 hrs and 0940 hrs,
respectively. Also for subject number LN54 breakfast start
and end timings were 0856 hrs and 0940 hrs whereas
scheduled and actual dosing timings were 0926 hrs and
0942 hrs, respectively. All the activities including blood
sample collection, vitals and meal etc for these three
subjects were rescheduled accordingly.

The subjects were unable to consume the given quantity of
the breakfast within 30 minutes prior to dosing and they
were non compliant to the protocol requirements. Due to
delay in consumption of breakfast and dosing time, pre
dose sample timings were beyond 45 minutes of their
dosing time. No implications are expected as the subjects
were withdrawn from the study. The violations to these
restrictions were documented on a case to case basis and
also the subjects were withdrawn from the study as
recommended by Pharmacokinetic department and also
due to noncompliance with FDA regulatory guidance on
Food effect Bioavailability and Fed Bioequivalence
studies guidelines.

Comments on Adverse Events/Protocol Deviations:

1. No serious adverse events (SAEs) were reported during the fed BE study.

2. Several blood sampling deviations were recorded at various time points. The blood
sampling time deviations were not significant (= 5%).

3. Three (3) subjects (#2, #9 and #11) experienced emesis during the fed study. All
subjects reported vomiting on one (1) occasion. The episodes were mild in severity
and occurred approximately 4 hours, 48 minutes and 45 minutes, respectively after
the subjects had received a single-oral dose of the test product (#2 and #9) or
reference product (#11). The data for all three (3) subjects were excluded in BE
statistical evaluations for losartan and losartan acid, since; the episode (s) of emesis
were reported within 2x the median Tmax for losartan and losartan acid, 1 hour and
3-4 hours, respectively.

4. Three (3) subjects (#1, #62 and #67) experienced an adverse event (AEs) that required

therapy. All AEs were mild in severity, not related to drug treatment and resolved
without an impact on the outcome of the study.
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4.1.2.3 Bioanalytical Results

Table 26. Assay Validation — Within the Fed Bioequivalence Study

Analyte 1

Parameter

Standard Curve Samples

Concentration
(ng/mL)

5.10 | 10.19 | 50.97 | 101.95 | 203.90 | 407.80 [611.69 | 815.59

1019.49

Inter day Precision

(%CV)

1.6 32 1.5 1.8 1.7 1.6 2.1 1.5

2.2

Inter day Accuracy
(%Bias)

-04 ] 0.0 2.8 1.2 0.1 0.8 -0.8 -1.2

-2.6

Linearity

0.9972 to 0.9997

Linearity Range
(ng/mL)

5.10 to 1019.49

Sensitivity/LOQ
(ng/mL)

5.10

Parameter

Quality Control Samples

Concentration

I —il] 15.28

360.79 721.58

Inter day Precision

(%CV) 3.9

24 2.9

Inter day Accuracy
(%Bias)

-0.7 -3.9

Comments on Study Assay Validation:

Acceptable

Any interfering peaks in chromatograms?

No

Were 20% of chromatograms included?

Yes

Were chromatograms serially or randomly selected?

Serially (Subjects #12 - #27)

Comments on Chromatograms:

Acceptable

Table 27. SOP’s Dealing with Bioanalytical Repeats of Study Samples

SOP No. Effective Date of SOP

SOP Title

BEC-BL-010-00 | 18-Apr-06

ANALYTICAL RUN ANALYSIS AND
DOCUMENTATION PROCEDURES

BEC-BL-006-00 | 11-Apr-06

ROUTINE BATCH SAMPLE ANALYSIS

BEC-BL-006-01 | 28-May-08

ROUTINE BATCH SAMPLE ANALYSIS
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BEC-BL-008-01 | 03-Sep-07 CHROMATOGRAPHY ACCEPTANCE

BEC-BL-013-00 | 04-May-06 EVENT RESOLUTION

Table 28. Additional Comments on Repeat Assays

| Were all SOPs followed? Yes

| Did recalculation of PK parameters change the study outcome? | No

| Does the reviewer agree with the outcome of the repeat assays? | Yes

| If no, reason for disagreement ot

Summary/Conclusions, Study Assays:

Acceptable
4124 Pharmacokinetic Results

Table 29. Arithmetic Mean Pharmacokinetic Parameters

Mean plasma concentrations are presented in Table 33 and Figure 2

| Fed Bioequivalence Study, Study No. LN4841

Test Reference
Parameter
it % T/R
(units) Mean | %CV | Min | Max | Mean | o | Min | Max

AUCO-t (hr 1145.15 | 25.51 | 609.70 | 2302.00 | 1103.83 | 23.70 | 637.92 | 1946.87 | 1.04
*ng/ml)
AUCwx (hr 1171.19 | 25.62 | 624.35 | 2426.69 | 1136.30 | 23.08 | 650.01 | 2011.93 | 1.03
*ng/ml)
Cmax (ng/ml) 481.22 | 47.14 | 151.38 | 1228.26 | 443.60 | 43.52 | 116.97 | 952.27 | 1.08
Tmax* (hr) 2.50 ) 1.00 7.00 4.17 ) 1.00 14.00 | 0.60
Kel (hr™) 0.40 | 2728 | 0.19 0.74 039 | 27.23] o0.11 0.72 1.03
T1/2 (hr) 1.88 30.11 | 0.93 3.67 1.97 |39.55| 0.96 6.37 | 0.96

* Tmax values are presented as median, range
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Table 30. Geometric Means and 90% Confidence Intervals - Firm Calculated

Losartan Potassium Tablet
1 x 100 mg Tablet

Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals

’ Fed Bioequivalence Study, Study No. LOSA-IMTB-0SEB05-2FE (LN4841)

| Parameter (units) Test Reference Ratio 90% C.L
AUCO-t (hr *ng/ml) 1111.17 1075.47 1.03 100.5 - 106.2
AUCwx (hr *ng/ml) 1131.94 1109.52 1.02 99.4 -104.7
Cmax (ng/ml) 431.41 402.57 1.07 95.9-119.7

Table 31. Geometric Means and 90% Confidence Intervals - Reviewer Calculated

Losartan Potassium Tablet
1 x 100 mg Tablet

Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intervals

I Fed Bioequivalence Study, Study No. LOSA-IMTB-0SEB0S-2FE (LN4841)

| Parameter (units) Test Reference Ratio 90% C.IL
AUCO-t (hr *ng/ml) 1111.30 1075.36 1.03 100.56 106.21
AUCwx (hr *ng/ml) 1132.08 1109.39 1.02 99.41 104.75
Cmax (ng/ml) 431.41 402.57 1.07 95.95 119.70
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Table 32. Additional Study Information

Root mean square error, AUCO-t 0.0955

Root mean square error, AUCx 0.0900

Root mean square error, Cmax 0.3863
‘ Test Reference
| Kel and AUCx determined for how many subjects? 67 67
| Do you agree or disagree with firm’s decision? Agree Agree
| Indicate the number of subjects with the following:
| measurable drug concentrations at 0 hr 0 0

first measurable drug concentration as Cmax 5 subjects (#3, #14, 4 subjects (#17, #26,
#17. #32 and #66) #60 and #62)

| Were the subjects dosed as more than one group? No No

| Ratio of AUCO0-t/AUC»

Treatment n Mean Minimum Maximum
Test 67 0.98 0.95 0.99
Reference 67 0.98 0.68 0.99

Comments on Pharmacokinetic and Statistical Analysis:

The firm’s analysis of losartan PK parameters included the data for subjects #3, #14, #17,
#32 and #66 for the test product and data for subjects #17, #26, #60 and #62 who had the
first measurable drug concentration as the subject’s Cmax. According to the General
BA/BE Guidance, collection of an early time point between 5 and 15 minutes after
dosing followed by additional sample collections in the first hour after dosing may be
sufficient to assess early peak concentrations. The firms scheduled time points are not
within the recommended collection time (pre-dose, 1, 1.5, 2, 2.5, 3, 3.5, 4,4.33,4.66, 5,
5.5,6,7,8,9,10, 12, 14, 16, 20, 24 and 30 hours post dosing). The reviewer does not
agree with the firm’s decision to include the subjects listed above for the statistical
analysis. The reviewer reanalyzed the PK parameters excluding the following subjects:
#3, #14, #17, #26, #32, #60, #62 and #66 and the losartan results (90% CI) remained
within the acceptable range of 80 to 125 %

The mean AUCt/AUCe ratio >0.9 for both test and reference indicates that the firm’s
sampling schedule was carried out for a sufficient period of time. The reviewer agrees
with the firm’s determination for Kel and therefore used the SAS Code, “CONTINU?2.

Based on the literature data on Tmax (1 hour and 3-4 hours) and Ty (2 hour and 6-9

hours) for losartan and losartan acid, respectively, the firm's study design with a sampling
time of 30 hours is appropriate. However, there is one subject with an observed Tip
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much longer than the reported values of 2 hour and 6-9 hours, that’s illustrated by an
AUCt/AUCeo ratio below 0.8. See table below:

Subject AUCt/AUCeo ratio Treatment

22 0.68 Test

Bioequivalence is based on the statistical analysis of the data for the parent drug, losartan,
and the active metabolite, losartan acid, is used only as supportive data.

Comment on Tmax Difference:

Although the median Tmax for the test and RLD products was comparable in the fasting
study, the median Tmax for the test and RLD products in the fed study was dissimilar:
2.50 hours and 4.17 hours, respectively. Per the RLD labeling, the food delayed Tmax of
the RLD product. The delay was observed for the test product in the current ANDA.
Additionally, based on the Tmax data from a fed study of ANDA 90083 (Aurobindo)
reviewed previously (DARRTS), the median Tmax for the test and RLD products from
this study was both 2.5 hours. Also, based on the Tmax data from a fed study of ANDA
78243 (Zydus) reviewed previously (DARRTS), the median Tmax for the test and RLD
products from this study was 2.35 hours and 2.52 hours, respectively. The median Tmax
for the current test product under nonfasting conditions, although different from that of
the RLD in the current fed study, appeared to be within the median Tmax values obtained
in other fed studies. Therefore, the Tmax difference could be contributed to the
variability in the RLD product, and is considered acceptable.

Summary/Conclusions, Single-Dose Fed Bioequivalence Study:

The single-dose fed bioequivalence study on 1 x 100 mg tablet is acceptable.
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Table 33. Mean Plasma Concentrations, Single-Dose Fed Bioequivalence Study

Analyte 1
Time (hr) Test (n= 68) Reference (n= 68) T/[.{
Mean (ng/mL) % CV Mean (ng/mL) % CV Ratio
0.00 0.00 0.00
1.00 70.48 261.35 37.33 322.46 1.89
1.50 210.15 122.39 120.94 160.63 1.74
2.00 251.15 80.96 159.63 116.99 1.57
2.50 220.37 68.67 140.35 104.17 1.57
3.00 183.01 70.79 137.72 95.99 1.33
3.50 162.89 63.63 158.02 101.68 1.03
4.00 151.08 64.96 182.21 93.85 0.83
433 201.97 80.54 239.13 83.29 0.84
4.66 208.90 83.01 224.46 68.91 0.93
5.00 170.14 77.08 180.57 71.31 0.94
5.50 126.12 75.11 146.29 72.72 0.86
6.00 98.08 69.13 119.91 67.02 0.82
7.00 61.29 72.85 80.78 73.05 0.76
8.00 37.74 67.25 53.78 75.77 0.70
9.00 26.43 70.57 37.78 81.97 0.70
10.00 17.59 81.14 25.72 93.04 0.68
12.00 8.07 142.89 12.46 125.48 0.65
14.00 3.75 186.44 7.48 239.27 0.50
16.00 1.76 303.53 3.54 266.80 0.50
20.00

Page 38 of 145




ANDA 90-790
Single-Dose Fed Bioequivalence Study Review

Figure 2. Mean Plasma Concentrations, Single-Dose Fed Bioequivalence Study

PLASMA LOSARTAN LEVELS
LOSARTAN TABLETS, ANDA 80780
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4.2 Formulation Data

Active
Losartan Potassium - Pharmaceutical
Ingredient

Coated Tablet Weight

USP = United States of Pharmacopoeia
NF = National Formulary
IH = Apotex specification
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(b) (4)

(b) (4)

Note: Formulation data above is taken from the ANDA checklist review and the IIG limits have been verified by the reviewer. Also,
the IIG limits are within limits based on the Maximum Daily Dose (MDD) of losartan, which is 100 mg (1 x 100 mg) daily for
hypertension.

‘ Is there an overage of the active pharmaceutical ingredient (API)? NO

‘ If the answer is yes, has the appropriate chemistry division been notified? N/A

| If it is necessary to reformulate to reduce the overage, will bioequivalence be impacted? | N/A

Acceptable. The quantities of the inactive ingredients in the test
products, based on the maximum daily dose (MDD) of 100 mg
Comments on the drug product formulation: losartan are within the limits recommended in FDA’s inactive
ingredients database. Also, all colors are within the IIG limits
limits.
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4.3 Dissolution Data

Dissolution Review Path

| Dissolution review completed within this review

Table 34. Dissolution Data

Dissolution Conditions | Apparatus: USP-II, Paddle
| Speed of Rotation: 50 RPM
| Medium: Water
Volume: 900 mL
Temperature: 37+0.5°C
Firm’s Proposed Not less than 75% (Q= ® (4)) of the labeled amount (100mg) Losartan Potassium is dissolved in 45 minutes
Specifications (NOTE: The FDA-recommended specification is NLT 75% (Q) in 30 minutes)
Dissolution Testing Site Apotex Research Private Limited
(Name, Address) Plot No 1, Bommasandra Industrial Area, 4th Phase
Jigani Link Road, Jigani
Bangalore India- 560 099
Study Testing | Product ID \ Batch No. Dosage | No. of Collection Times (minutes) Study
Ref No. Date (Test - Manufacture Date) Strength | Dosage 10 20 30 45 Report
(Reference — Expiration Date) & Form | Units Location
. 100 mg Mean | 4632 | 7698 | 89.82 97.78 Section
Losartan Potassium Tablets 100 mg, & 53.1.3
26-Mar- Bat.ch No.: LMTA/08054 (ARPL., Tablets 2 (b) (4)
2008 India) 12 ange
Comparative Manufacture: March - 2008
Dissolution study Exp. Date : March - 2010 %CV 123 57 4 25
04-Feb- | Cozaar Tablets, 100 mg 12 | Mean | 4859 | 8675 | 98.12 | 101.43
2008 (Merck & Co., Inc., USA),
Batch No.: U2364, Range ®)(4)
Exp Date: 10 - 2010
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NCV | 67 2.9 3.7 0.7

Study Testing | Product ID \ Batch No. Dosage | No. of Collection Times (minutes) Study
Ref No. Date (Test - Manufacture Date) Strength | Dosage Report
(Reference — Expiration Date) & Form | Units 10 20 30 45 Location
Losartan Potassium Tablets 50 mg, Mean 46.72 83.59 96.67 99.49
Batch No.: LMTB/08053 (ARPL,
- - . (b) (4)
ggogpr India) 12 Range
c ) Manufacture: March - 2008
omparative Exp. Date : March - 2010
Dissolution study & 5](')altl>llit§ %CV 17.3 5.9 2.6 1.9 Section
17-May- | Cozaar Tablets, 50 mg Mean | 59.77 9264 | 9678 98.56 >313
2007 (Merck & Co., Inc., USA),
Batch No.: R2290 12 Range (b) (4)
Exp Date: 02 - 2008
%CV | 1548 8.60 5.08 2.65
Losartan Potassium Tablets 25 mg, Mean 61.55 93.42 98.06 99.31
Batch No.: LMTC/08052 (ARPL. (b) (4)
g?);)z:pr- India) 12 Range
) Manufacture: March - 2008
'Comp.aratlve Exp. Date : March - 2010 25mg & %CV 8.3 3.4 2.1 1.8 )
Dissolution study Tablets ’ ' ' ' ' Section
21-May- | Cozaar Tablets, 25 mg Mean | 6548 | 98.43 | 99.88 99.49 | 13
2007 (Merck & Co., Inc., USA),
Batch No.: R2173 12 Range ® )
Exp Date: 11 - 2007
%CV | goa 233 1.65 1.78
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4.4 Detailed Regulatory History (If Applicable)

None

4.5 Consult Reviews

None
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4.7 Additional Attachments

None
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BIOEQUIVALENCE DEFICIENCIES

ANDA : 090790
APPLICANT: Apotex Corp

DRUG PRODUCT: Losartan Potassium Tablets, 100 mg, 50 mg
and 25 mg

The Division of Bioequivalence (DBE) has completed its
review of your submissions acknowledged on the cover sheet.
The following deficiency has been identified:

Your dissolution testing data using the FDA-recommended
method are acceptable. However, your proposed specification
(NLT gz% (Q), 45 min) is not acceptable. Based on the data
submitted, the DBE recommends a more appropriate
specification for the test product. Please acknowledge
your acceptance of the following FDA-recommended

dissolution method and specification:

The dissolution testing should be conducted in 900 mL of

water (deaerated) at 37°C, using USP Apparatus II (paddles)
@ 50 zrpm. The test products should meet the following
specification: Not less than 75% (Q) in 30 minutes.

Sincerely yours,

{See appended electronic signature page}
Dale P. Conner, Pharm.D.

Director, Division of Bioequivalence I

Office of Generic Drugs
Center for Drug Evaluation and Research

Page 144 of 145



4.8 Outcome Page

ANDA: 090790

Enter Review Productivity and Generate Report

http://cdsogd1/bioprod
5 COMPLETED ASSIGNMENT FOR 90790 ID: 10197

Reviewer: Johnson, Glendolynn Date Completed:
Verifier: R Date Verified:
Division:  Division of Bioequivalence

Description: Losartan Tablets (Apotex)

Productivity:

| ID \Letter Date|Productivity Category\ Sub Category |Productivity|SubtotaI
110197 [8/27/2008 [Bioequivalence Study |Fasting Study 1 L
110197 [8/27/2008 [Bioequivalence Study [Fed Study L L
110197 (8/27/2008 |Other Dissolution Waiver | 2 2

| ‘ | ‘ |Bear1 Total: | 4
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Application Submission

Type/Number Type/Number Submitter Name Product Name

ANDA-90790 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

GLENDOLYNN S JOHNSON
01/28/2010

YIH CHAIN HUANG
01/28/2010

HOAINHON N CARAMENICO on behalf of DALE P CONNER
01/28/2010



DIVISION OF BIOEQUIVALENCE
DISSOLUTION ACKNOWLEDGEMENT REVIEW

ANDA No. 90-790

Drug Product Name Losartan Tablets

Strength 25 mg, 50 mg, and 100 mg
Applicant Name Apotex Corp.

Original Submission Date August 27, 2008

Submission Date(s) of
Amendment(s) Under Review  coruary 1,2010
Reviewer Alpita Popat, PharmD

EXECUTIVE SUMMARY

Thisisareview of the dissolution specification acknowledgement from the firm.
The firm has accepted the FDA -recommended dissol ution method and specification.
The bioequivalence section of the application is complete.

COMMENTS:

None

DEFICIENCY COMMENTS:

None

RECOMMENDATIONS:

From a bioequivalence point of view, the firm has met the requirements for in-vivo
bioequivalence and in-vitro dissolution testing. The bioequivalence section of the
application is acceptable.



Enter Review Productivity and Generate Report
http://cdsogd1/bioprod




Application Submission

Type/Number Type/Number Submitter Name Product Name

ANDA-90790 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

ALPITA POPAT
02/03/2010

AIDA L SANCHEZ
02/04/2010

DALE P CONNER
02/16/2010



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 90-790

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS




APOTEX

ADVANCING GENERICS

August 27, 2008

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North |l
7500 Standish Place, Room 150

Rockville, MD 20855-2773

To Whom It May Concern,

Re: Original Abbreviated New Drug Application Pre-Assigned ANDA # 090790
Losartan Potassium Tablets, 25mg, 50mg and 100mg.

Apotex Corp. is hereby submitting an Abbreviated New Drug Application seeking approval to
market Losartan Potassium Tablets, 26mg, 50mg and 100mg on the basis of demonstrating
comparable bioavailability to the Reference Listed Drug Cozaar® Tablets manufactured by
Merck & Co., Inc., to NDA No. 020386.

Losartan Potassium Tablets 25mg, 50mg and 100mg was developed and manufactured at
Apotex Research Private Limited, Bangalore, India. Apotex Research Private Limited is a wholly
owned subsidiary of Apotex Inc.

Comparative, randomized, 2-way crossover bioavailability studies of Apotex’s Losartan
Potassium Tablets and Merck’s Cozaar® Tablets under fasting and fed conditions are included
in this application.

The ANDA is submitted in the eCTD format provided on the enclosed CD. Please note the
following:

e In Module 2, the Quality Overall Summary (QOS) is provided in accordance with the
Question-based Review (QbR) format. The QOS is provided in both pdf and MS-Word
format.

e In Module 2, the Clinical Summary section includes the tables for the bioavailability study
(Table 1 through 8). The remaining tables for the bioavailability study (Tables 9 though 16)
are located in Module 5.

¢ In Module 3, there is information on drug substance Losartan Potassium. The source of the
drug substance, Losartan Potassium is @@ pMF % This application
includes all the test methods and the specifications for the drug substance.

Reference is made to ApotexXs ANDA No. 090150 Losartan Potassium and

Hydrochlorothiazide Tablets 50/12.5 mg, 100/12.5 mg and 100/25 mg submitted on

November 30, 2007 for information on the drug substance Losartan Potassium.

The drug substance manufacturer and information relating to the drug substance Losartan

Potassium provided in this application are the same as provided in Apotex's ANDA No.

090150.
e In Module 3, Section[3.2.R.2.P, a comparability protocol|has been submitted.

Apotex Corp. 2400 N. Commerce Parkway, Suite 400, Weston, FL 33326
Tel: (954)384-8007 Fax: (954)385-8518
www.apotex.com



e In|ModuIe 5, comparative dissolution testing |between the test and reference products has
been provided using the USP Apparatus # 2 (paddle), 50 rpm, 800mL water with sampling
times of 10, 20, 30 and 45 minutes. The proposed specification is Q @9/ in 45 minutes for
Losartan Potassium Tablets.

Furthermore, Apotex Corp. commits to resolve any issues identified in the methods
validation process after approval.

A signed Form 356h is provided.

Please note Apotex has submitted a letter for Non-Repudiation Agreement.
Please direct any communications regarding this application to Kiran Krishnan at Apotex Corp.,

at telephone (954) 384-3986 or fax: (954) 349-4233, or alternatively, please do not hesitate to
contact myself at tel: (416) 401-7889 or fax: (416) 401-3809.

Sincerely,

== 0%] 27 Jo§
Bernice Tao Date
Director, Regulatory Affairs — US




APOTEX

ADVANCING GENERICS

October 17, 2008

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North 1l
7500 Standish Place, Room 150

Rockville, MD 20855-2773

To Whom It May Concern,
Re: Response to FDA Screening Deficiency received on October 16, 2008

Losartan Potassium Tablets 25 mg, 50 mg and 100 mg
ANDA No. 090-790

Apotex Corp. is hereby submitting a response to the screening deficiency comments for
Losartan Potassium Tablets 25 mg, 50 mg and 100mg ANDA No. 090790 dated October 186,
2008. The response is submitted in a Question and Answer format and follows on a separate
page.

Please note that a fax copy was also provided to lan Margand, Project Manager, Regulatory
Support Branch, FDA on Octeber 17, 2008.

This amendment is being submitted in eCTD format and is provided on the enclosed CD.
Please note that Apotex has submitted a Letter of Non-Repudiation Agreement (dated
December 17, 2007) and therefore only a copy of the cover letter is provided along with the CD.
An electronic copy of the 356h form is included in section 1.1.2. The enclosed CD has been
confirmed to be virus free using McAfee VirusScan Enterprise 7.1.

Please direct any communications regarding this application to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., at (954) 984-3986 by fax at (954) 349-4233, or
alternatively please do not hesitate to contact me at (416) 401-7889, by fax at (416) 401-3809 or
via email at btao@apotex.com.

Sincerely,




ANDA CHECKLIST FOR CTD or eCTD FORMAT
FOR COMPLETENESSand ACCEPTABILITY of an APPLICATION FOR
FILING

For More Information on Submission of an ANDA in Electronic Common Technical Document (eCTD)
Format please goto: http://www fda.gov/cder/regulatory/er sr/ectd.htm
*For a Comprehensive Table of Contents Headings and Hierar chy please go to:
http://www fda.gov/cder/r equlatory/er sr/5640CTOC-v1.2.pdf
** For more CTD and eCTD informational links seethefinal page of the ANDA Checklist
*** A model Quality Overall Summary for an immediate release tablet and an extended release capsule can
be found on the OGD webpage http://www.fda.gov/cder/ogd/ ***

ANDA #: 90-790 FIRM NAME: APOTEX CORP.
PIV: YES Electronic or Paper Submission: ELECTRONIC (ECTD FORMAT)
RELATED APPLICATION(S): NA Bio Assignments: |:|
. . . Micro Review
2
First Generic Product Received? NO & BPH D BCE (No)
DRUG NAME: LOSARTAN POTASSIUM |:| BST |E BDI
DOSAGE FORM: TABLETS, 25MG,50MG AND
100 MG

Random Queue: 1

Chem Team Leader: Mueller, Albert  Chem PM: Dat Doan  Labeling Reviewer: James Barlow
Bio PM: Beth Fabian-Fritsch

Letter Date: AUGUST 27, 2008 Received Date: AUGUST 29, 2008

Comments: EC-3 YES On Cards. YES
Therapeutic Code: 1020102 ANGIOTENSIN |1 RECEPTOR

Archival copy: ELECTRONIC (ECTD FORMAT) Sections |

Review copy: NA E-MediaDisposition: YES SENT TO EDR
Not applicable to electronic sections

PART 3 Combination Product Category N Not a Part3 Combo Product

(Must be completed for ALL Original Applications) Refer to the Part 3 Combination Algorithm
Reviewing
CSO/CST  lain Margand Recommendation:
Date 10/20/2008 XIFILE [ ] REFUSE to RECEIVE

Supervisory Concurrence/Date; Date:

ADDITIONAL COMMENTSREGARDING THE ANDA:

10/16/08: Requested revision of Compar ative Dissolution Table5in QOS asit liststhe 100 mg strength only.
Requested the components and composition for ®® Composition statement in excipient section
isempty.

10/20/08: Requested infor mation sent via fax with electronic copy to follow.

Contact: Kiran Krishnan 954-984-3986




MODULE 1
ADMINISTRATIVE

ACCEPTABLE

11

1.1.2 Signed and Completed Application Form (356h) (original signature)
(Check Rx/OTC Status) RX YES

12

Cover Letter Dated: AUGUST 27, 2008

121

Form FDA 3674 (PDF) YES Box “B”

Table of Contents (paper submission only) YES

132

Field Copy Certification (original signature) NA
(N/A for E-Submissions)

133

Debarment Certification-GDEA (Generic Drug Enforcement Act)/Other:
1. Debarment Certification (original signature) YES
2. Ligt of Convictions statement (original signature) YES

134

Financial Certifications
Bioavailability/Bioequivalence Financia Certification (Form FDA 3454) YES
Disclosure Statement (Form FDA 3455, submit copy to Regulatory Branch Chief) NA

135

1.3.5.1 Patent Information
Patents listed for the RLD in the Electronic Orange Book Approved Drug Products with
Therapeutic Equivalence Evaluations
1.3.5.2 Patent Certification
1. Patent number(s) PIV ‘075 exp. 9/4/2014  PIIlI '197 exp. 4/6/2010
2. Paragraph: (Check all certifications that apply) ‘069 exp. 2/11/2010
MOUXI Pl [] Pl [] Pl [] MOU ‘079 exp. 11/11/2010
PIV [X] (Statement of Notification) []
3. Expiration of Patent(s): 9/4/2014
a. Pediatric exclusivity submitted?
b. Expiration of Pediatric Exclusivity?
4. Exclusivity Statement: YES PED exp. 9/11/07

141

References
Letters of Authorization

1. DMF letters of authorization
a.  Typell DMF authorization letter(s) or synthesis for Active Pharmaceutical
Ingredient Y
b. Typelll DMF authorization |etter(s) for container closure Y

2. USAgent Letter of Authorization (U.S. Agent [if needed, countersignature
on 356h]) Y

11211

Basisfor Submission

NDA#: 20-386

Ref Listed Drug: COZAAR

Firm: MERCK & CO., INC.

ANDA suitability petition required? NA

If Yes, then is change subject to PREA (change in dosage form, route or active ingredient)
see section 1.9.1




MODULE 1 (Continued)
ADMINISTRATIVE

ACCEPTABLE
11212 Comparison between Generic Drug and RLD-505(j)(2)(A)
e 1. Conditions of use Same except for MOU X
2. Activeingredients Losartan Potassium
3. Inactive ingredients
4. Route of administration Oral
5. Dosage Form Tablet
6. Strength 25 mg, 50 mg, 100 mg
1.12.14 | Environmental Impact Analysis Statement YES X
1.12.15 | Request for Waiver 21 CFR 320.22(d)(2) X
Request for Waiver of In-Vivo BA/BE Study(ies): YES ON 25 MG AND 50 MG
1141 Draft Labeling (Mult Copies N/A for E-Submissions)
1.14.1.1 4 copies of draft (each strength and container) Y X
1.14.1.2 1 side by side labeling comparison of containers and carton with all
differences annotated and explained Y
1.14.1.3 1 packageinsert (content of labeling) submitted electronically Y
***\\as a proprietary hame request submitted? No
(If yes, send email to Labeling Reviewer indicating such.)
1.14.3 | Listed Drug Labeling
1.14.3.1 1 side by side labeling (package and patient insert) comparison with all X
differences annotated and explained Y
1.14.3.3 1 RLD label and 1 RLD container label Y




MODULE 2

SUMMARIES ACCEPTABLE
2.3 Quality Overall Summary (QOYS) 24
E-Submission: PDF Y
Word Processed e.g., MSWord Y

A model Quality Overall Summary for an immediate release tablet and an extended release capsule

can be found on the OGD webpage http://www fda.gov/cder/ogd/

Question based Review (QbR) Y

2.3.S
Drug Substance (Active Phar maceutical I ngredient)
2.3.5.1 General Information
2.3.5.2 Manufacture
2.3.8.3 Characterization
2.3.S.4 Control of Drug Substance
2.3.S.5 Reference Standards or Materials
2.3.S.6 Container Closure System
2.3.5.7 Stability

2.3.P
Drug Product
2.3.P.1 Description and Composition of the Drug Product
2.3.P.2 Pharmaceutical Development
2.3.P.2.1 Components of the Drug Product
2.3.P.2.1.1 Drug Substance
2.3.P.2.1.2 Excipients
2.3.P.2.2 Drug Product
2.3.P.2.3 Manufacturing Process Development
2.3.P.2.4 Container Closure System
2.3.P.3 Manufacture
2.3.P.4 Contral of Excipients
2.3.P.5 Contral of Drug Product
2.3.P.6 Reference Standardsor Materials
2.3.P.7 Container Closure System
2.3.P.8 Stability

2.7

Clinical Summary (Bioequivalence)
M odéel Bioequivalence Data Summary Tables
E-Submission: PDF Y
Word Processed e.g., MSWord Y

2.7.1 Summary of Biopharmaceutic Studies and Associated Analytical M ethods
2.7.1.1 Background and Overview

Table 1. Submission Summary

Table 4. Bioanalytical Method Validation

Table 6. Formulation Data
2.7.1.2 Summary of Results of Individual Studies

Table 5. Summary of In Vitro Dissolution
2.7.1.3 Comparison and Analyses of Results Across Studies

Table 2. Summary of Bioavailability (BA) Studies

Table 3. Statistical Summary of the Comparative BA Data
2.7.1.4 Appendix
2.7.4.1.3 Demogr aphic and Other Char acteristics of Study Population

Table 7. Demographic Profile of Subjects Completing the Bioequivalence Study
2.7.4.2.1.1 Common Adver se Events

Table 8. Incidence of Adverse Eventsin Individual Studies




MODULE 3

3.2.SDRUG SUBSTANCE

ACCEPTABLE

32581

General Information
3.2.5.1.1 Nomenclature
3.2.5.1.2 Structure

3.2.5.1.3 General Properties

X

32582

M anufactur er
32521

Manufacturer(s) (This section includes contract manufacturersand testing labs)

Drug Substance (Active Phar maceutical Ingredient)
1. Name and Full Address(es)of the Facility(ies) Y
2. Function or Responsibility Y

3. Type Il DMF number for API DMF# ©@

4. CFN or FEI numbers

3.2.83

Char acterization

3.254

Control of Drug Substance (Active Pharmaceutical 1 ngredient)
3.2.5.4.1 Specification

Testing specifications and data from drug substance manufacturer(s)
3.2.5.4.2 Analytical Procedures Y
3.2.5.4.3 Validation of Analytical Procedures

1. Spectra and chromatograms for reference standards and test samples see 3.2.5.4.4

2. Samples-Statement of Availability and Identification of:
a. Drug Substance Y
b. Same lot number(s) Y
3.2.5.4.4 Batch Analysis
1. COA(s) specifications and test results from drug substance mfgr(s)
2. Applicant certificate of analysis Y

3.2.5.4.5 Judtification of Specification Y

3.2.85

Reference Standardsor Materials

3.2.S56

Container Closure Systems Refer to DMF# @@

3.287

Stability Refer to DMF# @@




MODULE 3
3.2.P DRUG PRODUCT

ACCEPTABLE

3.2P.1

Description and Composition of the Drug Product
1. Unit composition Y

2. Inactive ingredients and amounts are appropriate per 11G Y — see attached

X

3.2.P.2

Phar maceutical Development
Pharmaceutical Development Report

3.2.P.3

M anufacture

3.2.P.3.1 Manufactur &(s) (Finished Dosage Manufacturer and Outside Contract Testing

Laboratories)
1. Name and Full Address(es)of the Facility(ies) YES
2. CGMP Certification: YES
3. Function or Responsibility YES
4. CFN or FEI numbers
3.2.P.3.2 Batch Formula Y
3.2.P.3.3 Description of Manufacturing Process and Process Controls
1. Description of the Manufacturing Process Y
2. Master Production Batch Record(s) for largest intended production runs
(no morethan 10x pilot batch) with equipment specified
25mg — ®® tabs  50mg— ®® tabs  100mg — @ tabs
3. If sterile product: Aseptic fill / Terminal sterilization N/A
4. Reprocessing Statement Y
3.2.P.3.4 Controlsof Critical Stepsand Intermediates Y
3.2.P.3.5 Process Validation and/or Evaluation N/A

1. Microbiological sterilization validation
2. Filter validation (if aseptic fill) N/A

3.2.P4

Controlsof Excipients (Inactive I ngredients)
Source of inactive ingredients identified see3.2.R.1.P.2
3.2.P.4.1 Specifications
1. Testing specifications (including identification and characterization)
2. Suppliers COA (specifications and test results) see3.2.P4.4
3.2.P.4.2 Analytical Procedures Y
3.2.P.4.3 Validation of Analytical Procedures N/A
3.2.P.4.4 Justification of Specifications
Applicant COA Y




MODULE 3
3.2.P DRUG PRODUCT
ACCEPTABLE

32.P.5 Controlsof Drug Product =
3.2.P.5.1 Specification(s) Y
3.2.P.5.2 Analytical Procedures Y
3.2.P.5.3 Validation of Analytical Procedures Y
Samples - Statement of Availability and Identification of:
1. Finished Dosage Form Y
2. Same |ot numbers Y
3.2.P.5.4 Batch Analysis 25mg — LMTC/08052
Certificate of Analysis for Finished Dosage Form 50mg — LMTB/08053
3.2.P.5.5 Characterization of Impurities Y 100mg - LMTA/08054
3.2.P.5.6 Justification of Specifications Y

3.2.P.7 Container Closure System
1. Summary of Container/Closure System (if new resin, provide data) Y X

2. Components Specification and Test Data Y

3. Packaging Configuration and Sizes 75cc, 250cc, 400cc, 625¢c, ®@ plastic
bottles, blister pack

4. Container/Closure Testing Y

5. Source of supply and suppliers address Y

3.2.P.8 3.2.P.8.1 Stability (Finished Dosage Form)
1. Stability Protocol submitted Y =4
2. Expiration Dating Period 24 months

3.2.P.8.2 Post-approval Stability and Conclusion
Post Approval Stability Protocol and Commitments Y

3.2.P.8.3 Stability Data 25mg — LMTC/08052
1. 3 month accelerated stability data Y 50mg — LM TB/08053
2. Batch numbers on stability records the same asthe test batch  100mg — LMTA/08054




MODULE 3
3.2.R Regional Information

ACCEPTABLE
352'R 3.2.R.1.S Executed Batch Recordsfor drug substance (if available) <
(SuLl;?ance) 3.2.R.2.S Compar ability Protocols
3.2.R.3.SMethods Validation Package YES
Methods Validation Package (3 copies) (Mult Copies N/A for E-Submissions)
(Required for Non-USP drugs)
3[-)2-R 32R.LP.1 -
I(Drgléﬂct) Executed Batch Records
Copy of Executed Batch Record with Equipment Specified, including Packaging Records
(Packaging and Labeling Procedures)
Batch Reconciliation and Label Reconciliation see attached
Theoretical Yield
Actual Yield
Packaged Yield
3.2.R.1.P.2 Information on Components Y
3.2.R.2.P Compar ability Protocols Y
3.2.R.3.P Methods Validation Package YES
Methods Validation Package (3 copies) (Mult Copies N/A for E-Submissions)
(Required for Non-USP drugs)
MODULE 5
CLINICAL STUDY REPORTS ACCEPTABLE
5.2 Tabular Listing of Clinical Studies ]
53.1 Bioavailability/Bioequivalence
(C;)m'pl e 1. Formulation data same? X
study data) a. Comparison of al Strengths (check proportiondity of multiple strengths)

Strengths are proportional
b. Parenterals, Ophthalmics, Otics and Topicals
per 21 CFR 314.94 (a)(9)(iii)-(v) N/A
2. Lot Numbersof Productsused in BE Study(ies): 100 mg - LMTA/08054
3. Study Type: IN-VIVO PK STUDY(IES) (Continue with the appropriate study type box bel ow)




5.3.1.2 Comparative BA/BE Study Reports
1. Study(ies) meets BE criteria (90% CI of 80-125, C max, AUC) Y
2. Summary Bioequivalence tables:
Table 10. Study Information

Table 12. Dropout Information

Table 13. Protocol Deviations

53.1.3
In Vitro-In-Vivo Correlation Study Reports
1. Summary Bioequivalence tables:
Table 11. Product Information

Table 16. Composition of Meal Used in Fed Bioequivalence Study

53.14
Reports of Bioanalytical and Analytical Methods for Human Studies
1. Summary Bioequivalence table:

Table 9. Reanalysis of Study Samples
Table 14. Summary of Standard Curve and QC Data for Bioequivalence Sample

Analyses
Table 15. SOPs Dealing with Bioanalytical Repeats of Study Samples
5.3.7
Case Report Forms and Individual Patient Listing

5.4

Literature References

Possible Study Types:

Study Type

IN-VIVO BE STUDY(IES) with PK ENDPOINTS (i.c., fasting/fed/sprinkle) FASTING AND FED
ON 100 MG

1. Study(ies) meets BE criteria (90% CI of 80-125, C max, AUC) Y - see attached

2. EDR Email: Data Files Submitted: YES SENT TO EDR
3. In-Vitro Dissolution:  YES

Study Type

IN-VIVO BE STUDY with CLINICAL ENDPOINTS NO
1. Properly defined BE endpoints (eval. by Clinical Team)

2. Summary results meet BE criteria: 90% CI of the proportional difference in success rate between test and
reference must be within (-0.20, +0.20) for a binary/dichotomous endpoint. For a continuous endpoint, the

test/reference ratio of the mean result must be within (0.80, 1.25).

3. Summary results indicate superiority of active treatments (test & reference) over vehicle/placebo

(p<0.05) (eval. by Clinical Team)

4. EDR Email: Data Files Submitted

Study Type

IN-VITRO BE STUDY(IES) (i.e., in vitro binding assays) NO
1. Study(ies) meets BE criteria (90% CI of 80-125)

2. EDR Email: Data Files Submitted:

3. In-Vitro Dissolution:




Study Type

NASALLY ADMINISTERED DRUG PRODUCTS
1. Solutions (Q1/Q2 sameness):
a. In-Vitro Studies (Dose/Spray Content Uniformity, Droplet/Drug Particle Size Distrib., Spray Pattern,
Plume Geometry, Priming & Repriming)
2. Suspensions (Q1/Q2 sameness):
a. In-Vivo PK Study
1. Study(ies) meets BE Criteria (90% CI of 80-125, C max, AUC)
2. EDR Email: Data Files Submitted
b. In-Vivo BE Study with Clinical End Points

1. Properly defined BE endpoints (eval. by Clinical Team)
2. Summary results meet BE criteria (90% CI within +/- 20% of 80-125)
3. Summary results indicate superiority of active treatments (test & reference) over
vehicle/placebo (p<0.05) (eval. by Clinical Team)
4. EDR Email: Data Files Submitted
c. In-Vitro Studies (Dose/Spray Content Uniformity, Droplet/Drug Particle Size Distrib., Spray Pattern,

Plume Geometry, Priming & Repriming)

Study
Type

IN-VIVO BE STUDY(IES) with PD ENDPOINTS (e.g., topical corticosteroid vasoconstrictor
studies)

1. Pilot Study (determination of ED50)

2. Pivotal Study (study meets BE criteria 90%CI of 80-125)

Study Type

TRANSDERMAL DELIVERY SYSTEMS

1. In-Vivo PK Study
1. Study(ies) meet BE Criteria (90% CI of 80-125, C max, AUC)
2. In-Vitro Dissolution
3. EDR Email: Data Files Submitted

2. Adhesion Study

3. Skin Irritation/Sensitization Study

Updated 8/11/2008




A Active Ingredient Search - Microsoft Internet Explorer

Fle Edt View Favortes Tools Help

Qe - © \ﬂ @ _kh /‘:\5ear:h \',i\\\’FavuntEs &

Address

&] http: . accessdata, s, govscripts/cderjob/docs tempai cfn v Beo k>

Active Ingredient Search Results from "OB_Rx" table for query on "LOSARTAN.”

Appl TE Code RLD Active Dosage Form; Strength Proprietary Applicant
No Ingredient Route Name

020387 No HYDROCHLOROTHIAZIDE: LOSARTAM POTASSIUM TABLET: ORAL 12 5MG:100MG HYZAAR  MERCK
020387 No HYDROCHLOROTHIAZIDE: LOSARTAM POTASSIUM TABLET. ORAL 12. 5MG:50MG HYZAAR  MERCK
020387 Yes HYDROCHLOROTHIAZIDE: LOSARTAN POTASSIUM TABLET. ORAL 25MG:100MG HYZAAR ~ MERCK
020386 Yes LOSARTAN POTASSIUM TABLET. ORAL 100MG COZAAR  MERCK
020386 No LOSARTAN POTASSIUM TABLET. ORAL 25MG COZAAR  MERCK
020386 No LOSARTAN POTASSIUM TABLET. ORAL 50MG COZAAR  MERCK

Return to Electronic Orange Book Home Page

FDAJ/Center for Drug Evaluation and Research
Office of Generic Drugs
Division of Labeling and Program Support
Update Frequency:
Orange Book Data - Monthly
Generic Drug Product Information & Patent Information - Daily
Orange Book Data Updated Through July. 2008
Patent and Generic Drug Product Data Last Updated: September 03, 2008

&) Done %4 Local intranet




Orange Book Detail Record Search - Microsoft Internet Explorer

Fle Edit View Favorites Tools Help o
e Back - () \ﬂ @ _kh /‘:" Search \',:\\\1 Favorites {Z) | -, i@ gm 3
Address | @] http: {fwww.accessdata. fda.gov scriptsfcder job docs fobdetail. cim?App|_No=0203868TABLE1=08 _Rx Links **
~
Search results from the "OB_Rx" table for query on "020386.” B
Active Ingredient: LOSARTAN POTASSIUM
Dosage Form:Route: TABLET: ORAL
Praprietary Name: COZAAR
Applicant: MERCK
Strength: 25MG
Application Number: 020386
Product Number- 001
Approval Date: Apr 14, 1985
Reference Listed Drug Mo
R}/OTC/DISCN: RX
TE Code:
Patent and Exclusivity Info for this product: View
Active Ingredient: LOSARTAN POTASSIUM
Dosage Form;Route: TABLET; ORAL
Proprietary Name: COZAAR
Applicant: MERCK
Strength: 50MG
Application Number: 020386
Product Number: 002
Approval Date: Apr 14, 1995
Reference Listed Drug Mo
RX/QOTC/DISCN: RX
TE Code: 4
Patent and Exclusivity Info for this product: View
Active Ingredient: LOSARTAN POTASSIUM
Dosage Form:Route: TABLET: ORAL
Proprietary Name: COZAAR
Applicant: MERCK
Strength: 100MG
Application Mumber: 020386
Product Number: 003
Approval Date: Oct 13, 1998
Reference Listed Drug Yes
RYX/OTC/MISCH- RY hel
&) Done %4 Local intranet




2 Patent and Exclusivity Search Results - ft Internet Explorer

Fle Edt Vew Favortes Toos Help
Qe - © \ﬂ @ k:j /‘:"Sear\:h \',i\\\’FavuntEs & 2 ;; i LB gm 3

&] http: fwww.accessdata. fda. gov/scriptsfcder fob docs fpatexcinew. cfm?Appl_No=0203868Product_No=0018table1=08_Rx

Address

Patent and Exclusivity Search Results from query on Appl No 020386 Product 001 in the OB_Rx list.

Patent Data
Appl  Prod Patent Patent Drug Substance Drug Product Patent Use Delist
No No No Expiration Claim Claim Code Requested
020386 Q01 5138069 Aug 11, 2009
020386 001 5138069'PED Feb 11, 2010
020386 001 5153197 Oct 6, 2009 U3
020386 Q001 5153197*PED Apr6, 2010
020386 001 5210079 May 11, 2010
020386 001 5210079°PED Nov 11, 2010 U-496
020386 Q01 5608075 Mar 4, 2014 Y
020386 001 5608075"PED Sep 4, 2014

=
s s

=
&
=

=
&
=

Exclusivity Data

Appl No Prod No Exclusivity Code Exclusivity Expiration
020386 001 PED Sep 11, 2007

Additional information-

1. Patents are published upon receipt by the Orange Book Staff and may not reflect the official receipt date as described in 21 CFR 314 53(d)(5).
2. Patents listed prior to August 18. 2003 are flagged with method of use claims only as applicable and submitted by the sponsor. These patents may not be flagged with respect to other claims which may

apply.

View a list of all patent use codes
View a list of all exclusivity codes

Return to Electronic Orange Book Home Page ¥
&) %4 Local intranet




2 Patent and Exclusivity Search Results - ft Internet Explorer

Fle Edt Vew Favortes Toos Help
Qe - © \ﬂ @ k:j /‘:"Sear\:h \',i\\\’FavuntEs & 2 ;; i LB gm 3

&] http: fwww.accessdata. fda. gov/scripts/cder fob docs fpatexcinew. cfm?Appl_No=0203868Product_No=0028table1=08_Rx

Address

Patent and Exclusivity Search Results from query on Appl No 020386 Product 002 in the OB_Rx list.

Patent Data
Appl  Prod Patent Patent Drug Substance Drug Product Patent Use Delist
No No No Expiration Claim Claim Code Requested
020386 (002 5138069 Aug 11, 2009
020386 002 5138069°PED Feb 11, 2010
020386 002 5153197 Oct 6, 2009 U3
020386 Q002 5153197*PED Apr6, 2010
020386 002 5210079 May 11, 2010
020386 (002 5210079°PED Nov 11, 2010 U-496
020386 Q02 5608075 Mar 4, 2014 Y
020386 Q02 5608075"PED Sep 4, 2014

=
s s

=
&
=

=
&
=

Exclusivity Data

Appl No Prod No Exclusivity Code Exclusivity Expiration
020386  pp2 PED Sep 11, 2007

Additional information-

1. Patents are published upon receipt by the Orange Book Staff and may not reflect the official receipt date as described in 21 CFR 314 53(d)(5).
2. Patents listed prior to August 18. 2003 are flagged with method of use claims only as applicable and submitted by the sponsor. These patents may not be flagged with respect to other claims which may

apply.

View a list of all patent use codes
View a list of all exclusivity codes

Return to Electronic Orange Book Home Page ¥
&] Done %4 Local intranet




3 Patent and Exclusivity Search Results - Microsoft Internet Explorer

He Edt Yew Favortes Icos  Heb L J
Ot © WA G Pouwe oo @ -5 B Dl aB
mL P P s et obdozsfpatexchen <7 Appl fuct 1 m R 5 ]w:
Patent and Exclusivity Search Results from query on Appl No 020386 Product 003 in the OB_Rx list. 4
Patent Data

Appl Prod Patent Patent  Drug Substance Drug Product Patent Use  Delist

No No No Expiration Claim Claim Code Requested

020386 003 5138069  Aug 11,2003
020366 003 5133069°PED Fab 1. 2010
020386 Q03 5153197 Qct 6, 2009
Q20386 003 5153197°PED Apr6.2010
020386 Q03 5210079 May 11, 2010
020366 003 5210079°PED Nov 11, 2010
020366 Q03 5608075 Mar 4, 2014 Y
020386 QQ3 S60B075'PED Sepd, 2014

EEEE

Exclusivity Data

Appl Mo Prod No y Code
02038 003 PED Sep 11, 2007

Addtional information:

1. Patents are published upon receipt by the Orange Book Stafi and may not refiect the official receipt date as described in 21 CFR 314 53(d)[5).
2. Patents listed prior to August 18. 2003 are fiagged with method of use claims only as applicablz and submitted by the sponsor. These patents may not bz flagged with respact to other claims which may
apply.

View a list of all patent use codes
Viaw 2 lst of all axclusii i

Return to Electronic Orange Book

88 oo - |




This is arepresentation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Martin Shi mer
10/ 23/ 2008 07: 32: 00 AM



Food and Drug Administration
Rockville, MD 20857
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ANDA 90-790

Apotex Corp.
U.S. Agent for: Apotex Corp.
Attention: Kiran Krishnan
2400 North Commerce Parkway
Suite 400
Weston, FL 33326
We acknowledge the receipt of your abbreviated new drug application
of the

Dear Sir:
2008.

submitted pursuant to Section 505(7)
Federal Food, Drug and Cosmetic Act.
Reference is also made to the telephone conversation dated
2008 and your correspondence dated October 17,
25 mg, 50 mg and 100 mg

October 16,
NAME OF DRUG: Losartan Potassium Tablets,
DATE OF APPLICATION: August 27, 2008
DATE (RECEIVED) ACCEPTABLE FOR FILING: August 29, 2008
You have filed a Paragraph IV patent certification, in accordance with
21 CFR 314.94(a) (12) (i) (A) (4) and Section 505(3j) (2) (A) (vii) (IV) of the
Act. Please be aware that you need to comply with the notice
requirements, as outlined below. 1In order to facilitate review of
this application, we suggest that you follow the outlined procedures
below:
CONTENTS OF THE NOTICE
You must cite section 505(j) (2) (B) (ii) of the Act in the notice and
should include, but not be limited to, the information as described in
21 CFR 314.95(c).
SENDING THE NOTICE

In accordance with 21 CFR 314.95(a):

registered or certified mail with
return receipt requested to each of the following:

Send notice by U.S.
Each owner of the patent or the representative

[}
designated by the owner to receive the notice;

1)



2) The holder of the approved application under section
505(b) of the Act for the listed drug claimed by the
patent and for which the applicant is seeking
approval.

3) An applicant may rely on another form of
documentation only if FDA has agreed to such
documentation in advance.

DOCUMENTATION OF NOTIFICATION/RECEIPT OF NOTICE

You must submit an amendment to this application with the following:

e In accordance with 21 CFR 314.95(b), provide a
statement certifying that the notice has been provided
to each person identified under 314.95(a) and that
notice met the content requirements under 314.95(c).

e In accordance with 21 CFR 314.95(e), provide
documentation of receipt of notice by providing a copy
of the return receipt or a letter acknowledging
receipt by each person provided the notice.

e A designation on the exterior of the envelope and
above the body of the cover letter should clearly
state "PATENT AMENDMENT". This amendment should be
submitted to your application as soon as documentation
of receipt by the patent owner and patent holder is
received.

DOCUMENTATION OF LITIGATION/SETTLEMENT OUTCOME

You are requested to submit an amendment to this application that is
plainly marked on the cover sheet “PATENT AMENDMENT” with the
following:

e TIf litigation occurs within the 45-day period as
provided for in section 505(j) (4) (B) (iii) of the Act,
we ask that you provide a copy of the pertinent
notification.

e Although 21 CFR 314.95(f) states that the FDA will
presume the notice to be complete and sufficient, we
ask that if you are not sued within the 45-day period,
that you provide a letter immediately after the 45 day
period elapses, stating that no legal action was taken
by each person provided notice.



e You must submit a copy of a copy of a court order or
judgment or a settlement agreement between the
parties, whichever is applicable, or a licensing
agreement between you and the patent holder, or any
other relevant information. We ask that this
information be submitted promptly to the application.

If you have further questions you may contact Martin Shimer, Chief,
Regulatory Support Branch, at (240)276-8419.

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:

Dat Doan
Project Manager
240-276-8573

Sincerely yours,
{See appended electronic signature page)}

Wm Peter Rickman

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



This is arepresentation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Martin Shimer
10/ 23/ 2008 07: 31: 38 AM
Signing for Wn Peter Ri ckman



A APOTEX CORP.

October 29, 2008

Office of Generic Drugs, HFD-600

CDER, FDA

Document Control Room, Metro Park North Il
7500 Standish Place, Room 150

Rockville, MD 20855-2773

Dear SirfMadam:
Re: PATENT AMENDMENT

Losartan Potassium Tablets 25 mg, 50 mg, and 100 mg
ANDA No. 090-790

Further to our above-mentioned Abbreviated New Drug Application dated August 27, 2008,

and in accordance with 21 CFR 314.95 (b), please find enclosed a statement indicating that

the required Notice of Certification of Invalidity/Non-Infringement has been given to Merck &
Co. Inc., the holder of the approved New Drug Application No.020386 for Cozaar® Tablets, 25
mg, 50 mg, 100 mg, and the owner (according to the records of the U.S. Patent and Trademark
Office) of U.S. Patent No. 5608075 (“the ‘075 Patent”). The statement indicates that said notice
meets the requirements of 21 CFR 314.95(a) and 21 CFR 314.95(c), and is enclosed in

section 1.3.5.2]

In addition, as required by 21 CFR 314.95(e), courier return receipt as evidence of receipt of
the patent notice by Merck & Co. Inc. is provided in[Section 1.3 5 2of this amendment.

This patent amendment is being submitted in eCTD format and is provided on the enclosed
CD. Please note that a Letter of Non-Repudiation Agreement dated December 17,2007 has
been submitted, and therefore only a hardcopy of the cover letter is provided along with the

CD. An electronic copy of the 356h form is included in|section 1.1.2] The enclosed CD has
been confirmed to be virus free using McAfee VirusScan Enterprse 7.1.

Please direct any communications regarding this amendment to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., at telephone: (954) 384-3986 or fax: (954) 349-4233.
Alternatively, please do not hesitate to contact me by telephone at: (416) 401-78809.

Sincerely,

N



APOTEX

ADVANCING GENERICS

November 10, 2008

Office of Generic Drugs, HFD-600

CDER, FDA

Document Control Room, Metro Park North ||
7500 Standish Place, Room 150

Rockville, MD 20855-2773

Dear Sir/fMadam:
Re: PATENT AMENDMENT- Notice of Non-Litigation

Losartan Potassium Tablets, 25 mg, 50 mg, and 100 mg,
ANDA No. 090-790

Further to our above-mentioned Abbreviated New Drug Application dated August 27, 2007 and
our Patent Amendment dated October 28, 2008, we would like to inform the Agency that no
litigation has been filed against Apotex Inc. by Merck & Co. Inc., the owner of U.S. Patent No.
5608075 (“the '075 Patent™); and the holder of the approved New Drug Application No.
020386 for Cozaar® Tablets 25 mg, 50 mg, and 100 mg.

An electronic copy of the 356h formyis included alorg with the notification of nortlitigation
by Merck & Co., Inc. insection 1.35.2] of this amendment.

This patent amendment is being submitted in eCTD format and is provided on the enclosed
CD. Please note that a Letter of Non-Repudiation Agreement dated November 3, 2007 has
been submitted, and therefore only a hardcopy of the cover letter is provided along with the
CD. The enclosed CD has been confirmed to be virus free using McAfee VirusScan Enterprise
1.

Please direct any communications regarding this amendment to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., at telephone: (954) 384-3986 or fax: (954) 349-4233.
Alternatively, please do not hesitate to contact myself at telephone: (416) 401-7889.

Sincerely,

-l'""’" *
; (44



From: Shimer, Martin

Sent: Tuesday, October 28, 2008 6:00 AM

To: 'Bernice Tao'

Cc: Shimer, Martin

Subject: RE: Apotex Losartan Potassium Tablets ANDA 90-790 - Fedex Courier of

Notice
Bernice,

It is acceptable to use FedEx in lieu of the US Postal service for the purpose of providing notice to
the NDA holder and any patent assignees associated with PIV certifications contained within
ANDA 90-790.

Sincerely,

Martin Shimer

From: Bernice Tao [mailto:btao@apotex.com]

Sent: Tuesday, October 28, 2008 12:40 AM

To: Shimer, Martin

Subject: Apotex Losartan Potassium Tablets ANDA 90-790 - Fedex Courier of Notice

Hi Martin

Further to the Acceptable for Filing letter for the Losartan Potassium Tablets ANDA # 90-790
dated October 23, 2008, we would like to request authorisation to utilise Fedex courier in lieu of
US Postal Service for the purpose of providing notice to the NDA holders and patent owners
associated with the Paragraph IV certifications provided in the ANDA . Could you please confirm
accepability?

Regards,

Bernice Tao

Director, Regulatory Affairs US
Apotex Inc.

Tel: (416) 401-7889

Fax: (416) 401-3817



This is arepresentation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Martin Shi mer
12/1/2008 09:13:32 AM
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COMPLETE RESPONSE -- MINOR

ANDA 90-790

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North |1
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (240-276-9327)

APPLICANT: Apotex Corp. TEL: (954) 384-3986

ATTN: Kiran Krishnan FAX: (954) 349-4233

FROM: Dat Doan FDA CONTACT PHONE: (240) 276-8573
Dear Sir:

Thisfacsimileisin reference to your abbreviated new drug application dated August 27, 2008, submitted pursuant
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Losartan Potassium Tablets, 25 mg, 50 mg and
100 mg.

SPECIAL INSTRUCTIONS: please see attached

Please submit your response in electronic format.
Thiswill improve document availability to review staff.

We have completed the review of your ANDA and have determined that we cannot approve this application in its present form.
We have described below our reasons for this action and, where possible, our recommendations to address these issuesin the
following attachment (__1 page). Thisfacsimileisto beregarded as an official FDA communication and unless requested, a
hard copy will not be mailed.

Thefile on this application isnow closed. Y ou are required to take an action described under 21 CFR 314.120 which will
either amend or withdraw the application. Y our amendment should respond to all of the deficiencieslisted. Facsimiles or
partial replieswill not be considered for review, nor will the review clock be reactivated until all deficiencies have been
addressed. The response to this facsimile will be considered to represent a MINOR AMENDMENT and will be reviewed
according to current OGD policies and procedures. The designation asa MINOR AMENDMENT should appear prominently
in your cover letter. Upon OGD's acceptance for filing of your ANDA, it was determined that an adequate amount of
information was submitted to alow for review of your Bioequivalence and Microbiology data. Y ou will be notified in a
separate communication of any further deficiencies identified during our review of your Bioeguiva ence and Microbiology data
If you have substantial disagreement with our reasons for not approving this application, you may request an opportunity for a
hearing.

THISDOCUMENT ISINTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT ISADDRESSED AND MAY CONTAIN
INFORMATION THAT ISPRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to the content
of this communication is not authorized If you have received this document in error, please immediately notify us by telephone and return it to us by mail at the above address



Chemistry Comments to be Provided to the Applicant
ANDA: 90-790 APPLICANT: APOTEX INC.
DRUG PRODUCT: Losartan Potassium Tablets, 25 mg, 50 mg and 100 mg

The deficiencies presented below represent MINOR deficiencies:

A

Deficiencies by Applicable Section:
P4 Control of Excipients

For each excipient please provide the following:

. (b) (4)

P.5 Control of Drug Product

As of July 1, 2008 the new USP requirements for assessing the residual solvent content in
drug products in <467> went into effect. You have to comply with USP <467> for the
drug product. Please refer the FDA website
http://www.fda.gov/cder/ogd/residualsolvents.pdf for detail requirement.

P.7 Container Closure System
() (4)

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

1. The labeling information in the application will be reviewed by the division of
Labeling and Program Support. The Division will communicate any questions
regarding labeling of the drug product to you directly.

2. The Division of Bioequivalence will review the bio-equivalency of the drug
product and communicate questions regarding to you directly.

3. The firms referenced in your ANDA relative to the manufacturing and testing of
the drug substance and the product must be in compliance with the cGMP’s at the
time of approval.

Sincerely yours,
{See appended electronic signature page}

Rashmikant M. Patel, Ph.D.

Director

Division of Chemistry I

Office of Generic Drugs

Center for Drug Evaluation and Research



This is arepresentation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
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APOTEX

ADVANCING GENERICS

March 05, 2009

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North |
7520 Standish Place

Rockville, MD 20855-2773

To Whom It May Concern,

Re: Response to FDA Minor deficiencies letter dated January 26, 2009
ANDA No. 90-790: Losartan Potassium Tablets 25mg, 50mg and 100mg

Apotex Corp. is hereby submitting a response of minor deficiencies to the ANDA No. 90-790 for
Losartan Potassium Tablets 25 mg, 50 mg and 100 mg. The amendment is being filed response
to|FDA deficiency letter ¢lated January 26, 2009. This presented in a question-and-
answer format and follows on a separate page.

This amendment is filed through the Electronic Submission Gateway (ESG) and a letter of Non-
Repudiation Agreement dated December 17, 2007 has been submitted and therefore only an
electronic copy of the cover letter is provided. A signed electronic copy of Form 356h has been
provided in section 1.1.2.

Please direct any communications regarding this application to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., at (954) 984-3986 by fax at (866)392-1774, or
alternatively please do not hesitate to contact me at (416) 401-7889, by fax at (416) 401-3809 or
via email at btao@apotex.com.

Sincerely,

1/\1\/% |

Bernice Tao
Director, U.S. Regulatory Affairs




A APOTEX CORP.

July 07, 2009

Office of Generic Drugs

CDER, FDA

Document Control Room,

Metro Park North II

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

Dear Sir/Madam,
Re: Gratuitous Amendment for withdrawal of the Apotex Inc., Weston road site as

an alternate packaging site.
ANDA No. 090790 : Losartan Potassium Tablets 25 mg, 50 mg and 100 mg

Apotex Corp. is hereby submitting an amendment to ANDA for Losartan Potassium Tablets 25

mg, 50 mg and 100 mg to withdraw the following site as alternative site for packaging of the final
dosage form.

Apotex Inc., (Signet Campus)
4100 Weston road,
Weston, Ontario, MOL 2Y6, Canada

An updated manufacturing|section 3.2.P.3.1|is provided with this amendment.

This amendment is filed through the Electronic Submission Gateway (ESG) and a letter of Non-
Repudiation Agreement dated December 17, 2007 has been submitted ard-therefere only an

electronic copy of the cover letter is provided. A signed electronic copy of Form 356h| has been
provided in section 1.1.2.

Please direct any communications regarding this application to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., at (954) 984-3986 by fax at (866)392-1774, or
alternatively please do not hesitate to contact me at (416) 401-7889, by fax at (416) 401-3809 or
via email at btao@apotex.com.

Sincerely,



Telephone Fax

ANDA 90-790

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North I
7520 Standish Place

Rockville, MD 20855-2773

TO: Apotex Corp. TEL: 954-384-3986
ATTN: Kiran Krishnan FAX: 954-349-4233

FROM: Jim Barlow

This facsimile is in reference to your abbreviated new drug application submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act for losartan potassium tablets.

Pages (including cover): 4

SPECIAL INSTRUCTIONS:

Labeling Comments

James.barlow(@fda.hhs.gov

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM

DISCLOSURE UNDER APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
dissemination, copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immediately
notify us by telephone and retum it to us by mail at the above address.




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

ANDA Number: 90-790
Date of Submission:  August 27, 2008
Applicant's Name: Apotex Corporation

Established Name: Losartan Potassium Tablets, 25 mg, 50 mg and 100 mg tablets

Labeling Deficiencies:
1. GENERALCOMMENTS
a. Referring to the ® @ proposed count bottles, the Agency does
NOT approve bulk labeling. Please delete this count bottle from your HOW
SUPPLIED section.
b. We note that you did NOT include information related to the “Preparation of the
suspension” and/or the suspension in the labeling. This is not protected information.
Please revise and/or comment.
2. CONTAINER - Bottles of 30s, 90s and 1000s

Side Panel: Revise to read

Each tablet contains:
xx mg Losartan Potassium USP

3. CARTON - 100 (10X10 unit-dose blisters)
See comment above.
4, Unit-Dose Blisters — 10s
Satisfactory in draft as of the August 27, 2008 electronic submission
5. PACKAGE INSERT and PATIENT INFORMATION LEAFLET

a. Please revise your labeling to be in accord with the most recently approved labeling for
the reference listed drug, Cozaar® Tablets (NDA 20-386/S-049; June 4, 2009).

b. See comment under CONTAINER above
Submit your revised labels and labeling electronically in final print format.
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily

or weekly updates of new documents posted on the CDER web site at the following address -
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17

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




To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please
provide a side-by-side comparison of your proposed labeling with the enclosed copy of the reference listed
drug's labeling with all differences annotated and explained.

{See appended electronic signature page}

Wm Peter Rickman

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

JAMES T BARLOW
08/20/2009



APOTEX

ADVANCING GENERICS

September 08, 2009

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North Il
7500 Standish Place, Room 150

Rockville, MD 20855-2773

To Whom It May Concern,

Re: Telephone Fax, FDA Labeling Deficiencies dated August 20, 2009
ANDA No. 90-790: Losartan Potassium Tablets 25 mg, 50 mg and 100 mqg Tablets

Apotex Corp. is hereby submitting an Amendment to the ANDA No. 90-790 for Losartan

Potassium Tablets, 25mg, 50mg and 100mg._The amendment is being filed in response to
telephone fax, FDA labeling deficiency dated |[August 20, 2009. The|re5ponse ]s presented in a

guestion-and-answer format and follows on a separate page.

This amendment is filed through the Electronic Submission Gateway (ESG) and a letter of Non-

Repudiation Agreement dated December 17, 2007 has been submitted
electronic copy of cover letter is provided. A signed electronic copy of
provided in section 1.1.2.

and therefore only an

Form 356h

has been

Please direct any communications regarding this application to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., at (954) 384-3986 or fax: (866) 392-1774, or
alternatively, please do not hesitate to contact me at (416) 401-7889 or fax: (416) 401-3817 or

via email at btac@apotex.com.

Sincerely,

\/\ J/\ /’




APOTEX

ADVANCING GENERICS

September 11, 2009

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North Il
7500 Standish Place, Room 150

Rockville, MD 20855-2773

To Whom It May Concern,

Re: Telephone Amendment — Response to CMC Deficiencies dated Sept. 4, 2009
ANDA No. 90-790: Losartan Potassium Tablets 25 mg, 50 mgq and 100 mg Tablets

Apotex Corp. is submitting a Telephone Amendment to ANDA No. 90-790 for Losartan
Potassium Tablets, 25mg, 50mg and 100mg. The amendment is_being filed in response to a
telephone call from Shirley Zhu on September 4, 2009. The is presented in a
question-and-answer format and follows on a separate page.

This amendment is filed through the Electronic Submission Gateway (ESG) and a letter of Non-
Repudiation Agreement dated December 17, 2007 has been submitted and therefore only an
electronic copy of cover letter is provided. A signed electronic copy of Form 356h has been

provided in section @

Please direct any communications regarding this application to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., at (954) 384-3986 or fax: (866) 392-1774, or
alternatively, please do not hesitate to contact me at (416) 401-7889 or fax: (416) 401-3817 or
via email at btao@apotex.com.

Sincerely,

==

Bernice Tao
Director. Reaulatorv Affairs — US




Telephone Fax

ANDA 90-790

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North I
7520 Standish Place

Rockville, MD 20855-2773

TO: Apotex Corp. TEL: 954-384-3986
ATTN: Kiran Krishnan FAX: 954-349-4233

FROM: Jim Barlow

This facsimile is in reference to your abbreviated new drug application submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act for losartan potassium tablets.

Pages (including cover): 4

SPECIAL INSTRUCTIONS:

Labeling Comments

James.barlow(@fda.hhs.gov

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM

DISCLOSURE UNDER APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
dissemination, copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immediately
notify us by telephone and retum it to us by mail at the above address.




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

ANDA Number: 090790
Date of Submission: September 8, 2009
Applicant's Name: Apotex Inc.

Established Name: Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg tablets

Labeling Deficiencies:

1. GENERALCOMMENTS
a. Did your firm submit stability data supporting this suspension storage in your Chemistry
data? Please comment. (Also, please note that this information (suspension) cannot be
carved out of your labeling since it is not protected.)

b. Please note that Losartan Potassium Tablets are now subject to a “USP” monograph.
Please revise to include this designation in your labeling where appropriate.

2. CONTAINER - Bottles of 30s, 90s and 1000s
See comment 1.(b.) above.

3. CARTON — 100 (10X10 unit-dose blisters)
See comment 1.(b.) above.

4., Unit-Dose Blisters — 10s
Satisfactory in draft as of the August 27, 2008 electronic submission

5. PACKAGE INSERT
PRECAUTIONS
Revise the following subsection to read as follows —

Electrolyte Imbalance
Electrolyte imbalances are common in patients with renal impairment, with or without
diabetes, and should be addressed.

Information for Patients
Pregnancy: Female patients..........

6. PATIENT INFORMATION LEAFLET
We note that a Patient Information Leaflet was never submitted for review. Note that a PIL
was approved for the reference listed drug on April 13 and September 21, 2006. Please
address this and/or comment.

Submit your revised labels and labeling electronically in final print format.

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily
or weekly updates of new documents posted on the CDER web site at the following address -
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17

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




To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please
provide a side-by-side comparison of your proposed labeling with the enclosed copy of the reference listed
drug's labeling with all differences annotated and explained.

{See appended electronic signature page}

Wm Peter Rickman

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



Application Submission

Type/Number Type/Number Submitter Name Product Name

ANDA-90790 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

JAMES T BARLOW
01/06/2010



APOTEX

ADVANCING GENERICS

January 15, 2010

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North |l
7500 Standish Place, Room 150

Rockville, MD 20855-2773

Dear Sir or Madam,

Re: MINOR AMENDMENT - RESPONSE TO LABELING DEFICIENCY (dated 01/06/2010)
Losartan Potassium Tablets USP, 25 mq, 50 mg, 100 mg; ANDA No. 090790

Apotex Corp. is hereby submitting an amendment to the ANDA No. 90-790 for Losartan
Potassium Tablets USP, 25 mg, 50 mg, 100 mg. The amendment is being filed in response to
the FDA's Telephone Fax (labeling deficiency) dated January 06, 2010. The s
presented in a question-and-answer format and follows on a separate page.

Please note that this amendment is filed through the Electronic Submission Gateway (ESG) and
a Letter of Non-Repudiation Agreement dated December 17, 2007 has been submitted;
therefore only electronic copy of the cover letter is provided. A signed electronic copy of

Form FDA 356h|has been provided in section 1.1.2.

Please direct any communications regarding this amendment to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., by telephone at (954) 384-3986, or by fax at (866) 392-
1774. Alternatively, please do not hesitate to contact me by telephone at (416) 401-7889.

Sincerely,

N .
Vi =
Bernice Tao
Director, Regulatory Affairs US

Apotex Corp. 2400 N. Commerce Parkway, Suite 400, Weston, FL 33326
Tel: (954)384-8007
www.apotex.com



APOTEX

ADVANCING GENERICS

January 20, 2010

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North 1|
7500 Standish Place, Room 150

Rockville, MD 20855-2773

Dear Sir or Madam,

Re: (1) GRATUITOUS QUALITY AMENDMENT - CHANGES TO COMPLY WITH
COMPENDIAL CHANGES (NEW USP MONOGRAPH)
(2) REQUEST FOR FINAL APPROVAL

Losartan Potassium Tablets USP, 25 mg, 50 mg, 100 mg; ANDA No. 090790

Apotex is hereby submitting a Gratuitous Quality Amendment to ANDA No. 090790 as the drug
product, Losartan Potassium Tablets, is now subject to a USP monograph. A flescription of the |
and related documentation is appended to the cover letter.

Apotex is also requesting final approval for Losartan Potassium Tablets, USP, 25 mg, 50 mg,
and 100 mg. A paragraph IV certification to U.S. Patent No. 5,608,075 (the ‘075 patent) was
filed in our ANDA. No litigation for infringement was brought against Apotex. Paragraph IlI
certifications to U.S. Patent Nos. 5,138,069 (the ‘069 patent) and 5,153,197 (the ‘197 patent)
were also filed in our ANDA. This request for fOinal approval is submitted in anticipation of the
expiration of these patents and their associated pediatric exclusivities on April 6, 2010. (Please
note that the MOU certification with regard to Patent No. 5,210,079 (U-496 for treating chronic
renal failure) remains in effect until expiration of the patent and pediatric exclusivity on
11/11/2010).

The product labeling has been revised to add the USP designation and final printed labeling
was submitted as a labeling amendment on 01/15/2010. This amendment includes revised

finished productnd specifications and [dissolution method|in accordance with
the USP monograph. There have been no other changes to the labeling or chemistry and

manufacturing information.

Please note that this amendment is filed through the Electronic Submission Gateway (ESG) and
a Letter of Non-Repudiation Agreement dated December 17, 2007 has been submitted;
therefore only an electronic copy of the cover letter is provided. A signed electronic copy of

|‘F6ﬁﬁ‘FD7\‘3‘56q has been provided in section 1.1.2.

Please direct any communications regarding this amendment to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., by telephone at (954) 384-3986, or by fax at (866) 392-
1774. Alternatively, please do not hesitate to contact me by telephone at (416) 401-7889.

Sincerely,‘/ /
H Bernice Tao
Director, Regulatory Affairs US

Apotex Corp. 2400 N. Commerce Parkway, Suite 400, Weston, FL 33326
Tel: (954)384-8007
www.apotex.com



Telephone Fax

ANDA 90-790

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North I
7520 Standish Place

Rockville, MD 20855-2773

TO: Apotex Corp. TEL: 954-384-3986
ATTN: Kiran Krishnan FAX: 954-349-4233

FROM: Jim Barlow

This facsimile is in reference to your abbreviated new drug application submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act for losartan potassium tablets USP.

Pages (including cover): 4

SPECIAL INSTRUCTIONS:

Labeling Comments

James.barlow(@fda.hhs.gov

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM

DISCLOSURE UNDER APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
dissemination, copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immediately
notify us by telephone and retum it to us by mail at the above address.




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

ANDA Number: 090790
Date of Submission: January 15, 2010
Applicant's Name: Apotex Inc.

Established Name:  Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg tablets

Labeling Deficiencies:

1. CONTAINER - Bottles of 30s, 90s and 1000s (all strengths)
Satisfactory in final print as of the January 15, 2010 e-submission

2. CARTON - 100 (10X10 unit-dose blisters) (all strengths)
Satisfactory in final print as of the January 15, 2010 e-submission

3. Unit-Dose Blisters — 10s
Satisfactory in final print as of the January 15, 2010 e-submission

4, PACKAGE INSERT
Satisfactory in final print as of the January 15, 2010 e-submission

5. PATIENT INFORMATION LEAFLET

a. Please delete the following information from the text since it is protected information.

i ®)4)

i. ©) @)

iii. () (@)

b. How many Patient Information Leaflets will be distributed for each count bottle you intend
to market? (i.e. ®®PILs for the bottles of 90)

Submit your revised labels and labeling electronically in final print format.

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily
or weekly updates of new documents posted on the CDER web site at the following address -
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17



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

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please
provide a side-by-side comparison of your proposed labeling with the enclosed copy of the reference listed
drug's labeling with all differences annotated and explained.

{See appended electronic signature page}

Wm Peter Rickman

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



Application Submission

Type/Number Type/Number Submitter Name Product Name

ANDA-90790 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

JAMES T BARLOW
01/20/2010



APOTEX

ADVANCING GENERICS

January 25, 2010

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North (I
7500 Standish Place, Room 150

Rockuville, MD 20855-2773

Dear Sir or Madam,

Re: MINOR AMENDMENT- RESPONSE TO LABELING DEFICIENCY dated 01/20/2010
Losartan Potassium Tablets, USP, 25 mqg, 50 mqg, 100 mg: ANDA No. 90-790

Apotex Corp. is hereby submitting an amendment to the ANDA No. 90-790 for Losartan
Potassium Tablets, USP, 25 mg, 50 mg, and 100 mg. The amendment is being field in response
to the| FDA's Telephone Fax |(Labe|ing Comments) dated January 20, 2010 and the January 20,
2010 email from Jim Barlow. The[responsel|is presented in a question-and-answer format and
follows on a separate page.

Please note that this amendment is filled through the Electronic Submission Gateway (ESG)
and a letter of Non-Repudiation Agreement dated December 17, 2007 has been submitted:;
therefore only an electronic copy of cover letter is provided. A signed electronic copy of Form

356h has been provided in[Section 1.1.2]

Please direct any communications regarding this amendment to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., by telephone at (954) 984-3986, or by fax at (866) 392-
1774. Alternatively, please do not hesitate to contact me at (416) 401-7889.

Sincerely,
W ==
Bernice Tao

Director, U.S. Regulatory Affairs

Apotex Corp. 2400 N. Commerce Parkway, Suite 400, Weston, FL 33326
Tel: (954)384-8007
www.apotex.com



BIOEQUIVALENCE AMENDMENT
ANDA 90-790

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North |1
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (240-276-9327)

APPLICANT: Apotex Corp. TEL: (954) 384-3986

ATTN: Kiran Krishnan FAX: (954) 349-4233

FROM: Alpita Popat FDA CONTACT PHONE: (240) 276-8782
Dear Sir:

Thisfacsimileisin reference to the bioequivalence data submitted on August 27, 2008, pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act for Losartan Potassium Tablets, 25 mg, 50 mg and 100 mg.

The Division of Bioeguivalence has completed its review of the submission(s) referenced above and has identified

deficiencies which are presented on the attached 1 page. Thisfacsimileisto be regarded as an official FDA
communication and unless requested, a hard-copy will not be mailed.

Y ou should submit a response to these deficiencies in accord with 21 CFR 314.96. 'Y our amendment should respond to
al the deficiencies listed. Facsimilesor partial replieswill not be considered for review. Y our cover letter should
clearly indicate:

Bioequivalence Dissolution Acknowledgement

If applicable, please clearly identify any new studies (i.e., fasting, fed, multiple dose, dissolution data, waiver or
dissolution waiver) that might be included for each strength. We also request that you include a copy of this
communication with your response.

Please submit a copy of your amendment in an archival (blue) jacket and unless submitted electronically through
the gateway, areview (orange) jacket. Please direct any questions concer ning this communication to the project
manager identified above.

Please remember that when changes are requested to your proposed dissolution methods and/or specifications by
the Division of Bioequivalence, an amendment to the Division of Chemistry should also be submitted to revise the
release and stability specification. We also recommend that supportive dissolution data or scientific justification
be provided in the CM C submission to demonstrate that the revised dissolution specification will be met over the
shelf life of the drug product.

SPECIAL INSTRUCTIONS:

Please submit your response in e ectronic format. Thiswill improve document availability to review staff.

THISDOCUMENT ISINTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT ISADDRESSED AND MAY
CONTAIN INFORMATION THAT ISPRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER

APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
dissemination, copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immediately notify us
by telephone and return it to us by mail at the above address



ANDA: 090790
APPLICANT: Apotex Corp

DRUG PRODUCT: Losartan Potassium Tablets, 100 mg, 50 mg and 25 mg

The Division of Bioequivalence (DBE) has completed its review of your
submissions acknowledged on the cover sheet. The following deficiency has
been identified:

Your dissolution testing data using the FDA-recommended method are
acceptable. However, your proposed specification (NLT ®® (Q), 45 min) is not
acceptable. Based on the data submitted, the DBE recommends a more
appropriate specification for the test product. Please acknowledge your
acceptance of the following FDA-recommended dissolution method and
specification:

The dissolution testing should be conducted in 900 mL of water (deaerated) at

37°C, using USP Apparatus II (paddles) @ 50 rpm. The test products should meet
the following specification: Not less than 75% (Q) in 30 minutes.

Sincerely yours,
{see appended electronic signature page}

Dale P. Conner, Pharm.D.

Director, Division of Bioequivalence I
Office of Generic Drugs

Center for Drug Evaluation and Research



Application Submission

Type/Number Type/Number Submitter Name Product Name

ANDA-90790 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

DALE P CONNER
02/01/2010



APOTEX

ADVANCING GENERICS

February 1, 2010

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North I
7500 Standish Place, Room 150

Rockville, MD 20855-2773

Dear Sir or Madam,

Re: BIOEQUIVALENCE AMENDMENT -~ Bioequivalence Dissolution Acknowledgement
Losartan Potassium Tablets USP, 25 mg, 50 mg, 100 mg; ANDA No. 090790

Apotex is hereby submitting a Bioequivalence Amendment to ANDA No. 090790 in response to
the Division of Bioequivalence’s deficiency letter dated February 1, 2010.

Apotex acknowledges and accepts the FDA-recommended dissolution method and
specifications:

“The dissolution testing should be conducted in 900 mL of water (deaerated) at 37°C,
using USP Apparatus Il (paddles) @ 50 rpm. The test products should meet the
following specification: Not less than 75% (Q) in 30 minutes.”

Please note that we have revised our release and stability specifications to reflect the FDA-
recommended specifications. The revised release and stability specifications and supportive
analytical test data were submitted to the Division of Chemistry on Eanuary 20, 2010} in a
gratuitous amendment in accordance with the new USP monograph for 1osartan potassium
tablets.

This amendment is filed through the Electronic Submission Gateway (ESG) and a Letter of Non-
Repudiation Agreement dated December 17, 2007 has been submitted; therefore only an
electronic copy of the cover letter is provided. A signed electronic copy of Form|FDA 356h|has
been provided in section 1.1.2.

Please direct any communications regarding this amendment to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., by telephone at (954) 384-3986, or by fax at (866) 392-
1774. Alternatively, please do not hesitate to contact me by telephone at (416) 401-7889.

Sin(l:irévly, /
Sl =
W Bernice Tao
Director, Regulatory Affairs US

Apotex Corp. 2400 N. Commerce Parkway, Suite 400, Weston, FL 33326
Tel: (954)384-8007
www.apotex.com



“Suspension” Letter to all ANDA applicants of Losartan Potassium Tablets USP
The following letter was sent out to all Losartan ANDA holders on January 25, 2010.
ANDA Holder Address

Dear Madam/Sir,

Currently approved labeling from the Reference Listed Drug (RLD) for Losartan
Potassium Tablets USP provides for the preparation of a suspension as an aternate
dosage option.

We are requiring data that show your drug product is stable under the conditions of
preparation and storage of the suspension. The RLD labeling, as well as your labeling,
guotes the following:

“Add 10 mL of Purified Water USP to an 8 ounce (240 mL) amber
polyethylene terephthalate (PET) bottle containing ten 50 mg losartan
potassium tablets. Immediately shake for at least 2 minutes. Let the
concentrate stand for 1 hour and then shake for 1 minute to disperse the
tablet contents. Separately prepare a 50/50 volumetric mixture of Ora
Plus™* and Ora-Sweet SF™*, Add 190 mL of the 50/50 Ora-Plus™/Ora-
Sweet SF™ mixture to the tablet and water slurry in the PET bottle and
shake for 1 minute to disperse the ingredients. The suspension should be
refrigerated at 2 to 8°C (36 to 46°F) and can be stored for up to 4 weeks.
Shake the suspension prior to each use and return promptly to the
refrigerator.” Ora-Plus™ and Ora-Sweet SF™ are trademarks of Paddock
Laboratories.

As the above labeling suggests, the data should be generated on the prepared suspension
upon storage in arefrigerator at 2 to 8°C (36 to 46°F) for four weeks. Evaluation should
consist of testing for any significant changes in appearance, potency and impurity profile
of the suspension. “Accelerated” data generated at room temperature 25°C (77°F) is not
considered appropriate.

This test data need only be generated on a one-time basis and need not be repeated on
subsequent production batches.

These data should be submitted as soon as possible. This information from the package
insert can not be removed from the product labeling and must be retained.

If you have supplied these data previously, please indicate the manner and reference of
this response.

Questions regarding these requested data should be referred to Mr. Dat Doan, Project
Manager, at 240-276-8573 for this drug product.

Sincerely yours,
Etc

File: c:\documents and settings\muellera\my documents\suspension.doc



Application Submission

Type/Number Type/Number Submitter Name Product Name
ANDA-90544 ORIG-1 UPSHER SMITH LOSARTAN POTASSIUM
LABORATORIES
INC
ANDA-76958 ORIG-1 TEVA LOSARTAN POTASSIUM
PHARMACEUTICA
LS USA INC
ANDA-91129 ORIG-1 COBALT LOSARTAN POTASSIUM
LABORATORIES
INC
ANDA-91590 ORIG-1 MYLAN LOSARTAN POTASSIUM
PHARMACEUTICA
LS INC
ANDA-91497 ORIG-1 HUAHAI US INC LOSARTAN POTASSIUM
ANDA-90467 ORIG-1 TORRENT LOSARTAN POTASSIUM
PHARMACEUTICA
LS LTD
ANDA-91541 ORIG-1 MICRO LABS LOSARTAN POTASSIUM
LIMITED
ANDA-90428 ORIG-1 ALEMBIC LTD LOSARTAN POTASSIUM
ANDA- U] ORIG-1 ] LOSARTAN POTASSIUM
ANDA-90083 ORIG-1 AUROBINDO LOSARTAN POTASSIUM
PHARMA LTD
ANDA-78232 ORIG-1 LUPIN LTD LOSARTAN POTASSIUM
ANDA-77459 ORIG-1 ROXANE LOSARTAN POTASSIUM
LABORATORIES
INC
ANDA-77424 ORIG-1 LEK LOSARTAN POTASSIUM
PHARMACEUTICA
LSDD
ANDA-90790 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM
ANDA-78243 ORIG-1 ZYDUS LOSARTAN POTASSIUM
PHARMACEUTICA
LS USA INC

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

/s/

DAT T DOAN
02/12/2010



ALBERT J MUELLER
02/12/2010



APOTEX

ADVANCING GENERICS

February 18, 2010

Office of Generic Drugs

CDER, FDA

Document Control Room,

Metro Park North [l

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

Dear SirfMadam,

Re: Telephone Amendment - CMC
ANDA No. 090790 : Losartan Potassium Tablets 25 mg, 50 mg and 100 mg

Apotex Corp. is hereby submitting a Telephone Amendment to ANDA No. 20790 for Losartan
Potassium Tablets 25 mg, 50 mg and 100 mg to withdraw Apotex’s Etobicoke Site and Signet
Campus as alternative manufacturing and release testing sites for the drug substance,
excipients and drug product. The amendment is being filed in fesponse to a tefephone calljfrom
Dat Doan on February 17, 2010. The response is presented In a quesfion-and-answer format
and follows on a separate page.

This amendment is filed through the Electronic Submission Gateway (ESG) and a letter of Non-
Repudiation Agreement dated December 17, 2007 has been submitted and therefore only an
electronic copy of the cover letter is provided. A signed electronic copy of [Form 356h |has been
provided in section 1.1.2.

Please direct any communications regarding this application to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., by telephone at (954) 984-3986 or by fax at (866)392-
1774, or alternatively please do not hesitate to contact me at (416) 401-7889, by fax at (416)
401-3809 or via email at btao@apotex.com.

Sincerely,

YN
Bernice Tao
Director, U.S. Regulatory Affairs




Telephone Fax

ANDA 90-790

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North I
7520 Standish Place

Rockville, MD 20855-2773

TO: Apotex Corp. TEL: 954-384-3986
ATTN: Kiran Krishnan FAX: 954-349-4233

FROM: Jim Barlow

This facsimile is in reference to your abbreviated new drug application submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act for losartan potassium tablets USP.

Pages (including cover): 3

SPECIAL INSTRUCTIONS:

Labeling Comments

James.barlow(@fda.hhs.gov

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM

DISCLOSURE UNDER APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
dissemination, copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immediately
notify us by telephone and retum it to us by mail at the above address.




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

ANDA Number: 090790
Date of Submission: January 25, 2010
Applicant's Name: Apotex Inc.

Established Name: Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg tablets

Labeling Deficiencies:

1. CONTAINER - Bottles of 30s, 90s and 1000s (all strengths)
Satisfactory in final print as of the January 15, 2010 e-submission

2. CARTON - 100 ( ®® ynit-dose blisters) (all strengths)
a. Please add "Not for institutional use" on your carton labels since the unit dose blisters are
not barcoded.

b. Please change the quantity to read "( ®® unit dose)”, since the blisters are packaged as

such.
3. Unit-Dose Blisters -
Revise the established name on the strip should read "...Tablet, USP" - delete the s and add
comma.

4. PACKAGE INSERT
Satisfactory in final print as of the January 25, 2010 e-submission

5. PATIENT INFORMATION LEAFLET
Satisfactory in final print as of the January 25, 2010 e-submission

Submit your revised labels and labeling electronically in final print format.

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily
or weekly updates of new documents posted on the CDER web site at the following address -
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17

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

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please
provide a side-by-side comparison of your proposed labeling with the enclosed copy of the reference listed
drug's labeling with all differences annotated and explained.

{See appended electronic signature page}

Wm Peter Rickman

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



Application Submission

Type/Number Type/Number Submitter Name Product Name

ANDA-90790 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

JAMES T BARLOW
02/19/2010



APOTEX

ADVANCING GENERICS

February 19, 2010

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North 1l
7500 Standish Place, Room 150

Rockville, MD 20855-2773

Dear Sir or Madam,

Re: MINOR AMENDMENT- RESPONSE TO LABELING DEFICIENCY dated 02/19/2010
Losartan Potassium Tablets, USP, 25 mq, 50 mq, 100 mg: ANDA No. 90-790

Apotex Corp. is hereby submitting an amendment to the ANDA No. 90-790 for_Losartan
Potassium Tablets, USP, 25 mg, 50 mg, and 100 mg. The amendment is being field i

to the FDA’s Telephone Fax (Labeling Comments) dated February 19, 2010. The response is
presented in a question-and-answer format and follows on a separate page.

Please note that this amendment is filled through the Electronic Submission Gateway (ESG)
and a letter of Non-Repudiation Agreement dated December 17, 2007 has been submitted;
therefore only an electronic copy of cover letter is provided. A signed electronic copy of Form
356h has been provided in[section 1.1.2. |

Please direct any communications regarding this amendment to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., by telephone at (954) 984-3986, or by fax at (866) 392-
1774. Alternatively, please do not hesitate to contact me at (416) 401-7889.

Sincerely,

WA il

Bernice Tao
Director, U.S. Regulatory Affairs




APOTEX

ADVANCING GENERICS

February 23, 2010

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North |l
7500 Standish Place, Room 150

Rockville, MD 20855-2773

Dear Sir or Madam,

Re: GRATUITOUS AMENDMENT - Stability Data to Support Suspension Storage Statement
Losartan Potassium Tablets USP 25 mg, 50 mg, 100 mg; ANDA No. 09079

Tablets USP to provide [stability data [to show that the drug product is stable under the conditions of
preparation and storage of the suspension as described in the product labeling. This data is provided
as a follow-up to labeling comment 1.a.]in the Jan. 6, 2010 labeling deficiency facsimile and to respond
to the [information request|dated January 25", 2010 from Dat Doan, Project Manager, and office of
generic drugs.

Apotex is hereby submious Amendment to ANDA No. 090790 for Losartan Potassium

Please note that this amendment is filed through the Electronic Submission Gateway (ESG) and a
Letter of Non-Repudiation Agreement dated December 17, 2007 has been submitted; therefore only an
electronic copy of the cover letter is provided. A signed electronic copy of |Form FDA 356h| has been
provided in section 1.1.2.

Please direct any communications regarding this amendment to Kiran Krishnan at Apotex Corp., the
authorized US agent for Apotex Inc., by telephone at (954) 384-3986, or by fax at (866) 392-1774.
Alternatively, please do not hesitate to contact me by telephone at (416) 401-7889.

Sincerely,

V\.W \/// .
Bernice Tao
Director, Regulatory Affairs US

Apotex Corp. 2400 N. Commerce Parkway, Suite 400, Weston, FL 33326
Tel: (954)384-8007
www.apotex.com



APOTEX

ADVANCING GENERICS

March 5, 2010

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North Il

7500 Standish Place, Room 150

Rockville, MD 20855-2773

Dear Sir or Madam,

Re: TELEPHONE AMENDMENT — RESPONSE INFORMATION REQUEST

ANDA No. 090790: Losartan Potassium Tablets USP 25 mg, 50 mg and 100 mg.

Apotex Corp. is hereby submitting a Telephone Amendment to the ANDA No. 090790 for Losartan
Potassium Tablets USP 25 mg, 50 mg and 100 mg. The amendment is being filed in response to
telephone request to Bernice Tao Director, U.S. Regulatory Affairs, Apotex, from Paul Schwartz on
March 01, 2010.

Apotex has % pecification limits for 25 mg, 50 mg and 100 mg
strengths The following revised b
specification is included in section 3.2.P.3.4 of this amendment:

(b) (4)
[ ]

This amendment is filed through the Electronic Submission Gateway (ESG) and a letter of Non-
Repudiation Agreement dated December 17, 2007 has been submitted and therefore only an electronic
copy of the cover letter is provided. A signed electronic copy of|Form 356h|has been provided in
section 1.1.2.

Please direct any communications regarding this application to Kiran Krishnan at Apotex Corp., the
authorized US agent for Apotex Inc., at (954) 984-3986 by fax at (866)392-1774, or alternatively please
do not hesitate to contact me at (416) 401-7889, by fax at (416) 401-3809 or via email at
btao@apotex.com.

Sincerely,



-/é DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Rockville, MD 20857

SENT VIA TELEFAX

Docket No. FDA-2010-N-0134
Dear ANDA Applicant:

We are writing to solicit comment on legal and regulatory issues pertaining to 180-day
exclusivity as described in section 505(G)(5)(B)(iv) of the Federal Food, Drug, and Cosmetic Act
for abbreviated new drug applications (ANDAs) for losartan potassium tablets and losartan
potassium-hydrochlorothiazide tablets. Merck Research Laboratories (Merck) holds the NDAs
for Cozaar (losartan potassium) tablets and Hyzaar (potassium-hydrochlorothiazide) tablets, the
reference listed drugs for these ANDAs. You have an ANDA pending with FDA for one or
more of these drug products.

Merck submitted U.S. Patent No. 5,608,075 to FDA for listing for the Cozaar and Hyzaar NDAs
20-386 and 20-387, respectively. Merck requested in March 2005 that FDA delist the patent for
these drug products. The patent has remained listed in FDA's Approved Drug Products with
Therapeutic Equivalence Evaluations (the Orange Book) for Cozaar and Hyzaar as a placeholder
for any exclusivity that may result from an ANDA applicant's paragraph IV certification to the
patent. The current Orange Book listing for U.S. Patent No. 5,608,075 shows a patent expiration
date of March 4, 2014.

FDA has received the attached information asserting that the expiration date for U.S. Patent No.
5,608,075 was March 30, 2009. As described in the regulation at 21 CFR 314.53(f), persons
disputing the accuracy or relevance of patent information submitted to the agency are requested
to notify the agency in writing stating the grounds for disagreement. The agency then will
request the applicable new drug application holder to confirm the correctness of the patent
information submitted. Unless the application holder withdraws or amends its patent
information in response to FDA's request, the agency will not change the patent information in
the Orange Book.

Consistent with the regulation, FDA has forwarded the inquiry regarding the correct expiration
date for U.S. Patent No. 5,608,075 to Merck. Eligibility for 180-day exclusivity based on U.S.
Patent No. 5,608,075 is at issue in litigation currently pending in the U.S. Court of Appeals for
the District of Columbia. See Teva Pharmaceuticals USA, Inc. v. Sebelius, No. 09-5281 (D.C.
Cir. Mar. 2, 2010). The litigation schedule for this case and for FDA's consideration of the
regulatory issues associated with related ANDASs is very time sensitive. Therefore FDA has
notified Merck that it is essential FDA have accurate information about this patent as soon as
possible, and requested that Merck respond by close of business on March 11, 2010.

As you may know, in the Teva case described above, the D.C. Circuit addressed the role of
patent delisting in the forfeiture of exclusivity pursuant to section 505()(5)(D)(i)(I) of the Act.
The court issued an opinion on March 2, 2010; the mandate has not yet issued.



FDA now has before it the assertion that U.S. Patent No. 5,608,075, the patent at issue in the
litigation, expired on March 30, 2009. Because of the time sensitive nature of this issue, we are
asking for comment on what effect, if any, a change in the patent expiration date for U.S. Patent
No. 5,608,075 to March 30, 2009, would have on a first applicant's eligibility for 180-day
exclusivity for losartan potassium tablets and losartan potassium-hydrochlorothiazide tablets.

To permit the agency to consider submissions in a timely manner, we are asking that you submit
your comments to www.regulations.gov by close of business on March 18, 2010. Please include
the proper FDA docket number, FDA-2010-N-0134, in your correspondence. If you have any
questions regarding this correspondence, please contact Dave Read, Regulatory Counsel, Office
of Generic Drugs, at 240-276-9310.

Sincerely,

{See appended electronic signature page}

Gary J. Buehler

Director

Office of Generic Drugs

Center for Drug Evaluation and Research

Attachments



Buc & BEARDSLEY, LLP

919 FIGHTEENTH STREET, N.W.,
SUITE 600

WasHINGTON, D.C. 20008-5503

WRITER'S TELEPHONE TErEPHONE
202-738-3300
202-736-3620 FAGSDOLE

202-736-3608

March 9, 2010

Gary J. Buehler, R. Ph.
Office of Generic Drugs
HFD-600

7519 Standish Place
Rockville, Maryland 20855

Dear Mr. Buehler:

We write on behalf of our client, Apotex, Inc., to bring to your attention certain patent
information of relevance in connection with Teva v. Sebelius, No. 09-528 (D.C.Cir. Mar. 2,
2010) and the approval of Apotex, Inc.’s pending ANDAs referencing Hyzaar and Cozaar.
Specifically, Teva Pharmaceuticals USA, Inc. has claimed an entitlement to 180-day exclusivity
as a result of its certification to Merck’s U.S. Patent No. 5, 608, 075 (*the '075 patent”). That
patent, however, has expired. In fact, according to the United States Patent & Trademark Office
(“USPTO™). the '075 patent expired at least as of March 30, 2009. The patent expired as a matter
of law pursuant to 35 U.S.C. § 41(b) for failure (o pay maintenance fees. Attachment Aisa
printout of the USPTO’s Patent Application Information and Retrieval website reflecting that the
'075 patent expired. Attachment B is a copy of the USPTO Official Gazette dated April 21, 2009
which, on page 5, reports that the '075 patent expired.

As Merck & Co., Inc., the patent holder, disclaimed the '075 patent in 2005 (Attachment
() and requested some time ago that this patent be delisted from the Orange Book altogether, it
is not surprising that Merck did not update patent expiration information.



Gary J. Buehler, R. Ph.
March 9, 2010
Page 2

We have 1o objection to the public dissemination of this letter, or the information
contained herein.

po e
Trle © Docereh —

Carmen M. Shepard
Kate C. Beardsley

cc: Elizabeth H, Dickinson, Esq.
Office of Chief Counsel
PKLN-671
5600 Fishers Lane
Rockville, Maryland 20857

Office of Generic Drugs

OGD Document Room
Attention: Orange Book Staft
7500 Standish Place
Rockville, MD 20855
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Print This Notice 1341 OG]

Top of Notices April 21, US PATENT AND TRADEMARK
009 OFFICE

118

"Notice of Expiration of Patents Due to Failure to Pay Maintenance Fee

]

Notice of Expiration of Patents
Due to Failure to Pay Maintenance Fee

35 U.5.C. 41 and 37 CFR 1.362(g) provide that if the required
maintenance fee and any applicable surcharge are not paid in a patent
requiring such payment, the patent will expire at the end of the 4th, 8th
or l2th anniversary of the grant of the patent depending on the first
maintenance fee which was not paid.

According to the records of the Office, the patents listed below have
expired due to failure to pay the required maintenance fee and any
applicable surcharge.

PATENTS WHICH EXPIRED ON March 4, 2009
DUE TO FAILURE TO PAY MAINTENANCE FEES

Patent Application Issue

Number . Number Date

5,606,745 08/589, 803 03/04/97
5,606,747 08/490,421 03/04/97
5,606,755 08/417,518 G3/04/97
5,606,765 08/523,166 03/04/97
5,606,772 08/382,694 03/04/97
5,606,782 08/424,715 03/04/97
5,606,783 08/527,030 03/04/97
5,606,784 08/472,112 03/04/97
5,606,791 08/123,428 03/04/97
5,606,796 0B/335,794 03/04/97
5,606,797 0B/494,368 03/04/97
5,606,811 08/432,427 03/04/57
5,606,815 08/557,674 03/04/97
5,606,833 08/295,939 03/04/97
5,606,834 08/509,148 03/04/97
5,606,835 08/285,320 03/04/97
5,606,838 08/448,260 03/04/97
5,606,840 08/582,620 03/04/97
5,606,841 08/428,712 03/04/97
5,606,842 08/625,676 03/04/97
5,606,846 08/304,226 03/04/97
5,606,848 08/238,167 03/04/97
5,606,855 08/448,397 03/04/97
5,606,860 08/422,547 03/04/97
5,606,877 08/423,757 03/04/97
5,606,895 08/287,330 03/04/97
5,606,897 08/577,332 03/04/97
5,606,838 0B/447,616 03/04/97
5,606,906 08/590,271 03/04/97
5,606,915 08/418,214 03/04/97
5,606,923 0B/371,818 03/04/97
5,606,940 08/576,277 03/04/97
5,606,944 08/618,316 03/04/97
5,606,953 08/392, 885 03/04/97
5,606, 955 (8/516,053 03/04/97
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5,606,960 08/480,268 63/04/97
5,606,962 0B/563,930 33/04/97
5,606,969 08/414,41¢ 03/04/97
5,606,970 07/952,327 G3/04/97
5,606,972 08/513,465 03/64/97
5,606,975 08/309, 540 03/04/97
5,606,977 08/368,425 03/04/97
5,606,978 08/367,307 03/04/97
5,606,990 08/537,891 03/04/97
5,606,999 08/378,751 03/04/97
5,607,000 08/332,228 03/04/97
5,607,013 08/252,785 03/04/97
. US PATENT AND TRADEMARK
April 21, 2009 OFFICE 1341 OG 119
5,607,023 08/528, 806 03/04/97
5,607,036 08/398, 283 03/04/97
5,607,038 08/407,863 03/04/97
5,607,043 08/413,446 03/04/97
5,607,046 08/415,546 03/04/397
5,607,047 08/590,000 03/04/97
5,607,055 08/264,745 03/04/97
5,607,067 08/401,923 03/04/97
5,607,073 08/603,157 03/04/97
5,607,075 08/429, 015 03/04/97
5,607,080 08/389,961 03/04/97
5,607,086 08/447,912 03/04/57
5,607,088 08/540, 253 03/04/97
5,607,096 08/613,023 03704797
5,607,101 08/406,282 03/04/97
5,607,102 68/570, 354 03/04/97
5,607,126 8/509,635 03/04/97
5,607,135 08/391,893 03/04/97
5,607,141 08/360,303 03/04/97
5,607,144 08/524,675 03/04/97
5,607,147 08/226,626 03/04/97
5,607,162 08/618,557 03/04/97
5,607,164 08/599, 215 03/04/97
5,607,166 08/573,193 03/04/97
5,607,167 08/397, 16l 03/04/97
5,607,174 08/442,681 03/04/97
5,607,175 08/401, 357 03/04/97
5,607,181 08/565,333 03/04/97
5,607,184 08/558,101 03/04/97
5,607,188 08/265,234 G3/04/97
5,607,192 08/40%,677 63/04/97
5,607,209 08/465, 056 03/04/97
5,607,211 08/410,278 03/04/97
5,607,216 08/465, 057 03/04/97
5,607,219 08/507,195 03/04/97
5,607,222 08/517,332 03/04/97
5,607,223 08/602,292 03/04/97
5,607,225 08/509,503 03/04/97
5,607,227 08/295,168 03/04/97
5,607,228 08/364,272 03/04/97
5,607,232 08/571,428 03/04/97
5,607,235 08/398,421 03/04/97
5,607,241 08/455,554 03/04/97
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5,607,242 08/462,921 G3/04/97
5,607,244 08/409, 887 03/04/97
5,607,245 08/588,672 03/04/97
5,607,252 08/4%1, 080 G3/04/97
5,607,254 0B/445,126 03/04/97
5,607,257 08/370,321 03/04/97
5,607,274 08/356,875 03/04/97
5,607,279 08/507, 826 03/04/97
5,607,282 08/339,758 03/04/97
5,607,285 08/451, 403 03/04/97
5,607,299 08/435,272 03/04/97
5,607,302 08/518, 801 03/04/97
5,607,306 08/326,709 03/04/97
5,607,310 08/236,045 03/04/97
5,607,312 08/372,504 03/04/97
5,607,315 08/398,196 03/04/97
5,607,316 08/581, 835 03/04/97
5,607,319 08/338,733 03/04/97
5,607,336 08/503,896 03/04/97
5,607,338 08/506, 845 03/04/97
5,607,339 08/278,333 03/04/97
5,607,348 08/482,947 03/04/97
5,607,354 08/256,100 03/04/97
. US PATENT AND TRADEMARK
April 21, 2009 OFFICE 1341 OG 120
5,607,356 08/438,281 03/04/97
5,607,358 08/624, 846 03/04/97
5,607,377 08/239,5%9 03/04/97
5,607,388 08/261,360 03/04/97
5,607,392 08/372,291 G3/04/97
5,607,395 087382, 646 03/04/97
5,607,401 08/402,974 03/04/97
5,607,411 07/833,144 03/04/97
5,607,415 08/292,561 03/04/97
5,607,417 08/382,315 03/04/97
5,607,421 08/249,091 03/04/97
5,607,428 08/431,758 03/04/97
5,607,431 08/386, 046 03/04/97
5,607,442 08/557,1355 03/04/97
5,607,451 07/954, 661 03/04/597
5,607,457 08/536,453 03/04/97
5,607,459 0B/613,127 03/04/97
5,607,461 08/545, 945 03/04/97
5,607,464 08/113,542 03/04/97
5,607,475 08/518,1289 03/04/97
5,607,477 08/379,007 03/04/97
5,607,483 08/417,048 03/04/97
5,607,488 08/475,875 03/04/97
5,607,450 08/413,107 03/04/97
5,607,498 08/552,294 03/04/97
5,607,512 08/204, 464 03/04/97
5,607,516 08/233,184 03/04/97
5,607,517 08/218,354 03/04/97
5,607,535 08/201,987 03/04/97
5,607,542 08/333,004 03/04/97
5,607,547 08/445,318 03/04/97
5,607,553 08/520,411 03/04/97



Page 4 of 24

5,607,554 08/433,609 03/04/97
5,607,562 08/321,983 03/04/97
5,607,565 08/410,997 03/04/97
5,607,567 08/477,605 03/04/97
5,607,570 08/331,443 03/04/97
5,607,578 08/549, 907 03/04/97
5,607,592 08/490,284 03/04/97
5,607,598 08/502,683 03/04/97
5,607,602 08/475,709 03/04/587
5,607,608 08/383,104 03/04/57
5,607,610 08,417,344 03/04/97
5,607,616 08/485,261 03/04/97
5,607,622 08/021,758 03/04/97
5,607,623 08/400,369 03/04/97
5,607,626 08/516,567 03/04/97
5,607,633 08/3502,167 03/04/97
5,607,640 08/492,588 03/04/97
5,607,644 08/074,749 03/04/97
5,607,646 08/410,544 03/04/97
5,607,649 08/538,963 03/04/97
5,607,652 0B/323,685 03/04/97
5,607,654 08/547,317 03/04/97
5,607,657 08/341, 605 G3/04/97
5,607,664 08/463,221 G3/04/97
5,607,666 08/361,373 03/04/97
5,607,667 08/076,349 03/04/97
5,607,675 08/469,538 03/04/97
5,607,676 G7/721,638 03/04/97
5,607,692 08/366,739 03/04/97
5,607,694 08/459,345 03/04/97
5,607,695 08/364,080 03/04/97
5,607,701 08/385,902 03/04/97
5,607,706 08/416,954 03/04/97
5,607,710 08/604,667 03/04/97
. US PATENT AND TRADEMARK
April 21, 2009 OFFICE 1341 OG 121
5,607,712 08/303,938 03/04/97
5,607,714 08/384,585 03/04/97
5,607,720 08/285,547 03/04/87
5,607,721 08/441,509 03/04/97
5,607,726 £8/323,990 03/04/97
5,607,734 08/416,479 03/04/97
5,607,735 08/577,368 03/04/97
5,607,739 08/400,165 03/04/97
5,607,745 08/259,238 03/04/97
5,607,747 08/228,221 03/04/97
5,607,749 08/635, 407 03/04/97
5,607,750 08/593,708 03/04/797
5,607,757 08/552,658 03/04/97
5,607,759 08/108,219 03/04/97
5,607,769 08/286,058 03/04/97
5,607,771 08/450, B58 03/04/97
5,607,774 08B/441,189 03/04/97
5,607,784 0B8/375,528 03/04/97
5,607,797 08/441,129 03/04/97
5,607,798 08/442,618 03/04/97
5,607,809 08/514, 084 03/04/97
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5,607,816 87531, 853 03/04/97
5,607,824 08,281,398 03/64/97
5,607,827 08/531,714 03/04/57
5,607,834 08/420,443 63/04/97
5,607,835 08/473,589 03/04/97
5,607,847 087275, 053 03/04/97
5,607,857 08/489, 859 03/04/97
5,607,862 08/497,731 03/04/97
5,607,863 08/163,860 G3/04/97
5,607,865 08/381,425 03/04/97
5,607,869 08/585, 369 03/04/97
5,607,885 0B/€36,970 03/04/97
5,607,887 08/367,265 03/04/97
5,607,888 08/452,939 03/04/57
5,607,854 08/487,847 03/04/97
5,607,904 08/421,224 03/04/97
5,607,911 08/635,630 G3/04/97
5,607,920 08/278,617 03/04/797
5,607,924 08/469,177 63/04/97
5,607,925 08/333,017 G3/04/97
5,607,935 08/232,029 03/04/97
5,607,955 08/431,425 03/04/97
5,607,958 08/394,757 03/04/97
5,607,959 08/495,509 03/04/97
5,607,960 08/532,573 03/04/97
5,607,961 08/517,999 03/04/97
5,607,962 08/591, 329 03/04/97
5,607,967 08/330,518 03/04/97
5,607,971 08/413,797 03/04/97
5,607,985 08/583,218 03/04/97
5,607,956 08/318,395 03/04/97
5,608,017 08/449, 250 03/04/97
5,608,028 08/189,984 03/04/97
5,608,029 08/402,067 03704797
5,608,035 08/1590,788 03/04/97
5,608,041 08/591,565 03/04/97
5,608,042 08/594, 487 03/04/97
5,608,057 08/518,303 03/04/97
5,608,058 08/189,700 03/04/97
5,608,059 08/356,187 03/04/87
5,608,060 08/351,469 03/04/97
5,608,063 08/412,409 03/04/97
5,608,075 08/371,937 03/04/97
5,608,079 08/473,509 03/04/97
5,608,080 08/424,504 03/04/97
. US PATENT AND TRADEMARK
April 21, 2009 OFFICE 1341 OG 122
5,608,082 08/281,639 03/04/97
5,608,095 08/637,968 03/04/97
5,608,096 08/580,417 03/04/97
5,608,108 (08/350,462 03/04/97
5,608,119 08/463,896 03/04/97
5,608,128 08/495,662 03/04/97
5,608,154 08/397,969 03/04/97
5,608,157 08/544,591 03/04/97
5,608,160 08/627,740 03/04/97
5,608,167 08/390,980 03/04/97
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5,608,176 08/4759,219 03/04/97
5,608,179 08/200,785 03/04/97
5,608,194 08/476,574 03/04/97
5,608,197 08/289, 151 03/04/97
5,608,198 08/494,754 03/04/97
5,608,200 08/345,661 03/04/97
5,608,202 08/468,621 03/04/97
5,608, 205 08/398,324 03/04/97
5,608,231 08/683,137 03/04/97
5,608,241 08/364,472 03/04/97
5,608, 250 08/343,018 03/04/97
5,608,260 08/366,633 03/04/97
5,608, 269 08/424,616 03/04/97
5,608,274 08/391,381 Q3/04/97
5,608,281 08/554,123 03/04/97
5,608,284 08/504,139 03/04/87
5,608,291 08/075,082 03/04/97
5,608,293 08/542, 248 03/04/97
5,608,296 08/635,042 03/04/97
5,608,302 08/312,601 03/04/87
5,608,318 08/589,618 03/04/97
5,608,334 08/425,921 03/04/97
5,608,337 08/481,744 03/,04/97
5,608,338 08/533,659 03/04/97
5,608,340 08/060, 362 03/04/97
5,608,341 08/437,621 03/04/97
5,608,354 08/530,838 03/04/97
5,608,358 08/534,568 03/04/97
5,608,360 08/552,897 03/04/97
5,608,373 08/252,027 03/04/97
5,608,380 08/444,377 03/04/97
5,608,385 08/446,221 03/04/97
5,608,388 08/543,769 03/04/87
5,608,403 08/381,137 03/04/97
5,608,408 08/553,502 G3/04/97
5,608,416 08/557,871 03/04/97
5,608,418 08/441,262 03/04/97
5,608,438 08/286,282 03/04/97
5,608,440 08B/537,554 03/04/97
5,608,441 0B/628,140 03/04/97
5,608,453 08/551,736 03/04/87
5,608,456 08/307,080 03/04/97
5,608,474 08/600,899% 03/04/97
5,608,478 0B8/40Q03,437 03/04/97
5,608,479 08/585,729 03/04/97
5,608,483 08/539,582 03/04/97
5,608, 488 08/358,711 03/04/97
5,608,489 08/653,382 03/04/97
5,608,500 08/623,372 03/04/97
5,608,505 08/640,000 03/04/97
5,608,520 08/455,269 03/04/97
5,608,523 08/622,650 03/04/97
5,608,525 08,404,817 03/04/97
5,608,535 08/258, 868 03/04/97
5,608,538 08/295,318 03/04/97
5,608,566 08/513,701 03/04/797
April 21, 2009 US PATENT SID TRADEMARK 1341 OG 123




5,608,573
5,608,579
5,608,590
5,608,611
5,608,612
5,608,614
5,608,618
5,608,622
5,608,625
5,608,626
5,608,654
5,608,666
5,608,676
5,608,689
5,608,698
5,608,699
5,608,701
5,608,702
5,608,706
5,608,709
5,608,711
5,608,712
5,608,718
5,608,719
5,608,724
5,608,751
5,608,758
5,608,780
5,608,784
5,608,790
5,608,791
5,608,797
5,608,798
5,608,809
5,608,812
5,608,814
5,608,818
5,608,826
5,608,831
5,608,849
5,608,858
5,608,860
5,608,861
5,608,870
5,608,871
5,608,893
5,608,894
5,608,900
5,608,908

Patent
Number

6,192,524
6,192,528
6,192,530

D8/362,230
08/407,098
08/263,605
08/538, 8067
08/531, 457
08/280,552
08/397,471
07/944,148
08/269,333
68/217,861
08/315,352
08/380,698
08/114,478
08/460,7937
08/556,051
08/200,740
08/510,201
08/605, 851
08/295, 045
08/334,071
08/400,671
08/400,672
08/335,728
08/447,639
08/534,291
08/209,963
08/091, 267
08/522,735
08/186,450
087485, 927
08/192,668
08/332,702
08/520, 917
08/355,237
08/593,652
08/341,470
08/003,782
08/482, 642
08/483,024
08/187,621
087430, 827
08/610,768
08/195, 932
08/459,367
08/343,872
08,480,627
08/325, 056
08/262,999
08/539, 000

PATENTS WHICH EXPIRED ON February 27,
DUE TO FAILURE TO PAY MAINTENANCE FEES

aApplication

05/338,504
09/518,238
05/313, 840

03/04/97
03/04/97
03/04/97
03/G4/97
03/64/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/397
03/04/97
03/04/97
03/04/97
03/04/597
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97
03/04/97

02/27/01
02/27/01
02/27/01
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6,192,532 09/502,289 02/27/01
6,192,540 09/335,276 02/27/01
6,192,541 09/538,225 02/27/01
6,192,551 09/157,127 02/27/01
6,192,552 09/322,432 02/27/01
6,192,556 09/251,344 02/27/01
6,192,557 09/347,351 02/27/01
. US PATENT AND TRADEMARK
April 21, 2009 OFFICE 1341 OG 124
6,192,558 09/322,016 02/27/01
6,192,566 09/470,239 02/27/01
6,192,571 09/194,381 02/27/01
6,192,579 05/211,797 02/27/01
6,192,583 03/308, 481 02/27/01
6,192,598 02/459,275 02/27/01
6,192,599 0%/159, 415 02/27/01
6,192,600 09/392,966 02/27/01
6,192,602 09/620,280 02/27/01
6,192,606 02/534,687 02/27/01
6,182,607 08/834,578 02/27/01
6,192,613 09/259,383 0z2/27/01
6,192,616 08/422,764 02/27/01
6,192,617 09/466,079 02/27/01
6,192,625 09/353, 850 02/27/01
6,192,626 09/436, 451 0z/27/01
6,192,627 02/442,581 gz/27/01
6,192,628 0%/368,691 02/27/01
6,192,630 09/409,228 02/27/01
6,192,644 09/147,124 02/27/01
6,192,648 09/398,758 02/27/01
6,192,652 09/300,308 02/27/01
6,192,655 05/386,616 02/27/01
6,192,667 09/217,713 02/27/01
6,192,691 09/399, 246 02/27/01
6,182,692 09/017,738 62/27/01
6,192,701 09/378,988 02/27/01
6,192,712 09/035,076 02/27/01
6,192,716 09/148,594 02/27/01
6,192,723 09/232,515 02/27/01
6,192,728 09/580, 850 02/27/01
6,192,730 09/357,352 02/27/01
6,192,731 09/383,389 02/27/01
6,192,733 08/254,753 02/27/01
6,192,738 05/244,933 02/27/01
6,192,741 05/389,627 0z2/27/01
6,192,744 09/295,637 02/27/01
6,192,754 05/057,811 0z/27/01
6,192,759 09/241, 453 0z2/27/01
6,192,776 08/935,019 02/27/01
6,192,783 09/354,378 02/27/01
6,192,790 09/367,401 02/27/01
6,192,801 08/935,302 02/27/01
6,192,805 092/318, 869 02/27/01
6,192,808 09/315,905 02/27/01
6,192,810 09/307,469 02/27/01
6,192,815 09/475, 8598 02/27/01
6,192,825 09/285,231 02/27/01
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6,192,837 09/426,421 02/27/01
6,192,838 05/266,434 02/27/01
6,192,839 05/308,268 02/27/01
6,192,842 09/413,354 0z2/27/01
6,192, 846 05/462,277 02/27/01
6,192,858 09/312,400 02/27/01
6,192,866 09/396,425 02/27/01
6,192,869 09/360,677 02/27/01
6,192, 880 09/421,047 02/27/01
6,192,883 09/366,622 02/27/01
6,192,886 08/734,469 02/27/01
6,192,890 09/280,496 02/27/01
6,182,893 09/616,775 0z2/27/01
6,192,907 09/303,384 62/27/01
6,192,908 09,373,119 02/27/01
6,192,909 09/340,986 0z2/27/01
6,192,912 09/512,527 02/27/01
6,192,922 09/323,591 02/27/01
. US PATENT AND TRADEMARK
April 21, 2009 OFFICE 1341 OG 125
6,192,925 09/414,011 02/27/01
6,192,926 09/420,378 02/27/01
6,192,944 08/558, 243 02/27/01
6,192,949 09/442,265 0z2/27/01
6,192,950 0%/088,588 02/27/01
6,192,958 09/215,291 02/27/01
6,192,959 09/427,674 02/27/01
6,192,966 09/417,141 02/27/01
6,192,992 09/142,709 02/27/01
6,192,953 09/340,775 0z2/27/01
6,192,997 09/548, 395 02/27/01
6,193,007 08/370,061 02/27/01
6,193,008 09/308,329 02/27/01
6,193,011 09/249,745 02/27/01
6,193,013 08/385,311 02/27/01
6,193,017 09/242,166 02/27/01
6,193,022 09/226,822 0z/27/01
6,193,025 09,192,598 02/27/01
6,193,033 09/056,104 02/27/01
6,193,044 09/368,692 02/27/01
6,193,057 08/828,423 0z/27/01
6,193,061 09/293,156 02/27/01
6,193,067 09/389,608 0z2/27/01
6,193,074 09/186,173 02/27/01
6,193,080 09/442,448 02/27/01
6,193,081 09/349,083 0z2/27/01
6,193,085 09/244,634 02/27/01
6,193,087 09/269, 162 062/27/01
6,153,003 09/414,009 p2/27/01
6,193,094 09/227,0458 G2/27/01
6,193,097 09/512, 925 02/27/01
6,153,106 05/406,970 062/27/01
6,193,108 09/381,114 02/27/01
6,133,110 09/288,198 02/27/01
6,193,119 09/506,9%0 02/27/01
6,193,124 05/298,550 02/27/01
6,183,125 09/483,271 02/27/01
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6,183,127 09/500,961 02/27/01
6,193,132 08/197,704 02/27/01
6,193,139 09/137,724 02/27/01
6,193,148 09/320,137 cz2/27/01
6,193,153 09/059,733 c2/27/01
6,193,157 09/122,903 c2/27/01
6,193,162 09/055,884 02/27/01
6,193,170 09/479,131 02/27/01
6,193,171 09/247,205 02/27/01
6,193,178 09/290, 860 02/27/01
6,193,179 09/304,734 G2/27/01
6,193,183 09/128, 696 ¢2/27/01
6,193,187 09/224,130 02/27/01
6,193,189 09/371,663 02/27/01
6,193,193 09/053,178 02/27/01
6,193,194 09/146,927 02/27/01
6,193,197 09/472,426 02/27/01
6,153,203 09/243,256 G2/27/01
6,193,204 09/353,350 c2/27/01
6,153,211 09/431,925 c2/27/01
6,193,217 09/373,725 02/27/01
6,193,230 09/497,144 02/27/01
6,193,231 09/245,522 02/27/01
6,193,234 09/362,879 02/27/01
6,193,236 09/240,624 02/27/01
6,193,245 09/391,504 02/27/01
6,193,250 09/471,772 02/27/01
6,193,252 09/420,226 02/27/01
6,193,254 09/303,459 02/27/061
, US PATENT AND TRADEMARK
April 21, 2009 OFFICE 1341 OG 126
6,193,258 09/191,654 02/,27/01
6,193,260 09/388, 688 02/27/01
6,193,261 09/404,244 02/27/01
6,193,267 09,089,196 02/27/01
6,193,271 09/048, 602 02/27/01
6,193,276 09/365,044 02/27/01
6,193,277 09/378, 453 02/27/01
6,193,280 09/416, 440 02/27/01
6,193,281 09/163,007 02/27/01
6,193,282 09/405%, 875 02/27/01
6,193,286 09/258,173 02/27/01
6,193,290 09/229,274 02/27/01
6,193,291 09/419, 258 02/27/01
6,193,294 095/130,022 02/27/01
6,193,296 05/376,888 02/27/01
6,193,299 03/545, 387 02/27/01
6,193,300 09/408,272 02/27/01
6,193,303 09/285,239 02/27/01
6,193,307 09/587,3583 02/27/01
6,193,308 09/368,329 02/27/01
6,193,316 G9/472,521 02/27/01
6,193,317 09/377, 687 02/27/01
6,193,318 (9/339,87%6 02/27/01
6,193,335 09/347,571 02/27/01
6,193,338 09/293,241 02/27/01
6,193,352 09/204, 600 02/27/01
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6,193,367 09/516,217 02727701
6,193,368 09/404,307 62/27/01
6,193,373 09/472,951 6z/27/01
£,193,374 02/476,518 c2/27/01
6,193,392 09/322,807 G2/27/01
6,193,396 09/487,199 02/27/01
6,193,418 09/484,270 02/27/01
6,193,425 05/2581,733 02/27/01
6,193,428 09/395,9585 D2/27/701
6,193,432 09/289,480 02/27/01
6,193,433 05/043,448 02/27/01
6,193,436 05/204,845 02/27/01
6,193,440 09/258,519 02727701
6,193,448 08/357,294 02/27/01
6,193,450 08/931,025 02/27/01
6,193,452 09/425,5290 02/27/01
6,193,454 09/301, 832 02/27/01
6,193,465 09/161,299 02727701
6,192,466 09/248,384 0z2/27/01
6,193,479 09/168,450 02/27/01
6,193,494 08/871,014 02/27/01
6,193,498 09/258,316 02/27/01
6,193,503 09/424,063 02/27/01
6,193,505 09/380,694 02/27/01
6,193,510 09/361,979 02/27/01
£,193,511 09/534,764 02/27/01
6,193,523 09/302,000 02/27/01
6,193,539 098/312,767 02/27/01
6,193,540 09/257,632 02/27/01
6,183,542 09/246,165 02/27/01
6,183,553 09/304,221 02/27/01
6,183,556 09,040,756 02/27/01
6,183,562 09/414,560 02/27/01
6,193,567 09/405,763 02/27/01
6,183,578 09/426, 057 062/27/01
6,193,583 09/369,163 G2/27/01
6,193,589 09/336,581 cz2/27/01
6,193,590 09/048, 869 02/27/01
6,193,602 09/234,698 02/27/01
6,193,615 09/188, 453 02/27/01
. US PATENT AND TRADEMARK
April 21, 2009 OFFICE 1341 OG 127
6,193,624 09/375,194 02/27/01
6,193,625 08/273,727 02/27/01
6,193,626 09/442,308 02/27/01
6,193,632 09/337,244 02/27/01
6,193,634 09/047,710 0z2/27/01
6,193,639 08/371,789 02/27/01
6,193,641 08/291, 451 02/27/01
6,193,642 06/493, 463 02/27/01
6,193,643 08/:171,97% 02/27/01
6,193,646 05/246, 466 02/27/01
6,193,649 08/391, 350 02/27/01
6,193,654 09/195, 892 062/27/01
6,193,657 09/224,026 02/27/01
6,183,661 09/287,982 02/27/01
6,193,662 06/251,563 02/27/01
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6,193,667 09/440,429 02/27/01
6,193,690 09/422,158 02/27/01
6,193,695 09/483,225 G2/27/01
6,193,697 09/289,056 G2/27/01
6,193,712 09/359,664 02/27/01
6,193,724 09,200,127 02/27/01
6,193,726 09/232,272 02/27/01
6,193,730 08/440,060 G2/27/01
6,193,739 03/128,968 02/27/01
6,193,742 08/966,328 02/27/0L
6,193,767 05/406, 881 02/27/01
6,193,776 08/985,962 02/27/01
6,153,780 08/983,003 02/27/01
6,193,794 0%/260,726 02/27/01
6,193,800 03/401, 802 02/27/0%
6,193,806 09/347,725 02/27/01%
6,193,811 08/261,700 02/27/01
6,193,812 09/435,687 02/27/01
6,193,818 09,077, 841 02/27/01
6,193,832 08/900, 406 02/27/01
6,193,834 09/117,237 02/27/01
6,193,844 09/395,493 02/27/01
6,193,865 08/268, 250 02/27/01
6,193,866 09/212,622 02/27/01
6,193,870 08/847,085 02/27/01
6,193,876 09/147,537 02/27/01
6,193,877 08/918, 640 02/27/01
6,193,887 09/372,057 02/27/01
6,193,896 09/507,082 02/27/01
6,193,897 08/887, 456 02/27/01
6,193,898 09/105, 056 02/27/01
6,193,902 09/371, 441 02/27/01
6,193,904 05/041,220 02/27/01
6,193,905 08/380,312 02/27/01
6,193,921 05/379,967 02/27/01
6,193,924 09/169,363 02/27/01
6,193,928 05/026,548 02/27/01
6,193,930 09/084,660 02/27/01
6,193,935 09/133,433 02/27/01
6,183,937 09/264,911 02/27/01
6,193,962 09/180,134 02/27/01
6,193,967 08,947,037 02/27/01
6,193,968 09/057,490 02/27/01
6,193,973 08/917,0622 02/27/01
6,193,976 09/318,665 02/27/01
6,153,954 09/180,480 02/27/01
6,194,001 09,230,978 02/27/01
6,194,007 09/215, 885 02/27/01
6,194,008 09/601, 818 G2/27/01
6,194,011 09/7/400,536 02/27/01
6,194,015 09/419,988 02/27/01
. US PATENT AND TRADEMARK
April 21, 2009 OFFEICE 1341 OG 128
6,194,024 08/469, 449 02/27/01
6,194,025 05/493, 867 02/27/01
6,194,026 09/174,716 02/27/01
6,194,027 09/184, 356 02/27/01



6,194,029
6,194,039
6,194,041
6,194,046
6,194,048
6,194,049
6,194,050
6,194,053
6,194,056
6,194,057
6,154,058
6,194,066
6,194,067
6,194,068
6,194,069
6,194,070C
6,194,075
6,194,077
6,194,083
6,194,087
6,194,001
6,194,093
6,194,096
6,194,102
6,194,123
6,194,127
6,194,129
6,194,132
6,194,135
6,194,147
6,194,155
6,194,178
6,194,183
6,194,184
6,194,150
6,194,152
6,194,196
6,194,210
6,194,211
6,194,218
6,194,230
6,194,231
6,154,242
6,194,253
6,194,268
6,194,301
6,194,320
6,194,325
6,194,343
6,194,344
6,194,349
6,194,351
6,194,352
6,194,353
6,194,354
6,194,355
6,194,385
6,194,386
6,194,390
6,194,393

09/243,491
09/425,589%
08/654,569
09/244,200
09/165,637
08/720,628
09/340,927
09/031,234
09/349,601
09/1581,211
09/126,929
08/229,962
09/254,190
08/966,126
03/363,398
09/288,903
05/085,755
05/186,641
09/122,636
059/209, 343
05/1¢0,508
09/203,285
05/101,349
09/231,943
09/310,824
05/085,048
09/173,164
09/473,632
09/425,591
09/000, 805
09/305,408
09/357,541
09/017,612
09/294,139
09/202,832
09/117,122
09/3259,999
08/634,011
08/646,301
05/235,472
098/073,601
0%/259, 840
09/340, 263
09/167,693
09/183,926
09/352,318
08/908,636
08/552,030
09/266,562
09/414, 288
09/327, 845
09/274,491
08/553,184
08/323,065
09/156,152
09/248,310
09/206,499
09/334,254
08/487,700
09/013,922
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0z2/27/01
02/27/01
0zZ/27/01
02/27/01
02/27/01
0z2/27/01
02/27/01
0z/27/01
02/27/01
02/27/01
0z2/27/01
02/27/01
02/27/01
0z2/27/01
0z/27/01
02/27/01
02/27/01
02/27/01
02/27/01
02/27/01
02/27/01
02/27/01
02/27/01
02/27/0%
02/27/0%
02/27/01
G2/27/01
02/27/01
02/27/01
02/27/01
02727701
02/27/01
02/27/01
02/27/01
02/27/01
02/27/01
02/27/01
02/27/01
02/27/01
02/27/01
0z2/27/01
0z2/27/01
02/27/01
02/27/01
0z2/27/01
02/27/01
02/27/01
02/27/01
02/27/01
02/27/01
c2/27/01
02/27/01
02/27/01
02/27/01
02/27/01
02/27/01
02/27/01
02/27/01
02/27/01
02/27/01



Page 14 of 24

6,194,421 08/600, 801 02/27/01
6,194,422 09/341,703 02/27/01
. US PATENT AND TRADEMARK
April 21, 2009 OFFICE 1341 OG 129
6,194,427 09/259,244 02/27/01
6,194,428 09/238,569 02/27/01
6,194,433 09/186,703 02/27/01
6,194,437 09/230,933 02/27/01
6,194,438 09/454,058 02/27/01
6,194,439 08/142,284 02/27/01
6,194,440 09/089, 832 02/27/01
6,194,442 09/460, 483 02/27/01
6,194,443 09/284,225 02/27/01
6,194,446 08/216,471 02/27/01
6,194,450 09/121,188 02/27/01
6,194,451 09/355, 315 02/27/01
6,194,454 08/514,696 02/27/01
6,194,455 09/321,9486 02/27/01
6,194,458 09/422,499 02/27/01
6,194,462 09/214,023 02/27/01
6,194,463 09/380,022 0z2/27/01
6,194,464 09/300,911 02/27/01
6,194,465 09/313,272 02/27/01
6,194,467 09/367,163 02/27/01
6,194,482 09/444,740 bz2/27/01
6,194,483 09/436, 365 062/27/01
6,194,485 08/285,198 02/27/01
6,154,500 05/323, 961 02/27/01
6,194,501 09/155,053 02/27/01
6,194,528 £9/020,936 02/27/01
6,194,536 G9/308,787 02/27/01
6,194,539 08/560,110 02/27/01
6,194,541 09/307,113 02/27/01
6,194,542 08/976,161 02/27/01
6,194,543 03/096, 411 0z2/27/01
6,194,546 08/841,650 02/27/01
6,194,550 08/197,649 02/27/01
6,154,555 08/659,254 02/27/01
6,194,558 09/130, 242 02/27/01
6,194,564 09/136,341 02/27/01
6,194,566 09/400, 993 02/27/01
6,194,578 09/348, 449 02/27/01
6,194,581 09/218,214 02/27/01
6,194,583 09/525,394 02/27/01
6,194,584 05/555,503 0z2/27/01
6,194,588 05/251,242 02/27/01
6,194,590 09/509,911 02/27/01
6,194,601 69/397,975 0z/27/01
6,194,608 09/194,019 02/27/01
6,194,611 0%/051,688 02/27/01
6,194,615 09/335,196 tz2/27/01
6,194,619 08/116,938 G2/27/01
6,134,621 08/663,038 02/27/01
6,194,623 05/371,848 02/27/01
6,194,624 09/444,316 02/27/01
6,194,627 09/308,189 02/27/01
6,194,632 09/215,098 02/27/01



Page 15 of 24

6,194,633 09/013,687 02/27/01
6,194,643 09/387,395 02/27/01
6,194,645 09/238,816 02/27/01
6,194,646 09/270,144 02/27/01
6,194,660 09/240, 803 02/27/01
6,194,668 09/211,806 02/27/01
6,124,679 09/370,083 02/27/01
6,194,683 09/484,783 02/27/01
6,194,695 09/141,621 02/27/01
6,194,701 08/287,078 02/27/01
6,194,709 09/179,020 02/27/01
6,194,730 09/186, 865 0z2/27/01
6,194,731 09/197,540 0z2/27/01
. US PATENT AND TRADEMARK
April 21, 2009 OFFICE 1341 OG 130
6,194,733 0%/054,977 02/27/01
6,194,749 09/120, 466 02/27/01
6,194,755 09/102,471 02/27/01
6,194,778 08/910,711 02/27/01
6,194,779 08/254,667 02/27/01
6,194,781 08/023,432 gz2/27/01
6,194,785 09/023,554 02/27/01
6,194,790 09/444,984 02/27/01
6,194,798 08/172,524 02/27/01
6,194,801 09/419,062 02/27/01
6,194,804 08/132,701 02/27/01
6,194,819 09/112,891 062/27/01
6,194,823 09/115,941 02/27/01
6,194,824 09/116,357 02/27/01
6,194, 825 09/168,088 02/27/01
6,194,824 09,142,788 0z2/27/01
6,134, 841 09/334,768 02/27/01
6,194, 846 09/288,397 02/27/01
6,194,848 09/186,365 02/27/01
6,194,849 09/068,746 02/27/01
6,154,860 09/430, 240 02/27/01
6,194,865 09/348,273 02/27/01
6,194,868 09/483,91% 02/27/01
6,194,875 09/s414,432 02/27/01
6,194,877 09/365,986 02/27/01
6,194,899 05/251,488 02/27/01
6,194,504 09/082,291 02/27/01
6,194,905 05/516,354 0z2/27/01
6,194,911 09/309,62C 02/27/01
6,194,921 09/492,13¢0 02/27/01
6,194,925 09/039,344 G2/27/01
6,194,929 08/883,525 02/27/01
6,184,955 09/516,362 G2/27/01
6,154,967 09/099,081 G2/27/01
6,194,973 09/087,335 02/27/01
6,154,978 09/125,990 02/27/01
6,194,998 09/299,518 02/27/01
6,135,000 08/019, 666 02/27/01
6,195,027 09/302,744 02/27/01
6,195,032 09/373,472 02/27/01
6,195,033 09/408,729 0z2/27/01
6,195,036 09/284,439 02/27/01
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6,105,052 09/247,962 02/27/01
6,195,075 09/116,114 02/27/01
6,195,078 058/000C, 300 G2/27/01
6,195,085 09/056, 255 02/27/01
6,195,095 08/309,366 02/27/01
6,195,097 08/889, 727 02/27/01
6,195,114 09/294,393 02/27/01
6,195,123 09/047, 898 02/27/01
6,195,125 08/6595,233 02/27/01
6,195,128 09,011,973 0z2/27/01
6,195,130 09/136,509 0z/27/01
6,195,132 09/345, 489 02727701
6,195,134 09/232,655 0z2/27/01
6,195,147 09/126, 857 0z2/27/01
6,195,152 09/436,933 02/27/01
6,195,154 09,323,042 0z/27/01
6,195,155 09/418,204 02/27/01
6,195,175 08/124,679 02/27/01
6,195,177 09/299,791 02/27/01
6,195,184 09/336,542 02/27/01
6,195,187 09/111,004 02/27/01
6,195,188 03/083,386 02/27/01
6,195,199 09/178,735 02/27/01
6,195,205 08/390,807 02/27/01
. US PATENT AND TRADEMARK
April 21, 2009 OFFICE 1341 OG 131
6,195,215 09/124,535 02/27/01
6,195,219 092/175,814 02/27/01
6,195,225 09/266,308 02/27/01
6,195,238 09/274,788 02/27/01
6,195,240 0%/127,254 02/27/01
6,195,248 09/206,599 02/27/01
6,195,255 02/165,658 02/27/01
6,185,257 05/248,963 0z2/27/01
6,185,262 09/118,027 02/27/01
6,195,264 09/195,389 02/27/01
6,185,266 05/282,838 02/27/01
6,195,270 09/596, 800 02/27/01
6,195,276 05/172,954 02/27/01
6,135,280 09/521, 352 02/27/01
6,195,284 09/579,320 0z/27/01
6,195,328 09/061,354 02/27/01
6,195,329 09/048,272 02/27/01
6,195,331 08/889,686 0z/27/01
6,195,335 09/110,917 02/27/01
6,195,339 08/856,547 02/27/01
6,195,348 09/012,075 0z/27/01
6,195,350 09,007,179 02/27/01
6,195,356 08/991,614 02/27/01
6,195,359 08/951, 842 02/27/01
6,195,361 08/957, 366 02/27/01
6,195,363 09/092,998 02/27/01
6,195,366 09/065,416 02/27/01
6,195,367 09/002,036 02/27/01
6,195,351 08/251,730 02/27/01
6,195,400 09/048, 884 02/27/01
6,195,401 09/064,507 62/27/01
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6,195,407 09/296,029 02/27/01
6,195,410 09/491, 956 02/27/01
6,195,412 09/266, 055 02/27/01
6,195,420 0B/670,926 02/27/01
6,195,438 08/925,318 02/27/01
6,195,440 09/193,468 02/27/01
6,195,442 09/384, 901 02/27/01
6,195,449 08/858,102 02/27/01
6,195,471 09/047,084 02/27/01
6,195,472 09/096,365 02/27/01
6,195,474 09/085,508 02/27/01
6,195,476 09/493,036 02/27/01
6,195,480 09/129, 844 02/27/01
6,195,490 09/307,527 02/27/01
6,195,496 09/364,814 02/27/01
6,185,499 69/359,230 02s27/01
6,195,500 08/196, 658 02/27/01
6,195,504 GB/974,512 02/27/01
6,195,505 09/037,121 02/27/01
6,195,512 08/599,261 02/27/01
6,195,523 09/317,274 02/27/01
6,195,544 09/157,538 02/27/01
6,195,590 09/022,251 02/27/01
6,195,603 08/514,180 02/27/01
6,195,605 09/407,290 02/27/01
6,185,619 09/363,159 02/27/01
6,195,620 09/129,515 02/27/01
6,195,628 08/816,579 02/27/01
6,195,643 02/370,745 62/27/01
6,195,644 09/317,975 02/27/01
6,195,653 09/482,595 02/27/01
6,195,666 087990, 246 02/27/01
6,195,677 09/088,675 02/27/01
6,195,682 09/179,466 02/27/01
6,195,691 08/714,990 02/27/01
. US PATENT AND TRADEMARK
April 21, 2009 OFFICE 1341 OG 132
6,195,693 08/972,875 02/27/01
6,135,695 09/181,138 02/27/01
6,195,702 08/980,581 02/27/01
6,195,707 09/181,826 02/27/01
6,195,722 09/013,776 02/27/01
6,195,723 09/213,055 02/27/01
6,195,729 05/024,317 0z2/27/01
6,195,733 09/176,413 02/27/01
6,195,745 09/080,492 02/27/01
6,195,749 09/501, 888 02/27/01
6,195,769 09/105, 541 G2/27/01
6,195,772 08/850, 790 02/27/01
PATENTS WHICH EXPIRED ON March 1, 2009
DUE TC FAILURE TO PAY MAINTENANCE FEES

Patent Application Issue

Number Date
6,859,939 10/277,118 03/01/05
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6,859,540 1C6/725,646 03/01/05
6,859,543 16/621,021 03/01/08
6,859,348 10/244,487 03/01/05
6,859,949 10/639,870 03/01/0%
6,859,953 10/242,816 03/G61/05
6,859,960 10/753,532 03/01/05%
6,859,961 10/629,328 03/61/05
6,859,373 10/804,150 63/01/05
6,859,577 10/214,042 03/01/05
6,859,578 10/374,080 ¢3/01/05
6,859,982 10/388,003 03/01/05
6,859,983 10/246,200 G3/01/05
6,859,984 16/234,338 03/01/05
6,859,901 10,078,190 03/01/05
6,859,998 10/121,989 03/01/05
6,860,001 10/275,729 03/01/05
6,860,002 09/961, 386 03/01/05
6,860,005 10/735,878 03/01/05
6,860,007 10/647,228 03/01/05
6,860,010 10/146,251 03/01/05
6,860,013 10/319,690 03/01/05
6,860,021 10/624,239 03/01/05
6,860,024 09/853, 241 03/01/05
6,860,027 10/151,735 03/01/05
6,860,028 10/427,457 03/01/05
6,860,030 09/713,434 03/01/05
6,860,031 10/327,150 03/01/05
6,860,032 10/341,719 03/01/05
6,860,034 09/827,933 03/01/05
6,860,038 10/629,140 03/01/05
6,860,043 10/602,204 03/01/05
6,860,051 10/144,629 03/01/05
6,860,052 10/672,872 03/01/05
6,860,055 10/925,677 03/01/05
6,860,057 10/088,116 03/01/05
6,860,060 10/419,292 03/01/05
6,860,071 10/112,733 03/01/05
6,860,072 10/443,370 03/01/05
6,860,076 09/539,295 03/01/05
6,860,085 10/680,926 03/01/05
6,860,096 10/300,876 03/01/05
6,860,104 10/181, 410 03/01/05
6,860,111 10/706,359 03/01/05
6,860,118 10/179,704 03/01/05
6,860,120 10/473,701 03/01/05
6,860,125 10/676,853 03/01/05
. US PATENT AND TRADEMARK
April 21, 2009 OFFICE 1341 OG 133
6,860,136 10/364,770 03/01/05
6,860,140 10/868,069 03/01/05
6,860,141 10/868,158 03/01/05
6,860,154 10/047,627 03/01/05
6,860,163 10/463,811 03/01/05
6,860,164 10/224,123 03/01/05
6,860,166 10/309,734 03/01/05
6,860,168 10/412,253 03/01/05
6,860,179 10/162,528 D3/01/05
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6,860,180 10/689,216 03/02/05
6,860,181 09,747,128 03/01/05
6,860,182 09/837,111 03/0L/05
6,860,210 10/166,540 03/01/05
6,860,215 10/469,750 03/01/05
6,860,216 10/782,752 03/01/0%
6,860,222 10/169,312 03/01/05
6,860,223 10/633,330 03/01/05
6,860,230 10/842,693 03/01/05
6,860,236 10/774,217 C3/01/05
6,860,248 10/286,725 63/01/05
6,860,258 10/386, 850 03/01/05
6,860,263 10/619,952 03/01/05
6,860,266 10/054,069 G3/01/05
6,860,268 10/066,562 G3/01/C5
6,860,272 10/051,363 03/01/05
6,860,288 10/784,399 03/01/05
6,860,298 10/234,475 03/01/05
6,860,316 16/338,543 03/01/05
6,860,319 10/454,054 03/01/05%
6,860,322 14/088,303 03/01/05
6,860,324 10/466,917 03/01/05
6,860,336 10/372, 441 03/01/05
6,860,342 10/863,052 03/01/05
6,860,347 10/291,071 03/01/05
6,860,354 10/277,077 03/01/05
6,860,363 10/190, 447 03/01/05
6,860,364 10/351, 652 03/01/05
6,860,382 10/449,895 03/01/05
6,860,384 10/381, 848 03/01/05
6,860,385 10/320,727 03/01/05
6,860,388 10/251,098 03/01/05
6,860,389 10/112,583 03/01/05
6,860,390 16/076,297 03/01/05
6,860,401 10/361,405 03/01/0%
6,860,402 10/296,169 03/01/05
6,860,415 10/316, 646 G3/01/05
6,860,416 10/694,096 03/01/05
6,860,435 10/164,985 03/01/05
6,860,436 10/451,115 03/01/05
6,860,443 10/776,161 03/01/05
6,860,446 10/285,560 03/01/05
6,860,453 10/297,796 03/01/05
6,860,454 10/346,385 03/01/05
6,860,455 09/582,253 03/01/05
6,860,457 10/307,933 03/01/05
6,860,473 10/466,780 03/01/05
6,860,491 £09/145,381 03/01/0%
6,860,494 10/338,384 03/01/05
6,860,495 10/133,886 03/01/05
6,860,497 10/313,584 03/01/05
6,860,502 10/7C2,885 03/01/05
6,860,504 10/214,488 03/01/05
6,860,505 09/975,665 03/61/05
6,860,522 10/130,912 03/01/05%
6,860,532 10/268,520 03/01/05
6,860,533 10/259,340 03/01/05
April 21, 2009 US PATENT AND TRADEMARK 1341 0G 134
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6,860,538
6,860,542
6,860,546
6,860,548
6,860,551
6,860,572
6,860,573
6,860,577
6,860,592
6,860,598
6,860,599
6,860,627
6,860,634
6,860,648
6,860,651
6,860,653
6,860,666
6,860,671
6,860,674
6,860,679
6,860,680
6,860,691
6,860,697
6,860,699
6,860,704
6,860,708
6,860,709
6,860,713
6,860,727
6,860,733
6,860,735
6,860,739
6,860,741
6,860,752
6,860,762
6,860,772
6,860,774
6,860,782
6,860,800
6,860,807
6,860,812
6,860,816
6,860,822
6,860,836
6,860,838
6,860,840
6,860,853
6,860, 865
6,860,872
6,860,875
6,860,888
6,860,912
6,860,915
6,860,927
6,860,933
6,860,545
6,860,964

10/68%9,956
10/775,355
10/605,978
10/624,461
10/766,833
10/272,667
10/154,908
10/405, 607
10/253,544
10/899,583
10/458, 337
10/277,456
10/359,758
10/284,627
10/435,985
10/447,702
10/827,634
10/460,223
10/329,365
10/432,555
10/440,088
10/306, 8536
06/825,944
10/437,531
09/931,598
10/1%8,399
10/168, 857
10/305,628
10/316,924
10/641,119
16/381,137
10/867,263
10/208,233
16/115,205
10/459, 313
10/309,857
10/246,315
09/941,473
10/304,715
09/964,654
05/973,120
10/426,102
05/945,485
10/755,295
10/209,063
10/058,620
10/419,568
09/700,048
09/932,797
10/302,911
10/074,372
10/358, 045
10/343,653
16/678,272
10/024,414
16/101,707
09/740,830

03/01/05
03/01/05
63/01/05
¢3/01/05
03/01/05
63/01/05
(¢3/01/05
G3/01/05
03/01/05
G3/01/05
G3/01/05
G3/01/05
03/01/05
G3/01/05
G3/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/G5
03/01/0%
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
(3/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
03/01/05
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6,860,968 09/57%7,461 03/01/05
6,860,971 09/964,2926 03/01/G65
6,860,984 13/005, 452 03/01/G5
6,860,989 09/885,767 03/01/05
6,860,591 10/897,7391 03/01/05
6,860,996 10/250,523 03/01/05
6,861,026 10/200, 603 03/01/05
6,861,037 10/048,753 03/01/05
6,861,041 10/257,829 03/61/05
. US PATENT AND TRADEMARK
April 21, 2009 OFFICE 1341 OG 135
6,861,043 10/138,651 03/01/05
6,861,046 0B/865,044 03/01/05
6,861,048 10/208,732 03/01/05
6,861,054 09/968,752 03/01/05
6,861,057 09/674,913 03/01/05
6,861,061 10/024,983 03/01/05
6,861,062 10/167,352 03/61/05
6,861,077 05/576,800 03/01/05
6,861,082 09/888,982 03/01/G5
6,861,134 05/824,612 03/01/05
6,861,135 10/001,147 03/01/05
6,861,161 10/296,908 03/01/05
6,861,177 10/080,203 03/01/05
6,861,186 10/605,3¢68 03/01/05
6,861,196 10/664,178 03/01/05
6,861,208 10/385,760 03/01/05
6,861,209 10/309,404 03/01/05
6,861,223 10/215,854 03/01/05
6,861,233 10/049,113 03/01/05
6,861,235 £09/623,196 03/01/05
6,861,237 10/002,826 03/01/05
6,861,248 10/056,063 03/01/905
6,861,249 10/118,567 03/01/05
6,861,254 09/557,262 03/01/05
6,861,275 10/413,384 03/01/05
6,861,304 10/357,227 03/01/05
6,861,320 10/406, 868 03/01/05
6,861,342 10/172,999 03/01/05
6,861,383 10/181,597 03/01/05
6,861,388 0%/900,979 03/01/05
6,861,389 10/262,001 03/01/05
6,861,393 10/175,256 03/01/05
6,861,403 09/848,780 03/01/05
6,861,405 106/167,528 03/01/05
6,861,416 16/411,547 03/01/05
6,861,418 16/736,243 03/01/05
6,861,420 16/305,408 03/01/05
6,861,425 09/753, 954 03/01/05
6,861,433 09,738,022 03/01/05
6,861,436 10/244,088 03/61/05
6,861,438 10/345,095 03/01/05
6,861,442 09/476,484 03/01/05
6,861,451 10/116,125 03/01/05
6,861,453 10/276,694 03/01/05
6,861,464 10/19%,379 03/01/05
6,861,465 10/322,666 03/01/05
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6,861,475 10/323,121 03/G1/05
6,861,477 16/036,841 03/0G1/05
6,861,491 10/013,962 03/01/05
6,861,501 10/055,725 03/01/05
6,861,505 09/701, 005 03/01/05
6,861,507 09/743,674 03/01/05
6,861,516 10/089,787 032/01/05
6,861,517 09/600,602 03/01/05
6,861,521 10/247,246 03/01/05
6,861,523 10/071,707 03/01/05
6,861,528 10/745,834 03/01/05
6,861,529 10/131,329 03/01/05
6,861,530 05/899,186 03/01/05
6,861,537 10/194, 347 03/01/05
6,861,538 10/070,435 03/01/05
6,861,561 10/259,028 03/01/05
6,861,564 10/282,201 £3/01/05
6,861,565 10/383, 688 03/01/05
6,861,576 ¢9/509,188 03/01/05
6,861,581 10/459,961 03/01/05
. US PATENT AND TRADEMARK
April 21, 2009 OFFICE 1341 OG 136
6,861,582 10/306,661 03/01/05
6,861,594 10/639,887 03/01/05
6,861,603 10/745,6892 03/01/05
6,861,604 10/377,383 03/01/05
6,861,623 10/725,796 03/01/05
6,861,626 10/732,981 03/01/05
6,861,638 106/224,924 (03/01/05
6,861,665 10/028,973 03/01/05
6,861,728 10/326,635 03/01/05%
6,861,747 10/297,750 03/01/05
6,861,768 10/165,203 03/01/05
6,861,769 10/016,042 03/01/05
6,861,793 10/260,162 03/01/05
6,861,794 09/741, 656 03/01/05
6,861,795 10/125,779 03/01/05
6,861,796 10/154,918 03/01/05
6,861,804 09/923,877 03,/01/05
6,861,811 10/125,726 03/01/05
6,861,822 10/460,187 03/01/05
6,861,847 10/393,899 63/01/05
6,861,853 10/221,259 03/01/05
6,861,854 10/269,323 03/061/05
6,861,857 10/274,433 03/01/05
6,861,858 10/351,096 03/01/05
6,861,878 10/446,942 03/01/05
6,861,913 09/980, 892 03/01/05
6,861,919 10/635,158 03/01/05
6,861,926 10/695, 340 03/01/05
6,861,930 10/003,221 03/01/05
6,861,931 10/788,981 03/01/05
6,861,934 10/760,964 03/01/05
6,861,938 106/669,123 63/01/05
6,861,939 09/890,613 03/01/05
6,861,948 10/384,281 03/01/05
6,861,954 10/106,183 03/01/05
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6,861,970 16/304,102 03/01/05
6,861,957 10/318,562 03/01/G5
6,862,037 10/253,700 03/01/05
6,862,044 05/953,240 G3/01/05
6,862,048 10/715,418 03/01/05
6,862,083 10/025,374 03/01/05
6,862,100 08/458,841 03/01/05
6,862,111 09/775,003 03/01/05
6,862,119 097385, 417 03/01/05
6,862,120 107098, 616 03/01/05
6,862,122 10/633, 435 03/01/05
6,862,166 10/781,490 03/01/05
6,862,167 10/297,386 03/01/05
6,862,175 16/445,269 03/01/05
6,862,189 09/961,172 d3/01/05
6,862,190 10/052,715 03/01/05
6,862,237 10/261,951 03/01/05
6,862,262 09/830,991 03/01/05
6,862,272 09/729, 886 03/01/05
6,862,290 08/305, 452 03/01/05
6,862,292 05/548,310 03/01/05
6,862,294 09/751, 061 G3/01/05
6,862,331 10/809,703 G3/01/05
6,862,347 08/239,414 03/01/05
6,862,349 68/717,982 03/01/05
6,862,356 09/592,575 03/01/05
6,862,361 10/117, 485 03/01/05
6,862,362 10/000,212 03/01/05
6,862,374 09/680,904 03/01/05
6,862,388 106/207,395 03/01/05
6,862,395 09/992,619 03/01/05
. US PATENT AND TRADEMARK
April 21, 2009 OFFICE 1341 OG 137
6,862,412 10/697,334 03/01/05
6,862,429 05/771,039 03/01/05
6,862,440 10/158,734 03/01/05
6,862,442 10/039, 846 03/01/05
6,862,458 09/959,634 03/01/05
6,862,489 10/355,059 03/01/G5
6,862,505 10/422,943 03/01/05
6,862,510 10/688, 282 03/01/05
6,862,518 10/332,325 03/01/05
6,862,529 10/425,762 03701705
6,862,541 09/734,716 03/01/05%
6,862,544 09/591,434 03/01/05
6,862,546 10/080,473 03/01/05
6,862,550 09/830,145 03/01/05
6,862,552 10/342,519 03/01/05
6,862,572 09/556,158 03/01/G5
6,862,577 9/870,923 03/01/05
6,862,586 092/502,452 03/01/05
6,862,601 09/934,721 03/01/05
6,862,618 03/565,114 03/01/05
6,862,620 09/875, 866 03/01/05
6,862,650 08/970,417 03/01/05
6,862,661 08/892,377 03/01/05
6,862,672 09/583,233 03/01/05



6,862,686
6,862,703
6,862,711
6,862,730
6,862,731
6,862,734
6,862,737

09/430,861
069/929,712
03/429,593
(09/558, 542
09/676,425
03/661,341
09/556,483
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03/01/05
03/61/05
03/01/0%
03/01/05
03/01/05
03/01/05
03/01/05



ATTACHMENT
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Mary J. Morry Merck & Co., Inc.

Assistant Counsei P, Q. Box 2000
Intellectual Property titigation 128 Lincoln Avenue

Fax 732 584 8200 Rahway, NJ 07085-0807
Tel 732 504 1935

Email mary_morry@merck.com

€3 MERCK

April 10, 2008

VIA COURIER

Shashank Upadhye, Esq.

Vice-President, Globat Intellectual Property
Apotex Corp.

150 Signet Drive

Toronto, Ontario MAL 1T9

Canada

Re: Apotex Notification of Certification
Regarding U.S. Patent No. 5,608,075
ANDA No. 90-150 for Hydrochlorothiazide/ Losartan Potassium
12.5mg/50mg; 12.5ma/100mg and 25ma/100mg

Dear Mr. Upadhye,

We are in receipt of your letter of March 19, 2008 in connection with the above-
referenced ANDA.

This is to inform you that Merck will not bring suit against Apotex Corp. based on
the above mentioned U.S. Patent No. 5,608,075. As noted in your letter, and as
reflected in the publicly accessible records of the USPTO, Merck and DuPont
disclaimed this patent on April 28, 2005. After that date, neither this patent nor
any exclusionary right under it continued to exist. Accordingly, Merck and DuPont
have forever relinquished any right to sue any entity, including Apotex, for
infringement of this patent. Furthermore, in 2005 Merck made a request to the
FDA that it remove this patent from the Orange Book.

Very truly yours,

Ly

Upactie-0d-10-08
Po8.1208



Application Submission

Type/Number Type/Number Submitter Name Product Name
ANDA 215 ORIG-1 B LOSARTAN POTASSIUM
ANDA-91652 ORIG-1 MYLAN LOSARTAN POTASSIUM AND
PHARMACEUTICA HYDROCHLOROTHIAZIDE
LS INC.
ANDA-91629 ORIG-1 AUROBINDO LOSARTAN POTASSIUM AND
PHARMA LTD HYDROCHLOROTHIAZIDE
ANDA-91617 ORIG-1 ALEMBIC LTD LOSARTAN POTASSIUM AND
HYDROCHLOROTHIAZIDE
ANDA-91590 ORIG-1 MYLAN LOSARTAN POTASSIUM
PHARMACEUTICA
LS INC.
ANDA-91541 ORIG-1 MICRO LABS LOSARTAN POTASSIUM
LIMITED
ANDA-91497 ORIG-1 HUAHAI US INC LOSARTAN POTASSIUM
ANDA-91129 ORIG-1 COBALT LOSARTAN POTASSIUM
LABORATORIES
INC
ANDA-90790 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM
ANDA-90544 ORIG-1 UPSHER SMITH LOSARTAN POTASSIUM
LABORATORIES
INC
ANDA-90528 ORIG-1 TORRENT LOSARTAN POTASSIUM AND
PHARMACEUTICA HYDROCHLOROTHIAZIDE
LSLTD
ANDA-90467 ORIG-1 TORRENT LOSARTAN POTASSIUM
PHARMACEUTICA
LS LTD
ANDA-90428 ORIG-1 ALEMBIC LTD LOSARTAN POTASSIUM
ANDA-90382 ORIG-1 ACTAVIS PHARMA LOSARTAN POTASSIUM
MANUFACTURING
PRIVATE LTD
ANDA- ©@ ORIG-1 ®® | OSARTAN POTASSIUM AND
HYDROCHLOROTHIAZIDE
ANDA-90150 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM AND
HYDROCHLOROTHIAZIDE
ANDA-90083 ORIG-1 AUROBINDO LOSARTAN POTASSIUM
PHARMA LTD
ANDA-78385 ORIG-1 ZYDUS LOSARTAN POTASSIUM AND
PHARMACEUTICA HYDROCHLOROTHIAZIDE
LS USA INC
ANDA-78245 ORIG-1 LUPIN LTD LOSARTAN POTASSIUM AND
HYDROCHLOROTHIAZIDE
ANDA-78243 ORIG-1 ZYDUS LOSARTAN POTASSIUM
PHARMACEUTICA
LS USA INC

ANDA-78232 ORIG-1 LUPIN LTD LOSARTAN POTASSIUM



ANDA-77948 ORIG-1 LEK LOSARTAN POTASSIUM AND
PHARMACEUTICA HYDROCHLOROTHIAZIDE
L AND CHEMICAL

CO DD

ANDA-77732 ORIG-1 ROXANE LOSARTAN POTASSIUM AND
LABORATORIES HYDROCHLOROTHIAZIDE
INC

ANDA-77459 ORIG-1 ROXANE LOSARTAN POTASSIUM
LABORATORIES
INC

ANDA-77424 ORIG-1 LEK LOSARTAN POTASSIUM
PHARMACEUTICA
LSDD

ANDA-77157 ORIG-1 TEVA LOSARTAN POTASSIUM AND
PHARMACEUTICA HYDROCHLOROTHIAZIDE
LS USA

ANDA-76958 ORIG-1 TEVA LOSARTAN POTASSIUM
PHARMACEUTICA
LS USA INC

ANDA-200180 ORIG-1 COBALT LOSARTAN POTASSIUM AND
LABORATORIES HYDROCHLOROTHIAZIDE
INC

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

GARY J BUEHLER
03/11/2010



APOTEX

ADVANCING GENERICS

March 15, 2010

Office of Generic Drugs

Document Control Room, Metro Park North I
7500 Standish Place, Room 150

Rockville, MD 20855-2773

Dear Sir or Madam,

Re: GRATUITOUS AMENDMENT - Patent Amendment AND Request For Final
Approval For ANDA 90790 Losartan Potassium Tablets 25mg, 50mg and 100mg.

Apotex Corp. is hereby submitting a Gratuitous Amendment to ANDA 90790 Losartan
Potassium Tablets 25mg, 50mg and 'IOOmg Subsequent to the update of the patent

information for US 5608075 in the this amendment provides for
|rewsed patent certification to the US Patent 5608075.| Apotex submits a paragraph Il

certification for US 5608075.

Apotex's ANDA contains a Paragraph |l certifications to U.S. Patent Nos. 5,138,069
(the ‘069 patent) and 5,153,197 (the ‘197 patent) and a method of use certification to
US 5210079. This request for final approval is submitted in the anticipation of the
expiration of patents and their associated pediatric exclusivities for the reference listed
drug Cozaar Tablets on April 6, 2010.

This amendment is filed through the Electronic Submission Gateway (ESG) and a letter
of Non-Repudiation Agreement dated December 17, 2007 has been submitted and
therefore only an electronic copy of the cover letter is provided. A signed electronic copy
of Form 356h has been provided in pection 1.1.2]

Please direct any communications regarding this application to Kiran Krishnan at
Apotex Corp., the authorized US agent for Apotex Inc., at (954) 984-3986 by fax at
(866)392-1774, or alternatively please do not hesitate to contact me at (416) 401-7889,
by fax at (416) 401-3809 or via email at btao@apotex.com.

Sincerely,

ot i B



_/? DEPARTMENT OF HEALTH & HUMAN SERVICES

%
“n,
g

Food and Drug Administration
Rockville, MD 20857

SENT VIA TELEFAX

Docket No. FDA-2010-N-0134
Dear ANDA Applicant:

Thisisafollow-up to our letter of March 11, 2010, in which we asked for comment on legal and
regulatory issues pertaining to 180-day exclusivity as described in section 505(j)(5)(B)(iv) of the
Federal Food, Drug, and Cosmetic Act for abbreviated new drug applications (ANDAS) for
losartan potassium tablets and losartan potassium-hydrochlorothiazide tablets.

Asnoted in that letter, Merck Research Laboratories (Merck) holds the NDAs for Cozaar
(losartan potassium) tablets and Hyzaar (potassium-hydrochlorothiazide) tablets, the reference
listed drugs for these ANDASs. Merck submitted U.S. Patent No. 5,608,075 (the 075 patent) to
FDA for listing for the Cozaar and Hyzaar NDASs 20-386 and 20-387, respectively. Merck
requested in March 2005 that FDA delist the patent for these drug products. The patent has
remained listed in FDA's Approved Drug Products with Therapeutic Equivalence Evaluations
(the Orange Book) for Cozaar and Hyzaar as a placeholder for any exclusivity that may result
from an ANDA applicant's paragraph IV certification to the patent.

At the time of our March 11, 2010 letter, the Orange Book listing for the * 075 patent showed a

patent expiration date of March 4, 2014. We are writing now to inform you that the Orange
Book has been updated to show additional information submitted by Merck pertaining to
the ‘075 patent: the expiration date of the ‘075 patent isMarch 4, 2009. This changein the
expiration date for the * 075 patent is for both the Cozaar and Hyzaar NDASs.

If you have any questions regarding this correspondence, please contact Dave Read, Regulatory
Counsel, Office of Generic Drugs, at 240-276-9310.

Sincerely,

{See appended electronic signature page}

Gary J. Buehler

Director

Office of Generic Drugs

Center for Drug Evaluation and Research



Application Submission

Type/Number Type/Number Submitter Name Product Name
ANDA- 215 ORIG-1 B LOSARTAN POTASSIUM
ANDA-200180 ORIG-1 COBALT LOSARTAN POTASSIUM AND
LABORATORIES HYDROCHLOROTHIAZIDE
INC
ANDA-91652 ORIG-1 MYLAN LOSARTAN POTASSIUM AND
PHARMACEUTICA HYDROCHLOROTHIAZIDE
LS INC
ANDA-91629 ORIG-1 AUROBINDO LOSARTAN POTASSIUM AND
PHARMA LTD HYDROCHLOROTHIAZIDE
ANDA-91617 ORIG-1 ALEMBIC LTD LOSARTAN POTASSIUM AND
HYDROCHLOROTHIAZIDE
ANDA-91590 ORIG-1 MYLAN LOSARTAN POTASSIUM
PHARMACEUTICA
LS INC
ANDA-91541 ORIG-1 MICRO LABS LOSARTAN POTASSIUM
LIMITED
ANDA-91497 ORIG-1 HUAHAI US INC LOSARTAN POTASSIUM
ANDA-91129 ORIG-1 COBALT LOSARTAN POTASSIUM
LABORATORIES
INC
ANDA-90790 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM
ANDA-90544 ORIG-1 UPSHER SMITH LOSARTAN POTASSIUM
LABORATORIES
INC
ANDA-90528 ORIG-1 TORRENT LOSARTAN POTASSIUM AND
PHARMACEUTICA HYDROCHLOROTHIAZIDE
LS LTD
ANDA-90467 ORIG-1 TORRENT LOSARTAN POTASSIUM
PHARMACEUTICA
LS LTD
ANDA-90428 ORIG-1 ALEMBIC LTD LOSARTAN POTASSIUM
ANDA-90382 ORIG-1 ACTAVIS PHARMA LOSARTAN POTASSIUM
MANUFACTURING
PRIVATE LTD
ANDA- ©®@ ORIG-1 ®® | OSARTAN POTASSIUM AND
HYDROCHLOROTHIAZIDE
ANDA-90150 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM AND
HYDROCHLOROTHIAZIDE
ANDA-90083 ORIG-1 AUROBINDO LOSARTAN POTASSIUM
PHARMA LTD
ANDA-78385 ORIG-1 ZYDUS LOSARTAN POTASSIUM AND
PHARMACEUTICA HYDROCHLOROTHIAZIDE
LS USA INC
ANDA-78245 ORIG-1 LUPIN LTD LOSARTAN POTASSIUM AND

HYDROCHLOROTHIAZIDE



ANDA-78243 ORIG-1 ZYDUS LOSARTAN POTASSIUM
PHARMACEUTICA

LS USAINC
ANDA-78232 ORIG-1 LUPIN LTD LOSARTAN POTASSIUM
ANDA-77948 ORIG-1 LEK LOSARTAN POTASSIUM AND

PHARMACEUTICA HYDROCHLOROTHIAZIDE
L AND CHEMICAL
CO DD

ANDA-77732 ORIG-1 ROXANE LOSARTAN POTASSIUM AND
LABORATORIES HYDROCHLOROTHIAZIDE
INC

ANDA-77459 ORIG-1 ROXANE LOSARTAN POTASSIUM
LABORATORIES
INC

ANDA-77424 ORIG-1 LEK LOSARTAN POTASSIUM
PHARMACEUTICA
LSDD

ANDA-77157 ORIG-1 TEVA LOSARTAN POTASSIUM AND
PHARMACEUTICA HYDROCHLOROTHIAZIDE
LS USA

ANDA-76958 ORIG-1 TEVA LOSARTAN POTASSIUM
PHARMACEUTICA
LS USAINC

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

GARY J BUEHLER
03/16/2010



_/? DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Rockville, MD 20857

SENT VIA TELEFAX

Docket No. FDA-2010-N-0134
Dear ANDA Applicants:

This letter addresses whether the March 4, 2009 expiration of U.S. Patent No. 5,608,075 (‘075
patent) affects the first applicant's eligibility for 180-day exclusivity for generic versions of
Merck's Cozaar and Hyzaar drug products, and supplements the March 11, 2010 letter to ANDA
applicants that was posted at www.regulations.gov in Docket No. FDA-2010-N-0134. As
explained below, in light of the Court of Appeals' decision in Teva Pharms., USA, Inc. v.
Sebelius, No. 09-5281 (D.C. Cir. Mar. 2, 2010) ("Teva slip op."), we have concluded that the
expiration of the '075 patent does not result in a forfeiture of the first applicant's eligibility for
exclusivity for ANDAs referencing Cozaar and Hyzaar.

Background

FDA has pending before it ANDASs referencing Cozaar (losartan potassium) Tablets and Hyzaar
(losartan potassium and hydrochlorothiazide) Tablets. Among the patents submitted to FDA for
Cozaar and Hyzaar, and thus relevant to the approval date for these ANDAs, is the '075 patent.
FDA's Orange Book shows that the ‘075 patent was submitted by Merck, and that Merck later
requested delisting of the patent. Merck has also recently informed FDA that the expiration date
for the '075 patent should be revised from March 4, 2014, to March 4, 2009." The Orange Book
currently displays the March 4, 2009 expiration date for the '075 patent.

The timing of approval of ANDAs referencing Cozaar and Hyzaar will be affected by, among
other things, any 180-day exclusivity under section 505(j)(5)(B)(iv) of the Federal Food, Drug,
and Cosmetic Act (the Act) available to a first applicant to challenge the '075 patent.> Under the
Act, as amended by the MMA, a 180-day exclusivity period will not delay approval of any
ANDA referencing Cozaar or Hyzaar if the exclusivity has been forfeited by the first applicant.
See section 505(j)(5)(D)(i). The delisting of the '075 patent by Merck and the March 4, 2009
patent expiration date implicate two distinct 180-day exclusivity forfeiture provisions in the Act,
sections 505())(5)(D)(i)(1) and (V1), respectively.

! Apotex notified FDA on March 9, 2010, that records of the U.S. Patent and Trademark Office (PTO) showed that
the '075 patent had expired no later than March 30, 2009, due to non-payment of fees. Pursuant to the procedure
described in 21 C.F.R. § 314.53(f), FDA sought information from Merck regarding the correct expiration date for
the '075 patent. By letters of March 12, 2010, Merck stated that the correct expiration date for the '075 patent is
March 4, 2009.

% The 180-day exclusivity for ANDAs referencing Cozaar and Hyzaar is governed by section 505(j)(5)(B)(iv) and
related provisions, as modified by the Access to Affordable Pharmaceuticals provisions of the Medicare Prescription
Drug, Improvement, and Modernization Act of 2003, Pub. L. No. 108-173, 117 Stat. 2066 (Dec. 8, 2003) (the
MMA).



Delisting of the ‘075 Patent

The U.S. Court of Appeals for the D.C. Circuit recently considered the effect of the delisting of
the '075 patent on a first applicant's claim to 180-day exclusivity arising from a paragraph 1V
certification to that patent. Teva slip op. The court reviewed the delisting provision, section
505())(5)(D)(i)()(bb)(CC). The Agency had applied this provision in previous adjudications
such that delisting of the patent for any reason by the NDA holder could result in forfeiture.
Teva had asserted that FDA's interpretation of the delisting provision, although applied by FDA
only in adjudications involving other drugs and different parties, was both subject to immediate
review by the court and not supported by the statute.®> The court, in a 2-1 decision, agreed with
Teva on both grounds, and ruled that Merck's delisting of the '075 patent could not be the basis
for forfeiture of exclusivity by the first applicant for generic Cozaar and Hyzaar. Slop. op at 29.

The D.C. Circuit, in response to a request from Teva, issued the mandate on an expedited basis
on March 12, 2010, and remanded the case to the district court.* On March 26, 2010, the district
court amended an order it had issued on March 16, 2010, to clarify that Teva has not forfeited its
180-day exclusivity under the Failure to Market provision, section 505(j)(5)(D)(i)(I). The
district court stated that forfeiture due to patent expiration under section 505(j)(5)(D)(i))(VI) was
not raised in Teva's Complaint and was not addressed by the D.C. Circuit in either its March 2,
2010 Opinion or in the March 12, 2010 issuance of the mandate. The district court ordered FDA
to file a notice of its decision on the '075 patent expiration issue by 5 p.m. on March 26, 2010.

Expiration of the '075 Patent

When Teva first raised the question of 180-day exclusivity for ANDAs referencing Cozaar and
Hyzaar before the district court in June 2009, FDA's records showed a March 4, 2014 expiration
date for the '075 patent, and no outside party had brought any other expiration date for the patent
to the Agency's attention. It was only after the March 2, 2010 Teva decision that FDA was
notified by Apotex that the Patent and Trademark Office records showed that the ‘075 patent had
expired for failure to pay fees. Now that Merck has confirmed to FDA that the '075 patent
expired on March 4, 2009, FDA is addressing whether the patent expiration is a separate basis,
apart from the delisting, for forfeiture of exclusivity.> To obtain comment from interested parties
on the effect of the revised patent expiration date, FDA sent a letter to ANDA applicants on
March 11, 2010, and opened a public docket for submission of comments (FDA-2010-N-0134).

% On July 31, 2009, the U.S. District Court for the District of Columbia found that it had jurisdiction to review the
matter, but granted judgment in favor of the government on the merits. Teva Pharms. USA, Inc. v. Sebelius, 638 F.
Supp. 2d 42 (D.D.C. 2009).

* The Solicitor General is considering seeking rehearing of the Court of Appeals’ decision. If rehearing is sought by
the government and granted, the mandate would be recalled.

® In Teva, the government argued that the court should not address the dispute concerning 180-day exclusivity being
pressed by plaintiff Teva until FDA had decided that issue. One basis for the government's position was the
potential that factual and/or legal issues specific to the circumstances associated with the Teva claim would require
an FDA analysis that would, at a minimum, be useful to the court in its decision-making. The court rejected that
position. FDA believes that the new and complicated issues raised by the expiration of the patent at issue in this
case provide a good example of why courts should await an agency decision in a particular matter rather than
anticipate an agency's decision based on previous rulings in similar matters.



FDA has considered these submissions, as well as the relevant statutory provisions, regulations,
and case law, in developing the views described in this response.®

Neither the district court nor the D.C. Circuit addressed the effect of the expiration of the '075
patent on the first applicant's eligibility for 180-day exclusivity, nor could they have done so
because, as noted, when the courts ruled, neither they nor FDA was aware of the fact that the
'075 patent had expired. Therefore, FDA is addressing the matter here. First, the Agency
analyzes the issue as if it were writing on a clean slate, and interpreting and applying the statute
without reference to the recent Teva decision. Second, the Agency describes the effect of the
Court of Appeals' reasoning in the Teva delisting decision on the outcome in this particular
patent expiration matter.

Merck, the NDA holder, has notified FDA that the sole patent giving rise to a claim of 180-day
exclusivity for ANDAs referencing Cozaar and Hyzaar, the ‘075 patent, has expired. The patent
information provided to FDA by the NDA holder controls for patent certification purposes. Teva
Pharms., USA, Inc. v. Leavitt, 548 F.3d 103, 106 (D.C. Cir. 2008) ("FDA operates in a purely
ministerial role, relying on NDA holders to provide the Agency with accurate patent
information.”). Therefore, in assessing the first applicant’s claim to exclusivity, FDA will rely on
Merck's statement that the '075 patent has expired.

The effect of a patent expiration on exclusivity is specifically addressed in the 180-day
exclusivity provisions applicable to the ANDASs referencing Cozaar and Hyzaar. Section
505(j)(5)(B)(iv) of the Act, as amended by the MMA, states:

Subject to subparagraph (D), if the application contains a certification described
in paragraph (2)(A)(vii)(IV) and is for a drug for which a first applicant has
submitted an application containing such a certification, the application shall be
made effective on the date that is 180 days after the date of the first commercial
marketing of the drug (including the commercial marketing of the listed drug)
by any first applicant.

"Subparagraph (D)" describes how a first applicant will forfeit its 180-day exclusivity period
upon the occurrence of different types of a "forfeiture event™ with respect to that applicant.
Section 505(j)(5)(D). Among the defined events resulting in forfeiture is "Expiration of All
Patents," which occurs when "[a]ll of the patents as to which the applicant submitted a
certification qualifying it for the 180-day exclusivity period have expired.” Section
505())(5)(D)(i)(VI). If this forfeiture event applies to a first applicant, the applicant forfeits
exclusivity immediately upon the expiration of all patents as to which it qualified as a first

® Due to the limited amount of time remaining before April 6, 2010, when one or more ANDAs referencing Cozaar
and Hyzaar are expected to be eligible for final approval, FDA initiated its request for comment on the effect of a
March 4, 2009 expiration date for the '075 patent before it had received the confirmation from Merck of the correct
expiration date. Further, because of the exceptional circumstances of this case, FDA is making a decision on 180-
day exclusivity before April 6, 2010. Because of the possibility that relevant facts will change, it is FDA's usual
practice to wait until at least one ANDA is otherwise eligible for final approval before the Agency makes decisions
regarding 180-day exclusivity. Among other considerations underlying FDA's decision to address the patent
expiration at this time is the Teva court's decision on 180-day exclusivity based on events involving the same patent
at issue in the current matter.



applicant.” If there is only one patent that serves as a basis for 180-day exclusivity, when that
patent expires, there will be no exclusivity for the drug product, and the Agency may approve
any otherwise approvable ANDA.

Under FDA's longstanding interpretation, once a patent expires, eligibility for 180-day
exclusivity based on that patent is extinguished. This is true under both the pre-MMA 180-day
exclusivity provisions and the MMA exclusivity provisions applicable to the ANDAs referencing
Cozaar and Hyzaar. The pre-MMA exclusivity provisions did not explicitly address whether
180-day exclusivity could survive the expiration of the patent. In addressing that statutory gap,
FDA stated that once a patent expires, the correct certification to the patent is a "paragraph I1"
certification pursuant to section 505(j)(2)(A)(vii)(11)("that such patent has expired"). Once the
application no longer contains a paragraph IV certification to the patent, the applicant no longer
has a basis to obtain exclusivity as to that patent. This was held to be a reasonable interpretation
of the pre-MMA exclusivity provision. Dr. Reddy's Labs., Inc. v. Thompson, 302 F. Supp. 2d
340, 356-57 (D.N.J. 2003). Moreover, even when the D.C. Circuit found in Ranbaxy Labs. Ltd.
v. Leavitt, 469 F.3d 120 (D.C. Cir. 2006), that the pre-MMA exclusivity provisions would not
permit an NDA holder's delisting of a patent to defeat a first applicant's claim on exclusivity, the
court noted that "as Ranbaxy and Teva acknowledged at oral argument, the text and the structure
of the [pre-MMA] statute suggest a distinction between expiration and delisting such that the
first generic applicant may no longer retain exclusivity when the patent has expired.” Id. at 126
n.3 (citing, inter alia, Dr. Reddy's Labs.). The forfeiture provision at section 505())(5)(D)(i)(V1),
enacted in the MMA, thus embodies the familiar principle that 180-day exclusivity does not
survive patent expiration.?

The issue presented by the expiration of the '075 patent is not whether, as a general rule,
exclusivity will be forfeited pursuant to section 505(j)(5)(D)(i)(\V1) upon the expiration of a
patent, but whether a patent expiration for failure to pay fees is an exception to this rule.” The

" The forfeiture events described in sections 505(j)(5)(D)(i)(I1)-(V) are similarly immediate in effect if they are
found to apply to a first applicant. It is interesting to note the contrast between these "immediate" forfeiture events,
which provide no opportunity for the first applicant to use its exclusivity period once the forfeiture event has
occurred, and the "Failure to Market" forfeiture event described in 505(j)(5)(D)(i)(1), which provides that upon the
occurrence of certain events, rather than face immediate forfeiture, the first applicant will have the opportunity to
begin commercial marketing of the drug product and thus start the running of its 180-day exclusivity period. For
each of the events set out in 505(j)(5)(D)(i)(1)(bb), the first applicant has 75 days from the date of the specified event
to begin marketing and receive the benefits of exclusivity. These provisions describe events that could occur with
respect to "the first applicant or any other applicant” (emphasis added), as well as the patent delisting provision
interpreted by the court in Teva. Presumably, Congress structured this exclusivity forfeiture provision so that, even
if it is an applicant other than a first applicant that triggers a forfeiture by, for example, obtaining a final decision of
non-infringement, the first applicant will nevertheless have a limited opportunity to benefit from being the first to
challenge the patent. It is reasonable for FDA to conclude that, once at least one applicant has obtained a final court
decision or settlement stating that the patent at issue is invalid or not infringed - or the patent has been delisted by
the NDA holder because it does not meet the patent listing requirements - Congress sought to balance the benefits
derived from the exclusivity incentive against the delay in the availability of generic drugs resulting from that
exclusivity, and thus established a limit on the length of time during which the exclusivity would be available. In
the case of patent expiration, Congress concluded that not even a limited 180-day exclusivity barrier to approval was
warranted once the patent expired.

® The MMA did not revise the descriptions of patent certifications set forth at section 505(j)(2)(A)(Vii).

® Teva, for example, appears to acknowledge that forfeiture will occur upon "natural patent expiry." March 18, 2010
Comment from Teva at 3.



Agency's view is that, if it were writing on a clean slate, it would interpret the statute so that
patent expiration for any reason is a patent expiration forfeiture event. FDA believes that
interpretation is most consistent with the plain meaning of the words of the statute and with a
workable and appropriate approach to administration of the statute.

The text of the patent expiration forfeiture event provision does not provide a basis to distinguish
between "natural patent expiry" and expiration for some other reason.'® Section
505())(5)(D)(i)(V1) refers broadly to forfeiture when "all of the patents ... have expired.” There
is no language qualifying the type of expiration the Agency is to consider relevant for
forfeiture.’* Thus, there is no apparent statutory basis for the Agency to conclude that only some
patent expirations result in forfeiture.

Some of the comments noted a number of reasons why FDA should create an exception to patent
expiration forfeiture when the patent expires because the patent owner has failed to pay
applicable fees. Among these are concerns about the lack of certainty regarding the expiration
when the patent expires due to non-payment of fees. The March 18, 2010 comments from Teva
and from Olsson, Frank & Weeda (OFW) identify situations in which a patent that has expired
can be "revived" through payment by the patent owner of fees. Teva comment at 2-3; OFW
comment at 3-4, 9-10.

Although it may well be the case that a patent that has expired for failure to pay fees could, in
certain circumstances, be revived, this possibility alone is an inadequate basis to maintain that a
later expiration date must control. As an initial matter, FDA will not change the applicable
patent expiration date unless the NDA holder tells the Agency to do so. If the NDA holder (who
is also likely to be the patent owner or licensee) notifies FDA that the patent has expired due to
failure to pay fees, it can be presumed to have resolved at least to a reasonable certainty the
finality of the patent expiration. Further, the concerns about uncertainty of expiration would
presumably extend to all situations in which a patent has expired due to failure to pay fees,
including those in which, although 180-day exclusivity is not an issue, reliance on a later
expiration date could delay generic drug approvals. For example, if an NDA holder notified
FDA that a patent on a drug as to which no ANDA had yet been submitted had expired due to
failure to pay fees, but FDA refused to accept the NDA holder's representation because of
uncertainty that the patent would remain "expired," future ANDA applicants would be required
to submit patent certifications for a patent that may have its natural patent expiration years in the
future. If the NDA holder is sufficiently certain its patent has expired that it notifies FDA of that
fact, FDA believes that generic drug applicants are entitled to rely on that patent expiration date
in seeking approval for their drug products.

1% Teva's comment does not define “natural patent expiry." For example, that term presumably could encompass
both the expiration of the original 17 or 20 year term of a patent and the expiration of the term of certain patent
claims that have been extended under 35 U.S.C. § 156. FDA's requirements do not limit the type of patent
expiration information that may be submitted to FDA. 21 C.F.R. § 314.53.

1 Based on the lengthy list of patents that expired on March 4, 2009, that was submitted as Attachment B to the
March 9, 2010 Apotex letter raising the ‘075 patent expiration issue, expiration for failure to pay fees is not
uncommon. Nonetheless, FDA is not aware of any other case in which it has been notified by an NDA holder that a
patent that had been submitted to FDA and listed in the Orange Book has expired due to non-payment of fees.
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Finally, in assessing what expiration date should control for purposes of 180-day exclusivity, it is
appropriate for FDA to continue to rely on the NDA holder's representations to FDA. Tevav.
Leavitt, 548 F.3d at 106. In this case, for example, although Apotex brought the question of the
correct expiration date for the '075 patent to FDA's attention, the Agency did not consider the
patent expiration date to be March 4, 2009 (and publish that date in the Orange Book) until
Merck notified FDA that March 4, 2009 was the correct date. Had Merck maintained that the
patent expiration date remained March 4, 2014, FDA would have retained the March 4, 2014
date in its records and relied on that date for patent certification, exclusivity, and application
approval purposes. As stated in FDA's regulations,

Unless the application holder withdraws or amends its patent information in
response to FDA's request, the agency will not change the patent information in
the list [the Orange Book]. If the new drug application holder does not change the
patent information submitted to FDA, ... an abbreviated new drug application
under section 505(j) of the act submitted for a drug that is claimed by a patent for
which information has been submitted must, despite any disagreement as to the
correctness of the patent information, contain an appropriate certification for each
listed patent.

21 C.F.R. § 314.53(f). Even though information on patent expirations due to failure to pay fees
is available from the PTO, it would not be an appropriate use of FDA resources for FDA to forgo
its ministerial role in these matters and make its own assessments of patent expiration. In light of
the commenters' concerns about the uncertain nature of these patent expirations, it would seem
particularly important that the Agency continue to defer to the NDA holder's judgment regarding
the expiration of its patent.

The expiration of a patent is a specific basis for forfeiture of exclusivity under the MMA, and it
also necessitates a change in the ANDA applicants' patent certifications. The MMA patent
certification provisions, like the pre-MMA provisions, state that the appropriate certification to
an expired patent is a "paragraph I1" (that such patent has expired). Section 505(j)(2)(A)(vii)(1l).
Upon expiration of a patent, a paragraph 1V certification to the patent automatically becomes
invalid. Ranbaxy Labs Ltd. v. FDA 96 Fed. Appx. 1 (D.C. Cir. 2004) (unpublished). Thus, a
paragraph IV certification to the expired '075 patent is invalid, and the appropriate certification
to the patent is "paragraph I1." The 180-day exclusivity provision at section 505(j)(5)(B)(iv)
directs that FDA determine whether an ANDA "contains a [paragraph V] certification ... and is
for a drug for which a first applicant has submitted an application containing such a
certification."” When a first applicant's ANDA does not contain a valid paragraph 1V certification
or a non-first applicant's ANDA no longer contains a paragraph IV certification, the 180-day
exclusivity provision at section 505(j)(5)(B)(iv), by its own terms, does not apply.** Thus,
permitting the first applicant to retain exclusivity as to an expired patent requires FDA to take an
action that is not sanctioned by the words of the statute.

12 The MMA also defines a "first applicant” eligible for exclusivity as an applicant that, among other things "submits
a substantially complete application that contains and lawfully maintains [a paragraph 1V certification]." Section
505(j)(5)(B)(iv)(11)(bb) (emphasis added). An applicant cannot lawfully maintain a paragraph IV certification to a
patent that has expired.



For the reasons described above, FDA concludes that if it were assessing this issue without
reference to the Teva decision, it would find that, under the plain language of the statute, because
the '075 patent will have expired by the time any ANDA referencing Cozaar or Hyzaar is ready
for approval, any first applicant previously eligible for 180-day exclusivity as to the ‘075 patent
forfeits that exclusivity. Moreover, even if the statutory language is considered ambiguous, FDA
concludes loss of exclusivity under these circumstances is most consistent with the statute's text
and goals, and provides the most reasonable way of administering the statute.

Effect of Teva Decision on Patent Expiration Forfeiture

FDA does not believe it can assess the effect of expiration of the '075 patent due to nonpayment
of fees on exclusivity for generic Cozaar and Hyzaar without consideration of the D.C. Circuit's
Teva decision and the reasoning in that decision regarding the delisting of the '075 patent.

In Teva, the D.C. Circuit concluded that Teva is entitled to exclusivity, in spite of the fact that
the NDA holder has requested delisting of the patent, based on the "structure™ of the statute,
regardless of the words of the statute.”> Moreover, the court concluded that this analysis was
appropriately considered under "Chevron step one," i.e., that there was no statutory ambiguity
that FDA is free to resolve based on its understanding of the statute and the industry it regulates.
Slip op. at 29. After rejecting Teva's "linguistic” argument, slip op. at 24, the court adopted a
"structural argument" based on the pre-MMA Ranbaxy case. Slip op. at 24. It found that the
structure of the MMA exclusivity provisions, as with the pre-MMA exclusivity provision
considered in Ranbaxy, does not permit an NDA holder to "unilaterally” deprive the generic
applicant of its exclusivity on the basis of delisting.** Slip op. at 5, 29. This reasoning thus
appears to preclude a forfeiture of exclusivity on the basis of a patent expiration where the
expiration is in the control of the NDA holder. Because the '075 patent expired due to Merck's

¥ The D.C. Circuit specifically stated:
We see nothing in the 2003 amendments to the Food, Drug, and Cosmetic Act that changes the
structure of the statute such that brand companies should be newly able to delist challenged
patents, thereby triggering a forfeiture event that deprives generic companies of the period of
marketing exclusivity they otherwise deserve. For that reason, the interpretation of the statute that
the FDA has adopted in two recent adjudications, and that it regards itself as bound by law to
apply to Teva’s ANDAs for losartan products, fails at Chevron step one.

Slip op. at 29.

1% The Teva court's decision suggests that it believed the statute would permit innovator companies to delist patents
at will to deprive the first applicant of exclusivity, i.e., that "Brand manufacturers are . . . free to delist challenged
patents whenever they please ...." Slip op. at 24, 25. Patent listing is not optional. In fact, NDA holders are
required by statute to provide patent information to FDA if, but only if, the patent claims the drug product or an
approved use of the product, and if "a claim of patent infringement could reasonably be asserted if a person not
licensed by the owner engaged in the manufacture, use, or sale of the drug." Section 505(b)(1). Thus, the patent
holder may not simply withdraw or change patent information previously submitted to FDA because of some desire
to interfere with the 180-day exclusivity of a potential generic competitor. It is, of course, true that FDA does not
have the patent expertise to enforce the statutory requirement that appropriate patents be listed or delisted. Because
the continued listing of an inappropriate patent, with the resulting blocking of competition, can place the NDA
holder in jeopardy of antitrust damages, considerations of antitrust liability may well be factors in innovator
decisions to withdraw patent information previously submitted. In fact, settlement of disputes between innovator
companies and the Federal Trade Commission can result in patent delistings. See, e.g., Report, In the Matter of
Bristol-Myers Squibb Co., Docket No. C-4076 (Federal Trade Comm'n, June 20, 2003) (describing delisting of
patents for Serzone, Buspar, and Taxol). The Teva decision could affect the availability and effectiveness of
delisting as a remedy.




failure to pay applicable fees, that expiration, consistent with the Court of Appeals' reasoning in
Teva, is not a grounds for forfeiture of the first applicant's exclusivity. Although FDA believes
this result is inconsistent with the plain language of the statute, as discussed above, it believes it
is appropriate to apply the Court of Appeals' reasoning to the present facts. In the event the D.C.
Circuit reconsiders and revises the decision in Teva, FDA reserves the right to revisit these
conclusions regarding 180-day exclusivity for ANDAs referencing Cozaar and Hyzaar.

FDA thus finds that, consistent with the reasoning of the Court of Appeals, despite having been
delisted by the patent owner and having expired, the '075 patent nevertheless must be considered
to remain a basis for 180-day exclusivity. FDA will not approve any other ANDA referencing
Cozaar or Hyzaar until the first applicant has received approval of its ANDA, begun commercial
marketing, and the 180-day exclusivity period has expired.”® The Agency makes this finding
even though it is not the result that FDA, as the agency that administers the statute, believes is
appropriate given the relevant statutory language or the policies underlying the statute.

Conclusion

For the reasons described above, the Agency has concluded that, in light of the D.C. Circuit's
decision in Teva, the March 4, 2009 expiration of the '075 patent for failure to pay applicable
fees does not result in forfeiture of the first applicant's 180-day exclusivity for ANDAS
referencing Cozaar and Hyzaar. If you have any questions regarding this decision, please contact
Dave Read, Regulatory Counsel, Office of Generic Drugs at (240) 276-9310.

Sincerely,

{See appended electronic signature page}
Gary Buehler

Director

Office of Generic Drugs
Center for Drug Evaluation and Research

> We note that even though the Teva litigation has proceeded on the assumption that a first applicant will receive
approval and begin marketing promptly after all applicable patent and exclusivity barriers expire, the rule derived
from this case would presumably apply even if the first applicant did not promptly obtain approval and begin to
market, e.q., because of changes in the application that required additional review, unsatisfactory inspections, or
unavailability of materials. In such cases, FDA could be barred from approving otherwise approvable subsequent
ANDAs until either the first applicant eventually triggered its exclusivity with commercial marketing and the 180-
day period expired, or the delisted patent expired "naturally," with the result that competition from lower priced
generic drugs would be delayed.



Application Submission

Type/Number Type/Number Submitter Name Product Name
ANDA- 215 ORIG-1 B LOSARTAN POTASSIUM
ANDA-200180 ORIG-1 COBALT LOSARTAN POTASSIUM AND
LABORATORIES HYDROCHLOROTHIAZIDE
INC
ANDA-91652 ORIG-1 MYLAN LOSARTAN POTASSIUM AND
PHARMACEUTICA HYDROCHLOROTHIAZIDE
LS INC
ANDA-91629 ORIG-1 AUROBINDO LOSARTAN POTASSIUM AND
PHARMA LTD HYDROCHLOROTHIAZIDE
ANDA-91617 ORIG-1 ALEMBIC LTD LOSARTAN POTASSIUM AND
HYDROCHLOROTHIAZIDE
ANDA-91590 ORIG-1 MYLAN LOSARTAN POTASSIUM
PHARMACEUTICA
LS INC
ANDA-91541 ORIG-1 MICRO LABS LOSARTAN POTASSIUM
LIMITED
ANDA-91497 ORIG-1 HUAHAI US INC LOSARTAN POTASSIUM
ANDA-91129 ORIG-1 COBALT LOSARTAN POTASSIUM
LABORATORIES
INC
ANDA-90790 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM
ANDA-90544 ORIG-1 UPSHER SMITH LOSARTAN POTASSIUM
LABORATORIES
INC
ANDA-90528 ORIG-1 TORRENT LOSARTAN POTASSIUM AND
PHARMACEUTICA HYDROCHLOROTHIAZIDE
LS LTD
ANDA-90467 ORIG-1 TORRENT LOSARTAN POTASSIUM
PHARMACEUTICA
LS LTD
ANDA-90428 ORIG-1 ALEMBIC LTD LOSARTAN POTASSIUM
ANDA-90382 ORIG-1 ACTAVIS PHARMA LOSARTAN POTASSIUM
MANUFACTURING
PRIVATE LTD
ANDA- ©®@ ORIG-1 ®® | OSARTAN POTASSIUM AND
HYDROCHLOROTHIAZIDE
ANDA-90150 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM AND
HYDROCHLOROTHIAZIDE
ANDA-90083 ORIG-1 AUROBINDO LOSARTAN POTASSIUM
PHARMA LTD
ANDA-78385 ORIG-1 ZYDUS LOSARTAN POTASSIUM AND
PHARMACEUTICA HYDROCHLOROTHIAZIDE
LS USA INC
ANDA-78245 ORIG-1 LUPIN LTD LOSARTAN POTASSIUM AND

HYDROCHLOROTHIAZIDE



ANDA-78243 ORIG-1 ZYDUS LOSARTAN POTASSIUM
PHARMACEUTICA

LS USAINC
ANDA-78232 ORIG-1 LUPIN LTD LOSARTAN POTASSIUM
ANDA-77948 ORIG-1 LEK LOSARTAN POTASSIUM AND

PHARMACEUTICA HYDROCHLOROTHIAZIDE
L AND CHEMICAL
CO DD

ANDA-77732 ORIG-1 ROXANE LOSARTAN POTASSIUM AND
LABORATORIES HYDROCHLOROTHIAZIDE
INC

ANDA-77459 ORIG-1 ROXANE LOSARTAN POTASSIUM
LABORATORIES
INC

ANDA-77424 ORIG-1 LEK LOSARTAN POTASSIUM
PHARMACEUTICA
LSDD

ANDA-77157 ORIG-1 TEVA LOSARTAN POTASSIUM AND
PHARMACEUTICA HYDROCHLOROTHIAZIDE
LS USA

ANDA-76958 ORIG-1 TEVA LOSARTAN POTASSIUM
PHARMACEUTICA
LS USAINC

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

GARY J BUEHLER
03/26/2010



OGD APPROVAL ROUTING SUMMARY

ANDA # 090790 Applicant Apotex Corp.
Drug Losartan Potassium Tablets, 25 mg, 50 mg, and 100 mg Strength(s)

APPROVAL 0O TENTATIVE APPROVAL K SUPPLEMENTAL APPROVAL (NEW STRENGTH) O OTHER O

REVIEWER: DRAFT Package FINAL Package
1. Martin Shimer Date26 February 2010 Date 4/6/10
Chief, Reg. Support Branch InitialsMHS Initials rlw
Contains GDEA certification: Yes K No O Determ. of Involvement? Yes O No K
(required if sub after 6/1/92) Pediatric Exclusivity System
RLD =Cozaar NDA#20-386
Patent/Exclusivity Certification: Yes K No O Date Checked Granted
If Para. IV Certification- did applicant Nothing Submitted O
Notify patent holder/NDA holder Yes K No O Written request issued O
Was applicant sued w/in 45 days:Yes O No K Study Submitted O
Has case been settled: Yes O No O Date settled:

Is applicant eligible for 180 day

Generic Drugs Exclusivity for each strength: Yes O No W

Date of latest Labeling Review/Approval Summary

Any filing status changes requiring addition Labeling Review Yes O No &

Type of Letter:Full Approval.

Comments:ANDA submitted on 8/29/2008, BOS=Cozaar NDA 20-386, PIII to '069 and '197,
PIV to '075 and section viii to '079. ANDA ack for filing with PIV on 8/29/2008 (LO
dated 10/23/2008). Patent Amendment submitted on 10/29/2008-notice was sent via Fed
Ex to Merck and Co. in West Point PA, in Whitehouse Station NJ, and in Rahway NJ, all
notices were delivered on 10/29/2008. Patent Amendment submitted on 11/3/2008-Merck
and company submitted a letter dated 11/3/2008 to Apotex confirming that suit would
not be brought on the '075 patent.

The '069 patent is now expired and the '197 patent will expire on 4/6/2010. The
innovator firm has requested that the Agency delist the '075 patent as of January
2009. Delisting of a patent is one of several events that can lead to forfeiture of
180 day exclusivity. A things currently stand, the Agency considers the first Filer
TEVA to have forfeited eligibility for 180 day exclusivity. A DC has ruled in the
Agency's favor on this policy but TEVA has appealed the DC ruling.

Final recommendation: The Agency will prepare as if TEVA has forfeited exclusivity
meaning that this ANDA will be eligible for Full Approval on 4/6/2010. However, prior
to issuing any Full Approvals on 4/6/2010, OGD must check to see if TEVA prevailed in
their appeal.

Update 4/6/2010-TEVA did prevail in their appeal and they are currently in position to
be Fully Approved with 180 day exclusivity. This award of 180 day exclusivity would
effectively preclude the Agency from Full Approving any other ANDAs for Losartan
Potassium Tablets. Apotex has submitted a request for a TRO which if granted would
likely preclude the Agency from approving any ANDAs for Losartan Potassium Tablets.

If the court were to grant the TRO it would have no real impact on this ANDA as it is



2. Project Manager, Dat Doan Teaml Review Support Branch Date2/4/10
Initialsdd
Original Rec’d datel2/1/08 EER Status Pending W Acceptable O OAI O
Date Acceptable for Filingl2/1/08 Date of EER Status
Patent Certification (type)IV, mou Date of Office Bio Review
Date Patent/Exclus.expires4/6/10 Date of Labeling Approv. Sum
Citizens' Petition/Legal Case YesO No O Labeling Acceptable Email Rec'd Yes ® No O
(If YES, attach email from PM to CP coord) Labeling Acceptable Email filed Yes ® No O
First Generic Yes O No K Date of Sterility Assur. App.
Priority Approval Yes O No K Methods Val. Samples Pending Yes O No KW
(If yes, prepare Draft Press Release, Email MV Commitment Rcd. from Firm Yes O No KW
it to Cecelia Parise) Modified-release dosage form: Yes O No K
Acceptable Bio review tabbed Yes O No K Interim Dissol. Specs in AP Ltr: Yes O
Bio Review Filed Electronically: Yes ® No 0O
Suitability Petition/Pediatric Waiver
Pediatric Waiver Request Accepted O Rejected O Pending O
Previously reviewed and tentatively approved O Date
Previously reviewed and CGMP def. /NA Minor issued m| Date
Comments:bio ac 2/16/10; labeling ac 2/25/10
EES acceptable 8/10/10
3. Labeling Endorsement
Reviewer: Labeling Team Leader:
Date Date 4/6/10
Name/Initials Name/Initials rlw/for
— - Comments:
From: Lee, Koung U

currently eligible for TA only due to the appellate court ruling.

As of 4:03 p.m. the OGD has not been informed of any change in litigation status or
that a TRO was granted in response to Apotex's request. ANDA is eligible for TA only
as indicated above.

Sent: Thursday, April 01, 2010 3:12 PM

To: Barlow, James T; Doan, Dat
Subject: RE: 90790/Apotex/Losartan
I concur.

Koung

From: Barlow, James T

Sent: Thursday, April 01, 2010 2:21 PM

To:

Doan, Dat; Lee, Koung U

Date
Initials



Subject: RE: 90790/Apotex/Losartan

I checked Drugs@FDA,OB and USP.
The labeling Approval Summary signed by Koung Lee on 2/25/10 remains acceptable.

The stability study for the suspension was deemed acceptable per chemistry review dated 3/16/10

Stability Data: Satisfactory

The available stability data and the results are summarized in the Review section P.8.1 Stability
Summary and Conclusion.

Apotex provided stability data to demonstrate that its Losartan Potassium Tablets, USP 50 mg is
stable under the conditions of preparation and storage of a suspension as described in the product
labeling. A suspension consisting of 10 tablets in water/Ora-Plus/Ora-Sweet was prepared as
90-790 Rev #2 Page 34 of 37

CHEMISTRY REVIEW

described in the DOSAGE AND ADMINISTRATION section of the package insert and stored

in a refrigerator for 4 weeks. Samples evaluated at one week intervals for appearance, potency,
and impurity profile. There were no significant changes in these parameters over the 4-week
period.

From: Doan, Dat

Sent: Thursday, April 01, 2010 1:51 PM
To: Barlow, James T; Lee, Koung U
Subject: 90790/Apotex/Losartan

Importance: High

Hi Jim, Koung:

Can you please endorse this for me? Per Bob, since we still don't know the outcome of the legal situation,

to look at the AP letter. Bob and Co. will make sure it is correct.

<< File: 90790.labeling.ap.summary.pdf >>

Thanks,

Dat

4. David Read (PP IVs Only) Pre-MMA Language included 0O Date 5Aprlo0
OGD Regulatory Counsel, Post-MMA Language Included 0O InitialsDTR

Comments:0K.

5. Div. Dir./Deputy Dir. Date3/24/10
Chemistry Div. I II OR III InitialsPS
Comments:CMC ok for approval.

there is no need



6. Frank Holcombe First Generics Only Date 4/6/10

Assoc. Dir. For Chemistry Initials rlw/for Comments: (First generic drug
review)

N/A. Multiple ANDAs have been tentatively approved for this drug product.
7. Vacant Date Deputy Dir., DLPS

Initials
RLD = Cozaar Tablets 25 mg, 50 mg and 100 mg
Merck Research Laboratories NDA 20-286

8. Peter Rickman Date 8/11/10

Director, DLPS Initials rlw/for

Para.IV Patent Cert: YesO NoO;Pending Legal Action: Yes O No O; Petition: YesO NoO Comments: Bioegquivalence
studies (fasting and non-fasting) on the 100 mg tablet

strength found acceptable. In-vitro dissolution testing for all three tablet

strengths also found acceptable. Waivers granted to the 25 mg and 50 mg tablet

strengths under 21 CFR 320.22(d) (2). Bio study sites have acceptable DSI

OR

inspection histories. Office-level bio endorsed 1/28/10 and 2/16/10.
Final-printed labeling (FPL) found acceptable for approval 4/1/10.

CMC found acceptable for approval (Chemistry Review #3).

Robert L. West Date 8/11/10
Deputy Director, OGD Initials RLWest
Para.IV Patent Cert: YesK NoO; Pending Legal Action: YesO NoKR; Petition: YesO NoK
Press Release Acceptable O

Comments:Acceptable EEs dated 8/10/10. No "OAI" Alerts noted.

Apotex provided a paragraph IV cetification to the '075 patent, but was not

sued within the 45-day period. Apotex also provided a method-of-use statement

to the '079 patent and has "carved-out" information pertaining to the use of the
drug product for the treatment of chronic renal failure (U-496) from its labeling.
This is acceptable. There are no additional patents or exclusivity listed in the
current "Orange Book" for this drug product.

Final approval of this ANDa is currently blocked by TEVA's 180-day generic drug
exclusivity due to expire on October 3, 2010.



10.

This ANDA is recommended for tentative approval.

Gary Buehler Date 8/11/10
Director, OGD Initials rlw/for
Comments: Keith Webber, Ph.D. Deputy Director, OPS

First Generic Approval 0O PD or Clinical for BE 0O Special Scientific or Reg.Issue O

Press Release Acceptable O

Project Manager, Team Dat Doan Date8/11/10
Review Support Branch Initials dd

Date PETS checked for first generic drug (just prior to notification to firm)

Applicant notification:
8/11/10 Date notified of approval by phone
8/11/10 Date approval letter faxed

FDA Notification:

8/11/10 Date e-mail message sent to "CDER-OGDAPPROVALS” distribution list.
8/11/10 Date Approval letter copied to \\CDS014\DRUGAPP\ directory.
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Patent and Exclusivity Search Results from query on Appl No 020386 Product 003 in the OB_Rx list.

<>
Appl Prod Patent Patent Drug Substance Drug Product Patent Use Delist
No No No Expiration Claim Claim Code Requested
NO02038 003 5138069 Aug 11, 2009

N02038 003 5138069*PE  Feb 11.2010

6 D

N02038 003 5153197 Oct 6, 2009 U-3
6

N02038 003 5153197*PE  Apr 6, 2010 U-3
6 D

N02038 003 5210079 May 11, U - 496
6 2010

N02038 003 5210079*PE  Nov 11,2010 U496
6 D

N02038 003 5608075*PE  Sep 4, 2009

6 D

<>

There is no unexpired exclusivity for this product.

Additional information:

1. Patents are published upon receipt by the Orange Book Staff and may not reflect the official receipt date as
described in 21 CFR 314.53(d)(5).

2. Patents listed prior to August 18, 2003 are flagged with method of use claims only as applicable and submitted by
the sponsor. These patents may not be flagged with respect to other claims which may apply.

3. *** The expiration date for U.S. Patent No. 5,608,075 is March 4, 2009.
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Application Submission

Type/Number Type/Number Submitter Name Product Name

ANDA-90790 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

DAT T DOAN
08/11/2010



APOTEX

ADVANCING GENERICS

August 11, 2010

Office of Generic Drugs (HFD-600)
Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North VI

7620 Standish Place

Rockville, MD 20855

Dear Sir or Madam:

Re: MINOR AMENDMENT - FINAL APPROVAL REQUESTED
Losartan Potassium Tablets, USP, 25 mg, 50 mqg, and 100 mg; ANDA No. 090790

Apotex is hereby submitting a Minor Amendment to ANDA No. 090790 to request final approval for
its Losartan Potassium Tablets, USP, 25 mg, 50 mg, and 100 mg, which was tentatively approved on
August 11, 2010. A copy of the|tentative approval Ietter|is appended to this cover letter.

The reference listed drug, Cozaar® Tablets, 25 mg, 50 mg, and 100 mg, is subject to periods of
patent protection as follows: U.S. Patent No. 5,210,079 (the ‘079 patent) expires on November 11,
2010; U.S. Patent No. 5,608,075 (the ‘075 patent) expired on September 4, 2009. The ‘079 patent is
a method of use patent and Apotex’s ANDA contains a section viii statement regarding the indication
protected by this patent. A paragraph IV certification to the ‘075 patent was included in the ANDA; on
November 11, 2008 we notified the agency that no action for infringement was brought against
Apotex within the statutory 45-day period. As listed in the “Orange Book”, another applicant’s
losartan potassium tablets, 25 mg, 50 mg, and 100 mg, under ANDA 076958, is subject to a Patent
Challenge (PC) exclusivity period which expires on October 3, 2010. Apotex therefore requests final
approval of its ANDA for losartan potassium tablets, 25 mg, 50 mg, and 100 mg, on October 3, 2010.
Apotex acknowledges that there have been no changes in the conditions under which its ANDA was
tentatively approved.

This amendment is filed through the Electronic Submission Gateway (ESG). A Letter of Non-
Repudiation Agreement dated December 17, 2007 has been submitted; therefore only an electronic
copy of the cover letter is provided. A signed electronic Form FDA 356h is provided in section 1.1.2.

Please direct any communications regarding this amendment to Kiran Krishnan at Apotex Corp., the
authorized US agent for Apotex Inc., by telephone at (954) 384-3986, or by fax at (866) 392-1774.

Sincerely,
w‘« V‘) /
Bernice Tao

Director, Regulatory Affairs US

Apotex Corp. 2400 N. Commerce Parkway, Suite 400, Weston, FL 33326
Tel: (954)384-8007
www.apotex.com



From: Doan, Dat

Sent: Monday, September 20, 2010 4:34 PM

To: Doan, Dat

Subject: Concerning your ANDA for Losartan Tablets USP
Importance: High

Hi,

The RLD of Losartan Potassium Tablets USP has recently updated the drug product labeling.
The 50 mg tablet of Merck's Cozaar (Losartan Potassium) Tablets is now scored, whereas the 25
mg and 100 mg tablets remain unscored. Please provide a commitment to update your ANDA
with respect to MAPP 5223.2 prior to marketing. Please also commit to demonstrate acceptable
content uniformity of scored tablet segments (divided by hand) for the tablet batch manufactured
with the score.

Thanks,

Dat Doan, R.Ph.

LCDR, USPHS

Project Manager, OGD, FDA
7500 Standish Place

MPN 2, HFD-617, Rm N147
Rockville, MD 20855

(p) 240-276-9336

(f) 240-276-8440

Email: dat.doan@fda.hhs.gov



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

DAT T DOAN
09/20/2010

Reference ID: 2838158




APOTEX

ADVANCING GENERICS

September 21, 2010

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North VII
7620 Standish Place,

Rockville, Maryland 20855

Re: General Correspondence

Losartan Potassium Tablets, USP 25 mg, 50 mg and 100 mg; ANDA No. 090790

Dear Sir/Madam,

Reference is made to the September 20, 2010 email from Dat Doan, regarding the recent
labeling update for the reference listed drug, Cozaar® (losartan potassium tablets), to provide
for a scored 50 mg tablet.

Apotex commits to update ANDA No. 090790 in accordance with MAPP 5223.2 (Scoring
Configuration of Generic Drug Products) prior to marketing a scored version of Losartan
Potassium Tablets, 50 mg. Also, Apotex will demonstrate acceptable content uniformity of the
scored tablet segments (divided by hand) for the tablet batch manufactured with the score.

This submission is filed through the Electronic Submission Gateway (ESG). A Letter of Non-
Repudiation Agreement dated December 17, 2007 has been submitted; therefore only an
electronic copy of the cover letter is provided. A signed electronic copy of Form FDA 356h has
been provided in section 1.1.2.

Please direct any communications regarding this amendment to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., by telephone at (954) 384-3986, or by fax at (866) 392-
1774. Alternatively, please do not hesitate to contact me by telephone at (416) 401-7889.

Sincerely,
V\‘ V’W
Bernice Tao

Director, Regulatory Affairs New Products

Apotex Corp. 2400 N. Commerce Parkway, Suite 400, Weston, FL 33326
Tel: (954)384-8007
www.apotex.com



APOTEX

ADVANCING GENERICS

September 24, 2010

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North VII
7620 Standish Place,

Rockville, Maryland 20855

To Whom It May Concern,

Re: LABELING AMENDMENT
Losartan Potassium Tablets, USP 25 mg, 50 mg and 100 mg: ANDA No. 090790

Apotex Corp. is hereby submitting an amendment to ANDA No. 090970 for Losartan Potassium
Tablets, USP 25 mg, 50 mg and 100 mg. The amendment is being filed based on the recent
labeling update approved on September 21, 2010, for the reference listed drug, Cozaar®. This
amendment provides for changes to the Prescribing Information - Drug Interactions section.
Final printed labeling is provided in [section 1.174.2.2;] a ide-by-side comparison| of Apotex's
labeling and the RLD labeling is provided in section 1.14.3.7_; and the Tabeling text is provided in
Word format in[section 1.14.2.3] Apotex commits to submit the content of labeling in SPL format
within 14 days inal approval.

This amendment is filed through the Electronic Submission Gateway (ESG) and a letter of Non-
Repudiation Agreement dated December 17, 2007 has been submitted and therefore only an
electronic copy of the cover letter is provided. A signed electronic copy of Form 356h has been
provided in section 1.1.2.

Please direct any communications regarding this application to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., at (954) 384-3986 by fax at (866)392-1774.

Sincerely,

b=

Bernice Tao
Director, U.S. Regulatory Affairs

Apotex Corp. 2400 N. Commerce Parkway, Suite 400, Weston, FL 33326
Tel: (954)384-8007
www.apotex.com



From: Doan, Dat

Sent: Monday, September 27, 2010 5:02 PM

To: Doan, Dat

Subject: Losartan Update!!! Please send response ASAP!
Importance: High

Hi,

Asthe 50 mg tablet of Merck's Cozaar® (Losartan Potassium) Tablets is now scored, the
Office of Generic Drugs recommends the following actions be taken:

1.

2.

3.

4.

A commitment should be provided to supplement your ANDA with respect to
MAPP 5223.2, within 3 months of receipt of approval.

Please also provide a commitment to demonstrate acceptable uniformity of scored
tablet segments (divided by hand) for the 50 mg tablet batch manufactured with
the scored configuration. Testing and criteria may follow the recommendations as
found in USP <905> for uniformity of dosage.

Any unscored 50 mg tablets manufactured in anticipation of ANDA approva may
be distributed, however, no new unscored 50 mg tablets batches should be
manufactured without a change in the scoring configuration to match the RLD
and subsequent approval of the related supplement.

The above mentioned commitments must be submitted and received in order to
receive full approval.

If you've already sent in a commitment based on the email sent out September 21, 2010, please
send in another commitment to these points ASAP to ensure that all criteria are met.

e Email me an electronic copy (pdf) of your response submission. Dat.Doan@fda.hhs.gov
o Make sure your submission includes some type of electronic format (i.e. Gateway or pdf copy
on a disc, etc.)

Thank you,

Dat Doan, R.Ph.

LCDR, USPHS

Project Manager, OGD, FDA
7500 Standish Place

MPN 2, HFD-617, Rm N147
Rockville, MD 20855

(p) 240-276-9336

(f) 240-276-8440

Email: dat.doan@fda.hhs.gov



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

DAT T DOAN
09/28/2010

Reference ID: 2842382




APOTEX

ADVANCING GENERICS

September 27, 2010

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North VI
7620 Standish Place,

Rockville, Maryland 20855

To Whom It May Concern,

Re: GENERAL CORRESPONDENCE
Losartan Potassium Tablets, USP 25 mg. 50 mg and 100 mg: ANDA No. 090790

Please refer to the Labeling Amendment submitted on September 24, 2010, for Losartan
Potassium Tablets, USP 25 mg, 50 mg and 100 mg, ANDA No. 090790, which provided for
updated labeling (prescribing information) in accordance with the recent RLD labeling update.
Reference is also made to the September 27, 2010 email from James Barlow.

Apotex hereby withdraws the amendment without prejudice. Furthermore, Apotex commits to re-
submit the labeling update in a post-approval CBE supplement.

This correspondence is filed through the Electronic Submission Gateway (ESG). A letter of Non-
Repudiation Agreement dated December 17, 2007 has been submitted and therefore only an
electronic copy of the cover letter is provided. A signed electronic copy of Form 356h is provided
in section 1.1.2.

Please direct any communications regarding this application to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., at (954) 384-3986 by fax at (866)392-1774.

Sincerely,

SNy ="
)y

Bernice Tao

Director, U.S. Regulatory Affairs

Apotex Corp. 2400 N. Commerce Parkway, Suite 400, Weston, FL 33326
Tel: (954)384-8007
www.apotex.com



APOTEX

ADVANCING GENERICS

September 28, 2010

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North VII
7620 Standish Place,

Rockville, Maryland 20855

To Whom It May Concern,

Re: GENERAL CORRESPONDENCE
Losartan Potassium Tablets, USP 25 mg, 50 mg and 100 mg: ANDA No. 090790

Reference is made to Apotex’s September 21, 2010, commitment letter and the September 27,
2010, email from Dat Doan, regarding the change scoring of the 50 mg tablet of the reference
listed drug, Merck’s Cozaar®. In response, Apotex hereby commits to the following:

1. Apotex commits to update ANDA No. 090790 in accordance with MAPP 5223.2 (Scoring
Configuration of Generic Drug Products), within 3 months of receipt of approval. The
change in scoring configuration will be submitted as a “Supplement — Expedited Review
Requested”.

2. Apotex commits to demonstrate acceptable uniformity of the scored tablet segments
(divided by hand) for the 50 mg tablet batch manufactured with the scored configuration.
Testing and criteria will follow the recommendations as found in USP<905> for
Uniformity of Dosage.

3. Apotex will distribute the unscored 50 mg tablets manufactured in anticipation of ANDA
approval, however, no new unscored 50 mg tablet batches will be manufactured without
a change in the scoring configuration to match the RLD and subsequent approval of the
related supplement.

This amendment is filed through the Electronic Submission Gateway (ESG) and a letter of Non-
Repudiation Agreement dated December 17, 2007 has been submitted and therefore only an
electronic copy of the cover letter is provided. A signed electronic copy of Form 356h has been
provided in section 1.1.2.

Please direct any communications regarding this application to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., at (954) 384-3986 by fax at (866)392-1774.

Sincerely,
V\. \/
Bernice Tao

Director, U.S. Regulatory Affairs

Apotex Corp. 2400 N. Commerce Parkway, Suite 400, Weston, FL 33326
Tel: (954)384-8007
www.apotex.com



_/? DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Rockville, MD 20857

ANDA 090790

Apotex Corp.

U.S. Agent for: Apotex, Inc.

Attention: Kiran Krishnan

Associate Director, Regulatory Affairs
2400 N. Commerce Parkway, Suite 400
Weston, FL 33326

Dear Sir:

This is in reference to your abbreviated new drug application (ANDA) dated August 27,
2008, submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (the
Act), for Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg.

Reference is also made to the tentative approval letter issued by this office on August 11,
2010 and to your amendments dated February 1, August 12, September 21 and September
28, 2010.

The reference listed drug (RLD), Cozaar, was approved for new labeling on September 23,
2010. The 180-days generic exclusivity is scheduled to expire on October 3, 2010. FDCA
Section 505(j)(10) (added by Section 10609 of the Patient Protection and Affordable Care
Act) permits the FDA to approve an ANDA with labeling that differs from that of the RLD
provided the change to the RLD labeling is approved within 60 days of the expiration of a
patent, an exclusivity period, or 30-month stay, and the labeling changes do not include a
change to the WARNINGS section, the Agency has determined that the continued presence
of the labeling in effect before the revision will not adversely impact the safe use of the
drug, and the applicant agrees to submit revised labeling of the drug not later than 60 days
after being notified of the required changes.

Under Section 505(j)(10), we can approve your losartan tablet ANDA provided you commit
to supplementing your application with updated labeling reflecting the change to the Cozaar
labeling within 60 days of your receipt of notification, i.e., of today's date. Your
commitment must be in writing, in a letter addressed to:

Office of Generic Drugs (HFD-600)
Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North V1I

7620 Standish Place

Rockville, MD 20855



Please note that this commitment letter must be received before full approval of your drug
product can be granted. Thank you in advance for your prompt attention regarding this
matter.

Sincerely Yours,

{See appended electronic signature page}
Wm Peter Rickman

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

JAMES T BARLOW
10/01/2010

KOUNG U LEE
10/01/2010
For Wm Peter Rickman

Reference ID: 2844100




APOTEX

ADVANCING GENERICS

October 1, 2010

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North Vil
7620 Standish Place,

Rockville, Maryland 20855

Re: General Correspondence

Losartan Potassium Tablets, USP 25 mg, 50 mg and 100 mqg: ANDA No. 090790

Dear Sir/Madam,

Reference is made to the October 1%, 2010 communication from Dat Doan, regarding the recent
labeling changes for the reference listed drug, Cozaar® (losartan potassium tablets) and to
provide for a commitment to revise Apotex’s labelling within 60 days from Ocober1st, 2010.

Apotex hereby commits to update the label for ANDA 90790 to reflect the changes made
to the Cozaar labeling within 60 days from October 1%, 2010.

This submission is filed through the Electronic Submission Gateway (ESG). A Letter of Non-
Repudiation Agreement dated December 17, 2007 has been submitted; therefore only an
electronic copy of the cover letter is provided. A signed electronic copy of Form FDA 356h has
been provided in section 1.1.2.

Please direct any communications regarding this amendment to Kiran Krishnan at Apotex Corp.,
the authorized US agent for Apotex Inc., by telephone at (954) 384-3986, or by fax at (866) 392-
1774. Alternatively, please do not hesitate to contact me by telephone at (416) 401-7889.

Sincerely,

Director, Regulatory Affairs New Products

Apotex Corp. 2400 N. Commerce Parkway, Suite 400, Weston, FL 33326
Tel: (954)384-8007
www.apotex.com



Memorandum to File

Determination if ANDAs may be approved with different labeling under
section 505(j)(10) of the Federal Food, Drug, and Cosmetic Act (the Act)

Have revision(s) to the reference listed drug (RLD) labeling been

approved within 60 days of the expiration of a patent, an

exclusivity period, or a 30-month stay that delayed ANDA v Yes [1No
approval:

NDA #: 020386/S-052
NDA Name : Cozaar (losartan potassium tablets, USP)
Date RLD revised labeling was approved:  9/23/2010
Expiration date (and type) of patent, exclusivity period, or
30-month stay delaying ANDA approval:

October 4, 2010 (180-day exclusivity)

A

Does the approved revision to the RLD labeling include a change [ ] Yes v'No
to the Warnings section?
Has the sponsor of the application agreed to submit revised v Yes [1No

labeling of the drug to reflect the change in the labeling of the
RLD not later than 60 days after receiving notification that the
changes are required?

Has the Agency determined that the continued presence of the [1Yes v'No
labeling 1n effect before the revision will adversely impact the If yes, please explain:
safe use of the drug?

FINAL DECISION: Can ANDAs be approved with different v Yes [_| No
labeling, as permitted under section 505(j)(10) of the Act?

Background information

FDCA Section 505 (3)(10) (added to the statute by Section 10609 of the Patient
Protection and Affordable Care Act permits the FDA to approve an ANDA with labeling
that differs from that of the RLD provided the change to the RLD labeling is approved
within 60 days of the expiration of a patent, an exclusivity period, or 30-month stay, and
the labeling changes do not include a change to the WARNINGS section, the sponsor of
the application agrees to submit revised labeling of the drug not later than 60 days after
notification that such changes to labeling are required, and the Agency has not
determined that the continued presence of the labeling in effect before the revision will
adversely impact the safe use of the drug.

For Cozaar, FDA approved a change to the PRECAUTIONS section on September 23,
2010. The labeling change addresses risks related to renal toxicity in patients taking



Cozaar who might require combination therapy with a diuretic and NSAIDS. A summary
of the changes is provided below.

S-052, Approved 9/23/2010

Non-Steroidal Anti-Inflammatory Drugs (NSAIDs) Including Selective Cyclooxygenase-2 Inhibitors
(COX-2 Inhibitors): In patients who are elderly, volume-depleted (including those on diuretic therapy),
or with compromised renal function, co-administration of NSAIDs, including selective COX-2
inhibitors, with angiotensin Il receptor antagonists (including losartan) may result in deterioration of
renal function, including possible acute renal failure. These effects are usually reversible. Monitor
renal function periodically in patients receiving losartan and NSAID therapy.

The antihypertensive effect of angiotensin Il receptor antagonists, including losartan, may be attenuated
by NSAIDs, including selective COX-2 inhibitors.

Merck submitted final printed labeling on September 24, 2010, for the changes approved
on September 23, 2010. In its cover letter, Merck states “Final printed Labeling will be
used on or before 01-May-2011 in all packages sold or distributed from the Company’s
manufacturing facilities.”

Teva is currently the only ANDA approved for the 25 mg, 50 mg, and 100 mg strengths
of losartan tablets (ANDA 76-958). Their 180-day generic exclusivity is scheduled to
expire on October 4, 2010. (As of September 27, 2010, Teva has not updated its losartan
labeling to contain the change.)

Implementation of the labeling change by the RLD may not occur for over 7 months.
Upon approval of other losartan ANDAs on October 4, 2010, the labeling for these
ANDAs will be the same as that of the RLD and Teva currently in the marketplace.
Apotex committed to supplement its ANDA with revised labeling within 60 days of their
commitment letter dated October 1, 2010.

{see appended electronic signature}

Labeling Reviewer

Supervisory Comment/Concurrence:

{see appended electronic signature}

Team Leader



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

JAMES T BARLOW
10/04/2010

KOUNG U LEE
10/04/2010
For Wm Peter Rickman

Reference ID: 2845049




ROUTING SHEET

X APPROVAL [ ] TENTATIVE APPROVAL [ | SUPPLEMENTAL APPROVAL (NEW STRENGTH) [ ] CGMP

Division: IV Team: 1 PM: Dat Doan Electronic ANDA:

Yes [X] No[ ]

ANDA #:090790

Firm Name:Apotex

ANDA Name:Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg
RLD Name:NDA Number: 020386/S-049 NDA Drug Name: Cozaar® Tablets NDA Firm: Merck & Co. Inc.

Electronic AP Routing Summary Located:
V:\Chemistry Division 4\Team 41\Electronic AP Summary

AP/TA Letter Located:
V:\Chemistry Division 4\Team 41\Final Version For DARRTS Folder

Project Manager Evaluation: Date: 9/20/10 [Initials: dd
X Previously reviewed and tentatively approved --- Date 8/11/10
[] Previously reviewed and CGMP Complete Response issued -- Date

Original Rec’d date 8/29/08 Date of Application 8/27/08 Date Acceptable for Filing 10/23/08

. . . Citizens' Petition/Legal Case? Yes No O
Patent Certification (type) IV Date Patent/Excl. expires 10/3/10 (If YES, attach email from PM to CP coord)
First Generic Yes O No X Priority Approval (Top 100, PEPFAR, etc.)? Yes O No X Comment:
DMF#: (provide MF Jackets) Prepared Draft Press Release sent to Cecelia Parise Yes 0 No 0 Date:
[ Suitability Petition/Pediatric Waiver Pediatric Waiver Request: Accepted O Rejected OO Pending O
EER Status: [J Pending [X Acceptable [ OAI EES Date Acceptable: _8/10/10 [] Warning Letter Issued; Date:

Has there been an amendment providing for a Major change in formulation since filling? Yes 0 No X Comment:
Date of Acceptable Quality (Chemistry) 9/29/10 Addendum Needed: Yes 0 No O Comment:

Date of Acceptable Bio 2/16/10 Bio reviews in DARRTS: Yes ® No O (Volume location: )

Date of Acceptable Labeling 2/25/10 Attached labeling to Letter: Yes 0 No O Comment:

Date of Acceptable Sterility Assurance (Micro)

Methods Val. Samples Pending: Yes 00 No K; Commitment Rcvd. from Firm: Yes 00 No O

Post Marketing Agreement (PMA): Yes 0 No K (If yes, email PM Coordinator) Comment:

Modified-release dosage form: Yes 0 No ®  (If yes, enter dissolution information in Letter)

Routing:
X Labeling Endorsement, Date emailed: REMS Required: Yes O No K REMS Acceptable: Yes O No O

X] Regulatory Support

[] Paragraph 4 Review (Dave Read, Susan Levine), Date emailed: _
[] Division

[] 1** Generic Review

[ ] Bob West / Peter Rickman
[ ] Keith Webber

[IFiled AP Routing Summary in DARRTs | [ |Notified Firm and Faxed Copy of Approval Letter | [_| Sent Email to "CDER-OGDAPPROVALS”
distribution list




1.

OGD APPROVAL ROUTING SUMMARY

Regulatory Support Branch Evaluation
Martin Shimer
Chief, Reg. Support Branch

Date: 9/28/2010
Initials: MHS

Contains GDEA certification: Yes® No O

Determ. of Involvement? Yes 0 No K

(required if sub after 6/1/92)

Pediatric Exclusivity System

Patent/Exclusivity Certification: Yes ® No O
If Para. IV Certification- did applicant:
Notify patent holder/NDA holder Yes ® No O
Was applicant sued w/in 45 days:Yes O No K
Has case been settled: YesO NoO
Date settled:
Is applicant eligible for 180 day

RLD =Cozaar NDA#20-386
Date Checked

Nothing Submitted m|
Written request issued 0O

Study Submitted O

Generic Drugs Exclusivity for each strength: YesO No X

Date of latest Labeling Review/Approval Summary

Any filing status changes requiring addition Labeling Review Yes O No X

Type of Letter:

[ ] OTHER:

D] APPROVAL [ ] TENTATIVE APPROVAL [ ] SUPPLEMENTAL APPROVAL (NEW STRENGTH) [_|CGMP

Comments:This ANDA was previously TA'd on 8/11/2010. At the time of the TA the firm had PIV certs to the '075, PIII
to the '069 and '197 and a section viii to the '079. At this point in time the only unexpired patent is the '079 to which the
applicant has provided a section viii statement-therefore this patent is not a barrier to approval of this ANDA. The last
remaining regulatory barrier to the approval of this ANDA is TEVA's (76958) eligibility for 180 day exclusivity which
will expire on 10/3/2010. This Application is eligible for Full Approval on or after 10/3/2010.

Labeling Endorsement

Reviewer,

Date
Initials

REMS required?
[1Yes XINo

REMS acceptable?
[1Yes [ INo XIn/a

Comments:

From:
Sent:

To:
Cc:

Subject:
Importance:

Dat,

Lee, Koung U

Wednesday, September 29, 2010 12:26 PM
Barlow, James T; Doan, Dat

Wu, Ruby (Chi-Ann); Rickman, William P
RE: 90790/Apotex/Losartan

High

I concur.
Koung

From: Barlow, James T

Sent: Wednesday, September 29, 2010 12:13 PM
To: Doan, Dat; Lee, Koung U
Subject: RE: 90790/Apotex/Losartan

I checked Drugs@FDA,OB and USP.

Labeling Team Leader,

Date 10/5/10
Initials rlw/for




The labeling Approval Summary signed by Koung Lee on 2/25/10 remains acceptable. Please note that the suspension stability
was found acceptable in 3/16/10 chemistry review.

From: Doan, Dat

Sent: Wednesday, September 29, 2010 11:39 AM
To: Barlow, James T; Lee, Koung U

Subject: 90790/Apotex/Losartan
Importance: ~ High

Hi Jim, Koung:

Please endorse this for me.

<< File: 90790.ap.letter. DOC >>

<< File: 90790.1abeling.ap.summary.pdf >>

Thanks,

Dat Doan, R.Ph.

3. Paragraph 1V Evaluation PIV’s Only
David Read Date 10/5/10
OGD Regulatory Counsel Initials_rlw/for

Pre-MMA Language included O

Post-MMA Language Included O

Comments: Apotex provided a method-of-use statement to the '079 patent. There are no other unexpired patents
currently listed in the "Orange Book".

4. Quality Division Director /Deputy Director Evaluation Date 10/5/10
Chemistry Div. SELECT DIV # Initials rlw/for
Comments: This approval package was endorsed on 10/4/10 by Robert Iser, Acting Director, Division of Chemistry
IV. (approval routing summary).

5. First Generic Evaluation First Generics Only
Frank Holcombe Date 10/5/10
Assoc. Dir. For Chemistry Initials_rlw/for

Comments: (First generic drug review)
N/A. TEVA's ANDA 76-958 for this drug product was approved on 4/6/10.

OGD Office Management Evaluation

6. Peter Rickman Date_10/5/10
Director, DLPS Initials rlw/for

Para.IV Patent Cert: Yesd NoO
Pending Legal Action: Yes [1 No O
Petition: YesO NoO
Comments: This ANDA was granted tentative approval on August 11, 2010. Final approval was blocked at that
time by TEVA's eligibility for 180-day generic drug exclusivity. Refer to the administrative sign-off form
created at that time. TEVA's eligibility expired on 10/3/10.

CMC found acceptable for final approval (Project Manager's Regulatory Assessment) 9/29/10. Apotex has provided
a commitment to provide for a scored 50 mg tablet as requested. This is acceptable.

Final-printed labeling (FPL) remains acceptable for approval (see above). Apotex has provided a commitment to
update its final-printed labeling to be consistent with the newly approved changes to the RLD labeling. This is



acceptable. Memorandum to the record filed in DARRTS to addesss this issue.

AND/OR
7. Robert L. West Date 10/5/10
Deputy Director, OGD Initials RLWest

Para.IV Patent Cert: YesO NoX

Pending Legal Action: YesO NoX
Petition: YesO NoX

Press Release Acceptable O

Date PETS checked for first generic drug

Comments: Acceptable EES dated 8/10/10 (Verified 10/5/10). No "OAI" Alerts noted.

Apotex has provided a method-of-use statement to the '079 patent and has deleted reference to the use of the drug product
for the treatment of chronic renal failure from its labeling. This is acceptable. There are no additional patents or
exclusivity listed in the current "Orange Book" for this drug product.

With the expiration of TEVA's 180-day generic drug exclusivity, this ANDA is recommended for final approval.

8. OGD Director Evaluation

Keith Webber

Deputy Director, OPS
Comments: RLWest for Keith Webber, Ph.D. 10/5/10.
First Generic Approval O
PD or Clinical for BE O
Special Scientific or Reg.Issue O
Press Release Acceptable O

Comments:
9. Project Manager

Date 10/6/10

Initials dd

Check Communication and Routing Summary into DARRTS
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Patent and Exclusivity Search Results from query on Appl No 020386 Product 003 in the OB_RXx list.



<>

Appl Prod Patent Patent Drug Substance Drug Product Patent Use Delist
No No No Expiration Claim Claim Coade Requested
N020386 003 5138069 Aug 11, 2009

NO020386 003  5138069*PED Feb 11,2010

NO020386 003 5153197 Oct 6, 2009 u
NO020386 003 5153197*PED Apr 6. 2010 u

N020386 003 5210079 May 11, 2010 w
N020386 003  5210079*PED Nov 11,2010 U - 496

N020386 003  5608075*PED  Sep 4,2009

<>

There is no unexpired exclusivity for this product.

Additional information:

1. Patents are published upon receipt by the Orange Book Staff and may not reflect the official receipt date as
described in 21 CFR 314.53(d)(5).

2. Patents listed prior to August 18, 2003 are flagged with method of use claims only as applicable and submitted by
the sponsor. These patents may not be flagged with respect to other claims which may apply.

3. *** The expiration date for U.S. Patent No. 5,608,075 is March 4, 2009.
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