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ANDA 74-726/5-001,8-002

AG 9 2000

Upsher-Smith Laboratories, Inc.
Attn: Mark S. Rokbins

14905 23*¢ Avenue North
Minneapolis, MN 55447

Dear Sir:

This is in reference to your supplemental new drug
applications dated August 5, 1999, submitted under section
505(3j) of the Federal Food, Drug, and Cosmetic Act, regarding
your abbreviated new drug application for Klor-Con® M20
(Potassium Chloride Extended-Release Tablets USP, 20 mEq).

Reference is also made to your ameﬁdment dated July 11, 2000.
The supplemental applications provide for:

5-001 Addition of a new strength, 10 mEq,

S-002 Associated labeling revisions.

The listed drug product referenced in your application, K-Dur
10 Extended-release Tablets of Key Pharmaceuticals, Inc., is
subject to a period of patent protection that expires on
September 5, 2006 (U.S. patent No. 4,863,743). Your
application contains a patent certification to patent =
4,863,743 under Section 505(j) (2) (A) (vii} (IV} of the Act.
Section 505(j) (5) (B) (iii) of the Act provides that approval
shall be made effective immediately unless an action is
brought for infringement of the patent which is the subject of
the certification before the expiration of forty-five days
from the date the notice provided under paragraph (2} (B) (i) is
received. You have notified FDA that Upsher-Smith
Laboratories, Inc. has complied with the requirements of
Section 505(3j) (2) (B) of the Act and that no action for patent
infringement was brought against Upsher-Smith Laboratorles,
Inc. within the statutory forty-five day period.

We have completed the review of these supplemental abbreviated
applications and have concluded that the drug is safe and
effective for use as recommended in the submitted labeling.
Accordingly, the supplemental applications are approved. The



Division of Bioequivalence has determined your KLORnCONﬁ M10
{Potassium Chloride Extended-release Tablets USP, 10 mEq) to
be biocequivalent and, therefore, therapeutlcally equivalent to
the listed drug (K-DUR 10° Extended-release Tablets of Key
Pharmaceuticals, Inc.)., Your dissolution testing should be
incorporated into the stability and quality control program
using the same method proposed in your application.

We remind you that you must comply with the requirement for an
approved abbreviated application described in 21 CFR 314.80-81
and 314.98. The Office of Generic Drugs should be advised of
any change in the marketing status of this drug.

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

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

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

campaign be submitted to our Division of Drug Marketing, *
Advertising, and Communications (HFD-40) with a completed Form
Acting Directorxr

FD-2253 at the time of their initial use.
Office of Generic Drugs

Center for Drug Evaluation and Research

Si rely yours,

Gary Buehler
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S-00

KLOR-CON®M
ggtassium Chioride
ended-release
mgﬁgb?gpp RSIBLE ‘
TECHMOLGGY™ 05800200
KLOR.CON® M
10 mEq and 20 mEq
DESCRIPTION

Klor-Con®M20 is an immediately dispersing extended refeasa oral dosaga form of
potassium chloride centalning 1500 mg of migroencapsulated potassium chioride USP
equivalent to 20 mEq of potassium in a table?.
Klor-Con®M10 is an immediately dispersing extended refease oral dosags form of
petassium chloride contalning 750 mg of microencapsulated polassium chioride USP
equivalent to 10 mEq of potassium in a tablet.
These formutations are intenided to slow the release of potassium 5o that the fikefihoed of a
high localized concentration of potassium chioride within the gastraintestinal fract s reduced.
Kior-Con®M is an electrolyte repienisher. The chamical name of the active ingredientis
potassium chloride, and the structural formuda is KCE {molecular weight: 74.55).
Potassium chioride USP ¢Gours as @ white, qrinular powder oe-as colorless crystals, Jtis
adorless and s a saline taste, Its solutfons are neutral to litmus. 1t is freely soluble in
water and insolublg In alcoho.
Klor-Gan®M Is a tablet farmulation {not enteric coated or wax malrix confaining indlvidually microencapsulated
potassium chioride crystals which disperse upon t2blet disintegraion. In simulated gastdc fluid at 37°C and in the
ahsenca of outside agitation, Klor-Con®M begins disintegrating into microencapsifated crystals within secands and
completely disintegrates within one rirute. The microancapsylated crystals are fomulated to provide an extended
release of potassium ghloride.
Inzctiva Ingredients: Croscarmeliose Sodium, Ethylceilulose, Microcrystalline Gefiulose, and Sorbitan Monooleate,
CLENICAL PHARMACOLOGY

The potassiurn fon is the principal intracellular cation of mest body tssees. Polassiunt lons parlicipate in a number
of essentiat physiclogical processes including the maintenance of intracellafar tonicity, the transmission of nerve
impulses, the cantracticn of candiac, skeletal and smooth muscle and the maintanance of narmal renal function.

The intracellular corcentration of potassium is approximately 150 to 160 mEqQ per fiter. The normal adult plasma
concenteation s 3.5 to 5 mEq per liter. An active jon transport system maintains this gradient across the plasma
membrane.

Potassiunt Is & rormal dietary constitwent and under steady state conditions the 2mount of potassium abserbed
from the gastrointestinat fract is equal to the amount extreted in the unine. The usual dietary intake of potassium is
5@ ta 100 mEq per day.

Potassium depletion witl ocour whenever the rate of potassium loss through renal excretion and/or loss from the
gastraintestinal tract exceads the rate of pofassium intake. Such depletion usualy develops as a consequénce of
therapy with diuretics, primary or secondary hyperaldosteranism, diabatic keteacidosis, or Inadeduate replacement of
pofassium in patients on prolonged parenteral nutrition. Depielion can develop rapidly with sevare diarrhea, especially
if assocfated with vomiting. Potassiym depletion due to these causes is usiakly accompanied by a concomitant loss
of chlaride and is manifested by hypokalemia and mefabolic alkalosis. Potassium deplstion may produce weakness,
fatigue, disturbances of cardiac rhythm (primarily ectopic beats), preminant (f-waves in the efectrocardiagram, and in
advanced cases, flaccid paralysis and/or impaired abillty 1 concantrate urine,

if potassium depletion associated with metabolic alkalosis cannot be managed by correcting the fundamental
causs of the deficiency, e.g., where the patient requires long term dluyatic therapy, supplemantal potassium In the
form of high potassium food or potassium chioride may be able to restore nomal potassium levels,

In rara circumstances (.., patients with renal tubular acidosis) potassium deplation may be associated with
metabolic acidosis and byperchioremia. In such patlents potassium replacement should be accomplished with
potassium salts other than the chlorids, such as potassium bicarbonate, potassium cltrate, potassium acetate, o
polasslum gluconate.

INDICATIONS AND USAGE
BEGALSE OF REPQRTS OF INTESTINAL AND SASTRIC ULCERATION AND BLEEDING WITH EXTENDED RELEASE
POTASSIUM CHLORIDE PREPARATIONS, THESE DRUGS SHOULD BE RESERVED FOR THOSE PATIENTS WHC
CANNOT TOLERATE OR REFUSE TO TAKE LIQUID QR EFFERVESGENT POTASSIUM PREPARATIONS OR FOR
PATIENTS IN WHOM THERE IS A PROBLEM OF COMPLIANCE WITH THESE PREPARATIONS.
1. For the treatment of patients with hypckalamia with or withaut metabolic alkalosis, in digitalls intoxication and
in patients with hypakalemic familial perlodic paralysis. If hypokalemia is the result of divralic therapy,
consideration should be given to the use of a fower dose of diuretic, which may be sufficlant withaut leading to
hypokalemia,
2. For the prevention of hypokalemia in patients whe would be at particulas sk if bypokalemla were to develap,

o.4., digitalized patients or patients with significant cardiac arrhythmias.

The use of potassium salts in patients receiving diuretics for uncomplicated essentizl hypertension is often
unnecessary when such patients have a normal dietary pattern and when law doses of the dfuretic are used. Ssrum
polassium shoutd be checked periodically, howaver, ang if hypckalemia ocours, dietary supplementation with
polassium-containing foods may be adequate to contral milder ¢ases. In more Severe cases, and if dose adjusimant
af the diuretic Is ineflastive or unwarranted, sepplemantation with potassium saits may be indicated.

CONTRAINDICATIONS

Porassium supplements are contraindicated in patients with hyparkalamia since a further increase in serum
potassium congentration In such patierts can produce cardiac arrest. Hyperkalemia may complicate asy of the folipwing
conditions: chronic mnal failure, systemic acidosis, such as diabstic acidosis, acute dehydration, extensive tissue
breakdown as in severe bums, adrenal insufficlency, or the administration of a potassium-sparing diuretic {e.g.,
spironolactone, triamterena, amiloride) (see OVERDOSAGE). .

Exdtended releass foreaiations of palassivm chicride kave produced esophagesl ulseration In certain cardiac
palients with esophageal compression due to enlzrged feft atrium. Potasslum supplementation, when indicated in
sugh patients, shoukl be given as a liquid preparation or as an aqueous {water) suspensien of Klor-Con® M (ses
PRECAUTIDNS; Infarmation for Patients, and DDSAGE AND ADMINISTRATION seclions).

Al selld orat dosage forms of polassium chloride are contraindicated In any patient in whem ihere is structural,
palhiologlcal {8.9., diabetic gastroparesis) or pharmacologic {use of anticholinergic agents or other agents with-
anticholisiergic propertfas at sufiiciant doses to exert anticholinerpic effects) cause for aerest or defay In tzblet passage
through the gastraintestinal tract.

WARNINGS

Hyperkalernia (Ses OVERDOSAGE)—In patiants with impaired mechanisms for excrating potassium, the administeation
of potassium szlts ¢an produce hyperkalemia and cardiac arrest. This ocours most commanty i patients giver
potassium by the Intraverous rewte but may also ocour im patients given polassium orally. Poleniially fatat
hyperkalemia ¢an davelop rapidly and be asymptomalic, The use of potassium salis in patients with chronic reral
diseass, orany other sondition whicts impairs potassium excretion, requirgs particutary cargful monitoring of the serum
potassiunt concantration and appropriate dosage adjustment.

Intaraction with Potassium~Sparing Ditrolics-Hypokalernia should not be trealed by the concomitant adminisiration
of potassium salts and a potassium-sparing diuretic {e.0., spironofactone, triamlarene or amiforide) since the
simultaneous administration of these agents can produca severs hyperialemia.

Interaction with Anglotensin Converting Enzyme Intibitors—fnglotensin converting enzyme (AGE) inhibitors {e.g.,
captopril, enalapril) will produce some petassium ratention by inhibiting aldosterons progiection. Pofassium
supplemants sheuld be given to patients receiving ACE inhibitors only with close menitoring.

Gastrolntestinal Lesians—Salid oral dosage farms of potassiam chforide can prodiice vicerative and/for stengtic
leslons of the gastrointestinal tract. Based on spontaneous adverse reactlon repors, enteri; coated creparations af =



mambrane.

Potasslum Is a normal dietary constituent and under steady state conditions the amount of patassium abscrbed
fram the gastrointestinal tract Is equal to the amount excrated in the urine. The usual detary Intake of potassium is
50 tp 100 mEq per day.

Potassium depletion wili eccur whenever the rate of patassiym loss through renal excretion and/or loss from the
gastrointestinal fract exceeds the rate of potassium intake. Such depletion usually develops as a consequence of
therapy with diuretics, primary or secondary hyperaldosteronism, diabetic ketoacidosis, or Inadequate repfacement of
potassiurn in patisnts on prolonged paventeral autrition, Deplation can develop rapidiy with severe diarrhea, aspecially
if associated with vomiting, Patassium depletion due to these causes is usually accompanled by a concomitant loss
of chloride and is manilasted by hypokalemia and metabolic alxalasis. Potasslum depletion may produce weakness,
fatigue, disturbances of cardiac riyihm (primarfly eclopic beats), prominant U-waves in the electrocardiogram, and in
advanced cases, flaceid paralysis and/or Impaired abllity 4o concentrate urine.

If potassium depietion assagiated with metabelic alkalosis cannot be managed by correcting the fundamental
cause of the deficlency, 8.g., where tha patient requires long term diuretic therapy, sepplemental potassium in the
form of high potassivim food or polassium chloside may be able to restore normat potassium levels.

In rzre circuzmstances (g.g., patients with renal Wbulas ackdosfs) potassium depletion may be assoclated with
metabglic acidosis and hyperghloremia. In such patients potasstum replacement should be accomplished with
potassium salis other than the chloride, such as potassium bicarbonate, polasslum citrate, potassium acetate, or
potassium glucanate.

INDICATIONS AND USAGE
BEGALISE OF REPORTS QF INTESTINAL AND GASTRIG ULCERATION AND BLEEDING WITH EXTENDED RELEASE
POTASSILM CHLORIDE PREPARATIONS, THESE BRUGS SHOULD BE RESERVED FOR THOSE PATIENTS WHD
CANNOT TOLERATE OR REFUSE TO TAKE LIQUID OR EFFERVESCENT POTASSIUM PREPARATIONS OR FOR
PATIENTS IN WHOM THERE IS A PROBLEM OF COMPLIANCE WITH THESE PREPARATIONS.
1, For the treatment of patients with hypokalemia with or without matabalic alkalosis, in digitalls intoxication and
in patients with hypokalemic famillal periodic paralysis. I¢ hypokafemla is the result of divretic therapy,
consideration should be given to the use of a lower dose of diuretic, whith may be sufficlent withaut leading to
hypokalemiz.

2, For the prevention of hypakalemia in patients who would be at particular risk If hypokaleria were to develap,

o.0., digitalized patients or patients with significant cardiac arrhythamias.

The use of petassium salts in patients receiving diuretics for urcomplicated ssential hypertension is aften
unnecessary whan such patients have a normal dietary pattern and when low doses of the diuretic are used, Serum
potassium should be checked parfodically, however, and i hypokalemia eccurs, dietary supplementation with
potassium-coataining foods may be adequate to contral milder cases. [n more severe cases, and # dose adjustment
af the diuretic is ineffective or unwarranted, supplementation with potassium salis may be Indicated.

CONTRAINDICATIONS

Potassium supplements are contralndicated in patients with hyperialamia since a further increase in serum
patassium concentration in sich patients can produce cardiac arrest. Hyparkalemia may complicate any of the following
conditions: chronic renat faifure, systemic acidosls, such as diabetic acidosis, acule dehydration, extansive fissue
breakdown as in Severe burns, adrenal insufficisncy, or the administration of a potassium-sparing divrstic (e.g.,
splranolactone, triamterene, amiloride) (see OVERDDSAGE).

Extended refease formulations of potassium chlaride hava produced esophageal ulceraticn in cerfain cardiac
pallents with esophageal compression due to enlazged left atrum. Potassium suppiementaticn, when indicated in
such patients, should be given as 2 liquid preparalion or as an aquecus (water) suspension of Kler-Gon® M (see
PRECAUTIONS; Information for Patients, and DDSAGE AND ADMINISTRATION sections).

All seltd oral dosage farms of potassium chloside are contraindicated in any patient in whom these is structural,
pathological (e.g., diabetic gastroparesis) or pharmacofagic {use of antichelinergic agents or ather agants with-
antichelinergic properties at sufficient doses to exert anticholinergic effects) cause for arvest or delay in tablet passage
threugh the gastrointestinal tract,

WARNINGS

Hyparkatemia (see OVERDOSAGE]—In patlents with impaired mechanisms fer excreting potassium, the administration
of potassium salts can praduce hyparkalemia and cardize arrest. This occurs most commonly in patients given
polassium by the intravanous route but may alse oocur in patients given potassium orally. Polentially fatal
hyperkafamia can davelop rapicy and be asymptomatic, The usa of potassium saits In patients with chronic senal
disease, ar zny other condition which impairs potassium excretion, requires paricularly careful manitoring of the serum
potassium concentration and appropriate dosage adjustment,

Interaction with Polassium-Spartny Diurelios—Hypakalentia should nat be treated by the concomitant administration
of potassium safts and a potassiumr-sparing diuretic {¢.g., spironglactons, triamterene or amilorida) since the
simuitaneous administration cf 1hese agents can prodce severa hyperkalemia.

Imtgraction with Angiotensin Converting Enzyme inhilitors—Angiotensin convesting enzyme (AGE) inkibitors (e.g.,
captopril, enalapril) wils produce some potassium retenlion by inkibiling aldosterone production. Polassium
supplements should be given to patients recaiving ACE inhibitars onty with close monitaring.

Gastrointestinal Lesions—Solid oral dosage forms of potassium chloride can produce ulserative and/or stenotic
lesions of the gastrointestinal tract. Based an spontansous adverse reaction reparts, enteric coated preparatians of
potassium chipride are associated wilh an increased frequency of smal bowe! lesions {40-50 per 160,000 patient
years) compared to exiended release wax malrix fermuylations {less than ona per 100,000 patient years). Bacause of
the lack of extensive marketing experience with microansapsulated preducts, a comparison between such psoducts
and wax makrnix or enlent coated products is netavailabla. Klor-Gon®M is a tablet formulated to provide an extended
rate of refease of microencapsulated potassiunt ¢hlaride and thus to minimize the possibility of a high local
cancantralion of potassium pear the gastrointestinal wall,

Prospective trials have been conducted in norma human voluntesrs in which the upper gastrointestinaf tract was
evaluated by erdoscapic inspection bafore and after ane week of salid oral polassium chforide therapy. The abitity of
this model to predict everss cccurring in usual clnical practice is unknown. Trlals which approximated usual clinical
practice did not reveal any clear tifferences between the wax matrix and microencapsulated dosage forms. In
contrast, there was 2 higher incidence of gastric and dundenal fesions In subjests receiving a high dose of a wax
matrix extended release formulation under canditions which did rot resemble wsuat or recommended clinica practice
(e., 96 mEg per day in divided doses of polassium chioride administered ta fasted patients, in the presence of an
anticholinergic drug to delay gastric emptying). The upper gastrointestinal lesions abserved hy endoscopy were
asymptomatic and were not zccompanied by evidence of bleeding (Hemoccult testing). The relevance of these
findings to the usual conditions {(.e., non-fasting, no anticholinergic agent, smaller doses) under which extended
release polassivm chloside products are used iS uncertain; epidemiotegic studies have not identified an elevated risk,
comyared t microencapsulated products, far upper gastrointestiral fesions in patients recgiving wax matrix
formulations. Klor-Con®M should be discontinued Immediataly and the possibility of ulceration, obstruction or
peiforation considered if severe vomiting, abdominal pain, distertion, or gastrointestinal bleeding occurs.
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Melabolic Acldusis—Hypakalemia in patients with matabolic acidosis should be treated
with an alkalinizing potassium salt such as potassium hicarbonate, potassivm citrate,
potassium acefate, or potasslum gikconate,

PRECAUTIONS
Geraral: The diagnosis of potassium depletion Is ardinarily made by demenstrating
hypokalemia in 2 patient with a clinical history suggesting soma cause for potassium
depletion. Ininterprating the serum potassium tevel, the physician shogld bear In mind
that acute alkalosis per secan preduce hiypokalemia in the bsence of 2 deficit in tetal
body potassium while acute acidosis per se can increase the serum potassium
cancentration Into the normat range even in the presence of a reduced total body
patassium. The treatment of petassium depletion, particularly in the presence of cardiac
tisease, renal disease, or acidosis requires careful attention to acid-base balance and appropelate menitoring of serum
electrolytes, the electrocardiagram, and the clinicat status of the patient.
informatton for Paliants: Physicians shou'd consider reminding the patient of the following:

Fo take each dose with meals and with a full glass of water or other flquid.

To take each dose without crushing, chewing, ar sucking the tablets. i thosa patients are having difficutly swallowing
whole tablets, they imay try one of the following alternate methads of adminlstration:

2. Break the tablat in half, and tzke each half separataly with a glass of water.

b. Prepare an aqueous {water) suspension as follows:

1. Place the whole tabet{s) in approximalely one-half glass of water {4 fluid cunces}.

2. Allow approximately 2 minutes for the tablet(s} to disintegrate.

3. Stir for zhout half a minute after the tablet(s) has disintegrated.

4. Swirl the suspension and consume the entire contents of the glass immediately by drinking er by the use of a straw.
5. Add asother one fluid ounce of water, swirk, and consume immadiately.

6. Then, add an additional cne ffuid ounce of viater, swirl, and cansume immediztehy.

Aqueous suspenslon of Klor-Gon®M exterded release tablet that is nol taken immediately should be discarded. The

use of olhar liquids for suspending Klor-Can®M tablets is not recommended.

To take this medicine following the frequency and amount presgribed by the physician. This is especially impertant

if the patient is also taking diuretics and/or digitalis preparations.

To check with the physiclar at once if tarry stools or other evidence of gastrointestinal bleeding is roliced.
Laboratory Tests: When blood is drawn for analysls of plasma potassium it is important to recogaize that artifactyal
glevations can oceur after improper venipuncture technique or as a reselt of in-vitro hemalysis of the sample,

Drug Interactians: Polassium-sparing giuretics, angiotensin convarting enzyme inhibitors (See WARNINGS).
Carcinogenesls, Mitagenesis, Impalrment of Fertifty: Carcinogenicity, mutaganicity and fertility studies in animals
have not been parformed.

Patasslum Is a normal dietary constituent.

Pregnancy: Pregnancy Category C: Animal reproduction studies have not beea conducted with Klor-Con®M., Itis
unlikely that potassium supplementation that doss not lead to hyperkalemia would have 2n adverse effect on ihe fetus
erwould atfect repreductive capacity. ’

Nursing Mothars: The normal potassium lon content of kuman milk Is abaut 13 mEq per Rter. Since oral potassiem
becomes past of the kedy potassium pool, 5o fong as body potassivm is not excessive, the coniribution of potassium
chioside supplementation should have little ar no effect an the level in human mitk.

Pedlatric Use: Salaty and effectiveness in pediatric patients have not been established.

ADVERSE REACTIONS

Dne of the most severe advarse effects is hyperkalemia (see CONTRAINDICATIDRS, WARNENGS, and
DVERDOSAGE). There have also heen reports of upper and lower gastreintastinal conditions including cbstruction,
bleeding, ulearation, and perforztion {sea CONTRAINDICATIONS and WARNINGS).

The most comman adverse reactions to oral potassium salts are nausea, vomiting, flatulence, abdominat
pai/discomfert, and diarchea, These symptoms are dug to feritation of the gastreintestinal tragt and are best managed
by diluting the preparation fusther, tzking the dose with meals or reducing the amount taken at one time.
OVERDOSAGE

The administration of orat potassium salis to persons with nomal excretary mechanisms for potassium rarely causes
serious hyperkalemia. However, if excretory mechanisms are impalred or if potassivm Is administered toe rapidly
Intraverously, potentiatly fataf hyperkalamia can resull {see CONTRAINDIGATIONS and WARNINGS), (tis impartant 10
recognize that hyperkalerniz is uswally asymptomatic and may be marifested only by an ingreased serum potassium
concantration (6.5-8.0 mEg/L) and characteristic electrocardiographic changes (peaking of T-waves, loss of P-wavas,
depsession of S-T segment, and prolongation of the QT-interval). Late manifestations include muscle-paralysis and
cardiovascular collapse from cardiac avrest (3-12 mEg/L).

Treatment measures for hyperkalemia include the following:
1. Elimination of foods and medications containing potassium and of any agents with potassium-sparing
proparties. ) )
2. Intravercus administration of 300 to 506 mLmr of 10% dextrase injection containing 10-20 units of erystalline
insulin per 1,000 ml.
3. Correctior of acidosis, ¥ present, with intravenous scdivm bicarbonate.
4, Use of exchange resins, hemodizlysis, or paritonest dialysis.
In treating hyperkefamlia, it should be recalled that in patients who have bean stabilized an digitalis, too rapid a
lowering of the serum potassium concentraticn can produce dighialis toxicity.

DOSAGE AND ADMINISTRATION .

‘The usuat dielary intake of potassium by the average adult is 50 to 1Q0 mEq par day. Potassium depletion sufiicient to
cause hypokalemia usually requires the loss of 200 or more mEq of potassium fram the tatal hady store.
Dosage must be adjusted to the Individuat needs of each patient. The dose for the prevantion of hypokalemta is
kypically in the range of 20 mEq per day. Doses of 40-100 mEq per day or more are used Tor the treatment of
potassium depletion. Dosage should be divided if more than 20 mEqg per day Is given such that no more than 20 mEq
is given in a single doss.
Each ¥lor-Con®M20 tablet provides t500 mg of potassium chioride equivalent to 20 mEq of potassium.
Each Klar-Con®M10 tablet provides 750 mg of potassium ¢hioride equivatent to 10 mEq of potassium.
Klor-Gon®M tablets should be taken with meals and with a glass of water or other liquid. This product should not be
taken on an empty stemach because of its patential for gastrlc irritation {see WARNINGS).
Patlants having ditficutty swallowlng whole tablels may try ane of the following aliernate methods of administration:
a, Break the tablet in half, and take each hali separately with a glass of waler.
1, Prepare an anueous (water) suspension as folfows:
1. Place the whola tablat{s) in approximately ane-hall gfass of water {4 fluld ounces).
2. Allow approximately 2 minutes for the tablet{s) to disintegrate,
3. Stir for about half a minurie attar the tablel(s) has disintegraed.
A, Swirl $he suspension and consume the entire contents of the glass Immediately by drinking or by the use of a straw.
§. Add another one fluid ounce of water, swirl, and consume immediatety.
6. Then, add an additioral cne fluld cunce of water, swirl, and consume immedéately.
Aqueous suspension of Klor-Con®M extended! releasa tablet that is not taken immediately should be discarded. The
usa of ather liquids for suspending Kler-Con®M tablets Is not recommended.

[FLUTEITE LI



Potassium is a normat digtary constituent.
Pragnancy: Pregnanty Category G: Arimal reproduction studles have nat bean condutted with Klor-Gon® M, Itis
unlikely that petassium supplementation that does not lead to hyperkafamia would have an adverse effect o the fetus
or wauld affect reproductive capacity.
Nursing Mothers: The nermat potassium lon content of human milk is #bout 13 mEq per liter. Since oral potassium
becomes part of the body potassium pool, so lang as bedy potassium is not excessive, the contribution of polassium
chloride supplementation should have little ar ne affect on the lavel in humar milk.
Pedfatric Use: Salely and effectiveness in pediatric patients have not been established.
ADVEASE REAGTIONS

0ne of the most severe adverse effects is hyperkalemia {see CONTRAINDICATIONS, WARNINGS, and
DVERDOSAGE). There have also been reports of upper and fower gastrointestinal conditions including cbstruction,
bieeding, ulceration, and perforation (see CONTRAINDIGATIONS and WARNMEGS).

“The most comman adverse reactions to oral patassium salts are nausea, vomiting, flatufance, sbdominal
pain/discomlort, and diarrhea, These Symptoms are due to ireitation of the gastrointestina tract and are best managed
by diluling the preparation further, faking the dose with meals or reducing the amount taken at one time.

OVERDOSAGE

‘The administration of craf potassium saits to persons with normal excretory mechanisms for polassium rarely causes
serious hyperkalemia, However, # excretory mechanisms are impaired or if pofassium i administered too rapidly
infravanously, potantid by fatal hyperkalemiz can resylt (see CONTRAINDICATIONS and WARNENGS). # s Importank to
recognize that hyperkalomiz is usually asymptematic and may be manifested only by an intreased serum potassiem
conegntration (6.5-8.0 mEg/L) ard.characteristic electrocardiographic changes (peaking of T-waves, Ioss of P-waves,
deprassion of 5-T segmant, and prolorpation of the (T-interval). Late manifestations inciude muscle-paralysis and
cardiovascular collapse from cardiag arrest (9-12 mEg/L).

Treatment rmeasures for hyperkademia include the foflowing,
1. Elimination of focds and medications coataining potassium and of ary agents with potassium-sparing
propertles, . '
2. Intravenous administration: of 300 to 500 mL/r of 10% dextrose injection containing $0-20 units of crystalline
insulin per 1,000 mL.
3. Correction of acidosls, if present, with Intraverous sodium bicarbonate.
4. Use of exchange resins, hemodialysis, or pesitoneal dizlysis.
in trealing hyperkalemlia, it should be zecalled that la patients who have been stabilized on digitalis, 100 pid a
lowering of the serum potassiurm concentration ¢an praduce digitalls toxicty.

DOSAGE AND ADPINISTRATION -

The usual dietary intake of potassium by the avarage adw't is 50 to 100 mEq per day. Potassium depletion sufficient o
cause hypokalemia usually requires the foss of 200 or more mEq of potassium Iram the total body store.
Dosage must be adjusted to the individual needs of each patient. The dase for the prevention of hypokalemia is
typically in tha range of 20 mEq per day. Doses of 40-100 mEq par day or more are used for the treatment of
potassium depletion, Dosage shou!d be divided i enore than 20 mEq per day is given such that ro more than 20 mEq
{s given in a single dose.
Each Klor-Con®M240 taklet provides 150(¢ mg of potassium chloride equivalent to 20 mEq of petassium,
Each Klor-Gon®M10 fablet provides 750 mg of potassium chloride equivatent to 10 mEq of potassium,
Klor-Con® M tablets shoufd ba taken with meals znd with 2 glass of water or ether liquid. This product should not be
taken on an empty stomach because of its potential for gasirc irritaticn (see WARNINGS).
Palfents having difficully swallowing wiole tablets may iry one of the {ollowing altemale methods of administration:
a. Break the tabletin hall, angl take each half separately with a glss of watsr,
b. Prepase an agueous (water) suspension as foligws:
1. Place the whole tablst(s} in approximately one-half glass of water (4 fuld ounces).
2. Allow approximalely 2 minutes for the tablel{s) to disintegrate.
3. Stir for about half a mizurte after the tablat(s) has disintegrated.
4. Swirl the suspension and consume tha entira contents of the glass immediatehy by drinking or by the use of a straw,
5. Add another gne flufd ounce of water, swir, and consume Immediately.
6. Then, add an addiltional one fluld ounce of water, Swirl, and consume immadalely.
Aqueous suspension of Klor-Gon®M extended refease fablat that is not faken immediately should be discarded. The
use of other iquids for suspending Kler-Cor® M tatdels is not regommended.
HOW SUPPLIED
Klor-Con®M20 Extended-ralease Tablets, 1500 mg of potassium chioride (20 mEqg of pofassium) are available in
bottles of 100 {NOGC 0245-0058-11); bottles of 500 (NDC 0245-0058-15); bottles of 1005 {NDC 0245-0058-10)
and cartans of 300 for unit dose dispensing {NDG 0245-0058-01). Klor-Gon®M20 tablets are white, oblong,
impinted USI, 20 and scored for flaxibility af dosing.
Klor-Con® M10 Extended-release Tablets, 750 my of potassium ghicride (10 mEq of petassizen) are available in
botiles of 100 {NBC 0245-0057-11); bottles of 1006 {NDC 0245-G057-10); and cartons of t00 for unit dose
dispensing (NDG 0245-0057-01). Klor-Con®M70 tableis are white, oblong, and imprinted USL t0.
Storage Cenditions: Keap tightly closed. Store at controlled room temperalure, 15-30°C (59-86°F).

Manufactured by: Upsher-Smih Laboratores, Ing. Minneapoiis, MN 55447
Certzin manufacturing cperations have

been performed by othar firms. Rev. 0206
Gopyright® 1996 All rights reserved, \\ 40-05800
o
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 74-726/S-001 and S-002

LABELING REVIEWS




REVIEW OF PROFESSIONAL LABELING #
SUPPLEMENT
FPL

DATE OF REVIEW: April 13, 2000
ANDA #: 74-726/5-002

NAME OF FIRM: Upsher Smith Laboratories, Inc.
NAME OF DRUG: Potassium Chloride Extended-release Tablets USP
DATE OF SUBMISSION: April 11, 2000

COMMENTS:

Container: (10 mEq - 100’s and 1000's) Satisfactory as of April 11, 2000 submissicn.
Unit Dose: (10 mEq) Satisfactory as of August 5, 1998 submission.

Unit Dose Carton: (100's) Satisfactory as of April 11, 2000 submission.

insert; Satisfactory as of April 11, 2000 submission.

RECOMMENDATIONS:
1. Inform the firm of the above comments.
2. Recommend approve supplement.

FCR THE RECORD:

1. Review based on the iabeling of K-DUR® (Schering-Plough; NDA#19-439/5-015; approved December
20,1990.

2. Patent/ Exclusivities: There is one patentin effect for this product. U-98 — Expires September 5, 2006.
For a method of providing potassium to a subject in need of potassium.

3. This is a combined new strength/labeling review for the addition of the 10 mEq strength.

cc:  ANDATA-T26/S002 . 4.
Dup/Diision File idtin V1524

HFD-613/TWVatkifis/JGrace {no cc:)
V. FIRMSNZWPSHERWLTRS&REVY
Review




- REVIEW OF PROFESSIONAL LABELING #
SUPPLEMENT
DRAFT -

DATE OF REVIEW: September 20, 1999
ANDA #: 74-726/3-002

NAME OF FIRM: Upsher Smith Laboratories, Inc.

NAME OF DRUG: Potassium Chioride Extended-release Tablets USP
DATE OF SUBMISSION: August 5, 1999

COMMENTé:

Container: (10 mEq - 100’s and 1000's) Safisfactory in draft.

Unit Dose: (10 mEq) Satisfactory as of August 5, 1998 submission.
Unit Dose Carton: (100's) Satisfactory in draft.

Insert: Satisfactory in draft.

Dup/Division File ,

RECOMMENDATIONS:

1. fnform the firm of the above cormments.

2. Réquest the firm prepare and submit 12 copies.of final print labels and labeling..

FOR THE RECORD:

1., Review based on the labeling of K-DUR® (Schering-Plough; NDA#19-439/S-015; approved

December 20, 1990,

2. Patent/ Exclusivities: There is one patent in effect for this product. U-99 — Expires September 5,
2006. For a method of providing potassium to a subject in need of potassium.

3. This is 2 combined new strength/labeling review.

cc:  ANDA 9/ 7]34“??9

HFD-613/TWatkins/JGrace (nocc) [
V:FIRMSNZWPSHERWLTRS&REV\74Y26s02.ael
Review



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 74-726/S-001 and S-002

CHEMISTRY REVIEWS




Office of Generic Drugs
Chemistry, Manufacturing and Controls Review

CHEMIST'S REVIEW NO.: No. 3
ANDA # 74-726/5-001

NAME AND ADDRESS OF APPLICANT:
Upsher-Smith Laboratories, Inc.
Attn: Mark S. Robbins

14905 23" Avenue North
Minneapolis, MN 55447

Telephone: (612} 473-4412

LEGAL, BASIS FOR ANDA SUBMISSION:
Paragraph IV certification

Key Pharmaceutical's K-DUR 20%
(pat. #4863743, exp. Sept. 6, 2006)
Supplement(s): S-001
PROPRIETARY NAME: N/A

NONPROPRIETARY NAME:
Potassium Chloride Extended-Release Tablets USP

SUPPLEMENT (8) PROVIDE (8) FOR:
For dosage proportional 10 mEqg strength tablets.

AMENDMENTS AND OTHER DATES:
Upsher-Smith:

- 08/08/95 Submission of original ANDA.

08/05/99 Submission of current supplement, S-001
04/11/00 Amendment

05/17/00 NC (patent certification)

05/31/00 Patent Information (settlement agreement)
06/02/00 NC (mail receipt to Schering per 5/18/00)
06/30/00 NC (mail receipt to Schering per 6/19/00)
07/11/00 Minor Amendment (45 days period expired)
FDA:

11/20/98 Original ANDA (20 mEq) approved.



10.

11.

12,

13.

14,

15.

le.

17.

09/24/99 Labeling for 10 mEq: Request FPL.

12/22/99 Bio waiver is granted.

.02/10/00 CMC NA/minor.

04/20/00 labeling review completed/acceptable

04/18/00 T-con (re 180days exclusivity & patent
certification.

06/01/00 OGD internal meeting

06/09/00 NA (minor)-re patent issue.

07/20/00 N. Mahmud noted “ready to approval”

PHARMACOLOGICAL CATEGORY:
Potassium supplementation.

Rx or OTC: RX

RELATED IND/NDA/DMF(S);
See item 37

DOSAGE FORM: Tablet

POTENCY: 10 mEg
CHEMICAL NAME AND STRUCTURE: Potassium Chloride (KC1)

RECORDS AND REPORTS: N/A

COMMENTS :

. Bio Walver: Granted based on results from Batch #96828
(20 mEg strength tablets) and acceptable dissolution
data from 10 mEq tablet; 12/6/99 (Vol.3.1).

. Stability: Lot#60154., Accel/Full term Data: Acceptable

. EERs: Not required (a new dose proportional strength to
ANDA/no biostudy required)

» DMF: Acceptable

» Labeling review: Acceptable per 04/20/00.

. Micro: N/A

. MV: Not required (USP DS/DP)

. CMC Approvable

Note:

on 06/09/00, agency sent a NA minor to the firm asking for
patent c¢larification.

On 07/11/00, Upsher-Smith provided a minor amendment
indicating that they have a settlement with Schering/Key



Pharmaceuticals in 1997 (see attachment 1). In addition,
Schering/Key Pharmaceuticals were noticed again regarding
this patent issue on 05/18/00. The 45 days period has
expired. Upsher-Smith now requests the approval of these
supplemental applications. '

On 07/20/00, N. Mahmud has confirmed that the 45-day period
has elapsed without initiation of a lawsuit by the innovator.

All CMC issues were solve in the previous review cycles.
These supplemental applications are ready for approval.

18. CONCLUSIONS AND RECOMMENDATIONS:

Approved
19, REVIEWER: DATE COMPLETED: DATE REVISED:
Bing Cai, Ph.D. 07/31/00

cc: ANDA 74-726
Division File
FIELD COPY

Endorsements: ‘
3w
HFD-625/BCai/07/31/00 \
S \

HFD-625/Msmela/

A:\74726S01.CR3.BBC.DOC
F/T by:

Following this page, 2 Pages Withheld in Full as (b)(4)






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

Yes No X (MINOR) Spot? Yes No X







Office of Generic Drugs
Chemistry, Manufacturing and Controls Review

CHEMIST'S REVIEW NO.: No. % H®

ANDA # 74-726/5-001

NAME AND ADDRESS OF APPLICANT:

Upsher-Smith Laboratories, Inc.
Attn: Mark S. Robbins

14905 23" Avenue North
Minneapolis, MN 55447

Telephone: (612) 473-4412

LEGAL BASIS FOR ANDA SUBMISSION:
Paragraph IV certification
Key Pharmaceutical's K-DUR 20°

(pat. #4863743,

Supplement(s) :

exp. Sept. 6, 2006)

5-001

PROPRIETARY NAME: N/A

NONPROPRIE TARY

NAME ;

Potassium Chloride Extended-Release Tablets USP

SUPPLEMENT (S) PROVIDE (S) FOR:

For dosage proportional 10 mEg strength tablets based on

Waiver of in-vivo biocavailability.

AMENDMENTS AND
Upsher-Smith:
08/08/95
08/05/99
04/11/00
05/31/00

FDA:

11/20/98
09/24/99
12/22/99
02/10/00
04/20/00

OTHER DATES:

Submission of original ANDA.

Submission of current supplement, S~001
Amendment

Patent Information

Original ANDA (20 mEq) approved.
Labeling for 10 mEqg: Request FPL,
Bio waiver is granted.

CMC NA/minor

labeling review completed/acceptable



10.

11.

12.

13.

14.

15.

l6.

17.

18.

19.

PHARMACOLOGICAL CATEGORY :

'Potassium supplementation.

Rx or OTC: Rx

RELATED IND/NDA/DMF({s) :
See item 37

DOSAGE FORM: Tablet

POTENCY: 10 mEq

'CHEMICAL NAME AND STRUCTURE: Potassium Chloride (KC1)

RECORDS AND REPORTS: N/A

COMMENTS :

. Bio Walver: Granted based on results from Batch #96828
(20 mEq strength tablets) and acceptable dissolution
data from 10 mEqg tablet; 12/6/99 (Vol.3.1).

. Stability: Lot#60154. Accel/Full term Data: Acceptable

. EERs: Not required (a new dose proportional strength to
ANDA/no biostudy required)

. DMF: Acceptable

. Labeling review: Acceptable per 04/20/00.

. Micro: N/A

. MV: Not required (USP DS/DP)

. CMC Approvable

CONCLUSTIONS AND RECOMMENDATIONS:
Not Approvable due to patent issues.

REVIEWER: DATE COMPLETED: DATE REVISED:
Bing Cai, Ph.D. 04/21/00




cc: ANDA 74-726
Division File
FIELD COPY

Endorsements: (;\ \\ﬂ\°¥ (ZQ/,,/<6

HFD-625/BCai/04/21/00

HFD-625/Msmela/06/08/00 %}\

F/t by: gp/06/09/00
V:\FIRMSNZ\UPSHER\LTRS&REV\74726S01.CR2.BBC.DOC
F/T by: gp/06/03/00

Following this page, 3 Pages Withheld in Full as (b)(4)



30. CONTROL NUMBERS: N/A

31. SAMPLES AND RESULTS:
UsSP DS/DP.

32, LABELING: Satisfactory.

Reviewed by chemist: Satisfactory
1. Description Section:
a. Structures: Satisfactory
b. Chemical names: Satisfactory
c. Empirical formulas: Satisfactory
d. Name of the inactives: Satisfactory
e. Physical and Chemical properties of DS: Satisfactory
2. How supplied section
a. Packaging: Available in bottles of 100 tablets. (NDC
0245-0057-11); bottles of 1000 tablets. (NDC 0245-
0057-01} and unit dose.

b. Storage conditions:
Store between 59-86 °F (15-30 °C).

NOTES/QUESTIONS TO THE CHEMIST/From Labeling reviewer: None

33. ESTABLISHMENT INSPECTION: Not needed for this submission.

34. BIOCEQUIVALENCY STATUS: Satisfactory per CR#l

35. ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAIL EXCLUSION:
N/A

36. ORDER OF REVIEW: Satisfactory _
The application submission(s) covered by this review was
taken in the date order of receipt:
Yes No X (MINOR) Spot? Yes No X







Office of Generic Drugs
Chemistry, Manufacturing and Controls Review

CHEMIST'S REVIEW NO.: No. 1
ANDA # 74-726/5-001
ﬁAME AND ADDRESS OF APPLICANT:

Upsher-Smith Laboratories, Inc.
Attn: Mark S. Robbins

14905 23" Avenue North
Minneapolis, MN 55447

Telephone: (612) 473-4412

LEGAL BASIS FOR ANDA SUBMISSION:
Paragraph IV certification

Key Pharmaceutical's K-DUR 20°
(pat. #4863743, exp. Sept. 6, 2006)

Supplement(s): S-001

PROPRIETARY NAME: N/A

NONPROPRIETARY NAME:
Potassium Chloride Extended-Release Tablets USP

SUPPLEMENT (S) PROVIDE (S) FOR:

For dosage proportlonal 10 mEg strength tablets based on

Waiver of in-vivo bicavailability.

AMENDMENTS AND OTHER DATES:
Upsher-Smith:

08/08/95 Submission of original ANDA.

08/05/99 Submission of current supplement, S$-001
FDA:

11/20/98 Original ANDA (20 mEqg) approved.
09/24/99 Labeling for 10 mEq: Request FPL.

12/22/99 Bio walver is granted.



i0.

11.

12.

13.

14,

15.

16.

17.

18.

19.

PHARMACOLOGICAL CATEGORY:
Potassium supplementation.

Rx or OIC: Rx

RELATED IND/NDA/DMF{(s) :
See jitem 37

DOSAGE FORM: Tablet

POTENCY: 10 mEq
CHEMICAL NAME AND STRUCTURE: Potassium Chloride (KC1)

RECORDS AND REPORTS: N/A

COMMENTS :

. Bio Waiver: Granted based on results from Batch #96828
(20 mEg strength tablets) and acceptable dissolution
data from 10 mEqg tablet; 12/6/99 (Vol.3.1).

. Stability: Lot#60154. Accel/Full term Data: Acceptable

. EERs: Not required (a new dose proportional strength to
ANDA/no biostudy required)

. DMF: Acceptable

. Labeling review: pending for FPL.

. Micro: N/A

. MV: Not required (USP DS/DP)

. Minor CMC deficiencies could be found in item 38.

CONCLUSIONS AND RECOMMENDATIONS:
Not approvable (MINOR Amendment}.

REVIEWER: DATE COMPLETED: DATE REVISED:
Bing Cai, Ph.D. 01/28/00 02/02/00




cc: ANDA 74-726
Division File

FIELD COPY
Endorsements: , ) \00
\O
HFD-625/BCai/01/28/00 \ *le o0 7—\
HFD-625/MSmela\02/02/0 \u\

V:\FIRMSNZ\UPSHER\LTRS&REV\74726S01.CR1.BBC.DOC
¥/T by: gp/02/04/00

Following this page, 9 Pages Withheld in Full as (b)(4)
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2. Please be advised that it is your responsibility to
correspond with USP and have their ANDA approved
dissolution test added to the monograph.

30. CONTROL NUMBERS: N/A

31. SAMPLES AND RESULTS:
UsSP DS/DP.

32, 1ABELING: Pending for FPL.

Reviewed by chemist: Satisfactory
1. Description Section:
a. Structures: Satisfactory
b. Chemical names: Satisfactory
¢. Empirical formulas: Satisfactory
d. Name of the inactives: Satisfactory
e. Physical and Chemical properties of DS: Satisfactory
2. How supplied section
a. Packaging: Available in bottles of 100 tablets. (NDC
0245-0057-11}; bottles of 1000 tablets. (NDC 0245~
0057-01} and unit dose.

b. Storage conditions:
Store between 59-86 °F (15-30 °C}.

NOTES/QUESTIONS TO THE CHEMIST/From Labeling reviewer: None

."'

33. ESTABLISHMENT INSPECTION: Not needed for this submission.

34. BIOEQUIVALENCY STATUS: Satisfactory
Bio Waiver: Granted based on results from Batch #96828 (20
mEg strength tablets) and acceptable dissolution data from
10 mEq tablet; 12/6/99 (Vol.3.1l).

35. ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL EXCLUSION:
N/A




36.

ORDER OF REVIEW: Satisfactory
" The application submission(s) covered by this review was
taken in the date order of receipt:

Yes X No Spot? Yes No X

14






CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 74-726/S-001 and S-002

BIOEQUIVALENCE REVIEWS
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i FT INITIALED YCHUAN G

| Dale P Conner Pharrn D. -
Director, Division of Bloequxvalencé'

ot ANDA # 74726DW 899 (orlgmal duphcate) HFD 652 (Huang Pradhan),
HFD-650 (Dlrector) Drug File, Dmsmn Flle _

Draft: SP/8 16- 99/ V\flrmsnz\Upsher\ltrs&rev\74726DW 899
. Pmk copy: SP/11 30 99/ V- \flrmsnz\Upsher\ltrs&rev\74726DW 899


















L ;cc ANDA. #74: 7261{'SCQ 00 I

. ANDA DUPLICATE -
. DIVISIONFILE
. 'BIODRUG PILE
PIELD COPY

' 3Endorsements (Fmal W1th Dates)

" HFD-652/S. Pradhan_g

: HFD 650/Y Hua’,' g;?__ i«”" 17//5’[657

o Prmted in draft on 8\16\99\ SR
- Prmted in ﬁnal on. 11\30\99 e

. V \ﬁrmsnz\Upsher\Itrs&rev\74726DW 899

Ce onequlvaiency Study Walver on 10 mEq Tablets o Submlsswn dﬁté‘:e O~0599 w0

o Dlssoluuon (DIW) 10 mEq tablet 4’/( Outcome AC

| _OUTCOME DECISIONS AC Acceptable







CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 74-726/S-001 and S-002

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS







ANDA 74-726/8-001,5-002

Upsher-Smith Laboratories, Inc. ‘
Attn: Mark S. Robbins FJUN 9 2000
14905 23" Avenue North ”
Minneapolis, MN 55447

Dear Sir:

This is in reference to your supplemental new drug applications
dated August 5, 1999, submitted under section 505(j) of the
Federal, Food, Drug, and Cosmetic Act, regarding your abbreviated
new drug application for Klor-Con® M20 (Potassium Chloride
Extended-Release Tablets USP, 20 mEq).

Reference is also made to your amendments dated April 11, May 17,
and May 31, 2000.

The supplemental applications provide for:
5-001 Addition of a new strength, 10 mEg,
S-002 Associated labeling revisions.

Your supplemental application contains a Paragraph IV patent

- certification, in accordance with 21 CFR 314.%4(a}) (12) (4) and
Section 505 ({j) (2) (A) (vii) (IV}) of the Act. An ANDA applicant
with a paragraph IV certification must comply with the notice

requirements per 21 CFR 314.95.

You have not provided evidence of notice of certification of
invalidity or non-infringement to the patent owner of thé patent
which is the subject of the certification or the representative
designated to receive the notice and application holder for the
listed drug. The supplemental application is, therefore,
deficient and not approvable under 21 CFR 314.127(a) {12).

Please submit an amendment to this supplemental application with
the following:

® In accordance with 21 CFR 314.95(e), provide documentation of
receipt of notice by providing a copy of certified or
registered U.S. Mail return receipt or a letter acknowledging
receipt by the person provided the notice.



Your supplemental application can not be considered approvable
until such time that you provide this informatieon to the Agency.
Your amendment to this supplemental application submitted in
response to this “Not Approvable” letter will be considered as a
MINOR AMENDMENT., The file is now closed. You are required to
take an action described under 21 CFR 314,120 which will either
amend or withdraw the application. If you have substantial
disagreement with our reasons for not approving this supplemental
application, you may request an opportunity for a hearing.

Singerely yours,

mfPeter Ric inl

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

cc: ANDA 74-726
Division File
Field Copy

E ts:
ndorsements (:) o‘ OD o
. ‘ \ \ﬁ@
HFD-625/B.Cai/

HFD-625/M.Smela/06/08/00 NMW bfofe

. HFD-617/M.Dillahunt/06/07/00
HFD-615/N.Mahmud/ (4 Fpree-bey &/9/22
F/t by: gp/06/09/00

V:\FIRMSNZ\UPSHER\LTRS&REV\74726S01,.na.DOC



ANDA 74-726/S-001/5.00%

Upsher-Smith Laboratories, Inc. _ .
Attn: Mark S. Robbins ' FFep 10 2009] .
14905 23*® Avenue North '

Minneapolis, MN 55447

Dear Sir:

This 1s in reference to your supplemental new drug application
dated August 5, 1999, submitted under section 505(j) of the
Federal, Food, Drug, and Cosmetic Act, regarding your abbreviated
new drug application for Klor-Con® M20 (Potassium Chleride
Extended-Release Tablets USP). :

The supplemental application, submitted as “Prior Approval
Supplement”, provides for dosage proportional 10 mEg strength
tablets.

The supplemental application is deficient and, therefore, Not
Approvable under Section 505 of the Act for the following
reasons:

Please acknowledge that you will provide at least three
batches of adequate stability data before you extend your
expiration period. Your data may be submitted in.an Annual
Report. The statement provided on page 90 in your
supplement is not adequate.

In addition to responding to the deficiency presented above,
please note and acknowledge the following comments in your
response: o

1. Please submit 12 copies of final print labeling,

2. We recommend that you correspond with USP and fequest that
the ANDA approved dissolution test be added to the monograph
for this product. ) ‘



The file on this supplemental application is now closed. You are
required to take an action described under 21 CFR 314.120 which
will either amend or withdraw this supplemental application.

Your amendment should respord te all the deficiencies listed.

Partial replies
review clock be
addressed. The
MINOR Amendment

will not be considered for review, nor will the
reactivated until all deficiencies have been
response to this letter will be considered a

and should be so designated in your cover letter.

If you have substantial disagreement with our reasons for not
approving this supplemental application, you may request an '

opportunity for

a hearing.

Sin7i2%fés;::i:zzi- .q} leqﬁﬂg ‘

Rashmikant M. Patel, JPh.D.

Director

Division of Chemistry I

OCffice of Generic Drugs

Center for Drug Evaluation and Research



.cc: BNDA 74-7726
Division File
FIELD COPY

Endorsements:

| 2'/4 lnd
HFD-625/BCai/01/28/00 02/02/00 \
HFD-625/MSmela\02/04/00

HFD-625/MDillahunt PM/02/04/00 NWQM }/ q,/a)

V:\FIRMSNZ\UPSHER\LTRS&REV\74726501 .NA1.BBC.DOC
F/T by: gp/02/04/00
Not Approved: Minor Deficiency





