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éﬁé&&--?ﬂﬁaﬁ@@ of  your r&ﬁé@ﬁiﬂzaé sepplenental application for the

Hawe of é?ggx Hiergek
KDA Hupbiep: 184238

SuppTement Busbert 677

Date of Resubmitted Supplement: April 2, 1984

Bate of Recedpts Aprdl Z, 1984

i'&avg sam;Yeﬁ¢é the review of this supplemente] spplication aﬁé it s
ed, Our Tetter of letaber 17, 1930 detailed the conditions relating to
spproval of this application,

Sincerely yours,

Ri 5/u/s4

faymend J, Lipichy, B.D,

Eetinn Bivector

Bivision of Cardio-Renal Drug Praducts
Office of Drug Research and ?9§¥ew
Center for Drags and Biologies

) 1@/3&ﬁ1g%f/4
/A/26/84 /5503
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and October 24, 1984, .
- The sipplemental appiications provide for

Origin ‘

A T S ST ‘

MDA 18-238/5-011, S-013 ' - M 25 195

A.H. Robins Company

Attentton: Ms, Frances Aarce

1211 Shemicod Avenue

Richmond, VA 23220

Dear Ms, Aaroe: |

Please refer to your supplemental new drug applications of April 22 1983

{S5011) and December 19, 1983 (S-013) submitted under section 505(b) of the

Federal Food, Drug, and Cosmetic Act for Micro-K (petassium chloride)
Capsules, 600 ng (8 nEq)_ and 750 mg (10 ®Eq).

ke also acknowledge recefpt of your additional communications dated Cctober 23

7 Me havecmpletedthemvfew of these supplemental applications, as amended,

and they are approved. Our letter of October 17, 198‘_)_.«taﬂe'd the conditions

- relating to the,apprp\fﬂ of these app)icatfpgs. -

"7 Stncerely yours,

t’d. Ehrreich, Ph.D.

Pirector . :

pivision of Cardio-Renal Drug Products
" Office of Drug Research and Review
Center for Drugs and Biologics

HFN-110

~  HFN-110/CSO

HFN-83

R/D: CResnick/7/19/85
RWolters/7/17/85

APPROVAL

HFN-232 (with labeling)  /x/ . ‘J’U\K\(L
HFN-110/AThompson/7/16/85 M \‘}
sb/7/23/85/15665 Viiis A
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1 Package Outsert

Printed in
U.S.A.

of intracellular tonicity, the transmission of nerve impulses, the
contraction of cardiac, skeletal, and smooth muscle and the

maintenance of normal renal function.

Potassium depletion may accur whenever the rate of
potassium loss through renal excretion and/or loss from the
astrointestinal tract exceeds the rate of potassium intake.
guc s slowly as a consequence of
rolonged therapy with oral diuretics, primary or secondary
ﬁypera dosteronism, diabetic ketoacidosis, severe diarrhea,
3 patients on pro-
longed parenteral nutrition. Potassium depletion due to these
causes is usually accompanied by a concomitant deficiency

h depletion usually devel

or inadequate replacement of potassium in

5 TU@,C‘E WITH tTHESE PREPARATIONS.
erapeutic use in patients with hypokalemia wi

without metabolic alkalosis; in_digitalis ﬁgxication ‘grlltg ?r:
patients with hypokalemic famifial periodic paralysis.

2. For prevention of potassium depletion when the dietary
intake of potassium is inadequate in the following conditiéns:
Faﬁents receiving digitalis and diuretics for congestive heart
ailure; hepatic cirrhosis with ascites; states of aldostétone
excess wilh nomnal renal function; potassium-losing néph-
ropathy, and certain diarrheal states, . - =
3. The use of potassium salts in patients receiving diuretics

for uncomplicated essential hypertension is often unnecessary

Y

m salts can

nisms for excreting potassium, the admini

| \ stration of
ot produce hyperkalemia and iac arrest.

o  0CcCurs most commonly in patients given potassium by
e intravenous route but may also occur in patients given

potassium orally. Potentially fatal hyperkalemia can develop

rapidly and be asymptomatic. -

e use of potassium salts in patients with chronic renal

56, Of an : tassium
excretion, requires particularly careful monitori

r i ing of the serum
potassium concentration and approprigate dosage

disease, or any other condition which impairs

ad}‘uslments.
Interaction with Pot:

Sparing Dit

Hypokalemia

Description: Micro-K Extencaps are pale orange, hard gela-
fin capsules, each containing 600 mg of dispersible, small
crEstaHine particles o;(rotassium chioride (equivalent to 8
mEq K), lr(no rammed Micro-K and AHR/5720

Micro-K 10

encaps are pale.o.ran%e and opaque white,
hard gelatin capsules, each containing

50 mg of dispersible,
smal crystalline particles of potassium chloride é‘equwalent to
10 mEq K) monogrammed Micro-K 10 and AHR/5730. Each
particle of potassium chloride (KCI) is microencapsulated by
a patented process with a polymeric coating which allows for
the controlled release of potassium and chloride ions over an
eight- to ten-hour period. The dispersibility of the micro-

of chloride and is manifested by hypokaleria and metabolic
alkalosis. Potassium depletion may produce weakness, fatigue,
disturbances of cardiac rhythm (primarily ectopic beats),
prominent U-waves in the electrocardiogram, and in advanced
cases, flaccid paralysis and/or impaired ability to concentrate
urine.

Potassium depletion assoclated with metabolic alkalosis is
managed by correcting the fundamental causes of the defi-
ciency whenever possible and administering supplemental
potassium chioride, in the form of high potassium food or
potassium chioride solution, capsules or tablets. in rare cir-

cumstances (e.g., patients with renal tubular acidosis)

when such patients have a normal dietary pattem. Serum
itagsium should be checked periodically, however, and, if
ypokalemia occurs, dietary supplementation with

potassium-containing foods may be adequate to control

mildét cases. In more severe cases, supplementation with

stassium salts may be indicated.

iitraindications: Potassium supplements are con-
traindicated in patients with hyperkalemia since a further

- incredse in serum potassium concentration in such patients
can groduce cardiac arrest. Hyperkalemia may complicate
any of the following conditions: chronic renal failure, systemic
acidosis such as diabetic acidosis, acute dehydration, exten-

should not be treated by the concomitant administrati
X e tion of
potassium salfs and a potassium-si aring d;::retic (e.g., spiro-
ola simultaneous inis-
tration of these agents can Fg)l;ov:luce severe hyperkaalgr‘:i'g.ls

a tassium chloride tabl
produced stenotic and/or ulcerative lesions of the sm:tllsbgagi
and deaths, in addition to upper ?astlrogléestinal bleeding.
lesions g A ocalized concentration

potassiumion inthe retglon of a rapidly dissolving tablet m?:r:
| and thereby produces obstruction,

nolactone or triamterene), since

Gastrointestinal lesions.

These lesions are caused bya high

injures the bowel wa
hemorrhage, or perforation,

Micra-K Extencaps contain microcapstles which disperse

capsules and the controlled release of fons are intended to
minimize the tikelihood of high localized concentrations of
potassium chioride and resultant mucosal ulceration within
the gastrointestinal tract. i i
The polymeric coating forming the microcapsules functions
as a water-permeable membrane. Fluids pass through the
membrane and gradually dissolve the potassium chloride
within the microcapsules. The resulting potassium chloride
solution slowly diffuses outward through the membrane.
Actions: Potassium ion is the principal intracellular cation of
most body tissues. Potassium tons participate in a number of
essential physiological processes, including the maintenance

potassium depletion may be associated with metabolic acidosis
and hyperchloremia. in such patients potassium replacement
should be accomplished with potassium saits other than the
chloride, such as potassium bicarbonate, potassium citrate,
or potassium acetate. :

INDICATIONS: BECAUSE OF REPORTS OF INTESTINAL
AND GASTRIC ULCERATION AND BLEEDING WITH SLOW-
RELEASE POTASSIUM CHLORIDE PREPARATIONS, THESE
DRUGS SHOULD BE RESERVED FOR THOSE PATIENTS
WHO CANNOT TOLERATE OR REFUSE TO TAKE LIQUID OR
EFFERVESCENT POTASSIUM PREPARATIONS OR FOR
PATIENTS IN WHOM THERE IS A PROBLEM OF COM-

sive tissue breakdown as in severe bums, adrenal insufficiency,
or the administration of a potassium-sparing diuretic {e.g.,
spironolactone, triamterene). . .

Wax-matrix potassium chioride preparations have pro-
duced esophageal ulceration in certain cardiac patients with
esoPha?eal compression due to an enlarged left atrium.

All solid dosage forms of potassium supplements are con-
traindicated in any patient in whom there is cause for arrest or
delay in tablet passage through the gastrointestinal tract. In
these instances, potassium supplementation shoutd be with a
liquid preparation,

farnings: Hyperkalemia. In patients with impaired mecha-

and the controlled release of ions from the microcay
KCl 1o cause stenosis or ulceration.

100,000 patient years (compared to 40-50 per 100,

patient years with enteric-coated KCI), but have not eliminated
e frequency of Gl lesions with Micro-K Extencaps is,

them.

upon dissolution of the hard getatin capsule. The micro-
capsules are formulated to provide a cor?lrolled release gf
polassium chioride. The dispersibility of the microcapsules
intended to minimize the possibility of a high m:ualas are?-
Centration near the gastrointestinal mucosa ang the abili??gf
e KClio ¢ t Other means of accom-
plishing this (e.g., incorporation of KCl into a wax matrix) have
feduced the frequency of such lesions to less than one &%



Overd
persons with normal excretory mechanisms for potassium
rarely causes serious hyperkalemia. However, if excretory
mechanisms are impaired or if potassium is administered too

ognize that hyperkalemia is usually asymptomatic and may be
{inoa:‘ng'e‘zte?l only tby.alr': mcire?sed sgrum po(a:sium concentra-
- characteristic electrocardiogram changes kiny
of Twaves, loss of P-wave, d S0 joedlnngdt:
iprolongation of the QT interval). Late manifestations include

at present, unknown. Micro-K Extencaps should be discon-
tinued immediately and the possibility of bowe! obstruction or
‘perforation considered if severe vomiting, abdominal pain,
distention, or gastrointestinat bleeding occurs.
Maotabolic Acldosis. Hypokalemia in patients with metabolic
acidosis should be treated with an alkalinizing potassium sait
. ceia?s potassium bicarbonate, potassium itrate, or potassium
a CA
Precautions: The diagnosis of potassium depletion is ordi-
narily made by demonstrating hypokalemia in a patient with a
clinical history suggestirig some cause for potassium deple-
tion. In interpreting the serum potassium level, the physician

: The administration of oral potassium salts to

g{;’ntrayeqous.ly. potentially fatal hyperkalemia can result
ntraindications and Warnings). It is important to rec-

arrest.

Treatment measures for hyperkalemia include the following:
(1) elimination offoods andmedications containing potassium
and of potassium-sparing diuretics; (2) intravenous admini
tration of 300 to 500 ml/h g
10-20 units of insulin per 1,000 ml; (3) correction of acidosis, if
present, with intravenous sodium- bicarbonate; (4) uge of
exchange resins, hemodialysis, or peritoneal dialysis.

X In treating hyperkalemia, it should be recalled that in
ression of S-T segment, and mtl

should bear in mind that acute alkalosis per se can produce
hypokalemia in the absence of a deficit in total body potas-
sium, while acute acidosis per se can increase the serum

potassium concentration into the normal range even .in the
presence of a feduced total potassium, The treatment of
- potassium depletion, particularly in the presence of cardiac

disease, renal disease, or acidosis, requires careful attention

to acid-base batance and apprapsiate monitoring of serum

&Iectrotlyte;s. the electrocardiogram, and the clinical status of
e patient.

Adverse Reactions: The most common advérse reactions to

oral potassium salts are nausea, vomiting, abdominal dis-

is-
r of 10% dextrose solution contaiin

ients who have been stabilized on digitalis, too rapid a
ering of the serum potassium concentration can produce

Dosage and Administration: The usual dieta
a‘sgﬁJm by the average adult is 40 to 80 mEq per dar.

Sotassium depletion sufficient to cause hypokalemia usually-

requires the loss of 200 or more mEq of potassium from the .

total body store. § o
Dosage must be adjusted to the individual needs of each !

jent, but typically is around 20 mEq per day for the pre- | .
vention of hypokalemia and 40 to 100 mEq per day for the
treatment of potassium depletion. -

comfort,-and diarrhea. These symptoms are due toirritation of

the gastrointestinal tract and may be minimized by taking the .

dose with meals or by reducing the dose.

Intestinal bleeding, ulceration, perforation and obstruction
have been reported in patients treated with.solid dosage
forms of potassium salts and may occur with Micro-K Exten-
caps (see Contraindications and Wamings).

ne of the most severe adverse effects of
lementation is hyperkalemia (see Contrai
tngs, and Overdosage).
kin rash has been reported rarely with potassium
preparations.

polassium sup-
ications, Wam-

intake of

muscle paralysis and cardiovascular collapse from cardiac

digitalis toxicity.

_For Prevention _For Troatment
Micro-K ’ p: 2o0r3 day Stol aps/day
{8 mEq K) {16-24 mEq K) 40-96 mEq. K)
Micro-K 10 Extencaps 2 Extencaps/day 41010 Extencaps/day
(20 mEq K) 40-100 mEq K)

{10 mEq K}

If more than 2 Extencaps are prescribed per day, the total
daily dosage should be divided into two or more separate
doses. Those patients having difficulty swatlowing the cap-

sules may be advised to sprinkle the contents onto a spoonful

of soft food to facilitate ingestion.
How Suppliéd: Micro-K Extencaps® are pale orange cap-
sules monogrammed Micro-K and AHR/5720, each con-
taining 600 mg microencapsulated potassium chloride
(equivalent to 8 mEq K), in bottles of 100 (NDC 0031-5720-63),
% NDC 0031-5720-70) and Dis-Co® unit dose packs of 100
(NDC 0031-5720-64). .
Micro-K 10 Extencaps® are pale orange and opaque white
capsules monogrammed Micro-K 10 and AHR/5730, each
containin? 750 microencapsulated Fozassnum chloride
(equivalent to 10 mEq K), in botties of 100 (NDC

0051-5730—632. 500 (NDC 0031-5730-70), and Dis-Co® unit -

dose packs of 100 (NDC 0031-5730-64). X X
Animal Toxicology: The ulcerogenic potential of micro-
encapsulated KCi was studied in anesthetized cats by direct
applications on exteriorized gastric mucosa. The micro-
capsules of KCl were found to be non-uicerogenic and sig-
niﬁcantblz less irritating than wax-matrix tablets and 20% solu-
tion of KCI. .
In groups of monkeys (up to 8 monkeys per group) receiv-
ing different formulations of potassium chioride at equivalent
daily dosage (2400 mg KCI) for four and one-half days, Micro-K
Extencaps showed no tendency to cause intestinal ulceration

(similar to liquid KCland a wax-matrix preharatioh but in contrast
td an enteric-coated KC! tablet) and minimal gastric irritation
(fess than a wax-matrix preparation). ev. April 1984

' AH-ROBINS

PHARMACEUTICAL DIVISION ~

A. H. ROBINS COMPANY
RICHMOND, VA 23220

Rev. April 1984

Micro-K Extencaps®
Micro-K 10 Extencaps®
brand of :
Potassium Chioride

. U.S. Patent 4,259,315

/I'H—ROBINS
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Micro-K 10 Extencap®

(Potassium Chloride)
750 mg  { PEEL]
(10 mEq K) .

A. H. Robins Company Lot No.
Richmond, Virginia 23220 Exp. Date:

Dis-Co® uNiT pose pack
NDC 0031.5730.64 100 Capsules

Micro-K10
Extencaps’

brand of

Potassium Chiloride
750 mg (1omey 1)

In each Extericaps capsule
Store at Controlled Room Temperature, Be-
CAUTION o pros dsponig
CAl 3 al faw prohibl ing
without prescription.

US. Patent 4,269,315

For dosage and other prescribing informa-
tion, see accompanylng product literature.
MicroX 10 Extencaps contain microancapst-
fated KCI and are designed to refease the ac-
tive ingredient over an 's-to 10-hour period. .

L ——

Dis-Co® uniT DOSE PACK
NDC 0031-5730.-64 100 Cap:

Micro K10
Extencaps’

Potassium Chioride
750 mg (10mEg X}
in each Extencaps capsule
CAUTION: Federal law prohibits dispensing
without prescription.

ATEIOED FOR INSTITITIONK, X FATENT OXSPENSIRS. F STRERWSE 5.
PENSED, M APRROPRUATE L RESISTANT CONTAR SHORED B¢ SED.

" PHARMACEUTICAL DIVISION 484
' A H ROBINS COMPANY, RICHMOND. VA. 23220
T ST




Micro-K 10 Extencap’

(Potassium Chloride)

750 mg
(10 mEq K)

A. H. Robins Company Lot No. _
éic';l\mond, Virginia 23220 Exp. Date:

PEEL:

BREAK APART

Ty

\

e

brand of Potassium Chloride

Controlled-

brand of

Potassium Chlonde
0 mg (10 mEq K)

in each Extencaps capsule ©

CAUTION: Federal law
ing without prescription.

Store at Controlied Room Temperature,
Between 15°C ang 30°C (59°F and 86°F).
DOSAGE For dosa
ing information,
uct literature,

prohibits dispens-

ge and other prescrib-
see accompanymg prod-

[ .
i

Rilero-H 10 Extencaps®

P PROFESSIONAL SAMPLE -
elease
Capsules .4 Caps $

AH~ROBINS

|
| .
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Dispense in tight container.
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500 Capsules

750 mg -
(10 mEqK)
in each Extencaps capsule

CAUTION: Federal law-prohibits dispensing

without prescription.

=3
X m .
=L

~ brandof »
Potassium Chloride

Store at Ooa_‘o__.mn_ Room Temperature, Between 15°C and
30°C (59°F and 86°F).

Dispense in tight container.
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NBA 16-238/8-011 MR |

H. Rebins Company.

tei Hs. Frances Aaroe
god Avehnue
Vivginiz 23220

Att
1217 sb
Richmand,

Daar Ms. Aaros:

P?é&%é refer to yowr supplemental new drug application of April 22, 1983

. subfritted under section 508(h) ef the Federal Food, Drug, and Cosmetic Act for

Hicro-K~18 (potassium chloride) Capsules.

e alse agkavw?eégﬂ reeaipt'gf your sdditional communication dated May 20,
1883 providing for the use of an alternate ink to print the product
jdent ification on the capsules.

The supplemental application provides for a new dosage size, namely & 760 mg
(10 mEq K) of potassium chloride. .

We have completed the review of this supplemental application. BRefors we are
able to reach a final conclusion, however, the following information is
pecessary:

to It will be necessary for you to submit accelerated stahility data on
the 780 mg capsule.
- £. Submit twelve copies of the final printed labeling idemtical in
content te the draft copy. ’

Further action on this supplemental application will await our receipt and
review of your response to this requast.

We alsc acknowiedge receipt of your submission dated October 12, 1982, This
submission requests a waiver of the bicavailability/bioequivalence
requirement. WYe have reviewed this submission and vour request for a waiver
is granted.

e BLT-DO ~ Sincerely yours,

(Original NDA

HEN-1T0. .
HFN-110/CS0 e e w
HFN-110:RWoTters: 2/13/84 Raymand d. Lipicky, H.D.

~ Revised:JKnight:3/14/84 Acting Director

sie:3/3/84:3/14/84:5228c Division of Cardie-Renal Brug Products
R/D init: RLipicky:3/1/84 : Office of Drug Research dnd Review

| | A Hational Center for Drugs and Riologics
REVIEW WAITING-



. § 552(b)(5) Deliberative Process

1ent1al e
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LEMENT (S)
3) | 'DATE(S)

fS-OlZ - §5-20-83

\114*)

(Reporta, ofc. DATES

~[11. HOW DISPENSED

3, 'DOSAGE FORM (S)

16, RECORDS AND REPORTS |.
CU RRENT

5.  CHEMICAL NAME AND STRUCTURE

5012

 COMMENTS. -

OHAM: Tha ‘new» tnk}fan ’rhe, e 'rw@ p@'t'encies cénsts'i'

m®n+hs/RT.. Asséy and dissolution data are satisfactory.
. for the capsules packaged In amber

glass, HDPE (100's and 500's), phystcan samples, and untt dose containers,
re the date can be approved, H' is necessary fer R@bins ’ro subml‘f acceler‘

faezass |

i'S. AMENDMENTSA , THE iy

|- AM-te - §=01~5-20-84

2. RECATED IND/NDA/ONF @] |

bt

dose fer 24 mon*l'hs/RT and physican samples package fer |2 :

afed

:'is CONCLU’S'I‘GNS‘-A:N.'G
f: Approved $-012
REV W/FE S=01|

Bl ain gt ORI
DA TE COMPLETED

B

:] DIVISION FILE

T -
Y UNTIL SUPPLY 1S EXHAUSTED, 1

HFN-110/CS0



| bl

CHEM]ST'S REVIEW v 1. 6ﬁckul'i)\ﬁbu ‘ 2 Nna Nuvuars'nh '

| (It nocessary, continus any 7"‘,2'.%';’,.'.;1‘1,1?3"" peper | HFN-110 . | 18-238

13. NAME AND ADDRESS OF ABPLICANT (City and Stala) L , 14 AF NUMBER

. A.H. Robins Comipany .a$

: &211 SherWOod Avenue . Ay ] 41 S PLEMENT(ﬂ

: 'IC_ Mmond.,. V- 322 ) v . . foaumsers) |- 6ATE(S_);‘ =
AM 7. NONPROPRIETARY NANE — -
i - Potassium Chloride ‘S-O]] - 4-22-83

:%"s. “SUPPLENENT(S PROVIDES FOR: - o X

. Provides for a 750 mg. (10 mEq) of KC1. - ; : ;

- Amendment. prov1des for d1fferent color capsu]e, stability . RRENOENT e A orue 9

 data, and FPL. . | i(Reporta; stc) DAT

§-2-84

10, PHARMACOLOGICAL CATEGORY 11, HOW DISPENSED " J2. RELATED IND/NDA/OMF G

Potass1um e]ectro]yte rep]en1sher :

< Lo PN L L O S Lt - L. m Rx Lt ) D oTe
13, DOSAGE FORM (s) - . . Ta.FOTENCY (iss); o T
Capsu]es ' 600 mg (approved)
e : 750 mn » -
15 CHEMICAL NAME AND STRUCTURE . .‘ ) |s RECQRDS AND REPORTS -
USP XX : ) T currReNT 1
" @YES [:IN° .
i i h : REVIEWED i
| T : YEs  [dwo
X nvevwerrewereee S| D .
T The new capsule-will be It w111 be supp]1ed by

-Specifications for the capsule shell are included,
Stability data were submitted on the capsules storéd for one monih at 50°C/

: 80% RH, 37°C,/80%RH for three months,and RT for six months. The capsules

were stored in HDPE bottles with a meta] screw cap. -Assay and dissolution

'v-data were staisfactory. These data along with the data submitted in the

original submission are adequate for the 36 month expiration data. I called
Ms. Aaree and_ told her that the data are marginal. She should have included

‘data in the flhfican samp]e and unit dose conatiner. However since the

product is K€l and there is not a stability problTem and the dissolution is

3 confirmed by the. results from the 600 mg capsule, the data are adequate.

FPL is sat1sfactory insofar as the technical aspects are concerned.

: 18 CONCLUSIONS AND RECOMMENDATIONS

Approve supplement.

. REVIEWER

SIGN ATURE T DATE COMPLETED

HFN-110/CS0
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~ The supplement provides for -

ORIGINAL

A. H. Rabins Company
Research Laboratories

1211 Shenvood Avenue

P Q. Box 26609

Richmond, Virginia 23261-6609
Telephone (804) 257-X3X2546

RESUBHIISS /G N
! N : AN
Division of Cam!fé)-llgeqal Drug
Products
HFN-110, Room 16B-30
Center for Drugs and Biologics
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857

April 2, 1984 -

RE: NDA 18-238/S5-011
Micro-K-10

- Gentlemen:

Reference is made to your letter of March 16, 1984 regarding

~Supplement 011 to our New Drug Application for Micro-K,- in which

you requested final printed labeling and accelerated stability.
4 :

D!*) —— hard gelatin

capsules. Our Marketing Office has decided that Micro-K-10

~ should be in orange and white, hard gelatin capsules.

We, herewith, submit the following:

"NDA PART . DESCRIPTION

4 Labeling: Immediate container labels for 100's
Immediate container labels for 500's

Cartons for 4's (Professional sample)

Labels for Dis-Co Pack Cartons of 100

. Package Insert (Identical except for

description of Micro-K-10 Extencaps

under Description and How Supplied)

6 List of components which substitutes the white body
for the natural transparent body of the hard
gelatin capsules

7 Composition which substitutes the white body for
' the natural transparent body of the hard gelatin
-capsule _ '
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NDA PART DESCRIPTION

8(d) Raw material specifications and test procedures for
capsules, hard gelatin empty

8(h) Manufacturing, processing, packaging and labeling

description changed to reflect the white body of
the capsule

8(n) Product Specifications and Test Procedures which
have been changed to reflect the white body of
the capsule

8(p) 6-month stability data for Micro-K-10 capsules
including 3-months accelerated stability

Twelve copies of the final printed labeling are included with this
submission.

Sincerely,

Tt AR

Frances Aaroe, Manager
Special Regulatory Projects

jlec

. Enclosures
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MEMORANDUM - DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Service h
Food and Drug Administration
Center for Drugs and Biologics
Office of Drug Standards

DATE = war -2 1084

TO ¢ Dr. Raymond Lipicky SERIT R
Acting Director, Division of Cardio-Rena
Drug Product (HFN-110)

FROM :  Jerome P. Skelly, Ph.D.
Acting Director, Division of Biopharmaceutics (HFN-520)

SUBJECT:  Waiver of in vivo Bioavailability Study
Potassium Chloride NDA 18-238
A.H. Robins October 19, 1983

Background:

A.H. Robins currently markets a 600 mg potassium chloride capsule, Micro-K
Extencaps. A satisfactory comparative bioavailability was conducted on this
product and the results were presented in a submission to the Agency on
December 29, 1978. »

Discussion:

The firm is now preparing to market a new capsule strength, 750 mg Micro-K-10
Extencaps. Micro-K-10 Extencaps are identical to Micro-K Extencaps with the
exception that each capsule contains 750 mg of dispersible small crystalline
particlei‘as potassium chloride (equivalent to 10 mEq K¥), ~——nu__

bl@). -The 750 mg formulation is

placed in a conventional shaped, - : ———— "hard.gelatin capsule With\béﬁ"ff”ﬂ'

_-qg._~——ff§§a-———f371“$§::: while the 600 mg material is pldced in a

with — _ Therefore the firm has requested a
waiver for a bioavailability study on its 750 mg capsule formulation..

Conclusion:

The Division of Biopharmaceutics agrees that the information submitted by A.H.
Robins, demonstrates that 750 mg Micro-K-10 Extencaps capsules falls under

" Section 320.22 (D)(#2) of the bioavailability regulations in the Code of
Federal Regulations. The Division of Biopharmaceutics recommends that the
waiver of an in vivo bioavailability study be granted. Accordingly, a

bioavailability study should not be undertaken. o

rome P. Skelly, Ph.D.

Prepared by: Donald L. Heald, Ph.D.

Initialed by: HIMalinowski, Ph.D. ééé::“

cc: HFN-110 (Lipicky), HFN-520 ( elly), HFN-525 (Heald), Chron File, Drug
File, Review File, Division File :

DLH/dea/0987x:4/5/84

h(4)



Potassium Chloride A.H. Robins

750 mg capsules Richmond, VA. 23220
NDA 18-238 Submission Date:
Reviewer: Donald L. Heald, Ph.D. October 19, 1983

Wang: 0987x w\‘( 9 084

Request for a Waiver of a»Bioavailability Study

A.H. Robins currently markets a 600 mg potassium chloride capsule,
Micro-K Extencaps. A satisfactory comparative bloavallablllty study was
conducted on this product and the results were presented in a submission
to the Agency on December 29, 1978.

The firm is now preparing to market a new capsule strength, 750 mg

Micro-K-10 Extencaps. Micro-K-10 Extencaps are identical to Micro-K

Extencaps with the exception that each capsule contains 750 mg of .
dispersible small crystalline particles of potassium chloride (equivalent 4
to 10 mEg K*). ~ -i§$-—- ( )

s = The 750 mg formulation is placed in a conventignal shaped, —=—==
hard gelatin capsule with . (4)7 ~4ﬂﬁgl_~_~__ while
- the 600 mg material is placed in a with —
2 ' Therefore the firm has requested a waiver for a bioavailability
study on its 750 mg capsule formulation.

Recommendation:

The Division of Biopharmaceutics agrees that the information submitted by
A.H. Robins, demonstrates that 750 mg Micro-K-10 Extencaps capsules falls
under Section 320.22 (D) (#2) of the Bloavallablllty Regulatlons The
Division of Biopharmaceutics recommends that the waiver of an in vivo
bioavailability be granted. Accordingly, a bicavailability study should

n?t be undertaken.
‘W/M 17“‘/5)5’77

Donald L. Heald, Ph.D.

FT INITIALED BY H MALINOWSKI, Ph.D. ,éﬂ/‘\

Y S

cc: Orig. NDA 18-238, HFN-110, HFN-525 (Heald), Drug, Chron, Review, and
Division.

DLH/cs/dea/3-5-84:0987x



DIVISION DIRECTOR'S REVIEW

NDA #:  18-238/5-011 MR |6 1984

Applicant: A. H. Robins
Richmond, Virginia 23220

Drug Name: - Micro K-10 (potassium chloride, 10 mEq) Tablets
Dosage Form: Microencapsulated KC1, S.R.

Date of Supplement: April 22, 1983
Commeﬁts: |

This supplement provides for a 750 mg (10 mEq) sized tablet for KC1. The
applicant has approval to market currently a 500 mg (8 mEq) sized tablet
of the same formulation.

There are several mEq K products currently marketed, i.e., K-Tab by Abbott
Laboratories, Klotrix by Mead Johnson and Kaon-C1-10 by Adria Labs. In
view of the fact that there is several years of marketing experience with
similar products, I see no safety issue for a 10 mEq Micro K product.

cc:
Orig. NDA 18-238/S-011
HFN-110
~HFN-110:JKnight
HFN-110:RLipicky:3/1/84
sie:3/13/84:5351¢c



A. H. Robins Company :
Research Laboratories

1211 Sherwood Ave.

Richmond, Virginia 23220
Telephone (804} 257-2361

A’H‘RDBINS o National Center for Drugs & Biologics

Division of Cardio-Renal Drug
Products, HFN-110

Attention: Document Control Room #16B- 30
5600 Fishers Lane
Rockville, MD 20857

April 22, 1983

ZZEﬁég?/;o k“}{/;/
RE: NDA 18-238 (Micro-K Extencaps ggg }zi:——- ' dﬂ—_ﬂsgd’

NGA SUFF- *0“

Gentlemen:

This supplement to our New Drug Application provides for a new dosage
size; namely, Micro-K-10 Extencaps which contain 750 mg of potassium
chloride (10 mEg K).

Included with this $upp1ement are the following:

Part 4 Immediate container labels for bottles of 100, 500,
and blister units, carton copy for blister units of
4s and 100; package outsert

Part 6 List of components
Part 7 Composition

Part 8d Raw Material Specifications
8h  Manufacturing '
8i Packaging Specifications
8n  Product Spec1f1cat1ons
8p Stability

Samples are available on request, and market packages will be furnished
when available.

Sincerely,

A e POtr— '
£ celp
> &
R )
APR2 S 1983

® »
c HFD-110 o
P

& <
.'"U 0f 2

-Frances Aaroe

sC

Enclosures




