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DEC | 5 1995

DIVISION OF CARDIO-RENAL DRUG PRODUCTS
Review of Chemistry, Manufacturing, and Controls

;

NDA §:20-545 7 " CHEM.REVIEW #: S REVIEW.DATE:12/13/95
SUBMISSION TYPE  DOCUMENT DATE CDER DATE ASSIGNED DATE -
ORIGINAL Zl1-Dec- Q44 23 -Dec- A% 29 - Dee - 1A%
Amendment  al-Mou- A5 _ ===

NAME & ADDRESS OF APPLICANT: Parke~Davis Pharmaceutical Research
Division of Warner-Lambert Company
2800 Plymouth Road, P.0Q. Box 1047

N Ann Arbor, MI 48106-1047

DRUG PRODUCT NAME: _ ) L )
Proprietary: Procainamide Hydrochloride

Nonproprietary/USAN Procainamide Hydrochloride ER
Code Namo/# CI-610 Hydrochloride, PD 18481-2, -~

Procainamide BID
Chemical Abstract Bervices (CAS) 614-39-1 -
- Chem.Type/Ther.Class: 3 s -

EATENT STATUS: Patent appglcatlon seridl number "08- 275 ‘198 has been'illed on
- - 0771471994 - -

PHARMACOL . CATEGORY/INDICATION: Life-threatening ventricular arrhythmias

DOSAGE FORM: . Tablets (Controlled released) = .
STRENGTHS : 500 mg, 1000 mg —

ROUTE OF ADMINISTRATION: Oral ‘ =

-DISPENSED: ] : X Rx oTc

STRUCTURAL FORMULA, CEEMICAL NAME, MOLECULAR FORMULA, MOLECULAR WEIGHT:

N— NI-I;@—CONHCH,CH,N(CH,CI—E), * HCl - |

Benzamide, 4-amino-N-[{2-diethylamino)ethyl}-, monohydrochloride or
p-Amino-N-[2- (diethylamino)}ethyllbenzamide monohydrochloride
Molecular Formula C,;,H;N,0 . HC1 - Molecular Weight 271.79 (anhydrous HC1)

SUPPORTING DOCUMENTS: -
IND

IND. ] :
Procan SR tablets covered by ANDAs: :

88-489 (1000 mg), B6-065 (500 mg), and 87-510 (750 mg)

Druﬂ Master Files: . )
DMF -

DMF
DMF
DME - -
DMF -

DMF
DMF ——
DMF . I

DMF _ , -
DMF[_n




ND& 20-545-5 ' ' Page 2

RELATED DOCUMENTS (if applicablae): None

CONSULTS: None

REMARKS /COMMENTS :

Procainamide BID is a reformulation of an approved and marketed class IA
antiarrhythmic agent Procainamide SR tablets that are in market since 1980.
This new tablet controlled sustained release formulation permits twice-daily
adminstration, enhancing compliance and minimizing the risk of missed doses.
The drug substance and drug product are manufactured by the Parke-Davis
company .

EER was requested on 02/01/95 Accaptable 12/01!95.

Methods validation for drug product was requested on 03/20/95 from one
philadelphia laboratory and results are reported.
CONCLUSTIONS & RECOMMENDATIONS:

The methods are acggﬁ&éble for the regulatory purposes. . I
Application is approvable i

ce: ' : .
Orig. NDA X . - .
HFD-110/Division File i i : .-

-HFD-110/JAdvani/12/13,/95 " . .

HFD-110/C80 - - M\ _

District . ISI . ) -
. nooNg :

R/D Init by: RWolters/ __ JV Adyani, Review Chemist

. filengme:N20-545V

| \Q k
A W\\

-~




SEP |2 1995

DIVISION OF CARDIO-RENAL DRUG PRODUCTS
Review of Chemistry, Manufacturing, and Controls

NDA #:20-545 CHEM,.REVIEW #: 4 REVIEW DATE:0Q9/05/95
SUBMISSIGN TYPE DOCUMENT DATE CDER DATE ASSIGNED DATE
NDA Amendment BC 21-Aug-1995 22-Aug-1995 23-Aug-~1995
NDA Amendment 05-Sep-1995

NAME & ADDRESS OF APPLICANT: Parke-Davis Pharmaceutical Research

Division of Warner-Lambert Company
2800 Plymouth Road, P.0O. Box 1047
Ann Arbor, MI 48106-1047

DRUG PRODUCT MAME.

Proprietary: Procainamide Hydrochloride
Nonproprietary/USAN: Procainamide Hydrochloride ER
Code Name/#: CI-610 Hydrochloride, PD 18481-2,

Procainamide BID
Chemical Abstract Services (CAS) 614-39-1

Chem.Type/Ther.Claga: 38
PATENT STATUS: Patent application serial number 08-275-198 has been filed on
07/14/1994
PHARMACOL . CATEGORY/INDICATION: Life-threatening ventricular arrhythmias
DOSAGE FORM: - Tablets {Controlled released)
STRENGTHES : 500 mg, 1000 mg
ROUTE OF APMINISTRATION: Oral
DISPENSED: X Rt QTC

STRUCTURAL FORMULA, CHEMICATL NAME, MOLECULAR FORMULA, MOLECULAR WEIGHT:

NH;@— CONHCH,CH,N(CH,CH;), ~HCl ‘

Benzamide, 4-amino-N-[({2-diethylaminoc)ethyl]-, monohydrochloride or
p-Amino-N-[2- (diethylamino)ethyl]benzamide monchydrochloride
Molecular Formula C,,H,;N,0 . HCL Molacular Weight 271.79 (anhydrous HCL)

SUPPORTING DOCUMENTS:

IND ).

IND } .

Procan SR tablets covered by ANDAs:
88-489 (1000 mg), B86~-065 (500 mg)}, and 87-510 (750 wmng)
Drug Master Files:

DMF f~ o

DMF

DMF

DMF

DME

DMF

DMF

DMF

nuv\ﬁ . ,J




NDA 20-545-4 Page 2

RELATED DOCUMENTS (if applicable): None
CONSULTS : . None

REMARKS/COMMENTS :

Procainamide BID is a reformulation of an approved and marketed class IA
antiarrhythmic agent Procainamide 'SR tablets that are in market since 1980.
This new tablet controlled sustained release formulation permits twice-daily
adminstration, enhancing compliance and minimizing the risk of missed doses.

This amendment provides a update on NDA with corrections and revisions in
batch records. ' .

CONCLUSIONS & RECOMMENDATIONS:

Firm has amended this NDA to update batch records with minor revisions that
are to clarify to the manufacturing process documentation, to be used during
the manufacture of the pre-validation batch for procanbid. The chemistry and
manufacturing part is satisfactory

cc:

Orig. NDA
HFD-110/Division File
HFD-110/JAdvani/08/05/95%

HFD-110/CS0O ("\
District ‘ /S/

11 -
R/D Init by: RWolters/ JV Ad{ani, Review Chemist

filena e:N20-5451IV
B




| | JUL 271 jogs
DIVISION OF CARDIO-RENAL DRUG PRODUCTS
Review of Chemistry, Mdnufacturing, and Controls

NDA #:20-545 ' ' CHEM.REVIEW #:. 3 REVIEW DATE:07/19/95
SUBMISSION TYPE  DOCUMENT DATE CDER DATE ASSIGNED DATE

NDA Amendment BC 8% June-1995 06-July-1995 11-July-1995 )
NAME & ADDRESS OF APPLICANf: ' Parke—Davié Pharmaceutical Research

Division of Warner-Lambert Company
2800 Plymouth Road, P.O. Box 1047

- - Ann Arbor, MI 48106-1047
DRUG PRODUCT NAME: - - _ -
Proprietary: " Procainamide Hydrochloride
Nonproprietary/USAN: . Procainamide Hydrochloride ER-—
Code Name/$#: CI-610 Hydrochloride, .PD 18481-2, T

Procainamide BID
"""" .Chemical Abstract Services (CAS) 614-39-1 —
Chem.Type/Ther.Class: 3 5. . -

PATENT STATUS: Patent application serial number 08-275-198 has been filed onf—m .
07/14/19%4 ) - - - . -

- PHARMACOL . CATEGORY/INDICATION: Life-threatening ventricular arrhythmias e—

DOSAGE FORM: Tablets, (Controlled released) - ' ‘ .

STRENGTHS : 500 mg, 1000 mg ] -

‘ROUTE OF ADMINISTRATION: Oral

~ DISPENSED: ' x _ Rz OTC

ETRUCTURAL FORMULA, CHEMICAL NAME, MOLECULAR FORMULA, MOLECULAR WEIGHT:

- - mQCOWC%C%N(C%C%); e HCI '
L | g T

——— . -

Benzamiae, 4-amino~ﬁ-[(2-diethy1§mino)ethy1]—. monchydrochloride or
p-Amino-N-[2-{diethylamino)ethyl]lbenzamide monchydrochloride
Molecular Formula C,,H,;N,0 . HCl Molecular Weight 271.79 (anhydrous HC1l) .

SUPPORTING DOCUMENTS:

IND J -
'IND .
Procan SR tablets covered by ANDAsS:

88-489 (1000 mg), B6-065 (500 mg), and 87-510 (750 mg) —
Drug Master Files: . :

- DMF ek -
DMF lr ) ' j
DMF ‘ ..
DMF '
- DMF = — -
DMF i :
DMF ) o ' : L e

DMF ' . : ' '
DMF t T
DMF ' . - ) J o




NDA 20-545-3 Page 2

RELATED DOCUMENTS (if applicable):

None -
CONSULTS : | NOQ?___
REMARKS / COMMENTS : o

Procainamide BID is a reformulatlon of an approved and marketed class IA-
antiarrhythmic agent Procainamide SR tablets that are in market since 1980.
This new tablet controlled sustained release formulation permits twice-daily
adminstration, enhancing compliance and minimizing the risk of missed doses-

This amendment provides a responsé to our deficiencies conveyed to the firm

"by telephone on 6/27/55 related to my review #2, and update on NDA with

corrections and rxevisions.
CONCLUSTIONS & RECOMMENDATIONS:

Firm has amended this NDA that include minor modifications to the
manufacturing process and in-process controls which will -be used during the
manufacture of the Pre- -validation batch for procanbid. The chemlstry and

manufacturlng part- is satlsfactory . j

Tea:

Orig. NDA . _.
- HFD-110/Division.File : .
HFD-110/JAdvani/07/13/95 . . -
HFD-110/CS0 O\ .
District _ - . /S/ '
- v P
R/D Init by: RWolters/ JV Advani, Review Chemist o
) C filenamp:N20-545II1 _
. _ _ d\q
- oo -




"PHARMACOL . CATEGORY/INDICATION: Life—threatgning Q&qt;icular arrhythmias

- | DIVISION OF CARDIO= R.ENAL DRUG PRODUCTS SEP 20 1895
Review of Chemstnr, Manufacturing, and Controls - -
NDA #:26—545 CHEM.REVIEW #: 2 REVIEW DATE: 06/20/95
SUBMISSION ﬁpg DOCUMENT DATE CDER DATE ASSIGNED DATE
NDA Amendment BC 05-May-1995 10-May-1995 15-May-1995

NAME & ADDRESS OF APPLICANT: parke-Davis Pharmaceﬁtical Research

Division of Warner-Lambert Company
2800 Plymouth Road, P.0Q. Box 1047
Ann Arbor, MI 48106-1047

DRUG PRODUCT NAME: - - -
Proprietary: . ProcainamideHydrochloride™
'Nonproprzetarylusan- .Procainamide Hydrochloride ER
Code Name/#: CI-6i0 Hydrochloride, PD 18481-2,

Procainamide BID .
-Chemical Abstract Services {CAS) €14-39-1 ) —
Chem.Type/Ther.Class: 38 ﬁ—__' .

PATENT STATUS: Patent application serial number 08-275- 198 has been flled on

07!14/1994

DOSAGE FORM: Tablets (Controlled released) ' o

STRENGTHS : - _ S00 mg., 1000 mg ) .
i RQUTE oF ADMINiSTRATION: ) Oral -

DISPENSED: % mx T ome

STRUCTURAL FORMULA, CHEMICAL —NAME, MOLECULAR FORMULA, MOLECULAR WEIGHT:

NI-:;@-CONHCH.,CH,N(CH,CH,), - HCl

Benzamide, 4~am1no~N-[(2-diethylamino)éfﬁy1]~: monchydrochloride or
p-Amino-N-{2=- (diethylamino)ethyl)benzamide monchydrochloride

Molecular Formula C;,H;;N,0 . HCl Molecular Weight 271.7% {anhydrous HC1),

SUPPORTING DOCUMENTS:

IND

IND | _

Procan SR tablets covered by ANDAs:

88-489 (1000 mg)., 86-065 (500 mg), and 87-510 (750 mg) . -
Drug Master Files: —

DMF- ' . 7 "
DMF . . )

DMF .
DMF . . -
DMF

DMF

DMF - }

DMF -

DM ' . - :
DMR - = - -




NDA 20-545 - - Page 2

RELATED DOCUMENTS (if applicable): None
CONSULTS: —- Naone

REMARES /COMMENTS 3

Procainamide BID is a reformulation of an approved and marketed class IA
antiarrhythmic agent Procainamide SR "tablets that are in market since 1980.
This new tablet controlled sustained release formulation permits twice-daily
adminstration, enhancing compliance and minimizing the risk of missed doses.

This amendment provides a response to our defitiencies letter of=3#15/95

related to my review #1, and update_on NDA with corrections and revisions,

and further information, on stabilty data, as result of our meeting with the
representatives of the firm on 4/5/95. Copies of the minutes are provided in

this submission. The firm has addressed the guestions raised by us, in this -
submission

CONCLUSIONS & RECOMMENDATIONS'

I received a call from Mr Alexander J. Brankiewicz of Parke- Davis on 6/27/95
Firm intends to amend this NDA that will include minor modifications to the
manufacturing process and in-process controls which will be used during the
manufacture of the pre-validation batch for-procanbid. During that -
conversation I mentioned to him few deficiencies of this amendment ocutlined

under this review, and firm will address these also in their forth-comlng
submission.

-

cc: - -
Orlg NDA
HFD-110/Division File -
HFD-110/JAdvani/06/29/95

HFD-110/CS0O N —

District B ISI -
‘ . .

R/D Init by: RWolters/ JV Advaniy Review Chemist

‘ ' filename:N20-5451I o




Vi A . . o § - R -
DIVISION OF CARDIQ-RENAL DRUG PRODUCTS

' Review of Chemistry, Manufact:ur:.ng, and Controls
NDA_#:20-545 " CHEM.REVIEW #: 1 * REVIEW DATE:02/28/95
 SUBMISSION TYPE DOCUMENT DATE CDER DATE ' ASSIGNED DATE .
ORIGINAL 21-Dec-1994 23-Dec-1994 29-Dee-1994 -~
BC 13-Feb-1995 14-Feb-1995 - 16-Feb-1895
NAME & ADDRESS OF APPLICANT: Parke-Davis Pharmaceutical Research

Division of-Warner-Lambert Company
2800 Plymouth Road, P.0O. Box 1047
Ann Arbor, MI 48106-1047

-DRUG PRODUCT NAME S .
) Procainamide Hydrochloride

Proprietary _
Nonproprietary/USAN: Procainamide Hydrochloride ER
Code Name/#: - ‘ ) CI-610 Hydrochloride, PD 18481-2,

. Procainamide BID
. Chemical Abatract Services (CAS) 614-39-1
Chem.Type/Ther.Class: 3 s :
““PAEENT STATUS- ‘Patent appllcatlon serial number 08- 275"198 has been filed on
- . 07FA14/19594 -

' PHARMACOL.CAIEGORYLINDIcthdﬂs Lifefthreétening ventricular arrhythmias

DOSAGE FORM: ) Tablets (Controlled released) ) fre
STRENGTHS: 500 mg, 1000 mg T —.
ROUTE OF ADMINISTRATION: ~ oral L s

DISPENSED: , ©__% _Rx oTc -

STRUCTURAL FORMUI.A,_CHE!ICAL NAME, HOLECULA'R !’ORM'ULA, MOLECULAR WEIGHT:

S Ma—@‘comcmcmcmc&)z HC!

Benzamide, 4-amino-N-[(2-diethylamino)ethyl]-, monohydrochloride or
p-Amino-N-[2-{diethylamino)ethyl]lbenzamide monohydrochloride
Molecular Formula -C;;H;N,0 . HC1l -~ Molecular Weight 271.79 {anhydrous.HC1)

SUPPORTING DOCUMENTS:

IND

IND

Procan SR tablets covered ANDAS ; -

88-489 (1000 mg), B6-065 (500 mg), and 87- 510 (750 mg)
Drug Master Files:

- MAR - 7 1995




_NDA 20-545 . ' . Page 2

RELATED DOCUMENTS (if -applicable): None

CONSULTS : ' _ None
REMARKS /COMMENTS : )
Procainamide BID is a reformulation of an approved and marketed class IA
=~ antiarrhythmic agent Procainamide SR tablets that are in market since 1980.

This new tablet controlled sustained release formulation permitrs twice-daily
adminstration, enhancing compliance and minimizing the risk of missed doses.

This is a 505(b)(2) application as procainamide hydrochloride preparations

" have been generally recognised as safe and effective (FR DESI 6320 of-9/72)
for use in the treatment of ventricular arrhythmias.

“The trademark was found to be acceptable by the Labelling and Nomenclature
committee.
We had two Pre-NDA meetings on CMC sections, the copies of the minutes

- — are prov1ded in this submission. The firm has addressed the questlons ralsed
by us, in their NDA submission

s - CONCLUSTONS & RECOMMENDATIONS: a7 ) i

— In my telephone conversations on 01/30/95, with Mr, Alex Brankiewicz of Parke ~

— o Davis, I ask the firm to update_their stability data according to the ICH
latest guidlines. I wanted to know their production batches that werxe -
-manufactured at Vega Baja, Puerto Rico plant and further I ask the firm to __.
provide the additional information on the exact responsibilities of Paco for
the blister packaging operations. Firm has provided the written answers of my
recuest in their letter of 2/13/95.. All this has bheen discussed in my review,
and additicnal deficiencies noted in the review, have been summarized in the

. draft of the controls portion of the letter to the applicant.

ce: -
Orig. NDA
HFD-110/Division File
HFD-110/JAdvani/02/28/95

HFD-110/CSO - . . B T .7
District _ ' ‘ / S /
' - ) N <
R/D Init hy: RWolters/ JV Advani, Review Chemist ] —
- filenamd:N20-545" B




