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Review of Chemistry, Manufacturing, and Controls

NDA#: .20-125 - ) | . DATEREVIEWED:  29-Nov-99

REVIEW #: T—- o BEVTE'WER: Danute G. Cunningham -
R - ADDENDUM
_ In a telephone conversation between Dr. Kasturi Srinivnsachal;—nnd' l':’)_r Philip Simonson, an agreement was reached to monitor

— maisture content in the drug product stability studies by performing ) ;test. (The test was performed on original

submission, but was dropped on resubmission.) A shelf-life specification for' _ Jrould be established, if appropriate, in
" - addition to the current relcase criterion oi]_ 5 - ) : -

Recommendations: R - ‘ o B _ . - T

- . The Applicant should be reminded of their commitment to manitor water contentin the drug product stability studies by _ -
performing the! . - - est. A-shelf-life acceptance criterion for —should be established; if appropriate, in .-
‘addition to the current release limit of) - ’ - - - - - el -
EER was acceptable on No\'emhc'r_29i-l999 N i ) : = - 0T i i
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| DIVISION-OF CARDIO-RENAL DRUG PRODUCTS
- - . : * Review of Chemistry, Manufacturing, and Controls

NDA #: 20-125 _ ATEREVIEWED: . 15-Nov-99
_ = - REVIEW#: 7 : — BEVIEWER: Danute G. Cunningham

SUBMISSIONTYPE  'DOCUMENT DATE CDER DATE ' ASSIGNED DATE .

- ORIGINAL 13-Dec-90 14-Dec-90 19-Dec-90
AMENDMENT '30-Apr-99 ~ 03-May-99 04-May-99
(Resubmission) - : T

= - AMENDMENT . 08-Nov-99 09-Nov-99 10-Nov-99 -
- AMENDMENT ‘ 10-Nov-99 12-Nov-99 _15~-Nov-99

NAME & ADDRESS OF APPLICANT: PARKE-DAVIS PHARMACEUTICALS;__LIMITED

S o P.O.Box 4119
‘ | VegaBaja, Puerto Rico 006944119 = ~ 3

~. DRUG PRODUCT NAME - ) i ACCURETIC (qumapnl hydrochlorlde and hydrochlorothlnzide)
~ © Tablets -
- Proprictary: -..- ACCURETIC~ - 777
— T Established: . oo Qumapnl hydrochlorlde and hydroch]orothlaude
: Code Name/#: . CI-955 L -
Chem. Tyvpe/Ther. Class: .. e T 48 ' -
PHARMACOL. CATEGORY/INDICATION: _ -~ Treatment of hypertension -
"DOSAGE FORM: - o Tablets- ' : ' _ -
STRENGTHS: ‘ 10/12.5,20/12.5, and 20/25 mg - : o
- ROUTE-OF ADM"INTSTRATION - - Oral : - )
RY/OTC: - X Rx __0OTC R
SPECIAL PR ODUCTS : Lo - — Yes _X No

& . _ - . 3
CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA, MOLECULAR WEIGHT: -

-, Quinapril Hydrochloride : e

Chemacal Namc 1e: (3S-{2[R"(R")), 3R*})-2-(2- ~{[1{Ethoxycarbonyl)-3-phenylpropyl}amino)-1 l-oxnpropyl)-l 22,3, 4-tetrnhydro-3-
—Isoquinoltne carboxylic scid

Molecular Formula: T CsHuN,OHC) - Molecular Weight: © 438.52 (474.97 HCl salt)
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Hydrochlorothiazide, USP n . - =
0.0 o0 )
BN “NH
| - SO —

Chemical Name: 2H-1,2,4-Benzothiazine-7-sulfonamide, 6-chloro-3,4-dihydro, 1,1-dioxide i “—f
6-Chloro-3,4-dihydro-2H-1,2,4-benzothiazine-7-sulfonamide 1,1-diexide -

Molecular Formula: c,n;cm,_d'.s, . Molecuiar Weight: 297.73 B -
N SUPPORTTNG DOCUMENTS - o
_vaelNumber Subject | Holder Status | Review.Date -
DMF{ P Hydrochlcrothiazide - [’ o Adequate | Rev. by V. Sayeed on -.
. | 711199
DMFC ] ' Adequate | Listed under Non-
- - ; Compendial Ingredients
DMF/ = . - -
L / Torial | Adequate Eﬁ/a )@)‘5 l?eﬁ Moble on
- ' : Rev. Dale L. Koble on A
Peelable lidding foil . . ' 11/9/97 (CR#6)
Push thru foil 1 . - - )
DMF/ - - {1 Push thru Foil Adequate | Rev. by DCunningham on
—— - — 216/99 ..

' “RELATED DOCUMENTS (if applicable):

NDA 18-885 Accupril (quinnpril hydrochloridc) Tablets -

IND ) T ’ - . -

CONSULTS: Biopharmaceutics. On July 30, 1999 Pnrke-Dnvis agrfed to amend the dissolutlon :peclﬁcahon for both qumlpril
and hydrochlorothiazide for the combination tablets to e in Jmlnutes

CDER Labcling and Nomenclature Committee has reevaluated the name ACCURETIC and found to be acceptable. -

REMARKS: ' . S -

An NDA for Accuretic lnblcts was pmiously submitted on December 31, 1990 and withdrawn before approval on
October 23, 1992. The NDA was resubmitted on April 30, 1999.
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The previous manufacturing site for Accuretic was the Vega Baja, Puerto Rico facility, The Pirke-Davis facility at Freiburg, -
Germany has manufactured quisapril hydrochloride and HCTZ combination tablets for woridwide markets since the early 1990s.
Because of this long manufacturing history the Freiburg facility was chosen to manufacture tablets for the US market.

Foreign marketing - Accuretic has been approved in 31 countries. List is included in the resubmission,
Patent Information was updated. ’ =
A US Patent # 4,344,949
Expiration date: October 3, 2002, )
Patent Type: Compound, Formulation, Method of Use
Patent Owner:  Warner-Lambert Company
" 201 Tabor Road )
Morris Piains, NJ 07950 T . —_

B. US Patent # 4,743,450
’ Expiration date: February 24, 2007 = - : -
= . Patent Type: Formulation - ’
e “Patent Owner:  Same as sbove.

"Request for Market Exclusivity is included. The company is requesting a 3-year period for market ei:clusi\;iry for Accureti_c i
- Tablets. - A : - ) -- o

Expiration date requested and approved is 24 months, based on data sul;nﬁtted .

EER status : The —i_ﬁ_ibgction forf—' - ‘__piant is nelyet perfofmed. Other plants are acceptablc.u

Response to IR letter is included. The response was satisTactory. T e ‘ -

. CONCLUSIONS & RECOMMENDATIONS: - L . -

Apbrovnble pending satisfactory EER report. ' -

[ o - .. .. .
Org. NDA 20-125 - - - ‘ -
HFD-110/Division File . ' : T -
HFD-810/CunninghamD - - - . : ’ - :
HFD-110/PM/Zclda McDonald : l - / s / " -
HFD-810/Kasturi Srinivasachar : I T

HFD-810/John Simmons

R/D Init by:

+

’I( 5” T’ _ Danute G. Cunningham, Review Chemist

filcname: ~ 20125R07.NDA
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DIVISION OF CARDIO-RENAL DRUG PRODUCTS
Review of Chemistry, Manufacturing, and Controls

- NDA #: 20-125 " DATE REVIEWED: 19-Oct-99 -

REVIEW #: 6 REVIEWER: Danute G. Cunningham ~ — -
SUBMISSION TYPE ~ DOCUMENTDATE = CDERDATE . - ASSIGNEDDATE  ~—
ORIGINAL 13-Dec-90 14Dec9 = 19-Dec-90 e~
- AMENDMENT 30-Apr-99 03-May-99 04-May-99 —— -
{Resubmission) ' Ce— = o
AMENDMENT 08-Oct-99 10-Oct-99 13-0ct:95 o ;
NAME & ADDRESS OF APPLICANT: "~ PARKE-DAVIS PHARMACEUTICALS IJMI'I'ED L
P.O. Box 4119 -

i} . . Vega Baja, Puerto Rico 00694-4119 C

DRUG PRODUCT NAME - ACCURETIC (qumapril h)drochloride and hydrochlorothiulde)
. : ) L . Tablets . -
M . Proprictar: e _ . ACCURETIC -
—_— _ Established: S — Quinapril hydrochlnride and hydrochloruthlazide
- e Code Namelit: ’ . — _ CI-955
- Chem.Tvpe/Ther. Class: 48
| _ PHARMACOL. CATEGORY/INDICATION; Treatment of hypertension )
|
| DOSAGE FORM: i Tablets ‘
STRENGTHS: - 10/12.5, 20/12.5, and 20/25 mg
ROUTE OF‘ ADMINISTRATION: Oral
z Rx/OTC: e X Rz __OTC =
<. SPECIAL PR onucr& -—_._Yes X No~ . -

CHEMICAL NAT\TE STRUCTURAL FORMULA MOLECUL. RFORM'ULA MOLEC'ULAR WEIGHT:

Quinapril Hydrochloride S - - e

Chemical Name: (JS-{ZIR'(R’)] 3R"})-2-(2 {[1-(Elhoxycarbonyl)-3-phenylpropyl]amino}-l-nxopmpy[)-1.2,3 4-tetrahvdro-3—
- isoquinoline carboxyllc acid

_ Molccular Formula: - C,4H 33N 05 HCI . Maecular Weight-: 438.52 (474.97 HCI salt)
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"The previous manufacluring site for Accuretic was the Vega Baja, Puerto Rico facility. The Parke-Davis facility at Freiburg,
. Germany has manufactured quinapril hydrochloride and HCTZ combination tablets for worldwide markets since the early 1990s,
Because of this long manufacturing history the Freiburg facility was chosen to manufacture tsbiets for the US market.

Foreign marketing - Accuretic has been approved in'31 countries. List is included in the resubmission.

- Patent Information was updated. .
T A USPatent# =~ 4,344,949 : .-
: Expiration date: October 3, 2002, . N
Patent Type: Compound, Formulation, Method of Use - .
Patent Owner:  Warner-Lambert Company ‘ L
201 Tabor Road :
- Morris Plains, NJ 07950 . T
B. US Patent # 4,743,450 - -
Expiration date: February 24, 2007 . . o
-~ .. -~ Patent Type: Formulation - )
Patent Owner:  Same as above. . T -

T Request for Market Exclusivity is included. The company-fs requesting & 3-year periﬁ;"ci for market exclusivity for Accuretic
Tablets. ) . - : ——

- = ~—Esxpiration date requeste_d"_hhd approved is 24 montlis, based on data submitted. - 7 ) -

‘EER status : 'Theginspectio_n for _ plant is 'nct)-rét performed. . Other plants at.-;'acceptable.?

CONCLUSIONS & RECOMMENDATIONS: : - .

Approvable pending satisfactory EER report and response to deficiencies. -

[ . . . - ‘ JR—

Org. NDA 20-125 _ =

HFD-11(/Division File
Danute G. Cunningham, Review éhemist

’Eo

HFD-810/CunninghamD/date

HFD-110/PM/Zelds McDonald ~_ pm ‘
HFD-810/Kesturi Srinivasachar . | Q)
HFD-810/Jchn Simmons _

R/D Init by: - (9 20 7 77

filename: =~ -20125R06.NDA
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i

1.

2. Product Name (g):

L(ﬂBCayhﬁtéler; -

SEP 1 4 1o

DIVISION OF CARDIO-RENAL DRUG PRODUCTS o
Evaluation of Chemistry, Manufacturing and Controls Data
Chemist's Review #5

Date Completed: September 9, 1992

Parke-Davis Pharmaceutical Research
Division of Warner-Lambert Company
2800 Plymouth Road ‘ :

Ann Arbor, MI 48105 :

(Contact Richard N. Spivey, Pharm.D., Ph.D -
313=996-70861) e

Applicant:

ACCURETIC (quinapril hydrochloride and

hydrochlorothiazide) Tablets -.. ’

Proprietary: ACCURETIC .. - -

E— Hggﬁéég;;g;gﬁi:'_'Quinapril hydrochloride - - ‘
L : -Hydrochlorothiazide -

-USAN: Quinapril Hydrochloride ) -
Hydrochlorothiazide N . -

Compendium: Not yet assigned (quinapril hydrochloride)
Hydrochlorothiazide - -

Code Name and/ox Number:

CI-906 Hydrochloride

PD 109452«2 or CN 109452~2

PD 109452 or CN 109452

) (quinapril free base)

) CA5-90243-99-5 (quinapril hydrochloride monohydrate)
- CAS-85441-61-8 (quinapril) R N

CAS-B2586-55-8 (quinapril hydrochloride)

- CAS-58-93-5 (hydrochlorothiazide) --

Chemica) Tvpe/Therapeutjic Classifigation: 1C

Rx/OTC: Rx

Patent Information:

- . 1. Us 4,344,949 ‘ T -
Expiration date - August 17, 1999 Lo -
Patent type - claims active ingredient. IR
Assigné@ (owner) - Warner-Lambert Company. -

- Certification that the above patent claims both a
pharmaceutical composition and a use of the compound_.
including quinapril hydrochloride, one of the active L
ingredients of the ACCURETIC (quinapril hydrochloride plus =
hydrochlorothiazide) Tablets. The claimed use is for -

. treating hypertension. :

—
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2. ' Us 4,743,450 —
- ; - Expiration date - May 10, 2005
_ . Patent type -~ claims composition containing
- . {8} quinapril hydrochloride.as the drug
- . i component,
(b) an alkaline earth metal carbonate, and .- -

‘{¢) a saccharide.

Asgignee (owner) - Warner-Lambert Company.

= " 3. o ' dm B on:

Oral, tablets - 10/12.5 mg, 20/12.5 mg and 20/25 mg quinapril (as -
base/hydrochlorothiazide. S - h

" -~ .10/12.5 mg --pink, elliptical, biconvex film-coated tablets with
product lego. Scoreline on one side.- - _

20/12.5-mg - pink, triangular, biconvex film-coated tablets with
~ product logo. Scoreline en one side.

- 20/25 mg =~ pink, round, biconvex film-coated tablets with preoduct
logoe. Scoreline on one side. . —.

4. armacolo e and/or Pj ' cations: -

Treatment of hypertenaion.4 AccﬁRETIc'1s"a‘fixed;combination -
tablet that combines an angiotensin converting enzyme (ACE) :
inhibitor (quinapril) and a diuretic (hydrochlorothiazide). — -

- Structural Formula Chemical Name:

Quinapril hfdrochloride -

.0 R . .
B .
H . ) . S
@'c“”""‘?‘”«caz@ e
c A . . 2 o . - ,
., ©Hy  Coog — _.
toon :

f.};. .

- Chemical Name (a):‘.. S ' Ca C -

‘?‘ - [35-[2[R'(R*)},33*]]-2-[2-{[1-(Ethoxycarbonyl)-3-§heny1propy1]-
amino}-l-oxopropyl]-l,2,3,4-tetrahydro—3—i=oquinolinecarboxyllc
acid, monohydrochioride. (USAN) ‘ o=

3quoquinolinecarboxylic acl&. 2:{2-[[1-(ethoxycatb6ny1)-3-phany1- '
- propyl]amlno]-l-oxoprébyl]-l,2,3,4~tetrahydro-, monohydrochloride, T
mqnohydrata! [3S-[R*(R*)]],3R*]). - -

(S)-2-[(S)-N-[(s)-l-ciiboxy-S-phenylpropyl]alanyl]-l,:,:,d-' - -
- tetrahydro-3-isoquinolinecarboxylic acid, l-ethyl ester,
monohydrochloride. (USAN) ceo

L

Vo |[| !
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Molecular rd:ﬁulaz CyliylN05. HCL ., ..
- . - Molecular Weight: 474.98 _
 MP: 108°C - 115°C ' | -

Hydrochlorothiaside .
- H:NSO, Oy +0 - ) . o
Iee) S
- o] NJ - ] _ _ B

Chemical name(s): - - -

- _,2H-1,2,4-Benzoth1adiazine-‘f—su1fonamide, 6-chlor6-3,4-dihydro, e
— T .- 1,1-dioxide

e _

: 6-Chloro-3,4-dihydro-2H-1,2,4-benzothiadiazine=7-sulfonamide 1,1-
. dioxide — . .

Molecular Fo‘r@pla: CH,C1N,Q,S,
Holecula'.r Weight: 297.73 ' - .
MP: 273-275°C _— L o
1.  Initial Submission: | '
Date Submitted: Dacember ia. 1950 - T
Date Received: _December 14, 1990

Date to Chemist: = December 19:-1990 - -

277 - pmepdmentes - T ' o
< . -7 _ September 1, 1981 =~ Dissolution testing; final printed labeling.

3. PPOE AN - L B NUAH PMES and




NDA 20-125 Review #5 _ ' i _ . page 4

— - DMF | o T
DMF
PMF
DMF
- DMF~ - )
—~ DMF - —
i DMF .
DMF - —
- ___ DMF i N —
) DMF -
- IND ' — ] ‘
L= ToLImND - e — ‘ S o
— - Jun lés;_gmendment ..... - B -
;ﬂ DMF : - o =
- - " DMF . I - .
4. Related Documents (INDs, NDAs, etcy): .
L None. : e U :
5. Fi 8 volved (Name Address and ﬁ;; onsibili B h
Drug substances: R . S fm‘
Quinapril hydrochloride _ - o ) ——
Manufacturer: Parke-Davis Manufacturing Division
) . : : Warner-Lambert Company .
; . 188 Howard Avenue T
& - Holland, ‘Michigan 49424 "(DMF
Alternate supplier of side chain acid - - o
[(S,8) N-[1-(1-Ethoxycarbonyl—3-phenylpr0pyl)]alanine] o
- -—  ___Alternate supplier of THIQ acid benzyl ester T
= [(8) 1,2 3,4-Tetrahydro-3-~ iaoquinolinecarboxylic-acid benzyl-
_ _ ester p~toluaneaulfonic acid saltj]: N o T

- - . .
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- Aceupril tablets will be manufacturé& at Parke-Davis Vega.Baaa facility,.

(DMF )

Hydrochlorothiazide .

-Supplier:.-

Drug product: Manufacturer: - T - — . — e

Parke-Davis
Division of Warner-Lambert Inc.
- Km. 1.9 Road 689 _ .
Vega Baja, Puerto Rico - {DMF D

"Blister packaging (alternate): : ' ' _ -

(DMF

6.  Consults: CDER Labg;ing—ana'Nomenélatnre Committee. Name —=- .. -
Accuretic - was acceptable. - -

Remarkaé‘ _ _
Quinapril hydrochleride is mahufactured”by Parke-Davis Manufacturing"“ S
Division in Holland, Michigan. Hydrochlorothiazide is manufactured by

Consult for the naming of the product - ACCURETIC - wag reguested on
February 13, 19%1. Name ‘was acceptable (3/12/91).

‘Since the product manufacturing facility was ready for inspection in
February, 1992, establishment inspections were requested for the firms

listed under Facilities on February 3, 1992. EI report has not been - ST
received as of 9/9/92. - .

Methods validation was raguested on f/11/91. DET-DO and DDA will be
validating the methodology. Report from DDA was received on 7/22/92.
DET-DO - no report as of 9/9/92, i -
Environmental assessment report is included. It addresses the points
specifiqd in 21 CFR §25.31a. -




‘

D. Conclusions and/or Recommendationg: — "%'
Manufacturing and controls data is satisfactory except for the
establishment -inspections which are still outstanding. B

oy :

o - JS-
i : , - R Danute G. Cuﬁﬁinghdﬁ .
- _ect 7 e . . ~

orig. . ) ) cb\ . -

-110/C56= . \ “M 4% -

~ 'HFD-110/DGCunningham 9 \ B T -

N20125R5 ~ U I i s T

P

:l“"|
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9/1/92 amendment - final printed labeling is included. satisfactory for
DESCRIPTION and HOW SUPPLIED sections. Accuretic immediate container
labeles = lot number and expiration date is Printed on the label at the
time of the packaging. s

- 9/1/92 amendment included a commitment to collect dissolution data at
' and minutes on the first € to 10 production lots of Accuretic before
final specification for dissclution will be made. Tentative dissolution

specification is % .for both active ingredients in- minutes. .




DIVISION OF CARDIO-RENAL DRUG éRdDUCTS
- — Evaluation of Chemistry, Manufacturing and Controls Data
— Chenist's Review #4

NDA 20-125 . Date Completed: _August 12, 1992

i

A, 1. Applicapt: Parke-Davis Pharmaceutical Research
. Division of Warner-Lambert Compnny —
2800 Flymouth Road
Ann Arbor, MI 48105 :
. .-{Contact Richard N. Spivey, Pharm D., Ph.D
- 313~996-7061)

2. Product Name (El ACCURETIC (quinapril hydro:hloride nnd - -
hydroohlorothxazide) Tablets_

opriet : TACCURETIC S

- . uonproégietaggz’ qunapril hydrochloride.- - -
—— . : o Hydrochlorothxazide -

USAN: Quinapril Hydrochloride
Hydroohloroth;az;de

L o- - 'Compendggm. Not yet assigned {quinapril hydrochloride) .
: Hydroohlorothxaz;de .o

- . Code Name ang[g; Numbeg. - CI-506 Hydroohloride

PD 109452-2 or CN 109452~ 2

PD 109452 or CN 109452

(quinapril free base)
CAS-90243-99-5 (quinapril hydrochloride monohydrate)
CA5-85441-61-8 (quinapril)
CAS-82586-55-8 (quinapril hydreochloride)
CAS-58-93-5 (hydrochloroth;azide)

= - - ' ) —Chem;ca; Type/Therapeutic Classification: 1C

-Pate ation:

— -1l USs 4,344,949
- Exp;rat;on ‘date - Auguat 17, ‘1999 -
Patent type - claims active ingredient.
Assignoe {(owner)} < Warner-Lambert company.
Certification that the above patent claims beth a
. pharmaceutical composition and a use of the compound
including quinapril hydrochloride, one of the active..
- T ingredients of the ACCURETIC (guinapril hydrochloride plus
hydrochlorothiazide) Tablets. The claimed use is.for
treating hypertension.

i

Rx/OTC: Rx : C— e —

I



i,
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2.

us 4,743,450

Expiration date - May 10, 12005

page 2
Patent type - claims composition containing
{a2) quinapril hydrochloride as the drug
‘ component,
(b) an alkaline earth metal carbonate, and
{c) a saccharide.
: . _ Assignee (owner) - Warner-Lambert Company.
fgosage Eg;m and Route of Adhinisgrgt;gn:
L base/hydrochlorothiazide.

Oral, tablets ~ 10/12.5 mg, 20/12 -‘5-mg and 20/25 mg quinapril (as

10/12.5 mg - pink, elliptical, biconvex film-ccated tablets with
product logo..

product logo. . Scoreline on one side,
logo.
4.

Scoreline on one side.
aco c

5.

20/12.5 mg = pink, triangular, biconvex film-coated tablets with
‘Scoreline on one side.
a and/or

Treatment ¢f hypertension.

Structura

(=]

20/25 mg - pink, round, biconvex lem-coatad tablets with product
d

ons: '
inhibitor (quinapril) and a diuretic (hydrochlorothiazide).
d QQe
Quinapril bhydrochloride

)

ACCURETIC is & fixed-combination

c
tablet that combines an angiotensin converting enzyme (ACE)

Chemical Name (8}:

ac;d, monohydrochlorida.

T35-[2(R*(R*)],3R*)}~2~[2~ [[1-(Ethoxycarbonyl)-3-phenylpropy1]-
amino}-l-oxopropyl)-1,2,3,4-tetrahydro-3-isogquinolinecarboxylic
(USAN)
manahydrate,

3_Iaoquinolinacnrboxyilc acid, 2-[2- [[1-(ethoxycarbony1)-3-phenyl-
[3S=[R*{(R*})]),3R*].
uwnohydrochloride.

propyljamino)-l-oxoprepyl]-1,2,3,4-tetrahydro-, monohydrochlorida,

(§)=-2 [(S)-N-[(5)-1-Carbuxy-3-phenY1propy1]alanyl]-1 2 3,4~
tetrahydro-3-isoguinolinecarboxylic acid, l-ethyl ester,
{USAN)



il
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Moleculqr,?ormuliz CyH N0y, HCL

-ledculnr-weiqht: 474.98

MP: .108°C - 115°C

Hydrochlorothiazide

H;NSO,

T

Chemical'naﬁﬂ(s):
1,1- dioxide ..

dloxide

o, <0

H

. Molecular Forgulaz C;H,C1N,0,S,

— Molecular Weight: 297.73

MP: 273=-275°C -
1. itia S; igs H
Date Suﬁﬁittadz
Date Raceived:
- - Date to Chemist:

2.~ pmendments:

July 29.1992

December 13, 1990

__December 14, 1990
" December 197 1990

Responge to FDA letter of 5/15/92

-Chloro:§_4-d1hydro—2H-l 2, 4-hanzothiadiazine-7-au1fonnﬁide 1,1-

page 3

- 2H-1,2, 4-Benzcthxadiazine-7-au1fonamide, 6-chlo:o-3 s 4=dihydro,
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DMP : o . —

!

g

5. - volved me d 8 -Res 8 : -

T ~Drug_substarnceg: ’ ' o
Quinapril hydrochloride. .

: . Manufacturer: -. Parke-Davis Manufacturing Division’
- ' ) Warner-Lambert Company
: 188 Howard Avenue
Holland, Michigan 49424 (DMF . " )
® " . Alternate supplier of side chain acid ;- T
((S,S) N-[1-(1-Ethoxycarbonyl-3-phenylpropyl))alanine]: . -

— (DMF 6875)

Alternate supplier of THIQ acid benzyl ester —
“““ : —- [(8) 1,2 3, 4-Tetrahyﬁro-3-;soquinolinecarboxylic acid benzyl
aste: p-toluenesulfonic acid salt}:
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(DMF )

Hydrochlorothiazide Manufacturer: - —
_ —(DMF Y
- Manufacturing facilitv:. _ _
e (oMF ) T _
_ Supplier: - ; .

Drug product: -
— - - - {DMF )
- . —Blister packaglngn(alternata):

(DMF

6. Consults: CDER Labeling and Nomenclature Committee.

7. ©. . PRemarks: - o .
Quinapril hydrochloride is be manufactured by Parke-Davis Manufacturing
- Division in Holland, Michigan:: Hydrochlorothiazide is mahufacturedvbyiq

Accupril tablets will be manufactured at Parke-Davis Vega Baja facility.

Consult for the naming of the product - ACCURETIC - w&h'reqﬁested on
February 13, 1991. Name was acceptable (3/12/91). '

'Since the product manufacturing facility will -be ready for inspection in -
. February, 1992, establishment inspections were requested for the firms
listed under Facilities on February 3, 1992. EI report has not been

received as of 8/12/92.

Methods validation was requested on 7/11/91. DET-DO and DDA will be
validating the methodology. Report ‘from DDA was received on 7/22/92.
DET-DO ~ no report as of 8/12/92. ’ - - -

Environgént;i assessment report is included. It addresses the points
- specified -in 21 CFR §25.31a. ’ .

- . —_ o —
- .
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7/29/92 amendment - final printed labeling and response.to the FDA
di!aolution recommendation.

|

} D. Conclusions and/or Recommendatjons: -

j After approvni, a commitment to perform dissolution at two testing
| intervals ¢ min ap per FDA recommendation and min as _per

_— . applicant's request) on 6 to 10 production lots is needed. 1In addition,
need information if lot # and expiration dating is applied to Unit Dose
labels and Unit dose cartons at the time of the manufacture.

: ’!"

.- ) ' Danute G. Cunning - .
cc: T - e . hey ) )

orig. . . o -

\

N20125R4

.

- . HFD=110 _ \ - - _ ) -
—HFD~-110 - c.: . . . —
. i FD=-110/DGCunningham \\ G’ [Ri7@" - .




T DIVISION OF CARDIO~RENAL DRUG PRODUCTS
Evaluation of Chemistry, Manufacturing and Controls Data
. Chemist's Review #3

NDA 20-125 ' . : Date Completed: February 5, 1992

i1

_ A. 1. Applicant: Parke-Davie -Pharmaceutical Research "
_ '~ Division of Warner-Lambert  Company

' 2800 Plymouth Road :

‘Ann Arbor, MI 48105 ’ - -
{Contact Richard N. Spivey, Pharm.D., Ph.D
313-996-7061)

2. Product Name {g): ACCURETIC (quinaprii hydrochloride and«—-
- hydrqghlorothigzide] Tablets - \

roprietary: ACCURETIC ~ N ' _ o

I Hogggogrietafz: _-Quinaﬁril hydrochloride o B e ——
: . Hydrochlorothiazide o

~“USAN: Quinapril Hydrochloride -
Hydrochlorothiazide o -
Compendium: Not. yet assigned (quinapril hydrochloride) -

Hydrochlorothiazide )

Code Name and/or Number: CI-906 Hydrochloride

- PD 109452-2 or CN 109452-2
PD 109452 or CN 109452
{gquinapril free base) )
CAS~90243-99~5 (quinapril hydrochloride monohydrate) ,
- CAS-85441-61-8 (quinapril) - - -
- - CAS-B82586-55-8B (quinapril hydrochloride) _
< . ~ - CAS-58-93~5 (hydrochlorothiazide)

- — e Chemical Txpe[Therageutic'claaaificat;cn: ic
i Rx/0OTC: Rx )
te formation:

1. ‘US 4,344,949 : )
Expiration date - August 17, 1999 ' LT
Patent_type - claims -active ingredient. -
—— Assignee (owner) - Warner-Lambert Company. -
—— Certification that the above patent claims both a i
- - ‘ pharmaceutical composition and a use of the compound— -
including quinapril hydrochleride, one of the active B
ingredients of the ACCURETIC {quinapril hydrochloride plus
hydrochlorothiazide) Tablets. The claimed use is for
‘treating hypertension. -

b i

-




.....

_NDAT20~125 Review #3 _ ] L page 2

f

- 2. USs 4,743,450 .
. Expiration date - May 10, 2005
Patent type - claims composition containing
—_— (a) gquinapril hydrochloride as the drug
component, - . -

{b) an alkaline earth metal carbonate, and

{c) a saccharide.
Assignee (owner) - Warner-Lambert Company.

3. _ Dosage Form and Route of Admipistration:

oral, tablets - 10/12.5 mg, 20/12.5 mg and 20/25 mg quinapril (as
base/hydreochlorothiazide. =

10/12.5 mg - pink, elliptical, biconvex film-coated tablets with
produg&_}ogo._ Scoreline on one side.

) 20/12.5 mg - pink, triangular, biconvex film-coated tablets with
" - product logo. Scoreline on cne side. T T

20/25 mg ~ pink, round, biconvex- film-coated tablets with preduct
loge. Scoreline on one side. o

4. Ph acological Catego - dro" Principa : dicationsg:

Treatment of hypertension. ACCURETIC is.a fixed-combination

tablet that combines an angiotensin converting enzyme (ACE) —

inhibitor (quinapril) and a diuretic {hydrochlorothiazide).

5.  TBtructural Formula and Chemical Name: - -

Qu;napril bydrochloride . ’ ——

Chemical Name (8):

L135-[2[R*(R*)];BR*]]rz-[z-[[1-(Ethoxycarbonyl)-3-pheny1propy1]-
amino}-l—oxoproPyl]-l,2,3}4-tetrahydro-3-isoquinoliﬁécarboxy1ic
acid, monohydréchloride. (USAN)

~ =3-Isoquinolinecarboxylic acid, 2-[2-[Il-(Ethoﬁycarbonyl)-3-phenxl— )

.propyL]amino]-1-oxoptopy1]-1,2,3,4-tetrahydro-, monohydrochleride,
monohydrate, [3S=[R*{R*}]),3R*]. ) -

“TE)-zf[(S)~N-[(s)-1-Carboxy—s-phenylpropy;]alanyl}-1,2,3,4-
tetrahydro-s-isoquinolinecarboxylic acid, l-ethyl ester,
monohydrochloride. (USAN)




NDA 20-125 Review #3

- Molecular Formula: CuH N0, HC1

Molecular Weight: 474.98
. -MP: '108°é - 115°c‘
Hydrochloxrsthiazide i
= - N
. HNesS * i
— - W)

Chemicai ﬁéme(a)-

1, l—dvaidam”

dioxide
_ Molecular Formula: C;H;C1N,0,5,
— Molecular Weight: .297.73

- MP:

) 1. Initial Submiseion:
Date Submitted:

273-275°¢

December i3,
) . Date Received: -- December 14,
Date to Chemist: December 16,
- 2.  Amendments: T
i‘, — -
June 6, 1991
- December 18, 1991 SBA
3. Supportine 8 Ag

- ,f- - 2H=1,2, 4-Benzothiadiazine-7-aulfonamid., 6-chloro-3 4-dihynro, -

Fs_and letters of Authoriza

page 3

-

-chloro_B 4 dihyd:o-ZH-l 2 4-benzothiadiazine-7-Bulfonamide 1,1-_

1990 - o S
1990 ' -
1990 : -

Response to FDA letter of 3/8/91

on:
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DMF

DMP -

DMF -

DMF

DMF -
DMF -

DMF

DMF -

DMF o ‘ - _ . —

Related Documents B, NDAs, etc,

None. h e T

?irms Involved (Names, gddress agd ﬁesgonsib;l;tx)

Drug subatancea: = . ——
Quinzpril hydrochloride

Manufacturer: Parke-Davis Manufacturing Diviaion
: Warner-Lambert Company
188 Howard Avenue T
- Holland, ‘Michigan 45424 (DMF

Alternate supplier of side chain acid
({s.8) N-[l—(l-Ethoxycarbonyl-B~pheny1propyl)]alanine]-

- (DMF

—_Alternate supplier of THIQ acid benzyl ester

page 4

- [(8) 1,2 3, 4-Tetrahydro-3—isoquinolinecarboxylic acid -benzyl

ester p-toluenesulfonic acid salt]):




o

ooty

N

NDA 20-125 Review #3 o g page 5

‘Since the product manufacturing facility will be ready for inspection in
" February, 1992, establishment inspections were requested for the firms

(DMF 3)
Hydrochlorothiazide Manufacturer:
“onr -

-Suppliers: - ' : T

Drug product: L =L _ =

_ . ", (DNF  ——
~ Blister packaging (alternate): : ' —_—
(DMF

6. .. Consults: .CDER Labeling and Nomenclature Committee. - .

Remarksg: .

Quinapril hydrochloride is be .manufactured by Parke-Davis Manufacturing
Division in Holland, Michigan.. Hydrochlorothiazide is manufactured by -

" Accupril tablets will be manufactured at Parke-Davis Vega Baja facility.

Conault for the naming of the product - ACCURETIC - was requested on
Februazry 13, 1991. Name was acceptable (3/12/91). -

listed under Eacilities on February 3, 1992.

Methods validation was requested on 7/11/91. DET-DO and DDA will be
validating the methodology. No reports received as of 2f5/92.

Environmenta} assessment report is included. It addresses the points a
specified in’21 CFR §25.31-~. . .



'NDA 20-125 Revigw #3 - page 6
- December 18, 1991 - SBA - manufacturing and controls section is
| satisfactory with the excepticn of the section titled E. Establiahement
| and Pre-Approval Inspections. The inspections are in progress—and have
| not beéen completed as yet. : ~
‘ D. COnc;usgoga and/or Recommgndat;gn i
‘ L } NAI. Responses to the deficiencies were patisfactory.
| ) -
‘ _ i el
| . —
‘ T \
‘ = S
‘ B _ - Danute G. Cunm.nghai&n R
‘ cCc: ) - - PP sl
| Or.Lg o
| _,-HFD-HO\ = — -
| . _BFD-110/CSO \ }'\’V _ -
| - -~ HFD-1X0/D nn.mg_ham % q ) . .
} N20125R3 \ /
' o - ‘ rl!_
| - T - R
‘ i —
| -
e T ]
s i _ .




Evaluation of Chamistry, Manufacturing and Controls Data
oo Chenjst's Review #2

T DIVIBION OF CARDIO-RENAL DRUG PRODUCTS
|

+«. _ NDA 20-125. B ' Date Completed: June 26, 1991

- A. 1. Applicant: Parke-Davis Pharmaceutical Research -
Divisien of Warner-Lambart Company
2800 Plymouth Road :
- ‘ "Ann Arbor, MI 48105 . - )
. {Contact Richard K. Spivey, Pharm.D., Ph.D -
313-996-7061) ’

-2. Product Name (B): ACCURETIC (quinaprli hydrochloride and
. . hydrochlorothiazide) Tablets - .

Proprietary: ACCURETIC -

- T EQHEEQEILE&!Ex;'_ Quinapril hydrochleride ’ T
. ' - Hydrochlorothiazide | :

" USAN: Quinapril Hydrochloride o
- _— ‘Hydrochlorothiazide E - -

T Compendium: Not yet &ssigned (quinapril hydrochloride)- . -
o Hydrochlorothiazide "' '
Code Name and/or Number: CI-906 Hydrochloride

PD 109452-2 or CK 109452-2

PD 109452 or CN 109452
‘ - __. {guinapril free base) .
. ) CAS-90243-99-5 (quinapril hydrochloride monchydrate) -

CAS-85441+-61-8 (quinapril) “
CAS5-82586-55-8 (quinapril hydrochleride) -
- CAS5-58-~93-5 (hydrochlorothiazide)

!'!."l

- Chemical Tvpe/Therapeuti¢ Classification: 1C

e o on:

| . _ : 1. Us 4,344,949 : '

j . B Expiration date-- August 17, 1999 T
Patent type - claims active ingredient.
Aosignee (owner) - Warner-Lambert Company. —

— Certification that the above patent claims both a

- - pharmaceutical composition and a use of the compound

) including quinapril hydrochloride, one of the active L e
‘ingredients of the ACCURETIC (quinapril hydrochloride plus
.hydrochlorothiazide) Tableta. The claimed use is for ‘ o

" treating hypertension. . .




- NDA 20-125 Review #2 . : . 2 —
2. US 4,743,450 -
: Expiration date - May 10, 2005
Patent type - claims composition containing
— (a) quinapril hydrochloride as the drug

component, -
(b) an alkaline earth metal carbonate, and

- {¢} & saccharide.

e : - — Assignee (owner) - Warner-Lambert Company. -
3. — Dosage Form and Route of Administration: B T

Oral, tablets - 10/12.5 mg, 20/12<5 mg and 20/25 mg quinapril (as
- base/hydrochleorothiazide: :
o 10/12.5 mg ~ pink, elliptical, biconvex film-cocated tablets with

o - product logo. Scoreline on one eide. -z

_ 20/12.5-mg - pink, triangular, biconvex film-coated tablets with
preduct logo. Scoreline on one side. .

20/25 mg - pink, round, biconvex film-coated tablets with product
logo. Scoreline on one Bide. . - ST -

4.
Treatment of hypertension. ACCURETIC is a fixed-combination
tablet that combines an angiotensin converting enzyme [ACE) — o
- - inhibitor (quinapril) and a diuretic (hydrochlorothiazide). T
5.  Structural Form d chem ame: ) - -

Quinapril hydrochloride . ' —_

Chemical Name (s): ) : ' _ —

“[35-[2{R*(R*)},3R*]}=-2~[2~([1-(Ethoxycarbonyl)~3~phenylpropyl])-
amino)-l-oxopropyl)-1,2,3,4-tetrahydro-3-isoquinolinecarboxylic
acid, monohydrochloride. (USAN)

~ . 3-Iecquinolinecarboxylic acid, 2-[2-[[1-(ethoxycarbonyl)=-3-phenyl-

- propyl)amino)-l~-oxopropyl)~1,2,3,4-tetrahydro=-, monohydrochloride,
-monohydrate, [3S-[R*(R*}]],3R*]. . ’ .

) TmﬂkS)-29[(S)-N-[(S)-15carboxy-3—pheny1propy1]nlnnyl]-1,2,3,4-
= tetrahydro-3-isoquinclinecarboxylic acid, l-ethyl ester,
monohydrochloride. (USAN) i




il
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Molecular Formula: CuHyN,0s.HCL
Molecular Weight: 474.98 ce -

-"MP: 108°C -~ 115°C

Bydrqchloi&thia:ide

'\

H{io S \‘ :  —-~~ R

\\

Chemical name(s):

2H-1,2, 4—Ban;othiadiazine-?-aulfonamide, 6-chloro-3 4-dihydro,"’w
1, 1-dioxide

. 6=Chloro-3, 4-dihydro—2H-1 2, 4-benzothiadiazine-?—aulfonamide 1,1--.
‘dioxide .

Molecular Formula: C,H,C1N,0,5,

Holecular Weight: 297.73

MP:  273-275°C : S . o
-“t ubmisgion: ‘

Date Submitted: December 13, 1990 ’ - -

— Date Received: =~ December 14, 1990 B ”

-Date to Chemist: December 19, 1990

Amendmente: . o T _”é,_;
June 6, 1991 Response to FDA letter of 3/8/91 '
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- DMF

DMF
DMF
DMK

" DMF. -
- DMP . -
DMF ;
DMF - 1

)

Brug substanceg: ' : -
Quinapril Bydrochloride (reference - NDA 19-885) . —

- Manufacturer; Parke-Davis Manufacturing Division
i Warner-Lambert Company

- 188 Howard Avenue - -

= - - - Holland, Michigan 49424 {DMF B

- Alternate supplier of side chain acid - 7 -
-. ) [(S.8) N={1=(l-Ethoxycarbonyl-3-phenylpropyl) Jalanine): - ——

(DMP ) S -

- " TTAlternate supplier of THIQ acid benzyl ester--_ _
. =[1(8) 1,2 3,4-Tetrahydro-3-isoquinolinacnrboxylic acid benzyl
= T ~ estaf p-toluenesulfonic acid salt]: o . -




NDA 20-125 Review #2 -

{DMF '
Hydrochlorothiazide . Manufacturer:
" (DMF
o Manufacturing facilityi — B
o (DMF . -
. Supplier: ' - . =
Drug product: | | - — -
o . : - . (DMP ——
- . T Blister packaging (alternate): -
{DMF

6. . Consults:. CDER Labeling and Noménclature Committee.

c. Remarks: - : T

3

- Quinapril hydrochloride is be manufactured by Parke-Davis Manufacturing
T Diviesion in Holland, Michigan. Hydrochlorothiaride is manufactured by -

Accupril tablets will be"ﬁhnufactured_at Paike-navii Vaga‘piji'fncillty.

- Censult for the naming of the product - ACCURETIC - was raquested on
February 13, 1991. Name was acceptable (3/12/91). —

Establishment Inspections were requested for the firms listed under
Facilities on February 13, 1991. No response as of June 26, 1991.

- Methods validation will be requasted.

Environmental assessment report is.inciaded. it

Qddrasses the pointas
- specified in 21 CFR §25.31a. . . -



.

‘NDA .20~-125 Review #2
D. [ o onas

RAI. ' Respenses to the deficiencies were nai:iifactory. -

: Panute G. Cunn.inghgun S
cc: - T : ’
. Orig. o \ ’ - . —
w-HED=110/C50 = ; {‘Y ,
HFD-110/bGCunningham - G : ) .
N20125R2__ - . .

- r— .
-
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| M T ' DIVISION OF CARDIO-RENAL DRUG PRODUCTS o
| Evaluation-of Chemistry, Manufacturing and Controls Data
| o ) Chemist's Review #1

, NDA 20-125 - Date Completed: February 15, 1991 -

e i ' Division of-Warner-Lambert Company
: 2B00 Plymouth Road .
' -Ann Arbor, MI 48105 ) } -
- ‘ (Contact Richard N. Spivey, Pharm.D., Ph.D
. 313-996-7061) .
- ) 2. Product Name (g): ACCURETIC (quinapril hydrochloride and
- R = hydrochlorothiazide) Tablets -

Proprietazy: ACCURETIC - T - —~

I ﬁgﬂg;gg;iggggx:“A—Quinapfil hydrochleride i ) T
- ] Hydrochlorothiazide ) .

m".§£§= Quinapril Hydrochloride _ - -
Hydrochlorothiazide E

Compendium: Not yet assigned (quinapril hydrochloride)
. Hydrochlorothiazide
- Code e_and/or Number: CI-906 Hydrochloride
_ - PD 10%452-2 or CN 109452-2
PD 109452 or CN 109452
_. (quinapril free base) )
CAS-90243-95-5 (quinapril hydrochloride monohydrate)
CAS~B85441-61-8 (quinapril) T - : -
CAS-82586~55-8 (quinapril hydrochloride) ’
R : - CAS-58-93-5 (hydrochlorothiazide) -

- — Chemical Type/Therapeutic Classification: iC
Rx/oTC: Rx

atent ation:

B A. ‘1. Applicant: Parke-Davis Pharmaceutical Research
|
|
|
|
|
|

1. US 4,344,949 : -
Expiration date - August 17, 19%9. ' S
Patent type - claims active ingredient. .

...... Assignee (owner) - Warner-Lambert Company. —

— Certification that the above patent claims both a .
- ‘ _ pharmaceutical composition and a uge of the compound
: including guinapril hydrochloride, one of the active T
ingredients of the ACCURETIC {quinapril hydrochloride plus-
. hydrochlorothiazide) Tablets. The claimed use is for
o ) Xreating hypertension. .




- 2. Us 4,743,450
. : . Expiration date - May 10, 2005
- . - Patent type - claime composition containing
—_— (a) quinapril hydrochloride as the drug
- component, - .
(p) an alkaline earth metal carbonate, and
(c) a saccharide.
_ . . . _ Assignee (owner) - Warner-Lambert Company.

3. osa o oute dm on: - ‘ -

: . . . oral, tablets - 10/12.5 mg, 20/12.5.mg and 20/25 mg quinapfil (as —
- base/hydrochlorothiazide. -

10/12.5 mg - pink, elliptical, biconvex film-coated tablets with

product logo._ Scoreline on one side. ' -

- - ‘ 20/12.5 mg - pink, triaﬁgulax, biconvex film-coated tablets with
- ‘product logo. Scoreline on one side. )

20/25 mg ~ pink, round, biconvex-film-coated tablets with product
logo. Scoreline on one side.

4. Pharmacological Cateqgo o c ndications:

Treatment of hyperteneion. ACCURETIC is a fixed-combination
B tablet that combines an angiotensin converting enzyme —(ACE)
- = inhibitor (quinapril) and a diuretic (hydrochlorothiazide).

5. Structu_ ormula d Chemica =}

Quinapril hydrochloride . ' —

- ‘ Chemical Name (s):

" [3S-[2[R%(R*)),3R*]])-2-[2={ [1~(Ethoxycarbonyl)-3-phenylpropyl]-
amino]-l-oxeprepyl]-1,2,3,4-tetrahydro~3-isoquinolinecarboxylic
acid, monohydrochloride. (USAN) )

© 3-Iscquinolinecarboxylic acid, 2-([2-[([1-(ethoxycarbonyl)-3-phenyl~
- - propyl)amino]-l-oxopropyl)-l1,2,3,4-tetrahydro-, monohydrochloride, -
monohydrate, [35-[R*(R*)]]),3R*]. ’ :
. . {S)-2-{(S)=N-[(S)~1-Carboxy-3-phenylpropyl}alanyl]-1,2,3,4~
- tetrahydro-3-isoguinolinecarboxylic acid, l-ethyl ester,
r-nohydrochloride. (USAN) ,
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T Molecular Formula: CogHyoN,Og. HCL ‘

Molecular Weight: 7 474.98

MP: 108°C - 115°C

Hydrochlorothiazide - ) .

X

- On 2V — ' R

HNOS %~y

| ve u | .

Chemicat‘n;me(a).

T 2H~ 1,g,4-Benzoth;adiazine-?-aulfauamide, 6-chlcro—3 4-dxhydro, Tt
l,1-dioxide ~ ) . .

‘6=Chloro~3 4—dihydro-2H-l 2 4-benzothiadia21ne-7—au1fonam;de 1l,1-
dioxide

- Molecular Formula: C/H CLN;0,S,
Molecular Weight: 297.73
-~ . MP:  273-275°C ST S

- 1. ;ﬁiéial Submission: . . | .
Date Submitted: December 13, 1990 . ' '

- --Date Recé;yedz‘ ° December 14, 1950 ; -

Date to Chemist: December 19, 1980

éﬁ 2. Amendments: None., . ﬂ . ) _;
— - 3. Supportin NDs._NDAs -] d ters of Buthorization:

DMF R

DMF ..
B DMF

DuF

DMF
- - DMF .
) ’ DMF - . . —
= DMF T ’ - e . e -

DMF . : : N ;




NDA 20-125 Review #1 . - _— 4
- DMP : . T
DMF : - - :
DMF h— - -
DMF
DMFP
DMF .
. DMP -
DMF - _—
DMF )
o IND , N
IND . <. -
- 4. elated Documents 8 etci) _ o
- “Nene. - .,—' ST e
- 5. s _Involved ameg, Address and es y bilitv): - - s
L Drug substances: - . - —.
Quinapril hydrochloride I ‘ | '
- Manufacturer: Parke-Davis _Hanufaéfiring Divigion .. -- -
LT . Warner-Lambert Company - . -
T A o " 188 Howard Avenue -
- Holland, !ﬁ.chigan 49424 (DMF )
{ Alternate supplier of side chain acid -
j {(s S}—N-[l-(1-Ethoxycnrbonyl-3-phenylpropyl)]alanina] -
< . - - ) - ]
.DMF i - -
_ ' Alternate supplier of THIQ acid henzyl ester : . i
| - [(5) 1,2 3, 4-'1‘etrahydro-3—isoq-uinolinecarboxylic acid benzyl T
. ester p-toluenesulfonic acid salt)
' (DMP .
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7 nydrochlorothia:ido Manufacturer:

Manufacturing facility:

Fi . -

Supplier:

Drua_product:  Manufacturer:

- ) Parke-Davis
‘ Division of Warner-Limbert Inc. —- )

Km. 1.9 Road 689 o - |

- "7 7 vVega Baja, Puertec Rico (DMF — i -

- Blister packaging (alternate):

. - ‘ " “(DMF ! : *"
6. Consults: CDER Labeling-and Nomenclature Committee.

c. Remarks. —

- qunapril hydrochloride is be manufactured by Parke-Davis Hannfacturing -
Diviasion in Holland, Michigan. Hydrochlorothiazide is manufactured by

Accupril tablets will be manufactured at Parke-Davis Vega Baja facility.

Consult for the naming of the product - ACCURETic - was requested on
Februazx 13, 1991. —

<. Establiahment Inapections were requasted for the firms listed under
o - Facilities on February 13, -1991.

- Methods validation will be -requested.

Environmental assessment report is included. It addresses the points
specified in 21 CFR §25.31a. , T -

D.” Conclusions d/o ecommendat ' ' ’ ' —

‘Deficiencies are noted_in the Draft Letter to Applicant. -

| s

Dancte G. cunningham

cc: .

: orig. ' ' o

- HFD-lozlcxumkumiaxj l 'S I
- HFD-110 ' il
- .- HFD-110/CSO - Y V)
. HFD—llD/DGCunningham . '\/9 "
=3 N20125R1 v - N
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. of a *"puffery” term such as this;

Consult #32 (HFD-110)

Accuretic Tablets Quinapril and‘Hyd;ochlorothiazidé Tablets

A review did not-reveal names which look or sound like the

proposed name. The only concern expressed was that "accu-"

implies "accurate™., The Committee is normally opposed to the use
however, it was noted that -

"accu-" is already associated with quinapril hydrochloride
tablets in the branded product, Accupril, -

The Committee has no reason to f£ind the proposed name
unacceptable. . ' ‘ T
;:j' abER Labeling and—anenclature Committee ;

- sl B

e 3V9) , Chair

]

e -t -
] — £



