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ICI Pharmaceuticals Group

ICI Amerfcas, Inc..

Attention: MWilliam Ji—Kennedy, Ph.D.
Concord Pike and New Murphy Road
Wilmington, DE 19897

Dear Dr. Xennedy: ‘ -

He acknokledgc the receipt on September 26, 1930 of your September 20, 1990
suppiemental new drug application suhMttod under section 505(b)(1) of the
_ Federal Food, Drug, and Cosmetic Act for Zestri) (1istnopril) Tablets.

The supplemental amﬂ ication provides for final printed labeling revised to
inctlude new adverse experiences reported since the marketing of this product.
These changes {nclude: . -

__ WARNINGS Neutropenié/ﬁgranulocytosis: the addition of the following:
Marketing experie‘nce has revealed rare cases of neutropenia
— and bone marrow depression in which a casual relatfonship
to lisinopril cannot be excluded,

ADVERSE REACTIONS: ' - -

The introductory paragraph, "Clinical adverse experiences occurring in 0.3
to 1.0 percent of patients treated with PRINIVIL monotherapy in the
controlled trials and rarer, serious, possibly drug-related events
reported in uncontrolled studies or marketing experience® has the
following added” information: “as 11sted below and, within each category,
are in order of decreasing severity.*

Body as a Whole: the additfon of "malatse.”

Cardiovascular: the addition of "Myocardfal infarction or
cerebrovascular accident, possibly secondary to axcessive hypotension
in high risk patients (see WARNINGS, Mypotension):® and “vasculitis®
(moved from subsection Other).

Digestive: the addition of “pancreatitis® and “dry mouth,®
Nervous'systen/l'syéhhtrlcz the addition of “"nervousness, confusion.”

Urogenitalx the addition of “urinary tnct infection” (woved from
~ubsection Other)-



i

—

~Page 2 - MDA 19-777/5-009

liew subsections: - . g

*Skin: Yrticaria, prur1tus diaphoresis. (pruritus moved from
subsection Other),

*Special Senses: the addition of “Blurred vision.® (moved froam
subsection Other),

New parigraph "A symptom complex has been reported which may
include a positive ANA, an elevated erythrocyte sedinentat1on rate,
arthralgia/arthritis, myalgia and fever.®

Subsection deleted: Other.

Clinical Laboratory Test Fin&fngs. subsectton Other (Casual Relatfonship
Unknown): the addition of the following: “In marketing experience, rare
cases of neutropenia and bone marrow depression have been reported.

In add1t1on. nlnor editorial changes have been made,

We have completed the review of this supplemental application and it {s _
approved,

He remind you that you must comply with the requirements for an approved NDA
set forth under 21 CFR 314.80 and 314.81,

Should you have any questions, please contact:

Ms. Kathleen Bongiovanni --
Consumer Safety Officer :

] Telephone: (301) 443-4730
Original NDA:
D=110— Sincerely yours,

HFD-110/CS0 - .
HFD-80/DDIR = e & B4 :alt‘l/‘i’o

HFD-100 :
HFD-232 (with labe11ng) Raymond J. Lipicky, M.D.
HFD-730 <. . Director

HFD-110/KBongiovanni Division of Cardto-Renal Drug Products
sb/10/4/90;10/9/90;10/17 /90/0448(Q 0ffice of Drug Evaluation I-
R/D: JShort/10/10/90 Center for Drug Evaluation and Research
RWolters/10/11/90
SChen/10/11/90
NMorgenstern/10/16/90

Approval Date: NDA 19-777 - May 19, 1988

APPROVAL _____
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R | I
Vol- 11,1 o OCT 11 1990

CEEXIST'S REVIEW ;1. Organisstion 2. NDA Number
) _ - . 19-722
3. Name and Address of Applicant (City & State) 4. AF Number
) 1=
ICI Pharmaceuticals Group S. supplement(s)
Wilmington, DE 19897 Number(s)| Date(s)
| o 8009 - | 9/20/90
6. Name of Drug 7. Nonproprietary Name 9. Amendments & Other
Zestril Lisinopril (Reports, etc) Dates

8. Supplement(s) Provides Por: _
The amendment provides responses to the Agancy's -
letter of 10/19/89, and to bring the labeling into
agreement with that for Merck's Prinivil.

10. Pharmacological Category 11. Bow Dispensed |12. Related INWD/NDA/DMPF
Antihypertensive iX/ &x [ / orC N 19~-558 (Prinivil
Merck)
13. Dosage Form(s) 14. Patency(ies)
TCH 5, 10, 20 and 40 mg
15, Chemical Name and Structure - 16. Records & Rsports
- - Current
1/ Yes [ _/ No
Reviewsd
. 1l L Yes [ [ Ko

17. Comments

There are no changes as far as the technical aspects of the labeling
are concerned.

18. Conclus:l.ob and Recommendations: X\ .

APPROVAL is recommended as far as the technical aspects of the labeling
are concerned.

19. REVIEWER -
Name 8i ] .iDate Completed
__MI_L_m:S____’.Z ’ 10710790

_I_meumn_é#mumuqsg —

Jhe/10/10/90/N19-777.509 Db’
. 0
=
\

or
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L CSO Review of Labeling -
NDA 18-777/S-009

Date of submission: -September 20, 1990

Date of receipt: September 26, 1890

Applicant: IC! Pharmaceuticals Group, ICl Americas Inc.
Drug-Name: ‘Zesm1_‘(lisinopril) Tablets
Date of Review: September 27, 1990

Type of Submission: Special Supplement - Changes Being Effected
ICl has submitted final printed labeling revised to be in agreement with the labeling changes for
Prinivil that were submitted to NDA 19-558 as supplement 008 and approved April 12, 1980.
These changes include the addition of pancreatitis to the ADVERSE REACTIONS section, as we
requested in a letter dated October 19, 1989, as well as other adverse experiences reported
since the drug was marketed. This labeling is scheduled to be implemented into production
packaging during September 1890. The changes are as follows:

WARNINGS, Neutropenia/Agranulocytosis: the addition of the followinb:
—_ Marketing experience has revealed rare cases of neutropenia and bone marrow
depression in which a causal relationship to lisinopril cannot be exciuded.-- o
ADVERSE REACTIONS: this section has been revised to include new advarse experiences reported
since the marketing of the product. The changes include the following:

Clinical adverse experiences occurring in 0.3 to 1.0 percent of patients in the controlled
trials and rarer, serious, posslbly drug-related events reponed in uncontrolled studies
or marketing experience areg A ach ¢ :
decreasing severity (underlined ponion added)

Body as a Whele: addition of "malaise." ~ :
Cardiovascular: addition of "Myocardial intarction or cerebrovascular accidem
possibly secondary to excessive hypotension in high risk patients (see WARNINGS,
Hypotension);" and “vasculitis" (moved from subsection Other).

Digestive: addition of "pancreatitis® and "dry mouth.”

Nervous System/Psychiatric: addition of “nervousness, confusion.” =~

Urogenital: “urinary tract infection® (moved from subsection Other)

New subsections:

*Skin:  Urticaria, pruritus, diaphoresis.” (pruritus moved from subsection Other).
Special Senses: Blurred.vision." (moved from subsection Other) |

Subsaection deleted: Other.

Added paragraph: “A symptom complex has been reported which may include a positive
ANA, an elevhied erythrocyte sedimentation rate, arthralgia/arthritis, myalgia and
fever.”

Clinical Laboratory Te_t Findings, subsection Other (Causal Relationship Unknown):

L



w

wnlon of the folbwhg “in matkeﬂng axperienea rare cases of neutroponia and bone
“marrow depression have been reported.” ,

In addition, mlnor editorial changes have been made.

Conclusion: Merck submitted supporting information for the above changes to NDA 19-
558/5-008; under their agreement with Merck, ICI has changed the ZESTRIL labeling to be in
agreement with the PRINIVIL labeling. The changes to the labeling are aliowable under 21 CFR
314.70 (c)(2)(I), Supplements for changes that may be made before FDA approval. | will

— prepare an acknowiedge and approval letter for Dr. Lipicky’s signature.

/S/

cc: NDA 19-777/S-009 . Kathleen F. Bonglovarthi
HFD-110
HFD-111/CSO _ -
~ HFD-111/SBenton

il
i
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Stuart Pharmaceuticals/IC! Pharma

@ Pharmaceutlcals Group

CERTIFIED MAIL iC1 Pharmaceuticals

RETURN RECEIPT REOUESTED Group
Division of Cardio-Renal Wilmington
Drug Products Delaware 19897 USA
Center for Drug Evaluation and Research ‘
Food and Drug Administration
HFD No. 110, Room No. 16B-30 _ SEP 20 1990

5600 Fishers Lane MDA N
Rockville, MD 20857 o U} -REF, uof.'f?&.'_?“

NaA supes, L . 17 q.g

Re: ZESTRIL® (lisinopril - Stuart)
NDA 19-777
Special Supplement - Changes Being_gffected

Gentlemen:

Ve take this opportunity to advise you of changes made to our final
printed labeling for ZESTRIL® (lisinopril - Stuart). These changes have been
outlined on the enclosed 3-column reviev document. For your convenience: the
left column represents the current labeling; the middle column represents the
revisions; and the right column represents comments.

Changes have been made in response to your letter of October 19, 1989
requesting the addition of pancreatitis to the Adverse Reaction section
{see page 17 of the review document).

Additionally, ZESTRIL labeling vas revised to be in agreement with the
labeling changes for Prinivil effected by Merck Sharp & Dohme Research
Laboratories under NDA 19-558 (see pages 8, 17, and 19 of the review
document).

These revisiuns appear in the encloso{'final printed package 1nsert
Rev L 02/90 (SIC No. 63986-08) and will be implemented into production
packaging during September 1990.

Please feel free to contact me if you should have any questions.

Sincerely,

qu ﬁA:Z"“/M

- ‘William A. Best
_Assistant Manager, Regulatory Compliance
v " Drug Regulatory Affairs Department
(302) 886-2135

VAB/SLR/mjb ) ' §G m———

wagsas - |ORIGINAL |

o st . Em———- o - e aaose S an- P

The ICI Pharmaceqticals Group, 8 business unit of IC1 Americas Inc.. inciudes Stuart Pharmaceuticals and iICl Pharma.



i _"” ...m.. _ i _n _m_ ~ _”_m_ L
il I

5
LT L 3
‘?TUARTMMACEUHCALS

: _Es
-— n - ‘ w_. .
_..mum. _._z_n.__:_ u_.__.

TR 40° dobosead oa 200 1a. 309 "V34°
SO 910 200 Suppliog i Deties of 100 thiats and ol

(NG S008-0134) yetow. reund. ecomves, wesemed

achages of 100 blets.
0% 51 FOOM tempasiwrs. Pratect om meisture.
o k. Claponas in 3 S Contamer.

30 My Toblots (NOC S038-0120) redseund, Dconves. URcoIed
uy Tt

§ @y Tobiote FIOC 0530-8130) pak. capumie-shaped. bucomvex,
Sisscind. wuested Bbits. wenblid “ESTRIL" on ane tate 000 1387
30 mg Tobinte (RBEC SIIS-0131) pink. round. Meconven, sncented
biem ifentifind “ZESTANL 10° Gobosnst sa ons bute. aad 131°
tobists ideniihed "ZESTRIL 20° Sobetnsd on one siie, ond 131"
L)
dahanant o8 Bu
done

A i S 000 200 SuPPed I Dalies ¢f 180 biets and 1008 tmbiess.

Sl oal Gone ptges of WU Gblels.
dshomug or e elher Ss 79 Supgiled in Demies of 10 Whisk v

1000 sty 2nd ok dvos pechages of 106 Nbiis.
@obotnnd on Do ohr 0is ¥y Suppiiod & butiies of 100 Mbiew snd

“*Dunige ttarvl Should b adiusted Saperuling o e Sived Mestere
1000 Whietn. and wull done paChuges of 10 bien.

Hormal funel Funstion

Mg impmrment
. Mngeie s Sovere

p———

Oighyuis Putions*

“H08 PRECAUTIONS. Momutatyess Prtunts.
N ns

Phagisred tatamen: of Mgt Lt

.

1]
— H mu_u— 2m83y 3a3333933733337393

..m_~__

— — ~———- 2333 3333959REIINEN
I 3333 33323333333233322

$333 gidedisiadaaaieet

i uu ..
=&€E&&?: L

|
%&

F000i/l0000isl Mordioity oad Merailly: Seo WARINGS,
O-u-u-u.-n-

W A0S I Senerisuntnn 5f TPy b 1.7 of Sues palnin.

(i

it .ﬂ,___,_._.__“,_

e ddoed
This iiermaion is oot © sid & S

: femaie puies of SR 08
g,

Proguensy:
L 1)
of wilh ZESTAA. is werronted.

._




