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NDA 19-309/S-008

- Trade Name: Vasotec 1.V. Injection
Generic Name(s): (enalaprilat)
Sponsor: - Merck Sharp and Dohhe Research
Laboratories
Agent:
Approval Date: February 6, 1991

Indication: The treatment of hypertension when oral
therapy is not practical.
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WA 18-098/5-035 |
19221 /5-007
18- aﬂﬂ,"g.-f,}ae«;
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Harek Bharp and Dobtme Resescch Lsbopatories
Artention: ¥liiott T. Bevmer, PhuD.

rboan Plie
‘%sfeész F%;ﬁmr, PA 19486

Pear Ur. Berger:

We acknowledge the receipt om Decarber 11, 1990 of your Decenber 7, 1990
sspylmta} aa;f druy a;rplimtim 9@;&&1‘.&& mder section Sﬁ?&}{l} of the
Federal Food, Drug, and Cosmstie Act for Vasotec (enalapril maleate} Tablets
(oA 1§~9*33}, Vaseretic {enalapril » o/ HOTT ?’ablats (R 19-221), Yasotec
(enslaprilat) I¥ (9DA 19~309), Prinivil (lisinopril) Takhlets (FDA l‘%‘nEﬁQ) . 8
Pringide (1isinopril/HCTZ) Teblets (DA 19-778).

Wa also achrowledge recndpt of your smendments to all of the
supplencutal new drug s@pﬁﬁaﬂm, datad Jasmry 18, 1991,

% supplenental &pﬁiicatims provide for final printed labeling revisaed as
lewrg:

MDA tzs-gaaﬁ, 19-221, 1@«3{;@, 19-558, 19778

The sentence "In such cases DRIG “WEE: should be promptly discomtioved and
the patient cerefully observed wntil the swelling diseppesrs™ has been
’ changeé te "In suth cases DRIG MME should be promptly diseontinued snd
ate therapy snd monitoring simmlé be provided wntil mlam and
sustained resolution of signs and symptoms has ezwmweé *

T‘Eae following phrase has been deleted m the and m& the last sentence:
stould he promptly administered” and replaced with: “and/or messures
NeCEssary to ensure. & patient amg, stould be promptly provided.”

A new subsectisn, Cough, has been added:

Em m rssmmeé with the use wf H;E fahih
ane ives aitat éimt:imaj fon of ::he:w ACE iﬁaﬁbim»ﬂ aeed
sough should be considered as part of the differential éiagwsia of

)-ﬂ




Page 2

BPA 18-998, 19-321, 19-369;

ATHERSE REACTIONS, Cardiovascular:

2

The phrase “ineluding atriel tachveardis and bradyeardia® wvag added after
Yehytte disturbancess? |

Dlgestive: the phrase “[proven on rechiallenge 1 was added afrer
“hepatitis hepatocellular.” . :

Skint  the word hyperhidvoris was changed to diaphroesis.
B 19-221, 13-30%, 19-558, 19-778:
SARNTHCS:

A vew subsection, Futal and teeonatal Horbidity and Mortality, has been
added

FRECAUTIONE: The Preguancy Category has bheon changed to D,
NEA 19-221 end 19-305:
PRECAITICNS, Barsing Hothwers:

The following hag been deleted: "Ir is pot knowny vhether enalapril s
secreted in mman eilk;" and "Milk of lactatiog rate containg
radioactivity following adminfstration of 14 € enalapril meleate.” The
following has baun added YFnalepril and enaleprilat gre detected in
hmen milk in trace ameunts.”

ADVERSE REACTIONS: A mavw subwection, Fetal and Neonatsl Horbddity and
¥ortality, has besn sdded.

: RIOBAGE: The following hue been added: “and hag been removed from
oeonatal circulation by peritoneal dialyeis.”

M4 19-221:

gﬁgm A new sﬁ%@amtmﬁ, Pragnavey, Fnalpril-tiydrochlorothiazide, hae
xn added. ’

N 19-778:
A naw subsection, Pregnancy, msimprﬂ-%iydmehlcmthiaﬂide,

(2]

£

Uther adverse veactions thar have been reported with
Components are listed below, Lisinopril: A new subsection,
- Malaise, has heen added.



Pagn 3

In addition, :aim‘:r editorial: t.‘:i&%’f?g have been mﬂe te g2ll tha 1&%:&? ing.

Ye bave completed the revisw of these supplemsntal applications and thwey are
approved.

We vemlngd you that vou sust comply with the vequirements for an epproved MDA
set forth under 21 €FE 314,80 and 315.81.

Fould you hewe any questions, please centsct:
Mg. Fathleen Bovglovemni
Consumer Safety Officer
Telephone: (301) 443-4730
Zincerely vours,

ﬁ.,( 2 (6l Yy

Raymond J, Lipicky, H.L

" Mrector
Mvision of Cardio~-Renal Prug Products
Office of Drug Pvaluation I
Center for Drug Evaluation and Pesearch
ec: ‘
HED-116/¢30
HFD-80/PDIR
HED-100
HFD-232 {with labeling) a
CHED-730 .- N
HFD-110 ovanni ©7 2

eb/1/31/91; :2/6/91/08600
R/D: csm:.em/sml

Mo o1

Approval Dates: 18-998 - 12-24-85
19-221 - 10-31-86
19-309 - 2-9-88
19-558 - 12-29-87
19-778 - 2-16-89

APFROVAL
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AH.ES. Category: 24:08
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s

oA
BV
743461 _ .
VASQOTEC® (V. i S VASOTEC® LV..
o ER4THR Y, MSDY. . (Enalaprilat, MSD}
A transient hypotensive respanse is ni Hraindication:tofurther

o .. PRECAUTIONS
doses, which Usually-ednbe-give Withou i
pressure has increased after volume e} pan:

Lo
General Rt . .

Impaired Renal Funétion: As a-consequence of inhibiting the renin-

. . - ) : angioteénsinaldosterone system, changés in renal function -may‘be’

‘Angioedema t tio face; exiremilies; lis; toniiie;Glottis aid/o: ai- ~ anticipated in susceptible: maiduata o paticon with severe heart

ynx-has been reported ini patients treated with angiotensin converting  faflure whose rénal function. may-depend on the activity of the renin- -

enzyme -inhibitors, sincliidir h VASOTEC LV.  angiotensin-aidosterone systeni. t nt with angiotensin convert- .

AT - H L lap orenalapnlat,maybeassp -

: -azotemia and rarely with aciite

fficutty: ‘once‘thé blood *
n. :

A dema

24585V le Ypon di nu
enalapril or-enala 1d/a) retic thérapy.- In:such patien nal
-shoul onitored.during the first few weeks ‘of therapy..:
. Some-hypertensive patidhs with nd appai
i € developed increases.in
minos and transient, espe
iy withia diu
nal- impairmen
on .of thé diur

fhyperkalemia include:
mitant use-of potas;:




: EW
) 749461
VASQTEC®|.V. RN _ VASOTEC®LV. .

(Enalaprilat,.:MSD) ‘ {En. I’aprila! MSD}

Larcinogenesis, Mutagenesrs, ey A sympto complex. has béen reported. which-mayi mclude .a.positive
d erythr cyté. d\mentatlon rate, arthralgia/arthritis,

asculitis, leukocytosm eosmophllla phot -

Anglaedem Angicedema has beenireported:in ‘patients recewlng
enalapril (0.2 percent). Angioedema associated with laryngeal edema
Ifangloedema of the, face, extremities; lips; tongue; glottis

ith: enalap[ll should be discontinded

|

e,bloacu e. form fits: ethyl este ‘enalapril:male--
genic effect wheri enalapril was
rats at doses up 10°80 mglkglday
i j ). En h

. Hypotens:on C 2
hypertensuon ar G gestlve heart fa|lure, hypotensmn (mclu‘dmg pos-
§ 5 § vwas repo ed: |n 23

from’ general clrculatlon by
fr; onatal clrculanon by peri-




7494611

VASOTEC®.LV:
{Enalaprilat, MSDB)

e for patients’ being convertéd to VASOTEC L.v::from oral
hypertehsion with énalapril maléate is 1.25 mg every 'six
conversion from intravenous ‘to. oral-therapy; the ‘fégom-
initial- dose ‘of Tablets VASOTEC' (Enalapril:Maleate MSDY)'is
i 1 t dosage adjustments as necessary.

VASOTECS'.V,
‘(Enalaptilat; MSD)

For conversion from intravénous to oral:therap
SOTEC (Enalapril Maleat
atinine.clearance >
eatinine clearanc
ing:to:blood.pi
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Medical Offfcer Review

NDA #: 19-309

Sponsor: MSDRL

Drug: Vasotec V.

Type of Submission: Labeling change
Date Submitted: 1/22/91

Date of Review: 1/25/91

Medical Officer *: 11D

Content

The sponsor submits revised final labeling that we had requested based on labeling

changes submitted 12/11/91. (see attached)

Conclusions

The labeling changes are consistent with our requests.

Regulatory Action
None required.

cC; orig
HFD-110
HFD-110/c.ganley
HFD-110/cso

HFD-110/s.chen

add \Mm@wﬂ,

Charles J. Ganley; }1

&ﬂ/(, @W”’ﬂf; ‘
SZWVW L~

=l



-

g Pae(g\) Withheld | r

- § 552(b)(4) Trade Secret/ Contidential
_ § 552(b)(5) Deliberative Process

_7S__§552()(4)raft Labeling | .
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_ FEB 5 |99
CSO Review of Labeling

NDA: ) 18-998/S-025 Vasotec (enalapril maleate) Tablets
- 19-221/8-007 Vaseretic (enalapril maleate/HCTZ) Tablets
1-19-3,93/3;""668 Vasotec (enalaprilat) IV
19-558/S-010  Prinivil (lisinopril) Tablets
19-778/S-004  Prinzide (llsmoprll/HCTZ) Tablets

Date of‘submis.sions, December 7, 1990
Amendments: "January 18,,1991

Applicant: ) 'Merck Sharp & Dohme F!esearch Laboratories

Merck submitted Special Supplements: Chaﬁges Being Effected dated Decémber 7, 1990 for
their five ACE inhibitor NDAs. These supplements included final printed labeling revised under
CONTRAINDICATIONS WARNINGS, PRECAUT IONS and ADVERSE REACTIONSasfolIows

CONTRAINDICATIONS: The sentence "DRUG NAME is contraindicated in patients who are
hypersensitive to [any component of] this product and in patients with a history of angioedema
related to previous treatment with an angiotensin converting enzyme inhibitor.” has been
changed to "DRUG NAME is contraindicated in patients who are hypersensitive 1o [any component
of] this product and in patients with a history of angioedema.”

WARNINGS, Angioedema: The sentence "in such cases DRUG NAME should be promptly-
discontinued and the patient carefully observed until the swelling disappears.” has been changed
to "In such cases DRUG NAME should be promptly discontinued and appropriate therapy and
monitoring should be provided until complete and sustained resolution of; —— ——— —

—

The followina sentence was added:

PRECAUTIONS: A new subsection, Cough, has been added: Cough: Cough has been reported with
the use of ACE inhibitors. Characteristically,, the cough is nonproductive, persistent and
resolves after discontinuation of therapy. ACE inhibitor-induced cough should be considered as
part of the differential diagnosis of cough.

In addition, minor editorial changes have been made.

ADVERSE REACTIONS, Cardiovascular: the phrase "including atrial tachycardia and
bradycardia" was added after "rhythm disturbances";

Digestive: the phrase "[proven on rechallenge]” was added after "hepatms
(hepatocellular”



Skin: the word hyperhidrosis was changed to diaphoresis.

WARNINGS: A new subsection, Fetal and Neonatal Morbidity and Mortality, has been added.

PRECAUTIONS: The Pregnanby Category has been changed toD.

19-221 and 19-309:
PRECAUTIONS, Nursing Mothers: The following portions have been deleted: "It'is not known
‘whether. enalapril is secreted in human milk;* and "Milk of lactating rats contains radioactivity
following administration of 14 C enalapril maleate." The following has been added: "Enalapril
and enalaprilat are detected in human milk in frace amounts.” : :

ADVERSE REACT_IONS: A new SUbsecthn. Fetal and Neonatal Morbidity and Mortality, has been

OVERDOSAGE: The following has been added: “and has been removed from neonatal circulation by

L e

WARNINGS: ‘A new subsection, Pregnancy, Enalapril-Hydrochlorothiazide, has been added.

WARNINGS: A new subsection, Pregnancy, Lisinopril-Hydrochlorothiazide, has been added.

ADVERSE _-REACTIONS. Other adverse reactions that have been reported with the individual
components are listed below, Lisinopril: A new subsection, Body as a Whole: Malaise, has been

Drs. Lipicky, Graham, Ganley; and S. Chen disagreed with the CONTRAINDICATION change. Dr.
Graham spoke with Merck by telephone and requested that the justification for this change be
submitted in a separate supplement. The other changes were reviewed in a meeting between
Drs. Graham, Ganley, S. Chen, and me, and | called the firm and asked them to do the following
(see Record of Telephone Conversation 12-27-80): v -

. WARNINGS, Angloedema: .
Please deletg . : , .

Instead of the proposed additional sentence, for brevity please change the existing sentence to:
"Where there is involvement of the tongue, glottis or larynx, likely to cause airway
obstruction, appropriate therapy, e.g., subcutaneous epinephrine solution 1:1000 (0.3 mL to
0.5 mL) and measures necessary to ensure a patent airway, should be promptly provided.”

The other changes are acceptable.



Merck responded by amending their supplements with final printed labeling revised to retain
the CONTRAINDICATIONS statement as it was, and to change the other subsectlons as we
requested. They also added the following changes:

WARNINGS, Angioedema: —— has been changed to "sustained
resolution of signs and symptoms."

These supplements are scheduled to become effective on or about February 1, 1991.

Conclusion: Merck has submitted supporting information for the above changes. The changes to
the labeling are allowable under 21 CFR 314.70 (c)(2)(i), Supplements for changes that may
be made before FDA approval. | will prepare acknowledge and approval letters for Dr. Lipicky's
signature. :

(fen _.Zl__éz-qaa‘z_::_\ /-3/-91
cc: NDA 18-998/S-025 ' Kathleen Bongiovanni

19-221/8-007

19-309/S-008

19-558/S-010

19-778/S-004

HFD-111 v

'HFD-111/KBongiovanni

HFD-110/SBenton
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RECORD OF TELEPHONE CONVERSATION

December 27,1990

Elliott T. Berger, Ph.D.
Merck Sharp & Dohme Research Laboratories
NDA 18-998/S-025
19-221/S-007
~19-309/5-008
19-558/S-010
19-778/S-004

Background: On December 11, 1990 we received the above labeling supplements that provide
for the addition of the new pregnancy wording (except Vasotec, already changed) and changes to
the WARNINGS, PRECAUTIONS, ADVERSE REACTIONS, and CONTRAINDICATIONS sections. Drs.
Graham, Ganley, and S. Chen disagreed with the CONTRAINDICATIONS change. Merck agreed to
separate out that change and to submit it as a second supplement. Drs. Graham, Ganley and S.
Chen and | met today to discuss the other changes. | phoned Dr. Berger to inform him of our

~ decisions.

12

Phone Call:
WARNINGS, Angioedema: : '
Please delete : — from the first addition to this
subsection. The event seems to be a continuation of an episode, not a relapse; the statement is
supported by only one case. '

Instead of the proposed additional sentence, for brevity please change the existing sentence to:
"Where there is involvement of the tongue, glottis or larynx, likely to cause airway :
obstruction, appropriate therapy, e.g., subcutaneous epinephrine solution 1:1000 (0.3 mL to
0.5 mL) and measures necessary to ensure a patent airway, should be promptly provided."

The other changes are acceptable.

Dr. Berger agreed to present the above changes to his labeling committee.

"_g/R,{/, o a ’_A':;’W—‘——
Kathleen Bongiovanni

cC: . -
NDA 18-998/8-025 . -
© o 19-221/8-007
©19:309/S-008
. ::19-558/S-010
©19-778/5-004

Fo-111/RBonglovar
‘HFD-110/CGraham™
"HFD-110/CGanley .
"HFD-110/SChen




