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NDA 18-998/S-044 Rockville MD 20857

MAY 1 6 1984

Merck Research Laboratories.
Attention: Patricia L. Kraft, Ph.D.
Swmneytown Pike

West Point, PA 19486

Dear Dr. Kraft:

Please refer to your February 16, 1994 supplemental new drug application submitted under
section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for Vasotec (enalapril maleate)
Tablets.

We also acknowledge receipt of your amendments dated April 7 and 15, 1994.

The supplemental application provides for draft labeling revised under DOSAGE AND
- ADMINISTRATION, Heart Failure, in response to a supplement request letter dated
December 20, 1993. '

We have completed the review of this supplemental application including the submitted draft
labeling and have concluded that adequate information has been presented to demonstrate that the
drug product is safe and effective for use as recommended in the enclosed draft labeling.
Accordingly, the supplemental application is approved effective on the date of this letter. The
submitted labeling must be revised as follows:

The first two paragraphs of the DOSAGE AND ADMINISTRATION, Heart Failure
section should be replaced with the following:

VASOTEC is indicated for the treatment of symptomatic heart
failure, usually in combination with diuretics and digitalis. In the
placebo-controlled studies that demonstrated improved survival,
patients were titrated as tolerated up to 40 mg, administered in
two divided doses. -

The recommended initial dose is 2.5 mg. The recommended dosing
range is 2.5 to 20 mg given twice a day. Doses should be titrated
upward, as tolerated, over a period of a few days or weeks. The

maximum daily dose administered in clinical trials was 40 mg in

divided doses. l

The final printed labeling (FPL) must be identical to the enclosed draft labeling. Marketing the -
product with FPL that is not identical to this draft labeling may render the product misbranded
and an unapproved new drug.
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Please submit fifteen copies of the FPL as soon as available. Please individually mount ten of the
copies on heavy weight paper or similar material. For administrative purposes this submission
should be designated “FINAL PRINTED LABELING" for approved NDA 18-998/S-044. Approval

of this labeling by FDA is not required before it is used.

Should additional infdrmation relating to the safety and effectiveness of the drug become

available prior to our receipt of the final printed labeling, revision of that labeling may be

required.

We remind you that you must comply with the requirements for an approved NDA set forth

under 21 CFR 314.80 and 314.81.

Sincerely yours,

R L J"‘//é[iy

Raymond J. Lipicky, M.D.

Director

Division of Cardio-Renal Drug Products
Office of Drug Evaluation 1

Center for Drug Evaluation and Research

e
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Original NDA-

HF-Z {with Téb'eﬁng)
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TABLETS

VASOTEC®

{ENALAPRIL MALEATE)

USE IN PREGNANCY

When used in pregnancy dufing the sacond and thlrd
trimesters, ACE inhibitors can cause injury and eéven
death to the developing fetus, 'When pregnancy is de-
tected, VASOTEC should be discontinued as soon as pos-
sible. See” WARNINGS; Fetal/Néonatal Morbidity and
Mortality.

VASOTEC® (Enalapril Maleate)

*ACE. The amount bound.does -not:increase with dose, indi-
for

cating a saturable sue of bmdmg The effective. hall

g _',‘ dosesofena-,

of
lapril maleate is 11 hours.
The dispasition of
renal insufficiency is similar-to that in
reral function until-the: glortierilar filtra
miri or less; With glomerula
and trou h.enalaprilat levels

il and:e

cnency {See DOSAGE AND ADMIN TRATION) Ehialap a(
is dialyzable at the rate of 62 mL/mi
Studies in dogs indicate lhat enalapm crosses the blnod-
brain-barrier poorly, if .at all hé
brain. Muhlple doses
result in accumulano

DESCRIPTION

VASOTEC* (Enalapsil Maleate) is the maleate salt of enata-
pril, the ethyl ester of a long-acting angiotensin coriverting
enzyme inhibitor, enalaprilat. Enalapril maleate is chenically
described as {S)-1-[N-{1-(ethoxycarbonyl)-3-phenylpropyl]-L-
alanyll-.-proline, {2)-2-butenedioate sait {1:3). Its empirical
formula is CpoHzN,05 ® CH,0,, and its structurat formula
is:

G ’ CHEOOH

CH,CH, cr—mncn—co—ng\ -

Q_ e coon  CHEOOH
COOEH,CH,

Enalapril maleate is a white to off-white, crystalline pow-
der with a molecular weight of 492.53: It'is spanngly soluble
in water; soluble in ethanol, and ﬁeelv solublé in methanol.

Enalapril is a. pro-drug; followmg oral-admiristéation, it is
bioactivated by hydrolysis of the' ethyl-ester to‘enalaprilat,
which is the active anglotensm convemng enzyme inhibitor.

Enalapril maleate is suppli 2. g, 5:mg, 10 myg, and
20 mg tablets “for oral adml steation. In-addition to the

tive-ingredient ena te, each tablet ins the
follcwnng inactive ingredients: lactose, magnesiurn stearate,
starch, and, 6ther ingredients. The. 2.6 mg; 10 mg-and 20 mg
tablets also'contain iron oxides.

CLINICAL :PHARMACOLOGY
Mechanism of Action
Enalfapril, after hydrolysis to enalaprilat,  inhibits
i il -converting {ACE} in human subjects
and animals. ACE is a peptidyl dipeptidase that catalyzes the
convers:on of anglckensm | to the vasoconstrictor substance,
I in Il also  sti

énsion is. lherefnre
din volumg-d

TS some patien(s acl
redyction may require s

hyper(enswn
When. given

secretion by the adrenal cortex. The benieficial .effects of

enalapril in hypertension and heart failufe : appear to result
primarily from suppression of the renin-angiotensin-
aldosterone system. Inhibition of ACE results in decreased
plasina angiotensin If, which leads to decreéased vasopressor
activity and to decreased aldosterone secrétion. Although
the latter decrease is small, it results in small increases of
serum potassium.” In hypertensive panents treated with
_VASOTEC alone for up to 48 weeks, mean increases in serum
potassium of approximately 0.2 mEq/L. were observed. In
patients treated with VASOTEC plus a thiazide diuretic, there
was esséntially no, change in serum put i
R

CAUTIDNS. A [ of in

renin secr eads to increased plasma:renin activity.
ACE is an ym that d d

bradykinin. V i fevels of br inin, a potent

vasodepressor peptlde, play.a rolg in thet
of VASOTEC remains to be elucidated: -
Write. the ' my hanism_thedi gh. whi

blood

"“Heart Failure: th i)
diuretics, ithiés
temic: vascular resistanc




- heait fdilure. (See CLINICAL FHAR MACQ LOGY,

VASOTEC® (Enalapril Maleate}

izations for heart failure, and 32% fewer total heart failure
hospnallzatlons Conmipared to placebo, 32 pe
tients recelvmg €nalapril ° developed svmntoms ‘of overt

were dfso-reduced, There was ari msngmﬁcant redug
hospitalizations for any cause in the’ ennlapnl “tre
group (for enalapril vs. placebo, respectwelv, 1166 -
first hospitalizations, 2649 vs. 2840 total hospitalizations),
although the study was not powered to loak for such an
effect.

The SOLVD Prevention trial was not desngned to deter-
mme h tr of W|th Iow

the earliest sign of heart failure. Howaver
tions: of follow-up in the SOLVD-Prevention-tri
moiiths’at the" studv clini¢; personal- physician as needed),
68% of pati bo who were itatized for heart
failure-had no pnor svmptoms recurded which-would have
led: initiation of
The SOLVD-Prevention trial was also hot de5|gned to'show
whether: enalapril .modified; the progre: of .underlying
heart disease.
in_ariothér multicénter, placebo-gontroll trial- {CON-
SENSUS) ||m|led to pa(lems wi h_NYHA Class IV congeshve
diog of cat ly, use

“-of eénalapril .was. associatéd with improvéd “survival, The

results are, shown |n the following-table.

) ) . SURVIVAL (%}
" VASOTEC n=127) 7 ]
Placebo.{n=126) 56. . 48 ..

In -both CONSENSUS and ‘SOLVD-Treatmeni
(levntsyvereals U

trials; pa-
jally. fecelvmg dlgllahs. dluretlcs or b

Asympmmanc Left Ventricutar. Dysfum:non
In Y

stable asy with
tricaldr. dysfunl:tlon (electlon fracnon =35
VASOTEC rate of int of
failure and de the" Ci e of h

as. caused agrnnulocvtos
_Ilagen ascala

TABLETS

VASOTEC®

{ENALAPRIL MALEATE)
ll" |a|rlNll‘i1iii il

TAB LETS
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VASOTEC‘ (Enalapnl Maleate)

VASOTEC® (Enatapril Maleate,

pahenls undergomg low:density hpopro-
dextran sulfate absorptlon {a procedure
dependent pon eVIces not:approved in the United States)

Hypotension
Excessxve hypotension is rare.in uncomplicated hyperten-
sive pa ts treated with"VASOTEC alone. Patients with
heart failure given VASOTEC cormrrionly have sofme reduc-
tion in blqod pressure, especially. with the first dose, but
for, contmumg Syropt

ating thetapy. (See DOSAGE AND ADMINISTRATIO ) Pa-

ordered- renal . functlon En
centa, has been _removed

rabbits. On'a mg/kg basis; the doses used
were up.to 333 times (in rats), and:50 timeés (ln rabbits) the

tients at risk for
ated with ullgurl

hean fallure
re¢sint mlenslve
islysis, or severe

human dose.
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VASOTEC® {Enalaprit Maleaté) Lo . VASOTEC® (Enalapril Maleate)
: i report promptly  of patients with hypertensian i
ver) which  trolled. ¢linical trials are show
with VASOTEC, the maximum d

years; in placebo treated patients
thérapy was 12 weeks.

shuuld be

pregnam:l_es 10 the:r physnc Body'. As A Whole

NOTE‘ Fatigue
A Orthgstatic Effects
intended to ai Asthenia

in
tion. ftiis'not a dlsclosure of aI - possil
effects.
Diug Intérattions
Hygotension—Patients on ‘Diuretic Therapy Patients: on
diuretics and especially those in wh
recently nsmuted may occasudnall‘
sive reduction’of blood pi
with enalapm The possil
enalapnl can b‘e

¢:adverse or intended

0
Nce an exces-  gocqi
ifter initiation’ of therapy ecsgll‘rgir‘qry
y: of hvpo(enswe effects with g7,
ithe! Rash -

HEART FAILURE
Adverse Bxpenences o
of pahents ‘with hea
: The'

treatment with enalapril. If it is necessarv to continue the
diuretic, provide close medical’ supervxsnon after the initial .
dose for at Ieast two hous il

fi

mum duration o (herapv Wi
the placebi t

Placebo
(n=338)
Incidence -

|s
and feémale mice -at: dose
spechvely. (150 and oo nm
and ‘shiowed no-

metabolic: activation: Enalap was also
lowmg- J
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VASOTEC® {Enalapril Maleate}

Misgellaneous: A symptom complex has been reparted
which miay.include a positive. ANA; an elévated érythrocyte
sedimentation cate, arthralgia/arthritis, myalgia/myositis, fe-
ver, serositis, vasculitis, -leukocytosis, eosinophilia, photo-
sensitivity; rash-anhd.other dermatologic mianifestations.

Angioedema:-Angioedema has been reported in:patients *
receiving VASOTEC (0.2 percent). Angicedema associated
with laryngeal: ederria may be fatal. if angioedema of the
face, extremities, lips, tongue, glottis andfor larynx occurs,
treatment with VASOTEC should be discontinued arid appro-
priate therapy instituted immediately. (See WARNINGS.)

Hypolens:on In the hypertensive patients, . hypotension
occurréd in-0.9 percent and syncopé occurréd in 0.5 gercent
of patients’ following the initial. dose. of during extended '
therapy. Hypatension or synéopé was a. cause for -discon-
tinuation of therapy in 0.1 percent of hvpenenswe patients. *
Ini heart failure patients, hypotensiori-occurred in 6.7 peréent .
and 'syncope occurred in 2.2 peicent of: patients. Hypo(en--
sion or syncope was a cause for discontinuation of therapy
in 19 pen:em of patients with heart failure.-{See WARN-
INGS.)

Feral/Neona!aI Morbidity and Mortality: See WARNINGS,
Fetal/Neonatal Morbidity and Mortality.

Cough: See- PRECAUTIONS Cough.

Clinical Laboratory Test Fmdmgs
_Serum Electrolytes: vaerkalemla (see PRECAUTIONS),
hyporatremia. :
Creatinine, Blood Urea Nitrogen: In controlled clinical tri---
als minor increases in blood urea nitrogen and serum cre-
atining, reversible upon dnsconunuanon of therapy, were ..
observed in ‘about 0.2 percent- of patierits ‘with” essential -
hypertensxon treated with VASOTEC alone. Increases are::
morellkely(ooccurln 1 r i -diuret-
ics-or.in-patients with.rena! artery slenoms (See PRECAU- !
TIONSH In patients with Heart failure who “were also
receiving diuretics with or withoit - dugll ; -indreases-in
blood urea nitrogen or serum creatinine, usually reverslble
of VASOTEC and/or oth

rit (mean decreases of approxlmate ly
vol percént, respectively} ‘occu fre
on or ¢bngestive heart’ “fail
TE "

al trials; Iess than
apy. due t6 anemia.

it discontiriued ther:

ding cases of h ysis in

ficy, has beenreported; a causal relation-

: as not been established. .
Liver Function Tests: Elevations of liver enzymes andfor
serur -bilirubin' have . occurred’ (see WARNINGS, ‘Hepatic

Fa :

oVl RDOSAGE .
*Limited data are availabie in regard to overdosage |n
humans."
‘The ofal LD, of enalapril is 2000 mg/kg in mice and fats.
The' ‘most likely mamfestatlon of overdosage ‘would be
h R

n removed from neonatal circula- :
tion by peritoneal dialysis. :

DOSAGE: AND. ADM[NISTR@TION
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VASQTEC® {Enalapril Maleate}

upward until blood pressure is controlled or to 2 maximum
of 40.cg daily.

Creatinine-
Clearance {nitial. Dose
Renal Status mL/min rhg/day
Normal-Renal >80 mUmin ' 5'mg.
Function
Mild Impairment =80 >30 mL/min 5mg
Moderate to =30 mi/min 25 g
Severe
tmpairment
Dialysis — 2.5 mg on
Patients*® dialysis
days**

*See PRECAUTIONS, Hemod:alys:s Patients.
» 'Dosage on noridialysis days should be adjusted depend-
mg on the blood pressure response.
Heart EFailure
VASOTEG:is indicated for the of
heart failure, usually in combmnnon with dlurellcs and. dlg
italis. i the p | d studies that. d

n. -
dose’ of- VASOTEC ‘doés not preclude subsequent careful
dose titration with the drug,
of. lhe hypolenston

rum sodium-1€ss than 130 mEq/L
‘greater than 1.6 mg/dL, th erap; sh

ln[ErVa|S of fourdays-or.
ment. lhere is nct exces:

VASOTEC® (Enalaprii Maleate)

No. 3414 — Tablets VASOTEC, 20 mg, are ‘peach; barcel
shaped, compressed tablets, with: code MSD 714 6n one side
and VASQTEC on the other. They are supplied as follows:

NDC 0006-0714-94 unit of ttles'of 90 {with' desiccant)

NDC 0006-0714-68" bott 00 (with' desrccant)

(6505-01-237-0545,-20 mg-100%s) -

NDC 0006-0714-28 .unit dose packages of 100

NDC 0006-0714-82 botiles of 1,000 {with desiccant)

NDC 0006-0714-87 bottles of 10, 000 (wnh des:ccant)
Storage

Store below 30°C {86°F) and avoid transient temperatures
above 50°C (122°F). Keep container tightly closed. Protect
from moisture.

in a tight

if product is sub-

divided.

Dist-by:
MERCK & CO,, INC,, West Paint, PA 19486, USA
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FEB 25 1994

MEDICAL__OFFICER REVIEW

NDA #: 18-998/SLR-044

DRUG NAME: enalapril

SPONSOR: MSDRL

TYPE OF DOCUMENT: response to FDA labeling change request
DATE RECEIVED: 2/23/94

DATE REVIEW COMPLETED:

MEDICAL OFFICER: Charles J. Ganley, M.D.

The FDA requested that MSDRL change the heart failure labeling for enalapril such that the wording
referring to once a day dosage be eliminated. This action was prompted by the opinion of the Cardio-Renal Advisory
Committee that a once a day trial submitted in the quinapril NDA (Parke Davis) supporting once a day dosing was
insufficient to support once a day labeling for CHF. The design of this trial was essentially the
same as one used by MSDRL for once a day dosing of enalapril for which they received once a day labeling clalm in
CHF. It is obviously unfair to quinapril not to receive labeling similar to enalapril especially when all of the
pivotal trials in the enalapril NDA for mortality are twice a day dosage. MSDRL has submitted a version that they
would prefer. It is essentially no different from their original labeling.

It is unlikely that MSDRL is going to like any labeling that we propose. The labeling that the FDA
recommended was fair in describing the daily dose range and that it should be administered in two divided doses. It

ha,s taken MSDRL two months to respond to a one paragraph change in the labeling. Their response is that the

Continued exchange of proposed labeling is unlikely to resolve the

issue.
Recommendation: _
MSDRL should be sent our proposed labeling in a letter stating that it is an approval on draft.
Charles J Ganley, M.D!
cc: orig.

HED-110
HFD-110/CSO / C. GANLEY / S.CHEN
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IC OFFICER REVIEW

NDA #: 18-998/SLR(BL)-044
NDA Volume: 83.1
DRUG NAME: enalapril
_SPONSOR: MSDRL
TYPE OF DOCUMENT: labeling change
DATE RECEIVED: 4/13/94
DATE REVIEW COMPLETED: 4/21/94
MEDICAL OFFICER: Charles J. Ganley, M.D.

The submission includes labeling changes for the Dosage and Administration section for ————— heart
failure (see attached).

Recommendation:
There are some minor changes that should be made to the Merck proposed labeling.

[Merck Labeling Propesal : |

1st paragraph, line 5 - ....patients were titrated as tolerated

|Recommended Change: - '
Ist paragraph, line 5 - ....patients were titrated as tolerated :\40 mg
admlmstered in two divided doses

Merck Labeling Proposal:

2nd paragraph, last sentence - ...The maximum daily dose administered in clinical trails was 40 mg in
divided doses.

Recommended Change: _
This sentence should be eliminated since this information is already stated in the first paragraph.

Charles . J Ganley, M.D. U

cc orig
HFD-110
HFD-llO/CSO/C GANLEY/SCHEN/N STOCKBRIDGE
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RECORD OF TELEPHONE CONFERENCE APR 6 1094
March 30, 1994
NDA 18-998/S-044

Merck Research Laboratories

David Blois, Ph.D. _ Director, Regulatory Affairs-Domestic
(215) 397-2304

DA _

Raymond Lipicky, M.D. HFD-110 Division Director

Charles Ganley, M.D. HFD-110 Medical Officer

Kathleen Bongiovanni HFD-110  Consumer Safety Officer

Background: On December 20, 1993, we issued a supplement request letter to Merck, asking for
‘labeling revised under DOSAGE AND ADMINISTRATION, Heart Failure, to change the dosing regimen
from once or twice daily to twice daily. Merck responded on February 16, 1994, with supplement
044. This supplement provides for draft labeling that includes the once or twice daily regimens,
but it adds

Dr. Ganley disagreed with Merck’s proposal, and Merck asked for a conference call to discuss the
labeling. In a meeting before the call, Dr. Ganley noted that the dosing used in CONSENSUS | was 5 to
20 mg BID (up to 40 mg/day) and the dosing used in SOLVD-T was up to 10 mg BID (20 mg/day).

Phone Call: Dr. Lipicky explained that the morbidity or mortality effects seen with enalapril
were seen with twice daily .dosing; the only trial with once-daily dosing was a small cross-over
trial. He said that it would be a big stretch to use that small trial to support the use of enalapril QD
to achieve the survival benefit.

Dr. Blois asked about having the ~Dr. Llplcky said that
with the instructions in the current tabeling, “After the initial dose of VASQTEC, the patient should
be observed under medical supervision for at least two hours and until blood pressure has stabilized
for at least an additional hour”, there would be no reason not to administer the second 2.5 mg dose
that same day if the fi rst dose was well tolerated.

Dr. Lipicky said that according to the dosing used in the CONSENSUS trial, the maximum dose should

Dr. Blois dlscussed the possible wording of the subsection with us. Everyone agreed that the labeling
should state that the initial dose is 2.5 mg, and the recommended dosing range is 2.5 to 20 mg BID.

.. The second sentence in the Merck proposal would be modified to “In the placebo oontrolled studles

“that demonstrated improved survival, patients were mrated as tolerated

— )

Dr. Blois said that he would have the agreed-upon changes reviewed at Merck and would FAX us a
copy of their understanding of the changes. He suggested that we could then review it, and if it were
acceptable Merck would submit final printed labeling. Dr. Lipicky said that since we would like to
integrate the information on observing patients after the initial dosée into the D&A section, we could
add this information to the wording that Merck sends to us and we would approve the supplement on
draft. 1f Merck would then want changes, they could submit an additional supplement Dr. Blois

agreed.
Kathleen F. Bongfova_nﬁi _ y
cC: NDA 18-998/S-044 , .‘é-q,/
HFD-110 '
HFD-111/KBongiovanni
'kb/4/4/94; 4/6/94.
R/D: CGanlev/4/6/94.




MAY | 6 1994
CSO Review of Labeling

NDA: 18-998/S-044 Vasotec (enalapril maleate) Tablets
Date of submissions: 7 Date of receipt:

February 16, 1994 (SLR) February 23, 1994

April 7, 1994 (BL) April 13, 1994

April 15, 1994 (BL) April 18, 1994
Applicent: Merck Research Laboratories

Background: On December 20, 1993, we issued a supplement request letter to Merck, asking
for labeling revised under DOSAGE AND ADMINISTRATION, Heart Failure, to change the dosing
regimen from once or twice daily to twice daily. This request was based on discussions held at
the February 18, 1993 Cardio-Renal Drugs Advisory Committee Meeting; at that meeting a
supplement for the use of Accupril (quinapril) for the treatment of CHF was presented. The
Committee voted to include only the BID dosing regimen in the package insert, because they
believed that the crossover trial that Parke-Davis had done (which was almost identical to the
trial used to support enalapril being given BID or QD) was inadequate.

Review:
Original submission: Merck responded to the supplement request letter with supplement
044. This supplement provides for draft labeling that still includes the once or twice daily
regimens, but it adds .

Dr. Ganley disagreed with Merck’s proposal, and Merck asked for a conference call to discuss the
labeling (see Telecon of March 30, 1994). In that call between Drs. Lipicky, Ganley, Blois (of
Merck) and myself, it was agreed that the labeling should state that the initial dose is 2.5 mg,
and the recommended dosing range is 2.5 to 20 mg BID. The second sentence in the Merck
proposal would be modified to “In the placebo- -controlled studies that demonstrated improved
survival, patients were titrated as tolerated<
doses). Dr. Lipicky mentioned that we. (mcludmg Dr. Stockbridge, since he was the Medical
Officer for S-032, SOLVD Prevention, where this first came up) are working on revising the
sentences about the observation period following the first dose of Vasotec (in the current

Iabelmg it is not clear that these sentences refer 1o both the..
» Dr. Blois agreed that we could mclude the revnsed
wordlng and approve the supplement on draft labeling.

Amendment dated April 7, 1994: Merck submitted revised labeling dated April 7, 1994.
This labeling replaces the first two paragraphs of the DOSAGE AND ADMINISTRATION Heart
Failure subsection with the following: _

VASOTEC is indicated for the treatment of symptomatlc heart failure, usually in
_combination with diuretics and digitalis. In the placebo-controlled studies that
- demonstrated improved survival, patients were titrated as tolerated ———

"The recommended initial dose is 2.5 mg. The recommended dosing range is 2.5 to
20 mg given twice a day. Doses should be titrated upward, as tolerated, over a period of



a few days or weeks. The maximum daily dose admlmstered in clinical trials was 40 mg
in divided doses.

Dr. Ganley reviewed this proposal (MOR 4-21-94) and suggested the following changes:

In the first paragraph, second sentence, replace with

40 mg administered in two divided doses.” In addition,

the last sentence of the second paragraph v
L should now be deleted since the information is in the first

paragraph The revised labeling would read:

VASOTEC is indicated for the treatment of symptomatic heart failure, usually in
combination with diuretics and digitalis. [n the placebo-controlled studies that
demonstrated improved survival, patients were titrated as tolerated
40 mg administered in two divided doses.

The recommended initial dose is 2.5 mg. The recommended dosing range is 2.5 to
20 mg given twice a day. Doses should be titrated upward, as tolerated, over a period of
a few days or weeks.

Dr. Lipicky reviewed Dr. Ganley's recommendations on April 28, 1994, and he said that he
would omit - . and retain “The maximum daily dose administered in
clinical trials was 40 mg in divided doses.” The revised labeling would read:

VASOTEC is indicated for the treatment of symptomatic heart failure, usually in
combination with diuretics and digitalis. In the placebo-controlled studies that
demonstrated improved survival, patients were titrated as tolerated up to 40 mg,
administered in two divided doses.

The recommended initial dose is 2.5 mg. The recommended dosing range is 2.5 to
20 mg given twice a day. Doses should be titrated upward, as tolerated, over a period of
a few days or weeks. The maximum daily dose administered in clinical trials was 40 mg
in divided doses.

In the cover memo for this amendment, Merck stated “During the March 30, 1994 discussions,
the Agency commented on reviewing the—
Merck is reviewing this and will provide a proposai in the near
future.” 1 spoke with Pat Kraft on April 8 (after having received a FAX prior to the receipt of
the official submission) and asked when Merck would be submlttmg a proposal Merck
responded with another amendment dated April 15, 1994. .

Amendment dated April 15, 1994: Merck submitted their proposal for the revisions of
the sentences describing the observation period following the initial dose of VASOTEC. They
propose repeating the information in both the Heart Failure and Asymptomatic Left Ventricular
Dysfunction subsections of the labeling. Dr. Stockbridge reviewed their proposal. and agreed
that it is clear and it satisfies requirements as to content.

Dr. Lipicky said that he would like to approve this supplement on draft labeling.



Recommendation: | will prepare an approval-on-draft letter for this supplement. This
supplement falls under 21 CFR 314.70 (c)(2)(i), Supplements for changes that may be made
before FDA approval, to add or strengthen a contraindication, warning, precaution, or adverse
reaction.

Lowtlonn P Borpomric—r
_ ' Kathleen F. Bongidvanffi gy
cc: 18-998/S-044 :
HFD-110
HFD-111/KBongiovanni
HFD-111/SBenton
kb/4/28/94.



NDA 18-998/S-044 MAR 3} 1995

~ Merek Research Laboratorles
Attention: Larry P. Bell, M.D.
Sumneytown Pike ‘
West Point, PA 19486

Dear Dr. Bell:

- We acknowledge the receipt of your July 29; 1994 submission containing final printed labeling
in response to our May 16, 1994 letter approving your supplemental new drug. application for
Vasotec (enalapril maleate) Tablets.

We have reviewed the labeling that you have submitted in accordance with our May 16, 1994
letter, and we find it acceptable.

Sincerely yours,

RA3/31as

Raymond J. Lipicky, M. D

Director

‘Division of Cardio-Renal Drug Products
Office of Drug Evaluation |

Center for Drug Evaluation and Research

Ongmal NDA
2 atch (with labeling)

HFC 130/JAllen

HFD-80 (with labeling)

HFD-100 (with Iabellng) M

HFD-110 2771

HFD-110/CSO

HFD-240 (with labeling)

HFD-613 (with labeling)

HFD-735/DBarash (with Iabelmg)

HFD-110/KBongiovanni

sb/3/23/95;3/27/95

R/D: NMorgenstern/3/24/95

ACKNOWLEDGE AND RETAIN (AR):




CSO Review of Labeling

NDA: | 18-998/S-044 Vasotec (enalapril maleate) Tablets

Date of submission: July 29, 1994 VAR 31 995
Date of receipt: August 1, 1994 |
Applicant: Merck Research Laboratories

Background: On May 16, 1994, we issued an approval-on-draft letter for 18-998/5-044,
that provided for draft labeling revised under DOSAGE AND ADMINISTRATION, Heart Failure, to
change the dosing regimen from once or twice daily to twice daily. This supplement was
submitted in response to our December 20, 1993 supplement request letter. (See CSO Review
_of Labeling, May 16, 1994.) The approval letter asked the firm to submit final printed
labeling; the firm has responded with FPL in this submission.

Review: The firm has revised the DOSAGE AND ADMINISTRATION section as we requested in
the May 16, 1994 approval letter. '

Recommendation: | will prepare an acknowledge and retain letter for this submission.

Kathleen F. Bongiovanni

cc:  18-098/S-044 22T
' HFD-110

HFD-111/KBongiovanni

HFD-111/SBenton

kb/3/21/95.



