CENTER FOR DRUG EVALUATION AND
| RESEARCH

APPLICATION NUMBER:

14-2309 /5-005

CONTENTS

Reviews / 'Information Included 1n this NDA Review.

| Approval Letter T - — X
Approvable Letter - 7 _

| Final Printed Labeling j - S

| Medical Review(s)

_Chemlstry Review(s)

| EA/FONSI

| Pharmacology Review(s)

| Statistical Revww(s)

| Microbiology Review(s)

‘Cllmcal Pharmacology/ Blopharmaceutlcs Rewew(s)

inistrative Document(s) e o X

‘Correspondence

| Bioresearch Monitoring




CENTER FOR DRUG EVALUATION AND RESEARCH
APPROVAL PACKAGE FOR:
APPLICATION NUMBER(S)

NDA 19-309/S-005

Trade Name: Vasotec 1.V. Injection
Generic Name(s): (enalaprilat)
Sponsor: Merck & Co. Inc
Agent:

Approval Date: November 30, 1989

Indication: The treatment of hypertension when oral
therapy is not practical.



CENTER FOR DRUG EVALUATION AND RESEARCH
APPROVAL PACKAGE FOR:
APPLICATION NUMBER

NDA 19-309/S-005

Approval Letter(s)



P30 1988

1&»%%%1‘ <429

o

- Herek Sharp & Dohme Ressarch Laboreteries
Atzabion: Ellledt Y. Bergee, BB.D,
Sumnaytown Pihe
a8t Point, P8 19435

foar Br, Bargers

Un ackoudladge the recolpt on Retedar Y6, 1985 of your Gctobor 11, 1900
supplenental new dewg appd Toations subuiiied snder section S%ﬁ{%}{t} of the
fodavel Pond, Orag, end Coswetic fct for Yasotee {ueelupril mafeste) Tublets
i e }, Vaseretic lamalaped] msleate/iodrachiorotitazide} Tabluts
KA %&5‘313 and Yasotes {ewslapritet) 1.9. R Y2.308%,

He &%m %mgéggﬁ receipt of your amgaduent to BDA TH-221/8.008 duted

be have compleisd the review of tuese supplesentsl appiicatinns snd they sre
approved, Our letigrs of Socenber 24, 1305 (MOA 18.992), tutabor 31, 198¢
(WA 19.221), ond Febryuvy 3, Y085 tﬁ% 193901 deteiled the wa&%ﬁ%&
w%&ﬁag te the approval of these applications,

, d s yolt amst e&mp&g with the rosmivenents for an apovoved 4BA
m %“Mﬁ wndar ?ﬁ *?‘& FHB0 s 3420,

shw‘ié m weve 28y weestions, please contast:
( ger \) « Kathlean Bongiovannt
WEaTie - —  Gomsueer Safely Offlcer
Telaphoso: {Sﬁﬁj 2434720
Stasevely yours,
R 388
ﬁ&mgﬁ;? d Liplchy, H.5.
fan of Curdtoslionsl ﬁmg seduets

tee of Brog Evalustion T
Emm? for bDrug Evaluation and Zegeargh




CENTER FOR DRUG EVALUATION AND RESEARCH
APPROVAL PACKAGE FOR:

APPLICATION NUMBER

NDA 19-309/S-005

Apprdved Labeling



NDA 19-3089

AHFS. Catagory: 24:08.

 igscTion




7494607

VASOTEC® |.V.
(Enalaprilat, MSD)

A transient hypotensive response is not a contraindication to further
doses, which usually can be given without difficutty once the blood
pressure has increased after volume expansion.
Angioedema

Angioedema of the face, extremities, lips, tongue, glottis and/or lar-
ynx has been reported in patients treated with angiotensin converting
enzyme inhibitors, including enalapril. In such cases VASOTEC LV.
should be promptly discontinued and the patient carefully observed
until the swelling disappears. In instances where swelling has been
confined to the face and lips the condition has generally resolved
without treatment, although antihistamines have been useful in re-
lieving symptoms. Angioedema associated with laryngeal edema may
be fatal. Where there is invol t of the glottis or larynx,
likely to cause airway ohstruction, appropriate therapy, e.g.. sub-

pinephri \ution 1:1000 (0.3 mL to 0.5 mL) should be

promptly administered. {See ADVERSE REACTIONS.)

Neutropenial Agranulocytosis

Another angiotensin converting enzyme inhibitor, captopril, has
been shown to cause agranulocytosis and bone marrow depression,
rarely in uncomplicated patients but more frequently in patients with
renal impairment especially if they also have a collagen vascular dis-
ease. Available data from clinical trials of enalapril are insufficient to
show that enalapril does not cause agranulocytosis in similar rates.
Foreign marketing experience has revealed several cases of neu-
tropenia, or agranulocytosis in which a causal relationship to enalapril
cannot be excluded. Periodic monitoring of white blood cell counts in
patients with collagen vascular disease and renal disease shoutd be
considered.

PRECAUTIONS

General

Impaired Renal Function: As a consequence of inhibiting the renin-
angiotensin-aldosterone system, changes in renal function may be
anticipated in susceptible individuals. In patients with severe conges-
tive heart failure whose renal function may depend on the activity of the
renin-angiotensin-aldosterone system,, treatment with angiotensin
converting enzyme inhibitors, including enalapril or enalaprilat, may be
associated with oliguria and/or progressive azotemia and rarely with
acute renal failure and/or death. .

In clinical studies in hypertensive patients with unilateral or bilateral
renal artery stenosis, increases in blood urea nitrogen and serum cre-
atinine were observed in 20 percent of patients receiving enalapril.
These increases were almost always reversible upon discontinuation of
enalapril or enalaprilat and/or diuretic therapy. In such patients renal
function should be monitored during the first few weeks of therapy.

Some hypertensive patients with no apparent pre-existing renal vas-
cular disease have developed increases in blood urea and serum cre-
atinine, usually minor and transient, especially when enalaprilat has
been given concomitantly with a diuretic. This is more likely to occur in
patients with pre-existing renal impairment. Dosage reduction of en-
alaprilat and/or discontinuation of the diuretic may be required.

Evaluation of the hypertensive patient sh Id always includ
ment of renal function. (See DOSAGE AND ADMINISTRATION.)

Hyperkalemia: Elevated serum potassium {greater than 5.7 mEg/L}
was observed in approximately one percent of hypertensive patients in
clinical trials receiving enalapril. In most cases these were isolated
values which resolved despite continued therapy. Hyperkalemia was a
cause of discontinuation of therapy in 0.28 percent of hypertensive
patients. Risk factors for the development of hyperkalemia include rena!
insufficiency, diabetes mellitus, and the concomitant use of potassium-
sparing agents or potassium supplements, which should be used cau-
tiously, if at all, with VASOTEC I.V. {See Drug Interactions.)

SurgerylAnesthesia: \n patients undergoing major surgery or during
anesthesia with agents that produce hypotension, enalapril may block
angiotensin 1l formation secondary to compensatory renin release. If
hypotension occurs and is considered to be due to this mechanism, it
can be corrected by volume expansion.

Drug Interactions

Hypotension—Patients on Diuretic Therapy: Patientson diuretics and
especially those in whom diuretic therapy was recently instituted, may
‘occasionally experience an excessive reduction of blood pressure after
initiation of therapy with-enalaprilat. The possibility of hypotensive
effects with enalaprilat can be minimized by administration of an intra-
venous infusion of normal saline, discontinuing the diuretic or increas-
ing the salt intake prior to initiation of treatment with enalaprilat. Ifitis
necessary to continue the diuretic, provide close medical supervision

VASQTEC® LV.
(Enalaprilat, MSD}

for at least one hour after the initial dose of enalaprilat. (See WARN-
INGS.}

Agents Causing Renin Release: The antihypertensive effect of
VASOTEC I.V. appears to be augmented by antihypertensive agents
that cause renin release (e.g., diuretics).

Other Cardiovascular Agents: VASOTEC I.V. has been used concomi-
tantly with digitalis, beta adrenergic-blocking agents, methyldopa, ni-
trates, calcium-blocking agents, hydralazine and prazosin without
evidence of clinically significant adverse interactions. :

Agents Increasing Serum Potassium: VASOTEC |.V. attenuates po-
tassium loss caused by thiazide-type diuretics. Potassium-sparing di-
uretics (e.g., spironolactone, triamterene, or amiloride), potassium
supplements, or potassium-containing sait substitutes may lead to
significant increases in serum potassium. Therefore, if concomitant use
of these agents is indicated because of demonstrated hypokalemia,
they should be used with caution and with frequent monitoring of
serum potassium. i

Lithium: Lithium toxicity has been reported in patients receiving
lithium concomitantly with drugs which cause elimination of sodium,
including ACE inhibitors. A few cases of lithium toxicity have been
reported in patients recelving concomitant enalapril and lithium and
were reversible upon discontinuation of both drugs. itis recommended
that serum lithium levels be monitored frequently if enalapril is admin-
istered concomitantly with lithium.

Carcinogenesis, Mutagenesis,
Impairment of Fertility

Carcinogenicity  studies
VASOTEC L.V.

VASOTEC 1.V. is the bioactive form of its ethyl ester, enalapril male-
ate. There was no evidence of a tumorigenic effect when enalapril was
administered orally for 106 weeks to rats at doses up to 90 mg/kg/day
(150 times* the maximum daily human oral dose). Enalapril has also
been administered for 94 weeks to male and female mice at oral doses
up to 90 and 180 mglkg/day, respectively {150 and 300 times* the
maximum oral daily dose for humans), and showed no evidence of
carcinogenicity.

VASOTEC I.V. was not mutagenic in the Ames microbial mutagen test
with or without metabolic activation. Enalapril showed no drug-related
changes in the following genotoxicity studies: rec-assay, reverse muta-
tion assay with E. coli, sister chromatid exchange with cultured mam-
malian cells, the micronucleus test with mice, and in an in vivo
cytogenic study using mouse bone marrow. There were no adverse
effects on reproductive performance in male and female rats treated
with 10 to 90 mg enalapril/kg/day.

Pregnancy .

Pregnancy Category C. No reproductive or teratogenicity studies
have been performed with VASOTEC |.V. Radioactivity was found to
cross the placenta following oral administration of labeled enatapril to
pregnant hamsters.

Studies with oral enalapril showed no fetotoxicity or teratogenicity in
rats treated with up to 200 mglkg/day. Fetotoxicity, expressed as a
decrease in average fetal weight, oceurred in rats given
1200 mg/kgiday of enalapril, but did not occur when these animals
were supplemented with saline. Enalapril was not teratogenic in rab-
bits. However, maternal and fetal toxicity occurred in some rabbits at
doses of 1 mg/kg/day or more. Saline supplementation prevented the
maternal and fetal toxicity seen at doses of 3 and 10 mg/kg/day, but not
at 30 mg/kg/day.

Human Experience: There are no adequate and welli-controlied stud-
jes in pregnant women. However, data are available that show enalapril
crosses the human placenta. Because the risk of fetal toxicity with the
use of ACE inhibitors has not been clearly defined (see below),
VASOTEC 1.V. should be used during pregrancy only if the potential
benefit justifies the potential risk to the fetus.

Post-marketing experience with all ACE inhibitors thus far suggests
the following with regard to pregnancy outcome. Inadvertent exposure
limited to the first trimester of pregnancy has not ‘been reported to
affect fetal outcome adversely. Fetal exposure during the second and
third trimesters of pregnancy has been associated with fetal and neona-
tal morbidity and mortality.

When ACE inhibitors are used during the later stages of pregnancy,
there have been reports of hypotension and decreased renal perfusion
in the newborn. Oligohydramnios in the mother has also been reported,
presumably representing decreasing renal function in the fetus. Infants

have not been done  with

*Based on patient weight of 50 kg



VASOTEC® L.V.
{Enalaprilat, MSD)

exposed /n utero to ACE inhibitors should be closely observed for
hypotension, oliguria and hyperkalemia. If oliguria occurs, attention
should be directed toward support of blood pressure and renal perfu-
sion. with the administration of fluids and pressors as appropriate.
Problems associated with prematurity such as patent ductus arteriosus
have occurred in association with maternal use of ACE inhibitors but it is
not clear whether they are related to ACE inhibition, maternal hyperten-
sion or the underlying prematurity.

Enalapril has been removed from the neonatal circulation by peri-
toneal dialysis and theoretically may be removed by exchange transfu-
sion, although there is no experience with the latter procedure.
Nursing Mothers

Milk in lactating rats contains radioactivity following administration
of 4C enalapril maleate. It is not known whether this drug is secreted in
human milk. Because many drugs are secreted in human milk, caution
should be exercised when VASOTEC L.V. is given to a nursing mother.
Pediatric Use

Safety and effectiveness in children have not been established.

ADVERSE REACTIONS

VASOTEC LV. has been found to be generally well tolerated in con-
trolled clinical trials involving 349 patients {168 with hypertension, 153
with congestive heart failure and 28 with coronary artery disease). The
most frequent clinically significant adverse experience was hypoten-
sion (3.4 percent), occurring in eight patients (5.2 percent) with conges-
tive heart failure, three (1.8 percent) with hypertension and one with
coronary artery disease. Other adverse experiences occurring in great-
er than one percent of patients were: headache (2.9 percent) and nausea
(1.1 percent).

Adverse experiences occurring in 0.5 to 1.0 percent of patients in
controlled clinical trials included: myocardial infarction, fatigue, dizzi-
ness, fever, rash and constipation. ’

Enalapril Maleate

Since enalapril is converted to enalaprilat, those adverse experiences
associated with enalapril might also be expected to occur with
VASOTEC I.V.

The following adverse experiences have been reported with enalapril
and, within each category, are listed in order of decreasing severity.

Body As A Whole: Syncope, orthostatic effects, chest pain, abdomi-
nal pain, asthenia.

Cardiovascular: Cardiac arrest; myocardial infarction or cere-
brovascular accident, possibly secondary to excessive hypotension in
high risk patients (see WARNINGS, Hypotension); pulmonary embol-
ism and infarction; rhythm disturbances; atrial fibrillation; orthostatic
hypotension; angina pectoris; palpitation.

Digestive: lieus, pancreatitis, hepatitis or cholestatic jaundice,
melena, diarrhea, vomiting, dyspepsia, anorexia, glossitis, stomatitis,

Musculoskeletal: Muscle cramps.

NervousiPsychiatric: Depression, vertigo, confusion, ataxia, som-
nolence, insomnia, nervousness, paresthesia.

Respiratory: Bronchospasm, dyspnea, pneumonia, bronchitis,
cough, rhinorrhea, sore throat and hoarseness, asthma, upper respira-
tory infection.

Skin: Herpes zoster, urticaria, pruritus, alopecia, flushing, hyper-
hidrosis.

Special Senses: Blurred vision, taste alteration, tinnitus.

Urogenital: Renal failure, oliguria, renal dysfunction {(see PRECAU-
TIONS and DOSAGE AND ADMINISTRATION), urinary tract infection,
impotence.

A symptom complex has been reported which may include a positive
ANA, an elevated erythrocyte sedimentation rate, arthralgias/arthritis,
myalgias, fever, serositis, vasculitis, leukocytosis, eosinophilia, photo-
sensitivity, rash and other dermatologic manifestations.

Angioedema: Angioedema has been reported in patients receiving
enalapril (0.2 percent). Angioedema associated with laryngeal edema
may be fatal. If angioedema of the face, extremities, lips, tongue, glottis
and/or larynx occurs, treatment with enalapril should be discontinued
and appropriate therapy instituted immediately. (See WARNINGS.)

Hypotension: Combining the results of clinical trials in patients with
hypertension or congestive heart failure, hypotension {including pos-
tural hypotension, and other orthostatic effects) was reported in 2.3
percent of patients following the initial dose of enalapril or during
extended therapy. In the hypertensive patients, hypotension occurred
in 0.9 percent and syncope occurred in 0.5 percent of patients. Hypoten-
sion or syncope was a cause for discontinuation of therapy in 0.1
percent of hypertensive patients. (See WARNINGS.)
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VASOTEC® V.
{Enalaprilat, MSD)

Clinical Laboratory Test Findings

Serum Electrolytes: Hyperkalemia (see PRECAUTIONS), hypo-
natremia.

Creatinine, Blood Urea Nitrogen: In controlied clinical trials minor
increases in blood urea nitrogen and serum crealinine, reversible upon
discontinuation of therapy, were observed in about 0.2 percent of pa-
tients with essential hypertension treated with enalapril alone. In-
creases are more likely to occur in patients receiving concomitant
diuretics or in patients with renal artery stenosis. (See PRECAUTIONS.)

Hemoglobin and Hematocrit: Small decreases in hemaoglobin and
hematocrit (mean decreases of approximately 0.3 g percent and 1.0 vol
percent, respectively) occur frequently in hypertensive patients treated
with enalapril but are rarely of clinical importance unless another cause
of anemia coexists. In clinical trials, less than 0.1 percent of patients
discontinued therapy due to anemia.

Other {Causal Relationship Unknown): In marketing experience, rare
cases of neutropenia, thrombocytopenia and bone marrow depression
have been reported. A few cases of hemolysis have been reported in
patients with G6PD deficiency. . .

Liver Function Tests: Elevations of liver enzymes and/or serum bil-
irubin have occurred.

OVERDOSAGE

In clinical studies, some hypertensive patients received a maximum
dose of 80 mg of enalaprilat intravenously over a fifteen minute period.
At this high dose, no adverse effects beyond those as associated with
the recommended dosages were observed.

The intravenous LDg; of enalaprilat is 3740-5890 mg/kg in female
mice.

The most likely manifestation of overdosage would be hypotension,
for which the usual treatment would be intravenous infusion of normal
saline solution.

Enalapritat
hemodialysis.

may be removed from general circulation by

DOSAGE AND ADMINISTRATION

FOR INTRAVENOUS ADMINISTRATION ONLY

The dose in hypertension is 1.25 mg every six hours administered
intravenously over a five minute period. A clinical response is usually
seen within 15 minutes. Peak effects after the first dose may not occur
for up to four hours after dosing. The peak effects of the second and
subsequent doses may exceed those of the first.

No dosage regimen for VASOTEC L.V. has been clearly demonstrated
to be more effective in treating hypertension than 1.25 mg every six
hours. However, in controlled clinical studies in hypertension, doses as
high as 5 mg every six hours were well tolerated for up to 36 hours.
There has been inadequate experience with doses greater than 20 mg
per day.

In studies of patients with hypertension, VASOTEC I.V. has not been
administered for periods longer than 48 hours. In other studies, patients
have received VASOTEC I.V. for as long as seven days.

The dose for patients being converted to VASOTEC V. from oral
therapy for hypertension with enalapril maleate is 1.25 mg every six
hours. For conversion from intravenous to oral therapy, the recom-
mended initial dose of Tablets VASOTEC (Enalapril Maleate, MSD) is
5 mg once a day with subsequent dosage adjustments as necessary.

Patients on Diuretic Therapy

For patients on diuretic therapy the recommended starting dose for
hypertension is 0.625 mg administered intravenously over a five min-
ute period. A clinical response is usually seen within 15 minutes. Peak
effects after the first dose may not occur for up to four hours after
dosing, although most of the effect is usually apparent within the first
hour. [f after one hour there is an inadequate clinical response, the
0.625 mg dose may be repeated. Additional doses of 1.26 mg may be
administered at six hour intervals.

For conversion from intravenous to oral therapy, the recommended
initial dose of Tablets VASOTEC (Enalapril Maleate, MSD) for patients
who have responded to 0.625 mg of enalaprilat every six hours is 2.5
mg once a day with subsequent dosage adjustment as necessary.
Dosage Adjustment in Renal Impairment

The usual dose of 1.25 mg of enalaprilat every six hours is recom-
mended for patients with a creatinine clearance >30 mL/min {serum
creatinine of up to approximately 3 mg/dL). For patients with creatinine
clearance <30 ml/min (serum creatinine =3 mg/dL), the initiat dose is
0.625 mg. (See WARNINGS.)

If after one hour there is an inadequate clinical response, the
0.625 mg dose may be repeated. Additional doses of 1.25 mg may be
administered at six hour intervals.
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VASOTEC® 1.V,
{Enalaprilat, MSD)

For  dialysis
0.625 mg q.6.h.

For conversion from intravenous to oral therapy, the recommended
initial dose of Tablets VASOTEC {Enalapril Maleate, MSD) is 5 mg once a
day for patients with creatinine clearance >30 mL/min and 2.5 mgonce
daily for patients with creatinine clearance 30 mL/min. Dosage should
then be adjusted according to blood pressure response.
Administration

VASOTEC I.V. should be administered as a slow intravenous infusion,
as indicated above, over at least five minutes. It may be administered as
provided or dituted with up to 50 mL of a compatible diluent.

Parenteral drug products should be inspected visually for particulate
matter and discoloration prior to use whenever solution and container
permit.
Compatibility and Stability

VASOTEC 1.V. as supplied and mixed with the following intravenous

patients, the initial dose shouid be

VASOTEC® LV,
(Enalaprilat, MSD)

diluents has been found to maintain full activity for 24 hours at room
temperature:

5 percent Dextrose Injection

0.9 percent Sodium Chloride Injection

0.9 percent Sodium Chloride Injection in 5 percent Dextrose

5 percent Dextrose in Lactated Ringer’s Injection

McGaw ISOLYTE* E

HOW SUPPLIED

No. 3508 — VASOTEC 1.V, 1.25 mg per mL, is a clear, colorless solu-
tion and is supplied in vials containing 2 mL.

NDC 0006-3508-04, 2 mL vials.
Storage

Store below 30°C (86°F).

*Registered trademark of American Hospital Supply Corporation.

MSD v

CK SHARP & DOHME

ememm—— DIV OF MERCK & CO. INC., WEST POINT, PA 19486, USA

Issued August 1989

Printed in USA
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CSO Review of Labeling acT |

NDA 18-998/S-020
NDA 19-221/5-005

NDA

Date of submission: October 11, 1989
Applicant: Merck Sharp & Dohme -

Drug Name: Vasotec (enalapril maleate) Tablets (NDA 18-998)
Vaseretic (enalapril maleate/HCTZ) Tabiets (NDA 18-221)
Vasotec (enalaprilat) 1.V. (NDA 19-309)

Date of Review: October 18, 1989

Merck submitted these three supplements as CHANGES BEING EFFECTED, and these changes are
scheduled to go into effect on or about 1/1/90.

These supplements provide for package inserts revised as follows:
PRECAUTIONS, Drug Interactions, Lithium: this subsection has been added to the package insert
for Vaseretic under the subheading Enalapril; the inserts for Vasotec Tablets and I.V. already
contained this subsection and have been re-worded; all now read:
Lithium: Lithium toxicity has been reported in patients receiving lithium
concomitantly with drugs which cause elimination of sodium, including ACE inhibitors.
A few cases of lithium toxicity have been reported in patients receiving concomitant
enalapril and lithium and were reversible upon discontinuation of both drugs.
The inserts for Vasotec Tablets and L.V. include the following sentence:
It is recommended that serum lithium levels be monitored frequently if enalapril
is administered concomitantly with lithium.
| called Elliott Berger (10-18-89) and asked about this inconsistancy. He will amend the
Vaseretic supplement with labeling that includes this sentence.

The ADVERSE REACTIONS section has been modified in the subsection Enalapril maleate in the

* Vaseretic and Vasotec I.V. inserts, and in the "Other serious clinical adverse experiences

occurring since the drug was marketed" section of Vasotec Tablets:
Digestive: addition of stomatitis.

New subsection: Musculoskeletal: Muscle cramps. (subsection not in Vaseretic;
muscle cramps inculuded in table of ADRs occuring in >2% of patients in controlled
clinical trials.)

Skin: addition of urticaria (all); hyperhidrosis (not in Vaseretic; included in
“...clinical adverse experiences occuring in 0.5 to 2.0 % of patients in controlled
trials..."); photosensitivity has been moved to the paragraph describing a symptom
complex (see below). ’

New subsection: Special Senses: Blurred vision, taste alteration (all), tinnitus (not



in Vaseretic; included in clinical adverse experiences in 0.5 to 2.0% of patients in
controlled trials.)

New paragraph: A symptom complex has been reported which may include a positive
ANA, an elevated erythrocyte sedimentation rate, arthralgias/arthritis, myalgias, fever,
serositis, vasculitis, leukocytosis, eosmophllla photosensitivity, rash and other
dermatologic manifestations.

New sentence (under Other [Causal Relationship Unknown] for Vasotec ~ablets and I.V;
under Enalapril maleate, Hematologic for Vaseretic): A few cases of hemolysis have been
reported in patients with G6PD deficiency.

In addition, minor editorial changes have been made including changing "renal function” to
"glomerular filtration rate" under CLINICAL PHARMACOLOGY.

Conclusion: The above additions to the package insert are consistent those allowed under 21 CFR
314.70 (c) (2) (i). After submission of the amended labeling for Vaseretic and review by the
medical officer, | recommend that these supplements be approved.

J - “7,;,»&__. B 027G
Kathleen F. Bonglo?/:r;m /
cc: Orig NDA 18-998/S-020
NDA 19-221/S-005
NDA 19-309/S-005
HFD-110 .

HFD-110/CSO



