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Yaseretis amd Vasobee 1.V, and in the “Other serjous c} nical advarse

L

iDA_}8~958/5.021
19221732008
18-363/5-006

A O
Herck Sharp & pohme Resgarch Laberatoriss Y E%!J
Attentfon: Elliots T, Berger, Ph,n. ” ’
Sumneytown Pike

Kest Point, PA 1948g

Dear Br. Berger:

He acknewledge the redeipt on Janvary 31, lgep of your Jenuary 29, josg
supplemantal #ew dreug appt fcations submitted under section B06(b}{1) oF the
Federal Faod, Drug, amd Losmetic Act for Vasotec {enalapril maleate) Tahlets
(NDA 18-9a8), Vaseratic (emalapril mai&ata/ﬁyﬁraah?er&tﬁiaxida} Tablets

{HDA 19-221) ang Yazates {enataprilat) I.v. (Npa 183003,

The supplemental appl feattons provide for fingl printed labeling revised to
update the ADVERSE REACTIONS section in the subsegtien Enalapril maleate for

angviaﬁees seotrring since the drug was marketed” subsestion for Vasotee
Teblets:

Cardiovascular: additjen of pulmonary edema;
Digestivat hepatitis ar chalestatic Jaundice changed to hepatitis
 {hepatoceltulap or chotestatie Jaundice); addition of dry mouth;
Skta:  addition of: fExfoligtive dermatitis, toxie epidermal neeralysis,
szaveaﬁ*éaﬁa&aa syhdrome, erythema nul L1 forme;
Special senses; addition of; anpsmia, conjunctivitis, dry eyes, tearing,

In adéttion, minor editoria) ohanges kave been made,

He have cempleted the review of these supplemental applications and thay ars
apbroved, Qur letters of Decomber 24, 1985 {una 18-998), Octobep 31, 1885
(RDA 19-221) amd Fabruary §, 1988 (NDA 19-308) detailed the conditions
ratating to the approval of these applications.

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

s6t Forth under 21 BFR 314,80 and 3ta.81,

Klihough we are approving this supplen 2ppl tation, we belteve that the

Mverse regotlen doscerning the oe ‘rence of hepateeellular Jaundice f3ils 19

¢ ngfe that case LA, #051808 wag
scetialar injury and & positive

45t thet you incorporate 8 sfatemmnt in the

hepatitis (hepatoceltular [proven
sundice), '

&
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Please submit a supplemental application revising the package fnsert as
sutlined above prisr to the next printing, In addition, 811 previous
revisions as reflected fa the most recently appraved package ingsert musi be
included. To facilitats revisw of your submissian, please provide a
highlighted or marked-up copy that shows the changes that are being made,

should you have any guestions, please contact;

fis. Kathlmen :Baagismr:ﬁ
Consumer Safaty OFfficer
Telephone: {3871) 443-4730

Sincerely yours,

R4 3[?/‘20

gayﬁiﬁﬁd da Liﬁ’i{:ky, H.5.

Birectar

Bivision of Lardie~Renal Brug Praducts
Office of Drug Evaluation 1 ,
Lenter for Brug Evalustion and Research

Original NDA

HED-TT0-
HFB-110/CSO

. HFb-80/DBIR

HFD-100 50
HFD-232 (with labeling) M’Z"‘
HFD-730 S |

HFD-110/KBongiovanni;2/8/90

sb/2/5/9032/7/90;2/8/90;2/9/90;2/13/90/5017S

R/D: CGanley : ' ' L/ /
| NPdorgenstern/2/5/90;2/—7/90;2/1ZIQW 132 190

APPROVAL
SUPPLEMENT REQueST™
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CSO Review of Labeling

NDA 18-998/S-021
NDA 19-221/S-006
NDA 19-309/S-006

Date of submission: January 29, 1990

o Date of receipt: | January 31, 1990
Applicant: s Merck Sharp & Dohme
Drug Name: .,Vasotec (enalapril maleate) Tabiets (NDA 18-998)

Vaseretic (enalapril maleate/HCTZ) Tablets (NDA 13-221)
Vasotec (enalaprilat) 1.V. (NDA 19-309)

Date of Review: February 2, 1990

Merck submitted these three supplements as CHANGES BEING EFFECTED, and these changes are
scheduled to go into effect on or about 4/1/90.

These supplements provide for package inserts revised as follows:

The ADVERSE REACTIONS section has been modified as follows in the subsection Enalapril

maleate in the Vaseretic and Vasotec |.V. inserts, and in -the "Other serious clinical adverse
experiences occurring since the drug was marketed" subsection of Vasotec Tablets:
Cardiovascular: addition of pulmonary edema; © L prowim M“"‘w
Digestive: hepatitis or cholestatic jaundice changed to hepatitis (hepatocellular, or
cholestatic jaundice); addition of dry mouth; A N ‘i

Skin: addition of: Exfoliative dermatitis, toxic epidermal necrolysis, Stevens Johnson 115(
syndrome, (herpes zoster,) erythema multiforme; [note: herpes zoster was in
the previous labeling but has now been relocated in relation to the added
information.] : ,
Specnal senses: addition of: anosmia, conjunctivitis, dry eyes, tearing. In this
subsection the insert for Vasotec i.v. and Vasotec tablets also includes tinnitus, now
relocated in relation to the ‘added irformation. In the Vaseretic labeling, tinnitus
is included under clinical adverse experiences in 0.5 to 2. 0% of patlents in
controlled trials.
Vaseretlc '
Enalapril maleate, Hematologic: "Rare cases of neutropenia, thrombocytopenia and bene
marrow depression have been reported in which a causal relationship to enalapril cannot
be excluded. A few cases of hemolysis have been reported in patients with G6PD
deficiency.” has been changed to "Rare cases of neutropeni.r thrombocytopenia and bone
marrow depression as well as a few cases of hemolysis in patlents with G6PD deflc1ency
have been reported.” :

In addition, minor editoriel changes have been made.



Conclusion: The above additions to the package insert are consistent those allowed under 21 CFR
314.70 (c) (2) (i). We had requested the addition of exfoliative dermatitis in a supplement
request letter dated 11-21-89. Merck has submitted supporting information for all of the
changes. After review by the medical officer, | recommend that these supplements be approved.

[Ezz/éaw 2 M«,{W :72—/,;1. /'/§ I3
| _ Kathleen F. Borigiovanni s
cc: Orig NDA 18-998/S-021
NDA 19-221/S-006
NDA 19-309/S-006
"HFD-110
HFD-110/CSO



