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FOR MM ZDIATS RELEA3E

TVANSVILLE, Ind. =- The antlarrhythmic medication Enkald®,
(encainide hydrochloride) will be withdrawn from the markat '
sffaccive Dec. 16, it was announcad today By 3ristol
rLaboratorias, a division of 2ristal-dyers gquirk Company.

The ccmpany s=atad that tais dacision i3 pased upen
con=inuing uncertainty regarding toe implications cof a
gevernment study of several cardlac arrhytanmia supprassicn
medications, in additicen to thne availapility of a growing number
of alsernative therapies.

nTe is eszantial that patiants not diszcsniinue medication
on thair cwn, but that they cernsult thelr physicians,” sald E.
J. FTex, M.D., Vvica prasident, medical deparexent, Bristol
Lazcratorlias.,

UIn scme cases, prysicians may judges that patients with
1ifs=threatening ventricular arrhythmlas who ars alresady
succasafilly managad ©n Pnkaid sheuld not be changed to ancthar
medication," Fox said. "Fcr such patisnts, Bristol Labcratories

211 continue to provide Enkaid through their physicians.™
The Enkaid Contiruing Patient Access Program will provide the
madicaticn £res of charge to aligibls patisnta who wers besing

framatad with Enkaid for lifs-threataning vantricular ar-hythmias
ag of Sept. 15, 1991.
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Fcr cthar patiants, a3 variaty oF altarma=ive drug therapias
and surgical inzarventions havs Zeen dsvelcped in T2cent years.
For patianis whese doctors discantinue Enkalide tharapy, 3ristsl
Takoratcrias i3 sstanlishing a prascriztion rgimbursement
program,  Pasients may cbtain a refund by returning the unused
porcions of thalr prascripticsns to the charnaciss at which they
wers jurchasad, tha ccmpany salid.

The fu=urs ¢? Inkald has &een uncer=ain sinecs tha drug was
remcvad in April 1989 from the Cardiac Azzhythmia Supprassion
m-ial (CAST), conductad by the Naticnal Institutaxz of Healza.
The study was dssigned to detarmine ths effgctivensss of thras

ansiarrhysh=mic drugs in dacraasing the risk ¢f suddsn cardiac
dsash améng patients whe nad survived heart attacks and had non
liZg=thrsataning arThy-hmias.

Pazients taking EInxkaid, as well as tkhoss taking ancthar
drug in the study, nad a aighser death rata Irem heart atlacks
than patisnts raczliving a placakbo, Xcors racantly,_in,August
1961, the =ame negative trand was osbserved with the final dxug
Temaining in CAST and the trial was stopped altogather., Tha
raasons for the higher death rata continue e confound medical
authorities,

Following rasmoval of Enkaid fxeom CAST in Apxil 1588,

‘8rigzol Lascratorias immediataly movaed to narrow ths indicatlons

for tha drug., Since that tize, Enkaid has been approvad fsr use
cnly in pazisnts with lifs~threatening ventricular arrh as.
The drug has not been activaly promctad ts pnysicians since it
was removed freom CAST.

Znkald was appraved for mazketing by tha U.S. Foed and Drug
Administzation in Decamtar 138§ and was first availadls fo7
prescrizing by vhysiciang in April 1387.
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: U.S. Department of Heaith and Human Scrvices
Public Health Service 5600 Fishers Lane Rockviile, Maryiane 20857

FDA Talk Papers arc prepared dy the Press Office o guide FDA pemsonnel in responding with consistency and ICCUFACY 10
quesdons from the public on subjecs of current interest. Talk Papers arc subject to change as morc informadon becomes 1
available. Talk Papers arc nor intended for generai distribution ourside FDA. but all informadon in them s public. and !
full texts are reieasable upon request.

T95-13 Lencre Gelb
Mar. 10, 1885 {(301) 443-3285 i
UPDATE: ANTIARRHYTIMIC DRUGS
FDA has been receiving inguiries about two drugs used to
treat patients with abnormal heartbeats -- flecainide (Tambocor),
approved in 1985, and encainide (Enkaid), approved in 1936. In ;.

1989 both drugs were found to cause increased death rates in -
patients who had asymptomatic heart rhythm abnormalities after a
recent heart attacX, a use for which neither drug had »een
approved by FDA. Egcainidg is no longer being marketed.

Flecainide is considered safe and effective for two very
different groups cf patients. One group experiencas disabling
pursts of rapid heartbeats that do not start in the ventricle,
but they have no other heart problems. The other grcup has life-
threatening arrhythmias starting in the ventricle.

The following can be used to answer gquestions:

FDA originally approved flecainide and encainide for
patients with 1ife-threatening arrhythmias and for patients with
symptomatic ventricular arrhythmias of lesser severity if their
physicians decided the benefits outweighed the risks of the drug.
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Page 2, T95-13, ANTIARRHYTHMIC DRUGS
The risks included the pcossibility of worsened heart rhythms and
death.

Neither flecainide nor encalnide was approved for tresatment
of people without symptoms, but some physicians did use the drugs
in patients without symptoms who had recent heart attacks, if
téey had abnormal electrocardicgrams that showed frequent extra
heartbeats (ventricular prematurs beats or VPBs). The dectors’
intent was to improve survival of these patients kecause it was
known that people with fraquent VPBs, especially if they had a
recent heart attack, were at increased risk of sudden death.

Physicians may use drugs in ways others than thcse statad in
the labeling, but the evidenca of safely and effectiveness of
such off-label uses is usually well short of such evidence for
approved uses. This was the case in the two antiarrhythmic
drugs, whose labeling noted the lack of adeguate data in patients
with a recent heart attack and also pointed out the lack of any
evidence that the drdgs could improve survival. Due to growing
concerns about the ability of all antiarrhythmic drugs to make
some heart rhythms worse, FCA began in 1934 and 1985 to reguire
changes in the drugs’ labeling to limit the use of such products
to symptomatic patients.

In 1987, the National Heart, Lung and Blood Institute began
a large study called the CAST (Cardiac Arrhythmia Suppression
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Pag_e 3, T95-13, ANTIARRHYTHMIC DRUGS
Trial) to determine whether heart attack patients with frequent
vPBs whe had no or minimal symptoms would live longer if their
vpBs were reduced with antiarrhythmic drugs. The study was
halted in April 1989 when preliminary results showed that the
chances of death for the treated patients were twc-and-one-half
times greater than patients on placebo. 1In consultations with
FDA, manufacturers of pboth flecainide and encainide notified
doctors that the two drugs should be used only in patients with
jife-threatening archythmias, and the labeling was changed to
reflect this.

Based on additional evidence, flecainide was later also
approved for patients with supraventricular arrhythmias
associated with disabling symptoms, but only in patients with no
evidencs of other heart disease.
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