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ANDA 74-865
APR 1 3 1998

Danbury Pharmacal, Inc.

Attention: William R. McIntyre, Ph.D.
131 West Street

Danbury, CT 06810

Dear Sir:

This is in reference to your abbreviated new drug application
dated February 29, 1996, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Mexiletine
Hydrochloride Capsules USP, 150 mg, 200 mg and 250 mg.

Reference is also made to your amendments dated October 10, 1997;
and March 4, 1998.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Mexiletine Hydrochloride Capsules USP, 150 mg,
200 mg and 250 mg to be bioequivalent and, therefore,
therapeutically equivalent to the listed drug (Mexitil® Capsules,
150 mg, 200 mg and 250 mg, respectively, of Boehringer
Ingelheim). Your dissolution testing should be incorporated into
the stability and quality control program using the same method
proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
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(Transmittal of Advertisements and Promotional Labéling for Drugs
for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the

time of their initial use.

Sincerely yours,
A7

) . L

Douglas L. Sporn /// -
Director e b
Office of Generic Drugs

Center for Drug Evaluation and Research
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PHARMACEUTICAL

Caution: Federal faw prohibits dispensing withoyt prescription.

TAKE WITH Foop OR ANTACID
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Caution: Federal law prohibits dispensing without prescription.

TAKE WITH FOOD OR ANTACID
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DESCRIPTION

Mexiletine hydrochloride is an orally
active antiarrthythmic agent available as
150 mg, 200 mg or 250 mg capsules.
100 mg of mexiletine hydrochioride is
equF.alent to 83.31 mg of mexiletine base.
Itis a white to off-white crystalline powder
with a shghtly bitter taste, freely soluble in
water and in alcohol. Mexiletine hydro-
chioride has a pKa of 9.2.

Chemically, mexiletine hydrochloride is 1-
methyl-2-(2,6-xylyloxy)-ethylamine
hydrochloride and has the following struc-
tural formula:

CHy  NHy
0
CHy . e
CHj
CysHe/NO » HEY MW. 215,72

Each capsule, for oral administration, contains
150 mg, 200 mg or 250 mg mexiletine
hydrachloride. In addition, each capsule con-
tains the following inactive mgredlents col-
loidal silicon dioxide, magnesium stearate and
pregelatinized starch. The capsute shells con-
tain: black iron oxide, gelatin, red iron oxide,
silicon dioxide, sodium lauryl sulfate, titanium
dioxide and yeltow iron oxide. The 250 mg
capsule shell also contains: FD&C Blue No. 1.

The ink imprinted on the capsule shells con-
tains the following ingredients: D&C Yeliow
No. 10 (aluminum iake), FD&C Blue No. 1
(aluminurm fake), FD&C Blue No. 2 (aluminum
lake), FD&C Red No. 40 (aluminum lake),

pharmaceutical glaze, propylene glycol and
synthetic black iron oxide.

CLINICAL PHARMACOLOGY

Mechanism of Action

Mexiletine hydrochoride is a local anes-
thetic, antiarrhythmic agent, structurally
similar to lidocaine, but orally active. In
animal studies, mexiletine has been shown
to be effective in the suppression of
induced ventricular arrhythmias, including
those induced by glycoside toxicity and
coronary artery ligation. Mexiletine, like
lidocaine, inhibits the inward sodium cur-
rent, thus reducing the rate of rise of the
action potential, Phase 0. Mexiletine de-
creased the effective refractory period
(ERP) in Purkinje fibers. The decrease in
ERP was of iesser magnitude than the
decrease in action potential duration
(APD), with a resulting increase in the
ERP/APD ratio.

Electrephysiology iu Man
Me)uletme is a Class 1B antiarrhythmic
with Y gic prop-
erties in man similar to those of lidocaine,
but dissimilar from quinidine, procain-

amide, and disopyramide.
In patients with normal conduction systems,
mexiletine has a minimal effect on cardiac
impulse generation and propagation. In
clinical trials, no development of second-
degree or third-degree AV block was
observed. Mexiletine did not prolong ven-
tricufar depolarization (QRS duration) or
repolanzahon ar mtervals) as measured by
aphy. lly, there-
fore, mexuletlne may be useful in the treat-
ment of ventricular associated

with prolonged QT interval,
In patients with pre-existing conduction
defects, depression of the sinus rate, pro-
Iomauon of sinus node recovery time,

intraventricutar
occasionally been observed
The mnarmym"uc effect of mexiletine has
been established in controlled comparative
trials against placebo, quinidine, procain-
amide and disopyramide. Mexiletine hy-

[
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ment of ‘ @s associatad

Occasionally been observed,

The antiarrhythmic effect of mexiletine has
been established in controlled compam!ve
trials against placeho, Quinidine, procain-
amide and disopyramide, Mexiletine hy-
drochioside, at doses of 200 to 400 mg
q8h, produced 2 significant reduction of
ventricular prematyre beats, paired beats,
and episedes of non-sustained ventricylar
tachycandia compareg q placebo ang was
similar in effectiveness to the acp:e
agents. Among all patients entered into
llge studies, about 30% in each lrea_tmept

plete the ies because of
adverse . Follow-up of patients
from the controted trials has demonsirat.

it iveness of mexileting in
long-term yse.

Hemodynamic Studies in a limiteg number
of patients, with normal or abnormat
i@l function, Tollowing oraf admin-
istration of mexileting hydrochlon’de, have
shown small, usually not Statistically sig-
nificant, decreases in cardiac output and
increases i Systemic vascylar resistance,
but no significant Negative inotropic effect.
Blood pressure and pulse rate femain
essentiaily unchanged. Mijg depression of
myocardial function, simitar to that pro-
duced by lidocaing, has 0CCasionally been
observed following intravenous mexiletine
therapy in patients with cardiac disease.
Phannacoklneuu

Mexiletine is well absorbeq (~90%) from
the gastrointestinal tract, Unlike lidocaine,
its first-pass metabolism is fow, Peak
blood fevels are reached in two 1o three
hours. 1p fomal subjects, the plasma
elimination half-life of mexileting s
approximately 19 to 12 hours. 1t js 50 to

ﬂ e 0

Several Metabolites of Mexiletine have
shown minimal antiarrhythmic activity in
animal mogejs, most active is the
minor Metabolite N~memylmexiletine,
which is lgss than 20% ag potent as mex-
iletine. The urinary excretion of N-methyl-
mexileting in man j less than 0.5%, Thus
the therapeytic activity of Mexiletine is dye
to the parent ¢ompound.

mpairment prolongs the elimina-
life of Mexiletine. |n eight patients
With moderate to Severe liver disease, the
mean half-iife wag approximately 25 hours.

Hepatic
tion hatf-

nine clearance less
mean plasma elimination halt-life was 15 7
0UrS; in seven patients with Creatinine
clearance between 11 19 4 mL/min, the
mean half-iife wag 13.4 hours,

The absorptiqn' rate of ‘Mmexiletine js

reduced in Clinical situations Such as

Metoclopramide has been reported to
accelerate absorption L

Mexiletine plasma levels” of gt least
0.5 meg/mi are generaly requireq for
therapeutic esponse. An increase in the

apeutic range can attained with either
hree timeg daily or twice daity dosing byt
peak to trough differences are Qreater with
the latter regimen, Creating the possibility
of adverse effects at peak and arrtythmic
€scapa at troygh_ Nevertheless, Some pa-
tients may be transferreq Successfully to
the twice daily regimen (see DOSAGE ANp

: ined
ventricular tachycardia, that, in the judge-
ment of. Physician, are fife-thrnai o0

Rana..ot 7
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frequency of central nervous system
adverse effects has been observed when
plasma levets exceed 2 meg/ml. Thus the
therapeutic range is approximately 0.5 to
2 mcg/mL. Plasma levels within the ther-
apeutic range can be attained with either
three times daily or twice daily dosing but
peak to trough differences are greater with
the latter regimen, creating the possibility
of adverse effects at peak and arrhythmic
escape at trough. Nevertheless, some pa-
tients may be transferred successtully to
the twice daily regimen (see DOSAGE AND
ADMINISTRATION).
INDICATIONS AND USAGE
Mexileting hydrochloride capsules are indi-
cated for the treatment of documented ven-
tricular arrhythmias, such = sustained
ventricular tachycardia, that,'in the judge-
mem of the physician, are life-threatening.
of the proarhythmic effects of
mexiletine, its use with lesser arrhythmias

premature contractions should be avoided.
Initiation of mexiletine treatment, as with
other antiarthythmic agents used to treat
lite-threatening urhythmhs should be
carried out in the hospital.
Antiarrhythmic drugs have not been
shown to enhance survival in patients
with ventricular arthythmias.
CONTRAINDICATIONS

Mexdietine hydrochdoride capsules are contra-
indicated in the presence of cardiogenic
shock or pre-existing second- or third-
degree AV block (if no pacemaker is present).

WARNINGS
Mortality
In the National Heart, Lung and Blood
Institute’s Cardlac Amhythmia Sup-
pression Trlal (CAST), a long-term, multi-
centersd, ramdomized, double-blind
study -;n patients with asymptomatic
non-life-threatealng ventricutar amhyth-
mias who had a myocardial infarction
more than six days but less than two
years praviously, an excessive mortality
or non-fatal cardiac amest rate (7.7%)
was seen la patients Yreated with
encalnlde or flecainide compared with
that seen In patients assigned to care-
fully matched placebo-treated groups
{3%). The average duration of treatment
with encainide or flecainide In this study
was ten moaths.
The applicahility of the CAST results to
other populations (e.g., those without
Mhﬂaﬁh) uncertain.
Consldering the lxowa proarrhythmic prop-
erties of mexiletine and the lack M evi-

Acute Liver Injury

In postmarketing experience abnormal
liver function tests have been reported,
some in the first few weeks of therapy
with mexiletine hydrochioride. Most of
these have been observed in the setting of
congestive heart failure or ischemia and
their relationship to mexiletine has not
been established.

PRECAUTIONS

General

if a ventricular pacemaker is operative,
patients with second or third degree heart
block may be treated with mexiletine
hydrochloride if continuousty monitored. A
limited number of patients (45 to 475 in
controlled clinical trials) with pre-existing
first degree AV block were treated with
mexiletine; none of these patients devel-
oped second or third degree AV biock.
Caution should be exercised when it is
used in such patiefs or in patients with
pre-existing sinus node dysfunction or
intraventﬁcular/odnducﬁon abnormalities.
Like other antiarrhythmics mexiletine
hydrochloride can cause worsening of
arrhythmias. This has been uncommon in
patients with less serious arrhythmias (fre-
quent premature beats or non-sustained
ventricular tachycardia: see ADVERSE
), but is of greater concem in
patients with kfe-threatening arrhythmias
such as sustained ventricular tachycardia,
In patients with such amrtwthmias subjected
to programmed electrical stimulation or to
exercise pmvncanon IOto 15% of pabents
had exacerbation of
not greater than that o' other aoems

Since mexiletine is metabolized in the
liver, and hepatic impairment has been
reoorted to nrotonn the elimination halt-




SGOT Elevation and Lives lnjury

In three-month conirolled trials, elevations
of SGOT greater than three times the upper
fimit of normal occurred in about 1% of
both mexiletine-treated and controt pa-
tients. Approximately 2% of patients in
the mexiletine compassionate use pro-
gram had elevations of SGOT greater than
or equal to three times the upper timit of
normal. These elevations frequently oc-
curred in association with identifiable clin-
ical-events and therapeutic measures such
as congestive heart failure, acute myocar-
dial - infarction, blood transfusions and
other medications. These elevations were
often asymptomatic and trans»ent usualby
not lated with lev-
els and usually did not require discontinu-
alion of therapy. Marked elevations of
SGOT (>"1000 WL) were seen before
death in four patients with end-stage car-
diac disease (severe congestive heart fail-
ure, card.ogenic shock).

Rare instances of severe liver injury, includ-
ing hepatic necrosis, have been reported in
association with mexdletine treatment. It is
recommended that patients in whom an
abnormal kver test has occurred, or who
have signs or symptoms suggesting liver
dysfunction, be carefully evaluated. If per-
sistent or worsening elevation of hepatic
enzymes is detected, consideration should
be given to discontinuing therapy.

Blood Dyscrasias

Among 10,867 patients treated with mex-
iletine in the compassionate use program,
marked leukopenia (neutrophils less than
1000/mm3) or agranulocytosis were seen
in 0.06%, and milder depressions of
leukocytes were seen in 0.08%, and
thrombocytopenia was observed in
0.16%. Many of these patients were seri-
ously ill and receiving concomitant med-
ications with known hematologic adverse
effects. Rechalienge with mexiletine in
several cases was negative. Marked
leukopenia or agranulocytosis did not
oceur in any patient receiving mexiletine
alone; five of the six cases of agranulocy-
tosis were associated with procainamide
(sustained release preparations in four)
and one with vinblastine. If significant
hematologic changes are observed, the
patient should be carefully evaluated, and,
if warranted, mexiletine should be discon-
tinued. Blood counts usually return 1o
normal within one month of discontinua-
tion. (See ADVERSE REACTIONS )

Convulsions (seizures) did not occur in
mexiletine controlled clinical trials. In the
compassionate use program, convulsions
were reported in about 2 of 1000 patients.
Twenty-eight percent of these patients
discontinued therapy. Convulsions were
reported in patients with and without a
prior history of seizures. Mexiletine
should be used with caution in patients
with known seizure disorder.
Drug Interactions
In a large compassionate use program,
mexiletine has been used concurrently
with commonly employed antianginal,
antihypertensive, and anticoagulant drugs
without observed interactions. A variety
of antiarrhythmics such as quinidine or
propranolo} were also added, sometimes
with improved contro!l of ventricular
ectopy. When phenytoin or other hepatic
enzyme inducers such as rifampin and
phenobarbital have been taken concur-
rently with mexiletine, lowered mexiletine
plasma levels have been reported.
Monitoring of mexiletine plasma fevels is
recommended during such concurrent
use to avoid ineffective therapy.
In a formal study, berzodiazepines were
shown not to affect mexdletine plasma con-
centrations. ECG intervals (PR, QRS and QT)
were not affected by concurrent mexiletine
and digoxin, diuretics, of propranciol.
Concurrent administration of cimetidine
and mexiletine has been reported to in-
crease, decrease, or leave unchanged
mexiletine plasma levels; therefore pa-
tients should be followed carefully during
concurrent therapy.
Mexiletine does not alter serum digoxin
levels, but magnesium-alyminum hydrox-
ide, when used 10 treat gastrointestinal
sympicms due to mexileting, has been
reported to lower serum digoxin levels.
C use of iletine and the-
ophyiiine may lead to increased plasma the-
ophylline levels. One controlied study in
eight normal subjects showed a 72% mean
increase (range 35 to 136%) in plasma
levels. This increase was ob-
served at the first test point which was the
second day after starting mexiletine.
Theophylm plasma levels retumed to pre-
mexiletine values within 48 hours after dis-
continuing mexiletine. If mexiletine and




theophylline are to be used concurrently,
theophylline biood leveis should be moni-
tored, particularly when the mexiletine dose
is changed. An appropriate adjustment in
theophyliine dose should be considered.
Additionally, in one controlled study in five
normal subjects and seven patients, the
clearance of caffeine was decreased 50%
following the administration of mexiletine.
Carcinogenesis, Mutagenesis and
Impalrment of Fertility

Studies of carcinogenesis in rats (24
months) and mice (18 months) did not
demonstrate any tumorigenic potential.
Mexiletine was found to be non-muta-
genic in the Ames test. Mexiletine did not

* impair fertility in the rat.

Pregaancy/Teratogenic Effocts
Pregnancy Category C

Reproduction studies performed with
mexileting in rats, mice and rabbits at
doses up to four times the maximum
human oral dose (24 mg/Ag in 2 50 kg
patient) revealed no evidence of terato-
genicity or impaired fertility but did show
an increase in fetal resorption. There are
no adequate and well-controlied studies in
pregnant women; this drug should be used
in pregnancy only if the potential benefit
justifies the potential risk to the fetus.
Nursing Mothers

Mexiletine appears in human milk in con-
centrations similar to those observed in
plasma. Therefore, if the use of mexiletine is
deemed essential, an alternative method of
infant feeding should be considered.

Pediatric Use

Safety and effectiveness in the pediatric
population have not been established.

ADVERSE REACTIONS

Mexiletine hydrochloride commonly pro-
duces reversible gastrointestinat and ner-
vous system adverse reactions but is other-
wise well folerated. Mexiletine has been
evaluated in 483 patients in one-month and
three-month controlled studies and in over
10,000 patients in a large compassionate
use program. Dosages in the controlied
studies ranged from 600 to 1200 mg/day;
some patients (8%) in the compassionate
use program were treated with higher daily
doses (1600 to 3200 mg/day). In the three-
month controlled trials comparing mexile-
tine to quinidine, procainamide and disopyr-
amide, the most frequent adverse reactions
were upper gastrointestinal distress (41%),
lightheadedness (10.5%), tremor (12.6%)
and coordination  difficulties (10.2%).
Similar frequency and incidence were
observed in the ome-month placebo-con-
trolled trial. Aithough these reactions were
generally not serious, and were dose-related
and reversible with a reduction in dosage, by
taking the drug with food or antacid or by
therapy discontinuation, they led to therapy
discontinuation in 40% of patients in the
controlled trials. A tabulation of the adverse
events reported in the one-month placebo-
controlled trial follows:

COMPARATIVE INCIDENCE (%] OF
ADVERSE EVENTS AMONS PATIENTS

N=33 N=49
Cardievascalar
Palpitations 75 102
Chest Pain 75 41
increased Ventricular
19

Par

Weakness 19 41
Fatique 19 20
Tianitus 1.9 41

Headache 7.8 6.1
Blurred Vision/Visual
Disturbances 15 20
Oysprea/Respiratory 57 102
s 20
Non-specific Edema 38
A ion of adverse ing
in one percent or more of patients in the
three-month controlled studies follows:
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Rash 8 20
Non-specitic Edema 38 -

A tabutation of adverse reactions 0CCuITing

in one percent or more of patients in the

three-month controlled studies foliows:

[>] -3 5
gregiinisifil B
HIHUH N T
55 33 iz g3z £2
R B 0 B B
] < et ¥ §
wanB = o om2 E? g
SE88 & N e g
5 g3
s 2%
.. 8% s gz oen E% g‘
2 B2 o g g5 RE
§ gé
ik
o8 w == £ 83
238 % % s [ e
L
£ ?E
L ZeE R Es E.
R @ - e 'g »
L
El TZE_9,95c%
EHO DT §'§§
giBgeicggest i
2:8g 3% 538 E°¥ss
2zt H g igi
L
o o meomey o S5 =
gy oz ozsssr 2 88 8
— cm_tn = NE =
zp - gggsz oz 8 @
o o e mE = Wi
3y g rogui oo 8%
oem o =m =
TZO9TFLEES
133988810
55§ &=% ¢
5% T2F ¢
\ 8
LI |
— oW s o o
PR ] AN
ommwmme =
engeg3e =

Less than 1%: Syncope, edema, hot flash-
s, hypertension, short-term memory
l0ss, 10s$ 0f CONSCIOUSNESS, other psycho-
logical changes, diaphoresis, urinary hesi-
tancy/retention, malaise, impotence/de-
creased libido, pharyngitis, congestive
heart failure.

An additional group of over 10,000 patients
has been treated in a program allowing
administration of mexiletine hydrochloride
under compassionate use ci e
These patients were seriously il with the
large majority on multiple drug therapy.
Twenty-four percent of the patients contin-
ved in the program for one year or longer.
Adverse reactions leading to therapy dis-
continuation occurred in 15 percent of
patients (usually upper gastraintestinal
system or nervous system effects). 1n gen-
eral, the more common adverse reactions
were similar to those in the controlied tri-
als. Less common adverse events possibly
related to mexiletine use include:
Cardlgvascular System: Syncope and
hypotension, each about 6 in 1000; brady-
cardia, about 4 in 1000; angina/angina-like
pain, about 3 in 1000; edema, atrioventnc-
ular block/conduction disturbances and
hot flashes, each about 2 in 1000 atrial
arrhythmias, hypertension and cardio-
genic shock, each about 1 in 1000.
Central Nervous Systes: Short-term mem-
ory l0ss, about 9 in 1000 patients, hallucina-
tions and other psychological changes, each
about 3 in 1000; psychasis and convul-
sions/sczures, each about 2 in1000; loss of
consciousness, about 6 in 10,000.
Digestive: Dysphagia, about 2 in 1000,
peptic ulcer, about 8 in 10,000; upper gas-
trointestinal bleeding, about 7 in 10,000;
esophageal ulceration, about 1in 10,000.
Rare cases of severe hepatitis/acute hepat-
ic necrosis.

skin: Rare cases of exfoliative dermatitis
and Stevens-Johnson Syndrome with
mexiletine hydrochloride treatment have
been reported.

Laboratory: Abnormal tiver function
tests, about 5 in 1000 patients; positive
ANA and thrombocytopenia, each about 2
in 1000; leukopenia (including neutrope-
nia and agranulocytosis), about 1in 1000;
myelofibrosis, about 2 in 10,000 patients.
Other: Diaphoresis, about 6 in 1000;
altered taste, about 5 in 1000; salivary
~naanee  hair loss and impotence/de-




LS 4nd olher psychological changes, each
about 3.in 1000; psychosis and convul-
sions/s¥zures, each about 2 in 1000; loss of
consciousness, about 6 in 10,000.
Digestive: Dysphagia, about 2 in 1000;
peptic uicer, about 8 in 10,000; upper gas-
trointestinal bleeding, about 7 in 10,000;
esophageal vlceration, about 1 in 10,000.
Rare cases of severe hepatitis/acute hepat-
ic necrosis.

Skin: Rare cases of exfoliative dermatitis
and Stevens-Johnson Syndrome with
mexiletine hydrochloride treatment have
been reported.

Laboratory: Abnormal liver function
tests, about 5 in 1000 patients; positive
ANA and thrombocytopenia, each about 2
in 1000; leuk ia (including p

nia and agranulocytosis), about t in 1000;
myelofibrosis, about 2 in 10,000 patients.

Other: Diaphoresis, about 6 in 1000;
altered taste, about 5 in 1000; salivary
changes, hair foss and impolence/de-
creased libido, each about 4 in 1000;
malaise, about 3 in 1000; urinary hesitan-
cy/retention, each about 2 in 1000; hic-
cups, dry skin, laryngeal and pharyngea!
hanges and ch in oral
membranes, each about 1 in 1000; SLE
syndrome, about 4 in 10,000.

Hematology: Blood dyscrasias were not
seen in the controlled trials but did occur
among the 10,867 patients treated with

! in the ionate use pro-
gram (see PRECAUTIONS).
Myelofibrosis was reported in two pa-
tients in the compassionate use program:
one was receiving long-term thiotepa
therapy and the other had pretreatment
myeloid abnormalities.
In postmarketing experience, there have
been isolated, spontaneous reports of pul-
monary changes including pulmonary fibro-
sis duning mexiletine therapy with or without
other drugs or diseases that are known to
produce pulmonary toxicity. A causal rela-
tionship to mexiletine therapy has not been
established. In addition, there have been
isolated reports of exacerbation of conges-
tive heart failure in patients with pre-existing
compromised ventricular function. There
have been rare reports of pancreatitis asso-
ciated with mexiletine treatment.

OVERDOSAGE

Clinical findings associated with mexile-
tine overdosage have included nausea,
hypotension, sinus bradycardia, paresthe-
sia, seizures, bundle branch biock, AV
heart block, asystole, ventricufar tachy-
arrhythmia, including ventricular fibritla-
tion, cardiovascular collapse and coma.
The lowest known dose in a fatality case
was 4.4 g with postmortem serum mex-
iletine level of 34-37 mcg/mL (Jequier P.
et al. Lancet 1976: 1 (7956): 429).
Patients have recovered from ingestion of
4 g to 18 g of mexiletine (Frank S. E. et al.
Am J Emerg Med 1991: 9:43-48).
There is no specific antidote for mexiletine.
Management of mexiletine overdosage
includes general supportive measures,
ciose observation and monitoring of vital
signs. In addition, the use of pharmacolog-
ic interventions (e.g., pressor agents,
atropine or anti I ) or trar
cardiac pacing is suggested, depending on
the patient's clinical condition.
DOSAGE AND ADMINISTRATION
The dosage of mexiletine hydrochloride
must be individualized on the basis of
response and tolerance, both of which are
dose-related. Administration with food or
antacid is recor d. {nitiate mexileti
hydrochloride therapy with 200 mg every
eight hours when rapid control of arrhyth-
mia is not essential. ‘A minimum of two to
three days between dose adjustments is
recommended. Dose may be adjusted in 50
or 100 mg increments up or down.
As with any antiarrhythmic drug, clinical
and electrocardiographic evaluation (in-
cluding Holter monitoring if necessary for
evaluation) are needed to dgtermine
whether the desired antiarrhythmic effect
has been obtained and to guide titration
and dose adjustment.
Satisfactory control can be achieved in
most patients by 200 to 300 mg given
every eight hours with food or antacid. 1f
satisfactory response has not been
achieved at 300 mg q8h, and the patient
tolerates mexiletine well, a dose of 400 mg
q8h may be tried. As the severity of CNS
side effects increases with total daily dose,
the dose should not exceed 1200 mg/day.
In general, patients with renal failure will
require the usual doses of mexiletine hy-
drochloride. Patients with severe liver dis-
ease, however, may require lower doses
and must be monitored closely. Simiarty,
marked right-sided congestive heart failure
can reduce hepatic metabolism and reduce
the needed dose. Plasma level may also be
affected by certain concomitant drugs (see
: Drug Interactions).

b




can reduce hepatic metabolism and reduce
the needed dose. Plasma level may also be
affected by certain concomitant drugs (see
PRECAUTIONS: Drug Interactions).
Loading Dose

When rapid control of ventricular archyth-
mia is essential, an initial loading dose of
400 mg of mexiletine may be administered,
folowed by a 200 mg dose in eight hours.
Onset of therapeutic effect is usually
observed within 30 minutes to two hours,
Q12H Dosage Schedule

Some pati p g to

may be transferred to a 12-hour dosage
schedule to improve convenience and
compliance. If adequate suppression is
achieved on a mexiletine dose of 300 mg
or less every eight hours, the same total
daily dose may be given in divided doses
every 12 hours while carefully monitoring
the degree of suppression of ventricular
ectopy. This dose may be adjusted up to
a maximum of 450 mg every 12 hours to
achieve the desired response.
Transferring to Mexiletine Wydrochio-
ride

The foliowing dosage schedule, based on
theoretical considerations rather than
experimental data, is suggested for trans-
ferring patients from other Class ! oral
antiarrhythmic  agents to mexiletine
hydrochloride: iletine hyd ide
treatment may be initiated with a 200 mg
dose, and titrated to response as
described above, 6 10 12 hours after the
last dose of quinidine sulfate, 3 to 6 hours
after the last dose of procainamide, 6 to
12 hours after the last dose of disopyra-
mide or 8 to 12 hours atter the last dose
of tocainide.

In patients in whom withdrawal of the pre-
vious antiarrhythmic agent is likely to pro-
duce life-threatening arrhythmias, hospi-
talization of the patient is recommended.
When transferring from lidocaine to mex-
iletine hydrochloride, the lidocaine infusion
should be stopped when the first oral dose
of mexiletine is administered. The infusion
fine should be left apen until suppression
of the arrhythmia appears to be satistac-
torily maintained. Consideration should be
given to the similarity of the adverse effects
of lidocaine and mexileting and the possi-
bility that they may be additive.

HOW SUPPLIED

Mexiletine Hydrochloride Capsules, USP
150 mg are #2, light brown opaque and
brown opaque capsules imprinted
“MEXILETINE HCI 150" and “DAN 5870"
supplied in bottles of 100, 500 and 1000.
Mexiletine Hydrochloride Capsuies, USP
200 mg are #1, light brown opaque cap-
sules imprinted “MEXILETINE HCI 200"
and “DAN 5871" supplied in bottles of
100, 500 and 1000.

Mexiletine Hydrochloride Capsules, USP
250 mg are #0 light brown opaque and
agua blue opaque capsules imprinted
“MEXILETINE HCi 250" and “DAN 5872"
supplied in bottles of 100, 500 and 1000.
Dispense in a tight, light-resistant con-
tainer with a child-resistant closure.
Store below 30°C (86°F).

CAUTION: Federal law prohibits dispens-
ing without prescription.

Manufactured by:
Danbury Pharmacal, Inc.
Subsidiary of
Schein Pharmaceutical, inc.
Florham Park, NJ 07932 USA

Revised: September 1996
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10.

12.

13.

CHEMISTRY REVIEW NO.2

ANDA #74-865

NAME AND ADDRESS QF APPLICANT
Danbury Pharmacal, Inc.

Attention: William R. McIntyre, Ph.D.
131 West Street
Danbury, CT 06810

LEGAL, BASTS FQOR SUBMISSION
Mexitil Capsules; Boehringer Ingelheim. Patent expired on
May 04, 1995 and no expiration date for exclusivity.

SUPPLEMENT (s) 6. PROPRIETARY NAME
N/A Mexiletine Hydrohloride Capsules, USP

NONPROPRIETARY NAME

Mexiletine Hydrohloride Capsules, USP
SUPPLEMENT (s) PROVIDE(s) FOR:

N/A

AMENDMENTS AND OTHER DATES:

Firms:

February 29, 1996: Original submission
October 10, 1997: Major amendment

FDA:
March 18, 1996: Acknowledgement letter
August 26, 1996: Deficiency letter

PHARMACOILOGICAL CATEGORY 11. Rx or OTC
Antiarrhythmic Rx
RELATED IND/NDA/DMF (s)

NDA-N18873

DOSAGE FORM 14. POTENCY

Oral Capsule 150 mg, 200 mg and 250 mg




15.

16.

17.

18.

19.

2

CHEMICAL NAME AND STRUCTURE
2-propanamine, 1-(2,6-dimethylphenoxy)-, hydrochloride,

(¥)-1-methyl-2-(2,6-xylyloxy)ethylamine hydrochloride.
(CAS# 5370-01-04]

Mexiletine Hydrochloride USP

C,,H;,NO.HC1l; M.W. = 215.72
HzN CH3
(¢]
Hac CH3
L4 HC!

1-Methyl-2-(2,6-xylyloxy)ethylamine hydrochloride.
CAS [5370-01-04]

RECORDS AND REPORTS
Debarment commitment from Danbury and
are provided on page 2723 and 2725 in section XXI.

(£).

authorization letter is

provided on page 2733 in section XXI.

authorization letter is provided on page 2734

in section XXI.

COMMENTS
The following deficiencies are found:
- EER pending

CONCLUSTONS AND RECOMMENDATION
The application can be approved. A approvable letter is
pending acceptable EER.

REVIEWER ; o DATE COMPLETED:

Sema Basaran, Ph.D. * 2-2-98

-




