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DESCRIPTION
Soulol h ide is an iarhythmic drug with Class Il (beh~ndrenoreceptov blocking) .ﬂd Class I
action i . e, Cry solid
with a molecular weight of 308 8. his hxdrophﬂf soluble in water, propylene | and inol, but is

vyoo etha is only
is d 1-N-[4-{3- hyd;oxy-z-[ﬁ-

slightly soluble in_ «
3 |Y formula is

CrrHaoNB5S*HC! and s rep

hik sotalol h y

by the ing

CH,S0,NH O— CHOM)-CH,NHCH(CH), = HC)
.

Sotaiol Hydrochioride Tablets contain either 80 mg 120 mg, 160 mg. or 240 mg of sotalol hrydrochioride.
in adomon they also contain the g silicon dioxide, lactose
microcrystalii Hlud starch. and stearic acid.

CLINICAL PHARMACOLOGY

Machanis:n of Action
Sotaiol has both beta-adrenoreceptor blocking (Vaughan Williams Class I} and cardiac action potential
Williams Class HII) antias mic s. Sotalol hydrochloride is a
racemic mixture of d- and Fsotalol. Both isomers have similar Class Hi antiarrhythmic elfects, while the
Hisomer is s3sponsible for virtually all of the beta-blocking activity. The beta-blocking eftect of sotalol is non-
cardiosel. tive, hat maximal at about 80 mg/day and maximal at doses between 320 and 640 mg/da cL
Sotalol does not have partial azon-st of membrane stabilizing activity. Althol \ﬁsscgnmcant beta-blocka
occurs at oral doses as low as 25 mg, Class i effects are seen only at daily doses of 160 mg and above.

y's

i iormuh.

Electrophysi:

Sdtalo! prolon the plateau phase 01 the cardiac action , as well as in
tissue of or atrial muscle (ﬁss 1] amgg) In inact animals it slows heart

rate, decreases AV nodal and i y periods of atrial and ventricufar muscle

and conduction tissue.
In man, the Class #l (beta: i effects of sotalol are i d b

T
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SOTALOL HCI TABLETS
80 mg, 120 mg, 160 mg, 240 mg

WARNINGS

mwﬂ Heart, Lung and Blood Institute’s C.rdhc Arrhythmia Suppnnlon 'l'rill ] (CAST 1) was
erm, multi-center, double-blind study in with
utar arrhythmias, 110 103 weeks after acute myocavdlnl intarction.

P-u-mlncAsrlwm domized to or_individ optimized doses of
The Cardisc Arrhythmh uppfmion Trial B (CAST ll) wu
similar, except that m. recruited patients M had their index infarction 4 to 90 days bet
with h reater than 40% were not .dmmod,
and the randomized regimens were limited to placebo and moricizine.

CAST | was di inued after an ge time- of 10 ths, and CAST Il was
sfter an [ ol 18 hs, As
sl three active th s were iated with n mon-nrm (u-d'.y) mortality, snd
inid lated with signifh A mortality as well.
The lonptr-u«rm mommy rate k with could not be statisticatly
disti d from that with placeb

The apphcabulny of these resuits lo other populations (e.g.. those without recent myocardial infarction) and
to other Ciass | anuarmrxmmc agents is uncertain. Sotalol is devoid of Class | elects. and in a large
(n=1,458) controlled trial in panorns with a recent myocardial infarction, who did not necessarily have
ventricular arrhythmias, sotal did not at doses up to 320
mglday (sec Clinical Acliom) On the other hand, in he large post-infarction study using a non-titrated
initial dose of 320 mg once daily and in a second small randomized trial in high-risk post-infarction patients
treated wim high doses (320 mg BID), there have been suggestions of an excess of early sudden deaths.

Proarrhythmia

Like other nnﬁanhymrmc agents, sotalof can provoke new or worsened ventricular arrhythmias in some
or ventricular fibrikation, with potentially fatal
consoquancos gecause of its effect on cardvac repolarization (QTc interval proiongation), torsade de
pointes, a poly with the QT interval and a shitting electricat
axis is the most common form of pmarrhythmaa associated with so]alol occutring in about 4% of high risk
(history of sustained VT/VF) patients. ~The risk of torsade de pointes progressively increases with
prolongation of the OT interval, and is worsTned also by reduction in heart rate and reduction in serum

(See El Y

sinus cycle len {slowed heart rate), decrnasea AV nodal conduction and increased AV nodal
Mractomnss Class N electrophysuologml effects in man include prolongation of the atrial and
action p y period ion of atrial muscle,
ventricular muscle, and atrio- i {wher in both the and
retrograde directions. With oral doses of 160 to &o mgld’ay the sudaca ECG shows dose-related me:
increasas of 40 to 100 msec in QT and 10 to 40 msec in QTc. (See WARNINGS for descnpﬂon of

of the variabk | of it |s not always possible to disnngush bemeen
a new of aggravated arrhythmlc event and the patient's ying rhythm {Note hat
torsade de pointes is usually a drug-induced arhythmia in people “with an initially normal QTc } Thus. lhc
incidence of drug-related events cannct be precisely determined. so that the occurrence rates provided
mus! ba considered approximations. Nots also that drug-induced arrhythmias may often not be identified,
ry if they occur long after starting the drug. due to less frequent monitonng. It is clear from the
NIH-sponsored AST (see WARNINGS - Mortality} that some antiarrhythmic drugs can cause increased
sudden death mortality, presumably due 1o new arrhythmias or asysioe, that do not appear early in
1t bust a i d risk.

P

Overall in clinical triats with sotalol, 4.3% of 3257 p J

arrhythmia. Of this 4.3%, there was new or worsened d ventricular tachycardi

1% of patients and torsade de pointes in 2.4%. Additionally, in approximately 1% of plmnls &ams were
considered possibly drug- relatod suchmcasos anhou?h difficutt lo evaluate, may have boon associated with

d Iy

anew of

retationship betwean QTc and torsade de pointes type ythimias.) No sigl in ORS

interval is observed.

in a small study (n=25) of p. with d defibrill treated co y with sotalol, the average

deﬁbn:lalory threshold was 6 joutes (iange 2 10 15 joules) compared to a maan of 16 joules for a non-
parative group p y 9

Hemodynamics

In a study of sy j h ic function d i y in 12 p with a mean LV ejecti

traction oi 37% and icul Y ia (9 i an a median dose of 160 mg

twice daily of sotalol h hlorich a 28% reduction in heart rate and a 24% decrease in cardiac

index at 2 hours post dosmg at sieady-slata [ iy
25% and 8%, resp

and stroke volume

thythmic avents. In p orw the
of m de Polmn was 4% and worsened in nboul 1%; in pmem: with other, less serious,
venriculal and e of de was
1% and 1 ‘%, ntptclivcly

roly. y wedge
increased sogmsw cam'y irom 6.4 mmHg 1o 11.8 mmHg in the 1 pabents who compleled the smay One
patient w. g congestive heart failure. Mean arterial pressure, mean
pulrnonary antery pressure and stmke work index did not s:gmﬁcamly cﬂsnge Exercise and isoproterenol-
d by sotaiol, and tolal P by a smal

¥ are ar

amount.

in hypertensive patients, sotailol produces sognmcam reductions in both systolic and diastolic blood
pressures. Although solalol |s usually we caution shouid ba exercised in

with cardia (See
WARNINGS - Congullvo Heart Feilure.)

Clinical Actions

Swtalol has been studied m We-threatening and less severe armythmnas
{VPC). sotalol was to p

paired VPCs and non-sustained ventricular tachycardia (NSVT). the vesponse was doso—relaled throogh

640 mg/day with BO to 85% of patients having at least a 75% reduction of VPCs. Solalof was also s

at the dosve; Caval:xated to propn;lanolo! {40 to B0 my | TID) and snnular to quinidine (200 vo 400 D) b n

o s. In Wi 9
(VTVF)). sotalol was studied acutely [by suppressi ’o« : d imulation (PES) i
VT and by suppression of Holter monitor evidence of sustained VT] and, in acute

in cardiac performance may occws.

In pallsms vmh fretgenl

de pmmos arrhythmias were dose related, as is the prolongation of QT(QT¢) interval, as shown in
the table below.

Percent incidence of Torsade de Pointes and Mean QTc interval by Doss
— For Patiants With Susiained VT/VF

Daily Dose (mg) L of T de de Mean QTc* (meec)
80 0(69) 463 (17)
160 0.5(832) 467 (181)
320 1.6(835) 473 (344)
480 4.4(459) 483 (234)
640 3.7(324) 490 (185)
>640 5.8(103) 512 (62)

{ ) Number of patients assessed
*highest on-therapy value

In a doubie-blind, randomized comparison of sotzlol and p Qiven i hy (total ol 2 mg/kg
sotalol hydrochloride vs. 19 mg/kg of p over sotalol suppH ion in
30% of patients vs. 20% for procumam'de {p=0.2).

In a randomized clinical trial [Electrophyscologoc Stu dg Versus El o
Trial) ing choice ov af by P!

g (ESVEM)
s suppfemon vs. Holter monitor selection (in each
testi ) h a history of sustained VT/VF who were also
acuiely and chfonically of soulol was compared with 8 other drugs
Overall resp , fimited to

Acute rcsponsc rate lor
vs & mean of 13% for the

byPlE.’gtho Hective

( propal

first randormzod Gmg was 39% for sotalol and 30% for the poolet{ other
first drug n ol PES i ion was 36% for sotal

other drugs.  Usi

i of 90%
suppression of NS% 80% suppvessnon of VPC pa pairs, md at least 70% suppression ol VPCs), sotalol
yielded 41% response vs. 45% for the other dng Among placed on long-term
therapy identified acutely as effective (by either PES or Holter), sotalol. when comparod 1o the pool of other
drugs, had the lowest two-year mortality (13% vs. 22%), the lowest two-year VT recuirence rate (30% vs.
60%), and the lowest withdrawal rate (38% vs. about 75 to 80%). The most cornmonly used doses of
sotalol in this trial were 320 to 480 mg/day (66% of patients), with 16% receiving 240 mg/day or less and
18% receiving 640 mg or more.

It “cannol be d, »

_in the ab ot a controfled compansoav}d of sotalol vs. no

causes

( 8.0.. with
m'lprovcd survival or identifies a populauon with a good prognosis.

In a ta doubie-blind, placebo controlled secondary prevention (post-intarction) trial {n=1,456), sotalol
hydrochloride was given as a non-tilraled initial dose of 320 mg once daily. Sotalol did not produce a
significant increase in sufvival (7.3% moriality on sotalol vs. 8.9% on placebo, p=0.3), but overalt did not
suggest an adverse eflect on survival. There was, however, a suggestion of an early (i.e., first 10 da }
excess mortalty (3% on sotalol vs. 2% on placebo). In a second small trial (n=17 randomized to sot

where sotaiol was administered at high doses (e.g.. 320 mg twice daily) to high-risk p

In addition to dose and presence of sustained VT, other nsk factors for torsade de pointes were %
had a higher i of the QT¢ mterva! (ue table beiow) and tory
of cardiomegaly or congestive heart failure. Patients with and a history
of congestive hearl tailure appear to have the highest risk fos serious pmarrhy\bmla (7%) Ot the patients
expsfiencing torsade de pointes. appfoxlmale%rwo-lhvrds T mythm.
The dri p-cmg) or 'tnted with other

others we (O/C i
drugs (see OVERDOSAGE) K is not possible to determine whelhcf sudden deaths represented
cpasodesoHonadedopomtcs.mninsomemstmssuddendenmdtdlomndocmmadopsodool
torsade de pointes. Although sotalol therapy was inued in mo: g torsade de
les, 17% were continued on & lower dose. Nonetheless, so1alo! shwld be used with ar caution
the QTc is greater than 500 msec on-therapy and serious consideration should be given fo veduomg the
dose or discontinuing therapy when the QT #xceeds 550 msec. Due 1o the multiple risk-factors associated
with torsade de pointes, however, caution should be exercised regardless of the QT¢ interval. The table
below relates the incidence of torsade de pointes 10 on-therapy QTc and chan?; in QTc trom basekine. It
shoutd be noted, however, that the highest on-therapy QTc was in many casas the one oblamed at the time
of the torsade de pointes event, so that the table overstates the predictive vslue of a high Q'

Relationship Between QTc Intervsi Prolongation and Torud. de Pointes

On-Therapy QT Incidence of Torsade Change in QTc¢ Incidence of

Interval (mue) de pointes interval From Torsade de pointes
Basaline (msec)

less than 500 1.3% (1787) jess than 65 1.6% (1516}

500 10 525 3.4% (236) 65 to 80 3.2% (158)

525 10 550 5.6% (125) 80 to 100 4.1% (146)

>550 10.8% (157) 10010 130 5.2% (115)
>130 7.1% (

{ ) Number of patients assessad

"
(elochon 'ractmn <40’/- and either >10 VPCIhr or VT on Holter), there were 4 !atalmes and 3 serious
events within two weeks of inifiating sotalol.

Ph.mmok.l
In healthy subj me oral bi Hability of sotalot is 90 to 100%. After oral administration, peak plasma
concentations are reached in 2.5 1o 4 hours, and steady-state plasma concentrations are attained within 2
to 3 days (i.e., after 5 t0 6 doses when administered twice daily). Over the dosage range 160 to 640 mg/day
sotalol hydlochlonde displays dose proportionality with respect to plasma concentrations. Distribution
occurs 1o a centrat and to & . with a mean elimination half-iife of 12 hours.
X ng(nvery 12 hours results in trough plasma concentrations which are approximately one-half of those
at peal

Sotalol does not bind to plasma proteins and is not metabolized. Sotalol shows very iittle i

P h events must be anticipated not only on Innilﬂn? ther. ny but with every upward
dose adjustment. Proarthythmic events most often occur within 7 days of initiating therapy or of an
increase in dose; 75% of senous proamrhytiwnias (torsade de pointes and worsened occurred within 7
days of initiating sotalol mera . while 6§0% of such events occurred within 3 days of initiation or a
change. Inmahng thera mg BID with gradual upward dose titration and appropriate evaluations
efficacy (e.g.. PES o onar) and safety (e.9.. QT interval, heart rate and electrolytes) prior t0 dose
escalation, shoukt reduce the risk of pmarrhythmia

Avoiding jon of sotatol in pati pprop
raduction, should also reduce the risk of proarrhythrma (sea DOSAGE AND ADMINIS%AT‘ON).

Conguﬁvn Hun F.ilun

dose

‘Man faiture, and ball-

vanabthly in plasma lovels The pharmacokinetics of the d and | enantiomers of sotalo! are essamlalry
ses the blood-brain barrier poorly. Excretion is pradomonamly via the kidney in the

w form, am:l !hereﬂole lowef doses are y in of renal imp: {see DOSAGE
AND A INISTRATION) Age per se does not si y ahter the ph kil of sotalol, but
d renal n g pi can increase the imi ha!l lite, ting in

slati The ab: ) of sotalol was redu i d 10

drug P by ap| 20%
iaslmg when it was adwministered with a standard meal. Since sofalol is not sub|ect to llrsl -pass metabolism,
with hepatic imp show no alteration in ciearance of sotalol.

INDICATIONS AND USAGE

Cre.

Y i Y in
blockadk carviesthapo\ermalhazardoﬂunm Je i Y dial ractility and p
severe failure. In patienis who have ive heart failure by d»gnals andlof dnufam sonlol
should be -drmrnstamd cautiously. Both di nahs and smalol low AV with all bet:

caution is advised when any evid of left it
smdws neaw or worumd congestrve hean failure [CHF) occurred in 3. 3% (n-3257) of

premarketi
pahonts led to i app % of panefws recewung sotalol. The incidence was
higher in g with i itation {4.6%, n=1363), or a prior

history of ‘heart failure (7 3%. n=696). Based on a Me-tabie analysis. the one-year incidence of new or
worsened CHF was 3% in patients without a prior history and 10% in patients with a prior history of CHF.
NYHA Classification was aiso closew assoclaled o the mcldence of new or worsened heart failure while

rareivinn satalal (1 R2L in 120

-



Tnal] companng chmce 01 anlnanhythm«c lhelapy by PES suppressmn Vs, Holter monitor selection un each
case followed by treadmill exercise testing) in patients with a history ot sustained VT/VF who were also
inducible by PES, the effectiveness acutely and chromca»y 01 sotalol was compared with 6 other drugs
(procainamide, quinidine, i . Overal limited 1o
first randomized drug. was 39% for ‘sotalol and 30% for the pooled other dn.gs Acute tesponse rate for
first drug randomized using suppression of PES induction was 36% for sotal vs a mean of 13% for the
Using the Hoiter monitoring endpoint VT. 90%
. B0% suppression of VPC pairs, and at least 70% suppressnon of VPCs), sotalol

other drugs.
suppression of NS
yielded 41% tesponse vs. 45% for the other drugs Among placed on long-term
therapy identified acutely as effective (by either PES or Holter). sotaiol, when compared to the poot of other
drugs, had the lowest two-year mortality (13% vs. 22%). the lowest two-year VT recurrence rate (30% vs.
60%), and the lowest withdrawal rate (38% vs. about 75 10 B0%). The most commonly used doses of
sotalot in this tnial were 320 to 480 mg/day (66% of patients), with 16% receiving 240 mg/day or less and
18% receiving 640 mg or more.

1t cannot be ined, . in the of a o P 1 of sotalol vs. no
p HOgh (e.g.. in pati with imp fib sotalol causes
mp survival of i i ion with agoodpvognosis

in a large double-biind, bo ion (post-int ) trial (n=1,456), sotalol

hydrochl was gnven as a non-titrated initial dosa of 320 mg once daily. Sotalol did not produce a
significant increase in survival (7.3% mortality on sotalol vs. 8.8% on placebo, p=0.3), but overall did not
suggest an adverse eflect on survival. There was, however, a suggsstion of an early (i.e., first 10 days
excess montality (3% on sotalol vs. 2% on placebo}. In a second small tral (n=17 mndomized 10 sotal
where sotalol was administered at high doses (e.g., 320 mg twice daily) o high-risk post

episodes ol torsade oe pamtes. but in some Instances sudden death OiC IoHow @ avCumentea episade Ci
torsade de pointes. Although sotalot therapy was discontinued in most patients expenencing torsade de
pointes, 17% were continued on a lower dose. Nonetheless, sotalol should be used with particular caution
i the QTc is greater than 500 msec on-therapy and serious ‘consideration should be given to reducing the
dose or discontinuing therapy when the QT exceeds 550 msec. Due to the ple risk-factors

with torsade de pointes, however. caution should be exercised regardiess of the QTc interval, The table
below relates the incidence of torsade de poinies to on-therapy QT¢ and change in QTc trom baseline. )t
should be noted, howevey, that the highest on-therapy QT was in many cases the one obtamned at the time
of the torsade de pointes event, so that the table overstates the predictive value of a high QTc.

Relationship Between QT interval Prolongation and Torsade de Pointes

On-Therapy QT¢ incidence of Torsade Change in QT Incidence of

Inerval (msec) de pointes interval From. - Torsads de pointes
Baseline (msec)

less than 500 1.3% (1787) less than 65 1.6% (1516)

500 to 525 3.4% (236) 6510 80 3.2% {158)

525 to 550 5.6% (125) 80 10 100 4.1% (146)

>550 10.8% (157} 100 to 130 5.2% {115)
>130 7.1% (99)

{ ) Number of patients assessed

1epchon fraction <40% and either >10 VPC/hr or VT on Holter). there were 4 lalalmos and 3 snnous
ical adh events within two weeks of initiating sotalol.

Pharmacokinetics
in healthy the oral bi i#ability of sotaiol is 90 to 100%. ARer oral administration, peak p!asma
concentrations are reached in 2.5 10 4 hours, and steady-state plasma concentrations ars attained within 2
to 3 days (i.e., after 5 to 6 doses when administered twice daily). Over the dosage range 160 to 640 mg/day
sotalol hydrochlonde displays dusa proportionality with respect to plasma concentrations. Di

events must be anticipated not only on initiating therapy, but with every upward
don aff)uslmcm Proarrthythmic events mos! often occur within 7 days of initiating therapy of of an
increase in dose; 75% of serious proarrhythmias {torsade de pointes and worsened occurred within 7
days of initiating sotalol therapy. while 60% of such events occurred within 3 days of initiation or a dosa ?e
change. Initiati thera% mg BID with gradual upward dose titration and appropriate evaluations for
afficacy {e.9.. PES or Holter) and satety (e.g.. QT interval, heart rate and electroiytes) prior 10 dose
escalation. showld reduce the risk of proarrhythmia.

Avoidil 1ats

occurs 10 a central (pl and to with a mean elimination hali-lifte ol 12 hours.
Dosmiavery 12 hours results in lrough plasma which are approxi one-hatt of those
at peal

Sotalol does not bind to plasma proteins and is not metabolized. Sotalol shows very

of sotalol in pati by
reduction, should also reduce the risk of proamryifn'ma (see DOSAGE AND ADMINISTRATION)

Congestive Heart Fnllun
y y function in haan failure. and beta-

fittle i 3bj

variability in plasma levels. The pharmacokinetics of the d and | enantiomers of sotalol are esunnally
identical. Sotalol crosses the biood-brain barrier poorty. Excretion is predominantly via the kidney in the
form. and fore lower doses are nacessary in conditions of renal impairment 1see D!&SAGE

AND AMNISTKATIDN). Aga per se does not sig y alter the p of sotalod, but
W in g p can the hali-life, g in
dmg lati The ption of sotalol was reduced by ap to

lastmg when it was administered with a standard meal. Since sotalol is not sublact to first-pass metabolism,

patients with hepatic i i show no alt in of sotalol.

INDICATIONS AND USAGE

Sotalol Hys Tablets are indk fof the 1t of iculk urivythmu.s such
as sustain 4 ventricular arrhythmias. that in the of the physician are [if

of the prc asrhythmic effects of sotalol (See WARNlﬂGS) mcludmg a 1.5 10 2% rate of lorsada de pointes
or new VT/VF in patients with either NSVT or supraventricular arthythmias, its use in pnnents with less

severe arrhythmias, even if the patients are sy is g not ded. T ot
p with asy lar premature i should be ided.

i o sotalot nori doses, as with other anna"hythrmc agents used to treat life-
mraatemn%avmythmas should be camea out in the The should then be
evaluated by a suitable method (e.g.. PES or Holter monnonng) prior to oonnnumg the panenl on chronic
therapy. Various approaches have been used to e the to ar th therapy,
including sotalol.

In the ESVEM Tnal p by Holter ftoring was y defined as 100% suppression of

90% of not of paired VPCs, and 75%
suppression of ‘otal VPCs in pahants who had at least 10 VPCs/hour at baseling; this tematvve response
was confirmed il VT lasting 5 or mofe beats was not duri lesting using a

ng
standard Bruce protocol. PES protocol utilized a maximum of three extra stimub at lhr oracmg cyde
lengths and two right ventricular pacing sites. Response by PES was defined as prevention

the following: 1) monomorphic VT laslm over 15 2) VT containi
more than 15 beats of ) p ic VT or VF greater than 15 beats in patients with Vi

or a history of aborted sudden death without monomorphuc VT; and 4) lwo episodes of morphic VT or
VF of greater than 15 beats in a patient p VT. Sustai VT or NSVT producing

Jpotension during the final treadmiilt test was consldeved a drug failure.

+a multicenter open-label long-term study of sotalol in with life ing icul

which had proven y to other P by Holter was
dafined as in ESVEM. Rasponso by PES was defined as mn~mluc|b|my of sustained VT by at least &uble
extrastimuli delivered at a pacing cycle length of 400 msec. Overall survival and arrhythmia recurrence
rates in this study were snr'nilar to those seen in ESVEM, atthough there was no comparative group to allow
a definiti of

Antiarthythmic drugs have not been shown to enhance survivat in patients with ventricular arthythmias.
CONTRAINDICATIONS

Sotalol Hydrochloride is i in patients with bionchial asthma, sinus bradycardia, second and
third degree AV block unless a t is present, or d
syndromes, cardiogenic shock, uncentrolied congestive heart failure, and pravnous evidence of
hypersensitivity to sotalol.

locks carries the potamat hazard ol further ',. al ility and p more
severe failure. In patients who have congestive heart failure controlied by dugttalls andlor diuretics, sotalol
should be admlmslersd cautiously. Both digitaiis and sotalol slow AV conduc‘hon As with alt beta-blockers.

caution s | when i g ther n with any of lett dystunction. In
prernarketing studies. new or wom congestive heant failure (CHF) occurred in 3.3% {n=3257) of
patients and led to pp y 1% of fp g sotatol. The incidence was
higher in with i ¥ ta dia/tibn {4.6%, n=1363), or a prior

higtory of hnrl failure (7 3%. n=696). Based on a life-! table analysis. the one-year incidence of new or
worsened CHF was 3% in patients witholr a prior history and 10% in patients with a prior history of CHF.
NYHA Classification was also closely associated to the incidence of new or worsened heart failure while
rac&iving soh)lod (1.8% in 1395 Class | patients, 4.9% in 1254 Class |l patients and 6.1% in 278 Class I
or [V patients).

Electrolyte Disturbances

Sotalol should not be used in pati with prior 1o 1 of
s these s can exaggerate the degwe of OT pvolonganon and increase the potential

for |crsado de pointes. Specna! nmsntlon should be given to elecirolyte and acid-base baiance in patients

Xp g severe ot p g orp receiving cor diuretic drugs.

Conduction Disturbances

Excessive prolongation of the QT interval (>550 msec) can promote senous arrhythmias and should be
ided (see Proarrhy above). Sinus bradycardia (heart rate less than 50 bpm) occurred in 13%

of patients receiving sotalol in clinical trials, and led to discontinuation in about 3% of patients. Bradycardia

fiself increases the risk of torsade de pointes. Sinus pause, sinus arrest and sinus node unction accur

in less than 1% of patients. The incidence of 2nd- or 3rd-degree AV block is approximately 1%

Recent Acute Mt
Sotalol can be used saialy and enectwely in the long-term

it of lite: i
in the use of sotalol 1o treat cardiac
lrrhythmnas in the ean“)haso of recovery hom acute Mi is limited and at least at high initial doses is not
reassuring. (See WARNINGS Momllty ) Inthe first 2 weeks  post-M -MI caution is advised and careful dose
titration is . P y in p y impaired ventricular function.

The following wnm!nos are related to the beh—blocldng aclivity of sotalol.

Abrup! Withdraws)
Hyp y to ines has been observed in patients withdrawn from beta-blocker therapy.

O ional cases of of angina and, in some cases, myocardial infarction
have been reported after abrupi discontinuation of beta-blocker therapy.

T L itis p when di inuing i sotalol, ,in,' with
isch heart o to the patnenl and i e of an
beta-blocker it appropriate. It possible the Sosage of sotalol Yy should Ba duaity red
over a period of one 10 two weeks. i angina of acute coronal iate ther

apy
should ba instituted Patients should be warned agamst miervuphon or discontinuation of therapy
without the physician's advice. Because coronary artery disease is common and may be unrecognized in
past:;'ms receiving sotaiol, abrupt disconti inp with ias may unmask latent coronary
insufficiency.

Non-Altergic Broncl 05. ! i chronic bronchitis and emphysema)

PATIENTS WITH BRONCI PASTIC DISEASES SHOULD IN GENERAL NOT RECEIVE BETA-

BLOCKERS. It is prudent. il sotalol is to be administered, to use the smallest effective dose. 5o that
ot b by genous or catecholamine stimulation of beta;

receptors may be minimized.

Pls



LVl

Anaphyliaxis

While taking beta-blockers, patients with a history of anaphylacﬂc mactlon 10 a vane!y of alergens may
have a more severe reaction on eitl Such

p may be ive 1o the usual doses of epcnephrma used 1o treat the allerglc reaction.

Anssihesia

The s g major surgery who are being treated with beta-blockers is
controversial, Protracled savere hypolensoon ang dificulty in raslonng and maimaining normal cardiac
rhythm after anesthesia have been reported in p receiving b

Diabetes

In pa with K labile ) of with a history of episodes of spontaneous
hypogiycemia, sotalot should "be given with caution since beta-blockade may mask some important
premonitory signs of acute hypoglycemia; e.g., tachycardia.

Sick Sinus Syndrome

Sotalol should be used only with extreme caution in patients with sick sinus syndrome associated with
it may cause sinus bradycardia, sinus pauses or sinus arrest.

Thyrotoxicosis

Y

3

Beta~blockade may mask certain clinical signs {e. .9, y i Patie:
should be n to avmd apmpt wnhdrawal of be!a-blockadc

whu:h mngm be o by an of Y of hyperthy! g thyroid storm.
PRECAUTIONS

Rensl Impairment

Sotalol is mainly via the kidney glom-rul-r filtration md toa unall dconc by

tubular ncrﬂlon There is a direct
sotalol, Ouldlnc- for doslng in

and the h C
conditions of renal impairment can be found under “DOSAGE AND ADMINISTRATION".

Drug Interactions
ANTIARRHYTHMICS o
Class ta antiarthythmic drugs, such as disopyramid dine and p and other Class IW drugs
armiodarone} are not recommended as concomitant Mrapy with sotatol, becausa of their potential to
tgong refractoriness (see WARNINGS). There is only imited with the use of
Class ib or Ic antiarthythmics. Additive Class 11 eftects would also be anticipated with the use of other beta-

Digestive
nausea’vomiting 5 4 4 6 6 10 1
o T T A R T
i <1
abdominal pain <1 <1 2 2 2 3 <1
colon problem 2 1 1 <1 2 3 <1
Hatulence 1 <1 1 1 2 2 <1
Respirsto - - .
pulmonarryy problem 3 3 5 3 4 8 <t
upper rgspiratory tract
problem 1 1 3 4 3 5 <t
asthma 1 <1 1 1 1 2 <1
Urogenital
genitourinary disorder 1 0 1 1 2 3 <1
sexual dystunction <1 1 1 3 2 <1
Metabolic
abnomal lab value 1 2 3 2 1 4 <1
weight change 1 1 1 <1 2 2 <1
Musculoskeletal
y pain 2 2 4 5 3 7 <1
-c 1 <t 2 2 2 3 <1
Shkin Appendages
"th c o 2 3 2 3 4 5 <1
matologl
' 1 <t 1 <1 2 2 <1
Special
visual problem 1 1 2 4 5 5 <1

*Because patients are counted at each dose level tested, the Any Dose column cannot be determined by
adding across the doses.

Potentiat Adverse Effects

Foreign marketing experience with sotalol shows an adverse experience profile similar to that described
above from clinical trials. Voluntary reports since introduction include rare reports (less than one repon per
10,000 patients) of: emohonal IabMy slightly clouded

blocking agents concomitantly with sotalol. L D P @ op p Y fever, p y " edema,
DIGOXIN hyp ga. pruritus.
Single and multiple doses of sotalot do not substantiafly atfect serum digoxin levels. Proarrhythmic events The with the beta-blocker practolot has not been associated with
were more common in sotalol freated patients also receiving digoxin; #t is not clear whether this represents sotalol during mvesngauonll use and foreign marketing experience. = .
an interaction or is related to the presence of CHF. a known risk factor for proarrhythmia, in the patients OVERDOSAGE -
receiving digoxin. DO!
CALCIUM BLOCKING DRUGS intentional or accidental overdosage with sotalol hydrochioride has rarely hed in death.
Sotalol should be administered with caution in conj with calcium bk drugs of possibl and ol O

dditive effects conduction or ventricular function. AddmonaIT ‘concomitant use of these The most common signs 1o be d ave ycardi gestive heart failure, hypotension.
drugs may have additive effects on blood pi L P teading to hyp and i In cases of ) ional ov ge (210 16 9’,%"“) of sotajol
CATECHOLAMINE- DEPLETING AGENTS hydrochioride the fol Iowmg clinicat lmdungs were seen: hyp , cardiac asystol

- prolongation of QT interval, torsade de pointes, nd

bclwer may b an i iU :fn:egssﬁn;uch - "”"’,‘,’;’;vm tmnegl;ﬂv:‘.sv:’n‘zl:dbat;h complexes. If overdosage occurs. therapy with sotalol should be dlscommued and the patient observed
sotalol plus a caf lami should fore be closely i for evi of h closely. Because of the lack of protein binding. hemodialysis is usehs for reducing sofalol plasma
and or marked bradycardia which may v concentrations. Patients shouicl be caretuly observed until QT intervals are normalized and the heart rate

s 7 s ML retums to levels >50 bpm. & #f req 9 are suggested:
INSULIN AND ORAL ANTIDIABETICS R Asvsiole: . o )
Hyperglycemia may occur. and the dosage of insulin or antidiabetic drugs may rfequire adjustment. or Cardiac Asy Atropine, another 9ic drug, a beta gic agonist or

ot hypogly may be

BETA-2-RECEPTOR STIMULANTS
Beta-agonisis such as salb\namol terbutaline and isoprenaline may have to be administered in increased

when used cor y with sotalol,
CLONIDINE
Bet: g drugs may iate the reb d hypertension i observed after discontinuation of
clonidine; therefore, caution is advised when uing clonidine in pati receiving sotalol.

OTHER
No pharmacokinetic interactions were observed with hydrochlorothiazide or wartarin.

ANTACIDS
Administration of sofalol within 2 hours of aniacids containing aluminum oxide and magnesium hydroxide
shoukd be avoided because it may result in a reduction in Cmax and AUC of 26% and 20%. respective -nd

sently in a 25% reduction in the ycardi
akter sotalol has no eflect on the p ineti

DRUGS PROLONGING THE QT INTERVAL

Sotalol should be administered with caution in conjunction with other drugs known to prolonq the OT
interval such as Class | ythmic agents. p tricychic ar p s, terh

astemizole {(see WARNINGS).

DRUG/Laboratory Test interactions

The presence of sotajol in the urine may result in !alselr elevated levels of urinary metanephrine when
measured by fuorimetric or photometric methods. n screeni ;3 patients suspected of having a
pheochromocytoma and being treated with sotalol, a specvﬂc meth such as a high performance liquid
chromatographic assay with soiid phase ion (e.g., gr. 385:241, 1987) should be
empioyed in determmung levels of catecholamines.

Carci [ of Fertility
No ewdence o! carcmogemc potantla! was observed in rats during a 24-month st at 137 1o 275

ded human oral dose (MRHD) as mg/kg of 5
times the MH% as gm’bov in mloe dunng a 24-month st

at4t41to 7122 mg/kg/day (approximatel
450 to 750 times the as mg/kg or 36 o 63 times the MRHD as mg/m? Y

Sotalol has not been evaluated in any specific assay of mutagenicity or clasiogenicity

No significant reduction in tertility occurred in rats at oral doses of 1000 mg/kg/day (approximately 100
times the MRHD as mg/kg or 9 times the MRHD as mg/m?) prior to mating, except for a smalt reduction in
the number of offspring per Ktter.

ngﬂ ncy: Terat: ic Effects
PR GNANCY CATEGORY 8
Reproduction studies in rats and rabbits during organogonnscs at 100 and 22 times the MRHD as mglkg 9

and 7 times the MRHD as mg/m?), re: reveal any

sotalol. in rabbits, a hlgh dose of sof (160 molkgld:y) at 16 times the MRHD as mgllteg (6 times lho
MRHD as mg/m?) produced a slight increase in fetal death likely due to maternal toxicity. Eight times the
maximum dose (80 mg/k da'y or 3 times the MRHD as mg/m?) did not in an increasad incidence of
fetal deaths. In rats, 1 ‘day sotalol, 100 times the MRHD (18 times the MAHD as me),
nncreased the pumber of eaﬂy resorpmons while at 14 times the maximum dosa (2.5 times the MRHD as
mg/m ) m;'un'::reasa in eary resorptions was noted. However, animat reproduction studies are not always
P uman

Anl there are no adequate and wel-controlled studies in pregnant women, sotalol has been shown to
cross the placenta, and is found in ameniofic fluid. There has been a report of subnommal birth weight with
sotalol. 'T‘rs\:relove. sotalol should be used during pregnancy only if the potential benefit outweighs the
potential

Nursing Mothers.

Sotalol ts excreted in the mik oI laboratory animals and has been reported to be present in human milk.
of the p for in nursing infants from sotaiol, a decision should be made

v:':elheivh 1o discontinue nursing of to discontinue the drug, taking into account the importance of the drug to

the mother.

Pediatric Use 4
The safety and effectiveness of sotalol in pediatric patients have not been established.

ADVERSE REACTIONS

During premarketing trials, 3186 patients with cardiac arrhythmias (1363 with sustained ventricular
tachycardia) received oral sotalot, of whom 2451 raceived the drug for ai least two weeks. The most
important adverse effects are torsade de pointes and other serious new ventricular arthythmias (see
WARNINGS), occurring at sates of almosi 4% and 1%, respectively. in the VT/VF population. Overall,

side-effects was neoesury in 17% of all patients in clinical |nals
and in 13% of patients ireated for al least two weeks. The most common adverse reactions leadin
discontinuation of sotalol are as follows: M:gue 4%, bradycardia (less than 50 bpm) 3%, dyspnea %
proarhythmia 3%, asthenia 2%, and dizziness

Occasional reports of elevated serum liver enzms have occurmd with sotalol therapy but no cause. and
eflect relationship has beeén established. which
discontinuation of sotalol and recurred when the patlem was vecha!longed with the dmg was feported in an
early dose tolerance study. Elevated blood glucose levels and & insulin req! can gocur in
diabetic patients.

The following table lists as a function of dosage the mast common (incidence of 2% or greater) adverse
events reoardless of relationship 10 therapy and the percent ot patients discontinued due o the event. as

effect at rest. Administration of the antacid two
or pl y of sotaiol

transvenous cardiac pacing.
Heart Block: (second and third degree)

cardiac p b
d factors) epinephrine rather than isoproterenol or norepinephrine

Hyp A (depending on
may be useful.
Bronchospasm: Aminophyiline or aerosol beta-2-receptor stimulant.

Torsade de pointes: DC cardioversion, transvenous cardiac pacing. epinephrine, magnesium sulfate.
DOSAGE AND ADMINISTRATION

As with other annarmrhmnc agents, sotalol ide should be n a
hospital with facilmes cardiac rhythm momtonng and assessment (see |NDICATIONS AND USAGE
Sotalol should be after chnical (see INDICATIONS AN
USAGE), and the dosapc of_sotalol must bo |ndmduahzed for each patient on the basis of therapeutic
and rhythmic events can oowv not only al initiation of therapy, but also with each

P
upwnrd dosage adjustment.

Dosage of sotaiot hydrochioride should be adjusted gradually, allowing 2 to 3 days between dosing
increments in order to atain steady-state plasma concentrations, and 1o allow monitoring of QT inten s.
Graded dosa adjustment will help prevem the usage of doses which are higher than necessary to corrrol
the The d initial dose is BO mg twice daily. This dose may be increased. if
ion to 240 or 320 mg/day (120 to 160 mg twice daily). In most patients,
a is ob d at a total daily dose of 160 to 320 mg/day, given in two or three divided
doses. Some p with lif arthythmias may require doses as hign as
480&0640mw howcvermgudousshoddmlybepl whenthepohvmalbone!
the risk of ady events, in p of the long terminal elimination
hatt-life of sotalol, dosing on more than a 2 BID regnnm is usualty not necessary.
Dosa In Ronal sirment

o lmp in urine and #: fimination half-life is proh d in

conditions d renal il n, the dosing interval (time belwer.m divided doses} of sotaiol should be
moditied (when creatinine clearance is lower than 60 mi/min) according to the following 1able.

1y, atter appropri

Creatinine Clearance Dosing* Interval
{mL/min) {hours)
>60 12
30 t0 59 24
10t 29 36 to 48
<10 Dose should be individualized.

*The initial 'dm of 80 mg and subsequent doses should be administered at these intervals. See following
h for dosage .

Since the terminal eiimination half-life of sotalol is increased in panents wnth renal impairment, a longer
duration of dosing is required lo reach steady-stais. Dose t should be ¢one
after administration of at least S to 6 doses at appropriate intervals (see lable above)

Extreme caution shoukd be exercised in the use of sotalol in patients with renal failure undergoing
hemodnlysu The hm-lm ot sohlo! is prolonged (up 1o 69 hoors) in anuric patients. Sotalol, however, can
be pa |¥rus partial when dialysis is completed.

(hnn ma QT interval) and am:u:y {arrhythmia comml) must be closely monitored.

Transter to Sotalol
Before starting sotalol, previous antiarthythmic thampg‘should generaily be withdrawn under careful
mmM@r;%rNQSmmmum of2103 pluml hn" hves patient's clinical condition permits (see DRUG

INTERA! has bee: in some without ill effect.
Aher sotalol should not be initiated untd the QT interval is normalized {see
WARNINGS),
HOW SUPPLIED
Sotalol Hy Tablets are available as follows:
80 mg (white, capsule shaped tablet debossed with “G" on one side and “S™ score line “80" on the other)
bottles of 100 NDC 55567-057-18
bottles of 1000 NDC 55567-057-35.

120 mg (white, capsule shaped tablet debossed with “G" on one side and “S” score line “120" on the other)
botties of 100 NDC 55567-076-18
bottles of 1000 NDC 55567-076-35
blisters of 10 in cartons of 100 NDC 55567-076-06.

160 mg (white, capsule shaped tablet debossed with “G" on one side and “S” score line “160” on the other}
bottles of 100 NDC 55567-058-18
botties of 1000 NDC 55567-058-35.

240 mg (white, capsule shaped tablet debossed with “G" on one side and “S” score line “240" on the other)



regmnc : Teratogenic EHects

PREGNANCY CATEGORY B

Reproduction studies in rats and rabbits during organogenesis at 100 and 22 tines the MRHD as mglkg {9
and 7 times the MRHD as mg/m?), respectively, dld not reveal any

sotalol. In rabbits. a high dose of sotalol (160 mg/kg/day) at 16hrms|heMRHDasm9/kEg(Stmsme
MRHD as mg/m?) produced a slight increase in fetal death likety due to matemat toxicity. Eight times the
maximum dose (80 mg/kg/day or 3 times the MAHD as mg/m?) did not result in an increased incidence of
fetal deaths. in rats, 1000 mg/kg/day sotalol, 100 times the MRHD {18 times the MRHD as mg/m?),
increased the number of early resorptions, while at 14 times the maximum dose (2.5 times the MRHD as
mg/m?), na increase in early resoiptions was noted. However. animal reproduction studies are not always
predictlve of human response.

h mera are no and well studies in p women, sctalol has been shown 1o

ﬁ::centa and is found in amniofic fuid. There has been a report of subnormal birth weight with

sotalol refore, sotalol should be used during pregnancy only if the potential benefit outweighs the
potential risk

Nursing Mothers
Soulol is din \he'mclk of §
of the

y animals and has been reported 1o be present in human milk.
in nursing infants from sotalol, a decision should be made
whether to discontinue nursing or to discontinue the drug, taking into account the imponance of the drug to
the mother.

Pediatric Use
The safety and eff

ADVERSE REACTIONS

During premarketing trials, 3186 patients with cardiac arhythmias (1363 with sustained ventricular
Iachycardm received oral sotalol, of whom 2451 received the drug for at least two weeks. The ‘most
mgoﬂ adverse effecis are torsade de pointes and other serious new ventricular arrhythmias (see
WARNINGS), occurring at rates of almost 4% and 1%, respéctively, in the VIVF population. Overall,
of side-sffects was yin 17% of all p in cinical ma!s
and in 13% of patients treated for at least two weehs. The mast common adverse reactions leadk
dsconunuahon o! sotalol are 2s lollows fstngue 4'/., bradycardia (less than 50 bpm) 3%, dyspnea %

P Y

O 2 _reports of L serum liver anz&mes have oocurrad with sotalol trmapy but no cause and
effect ip has been ne case which ived on
discontinuation of soluol and recurred when ma patient was vechallengad with mq dmg was reported in an
early dose tolerance study. Elevated blood g leveis and ir insulin req can occur in
diabetic patients.

The loflowing table lists as' a function of dosage the most common (incidence of 2% or greater) adverse
events, regardiess of relationship to therapy and the percent of patients discontinued due to the event. as
collected from clinical trials involving 1292 patients with sustained VT/VF.

Incidence (%) of Adverse Events and Discontinuations
DAILY DOSE

have not been established.

of sotalol in pedi

p

Body System 160 my 240

pharks B s me% uon-gk ny Dose* % Patients

(n=1292) Discontinued
(nx1292)

Body s a whole
infection 1 2 2 2 3 4 <1
fever 2 3 2 2 4 <1
localized pain 1 2 2 2 3 <1
Cardiovascular
dyspnea 5 8 11 15 15 21 2
bradycardia 8 8 9 7 5 16 2
chest pain 4 3 10 10 14 16 <1
paipitation 3 3 8 9 12 14 <1
2 2 2 5 3 S 8 1
ECG abnormal 4 2 4 2 2 7 1
hypotension 3 4 3 2 3 6 2
proarthythmia <1 <1 2 4 5 5 3
Synco| 1 1 3 2 5 5 1
hean tailure 2 3 2 2 2 5 1
presyncope 1 2 2 4 3 4 <1
peripheral vascular
disorder 2 1 1 2 3 <1
cardiovascular
disorder 1 <1 2 2 2 3 <t
vasodilation 1 <1 1 2 1 3 <1
AICD Discharge <1 2 2 2 2 3 <1
hypertension <1 1 1 1 2 2 <t
Nervous
fatigue 5 8 12 12 13 20 2
dizziness 7 6 n n 14 20 1
asthenia 4 5 7 8 10 13 1
light-headed 4 3 6 6 9 12 1
headache 3 2 4 4 4 8 <1
sleap problem 1 1 5 5 6 8 <1
perspiration 1 2 3 4 5 6 <1
ahered consciousness 2 3 1 2 3 4 <1
depression 1 2 2 2 3 4 <1
paresthesia 1 1 2 3 2 4 <1
anxiety 2 2 2 3 2 4 <t
mood change <1 <1 1 3 2 3 <1
appetite disorder 1 2 2 1 3 3 <1
stroke <1 <1 1 1 <1 1 <1

RO
<10 Dose should be individualized.

*The inttial dose of 80 mg and subsequent doses should be administered at these intervals. See following
paragraph for dosage escalations.

Since the tenminal elimination half-tife of sotalol is i in pati with renal impai a longer
duration of dosing is required to reach steady-state. Dose ions in renal imp should be tone
after administration of at least S to 6 doses at appropriate intervals (see table above).

Extreme caution shoukd be exercised in the use of sotalol in patients with renal failure undergoing
hemod-a'ysss The hati-tife of sotalol -s protongod (up to 69 hours) in anuric patuents Sotalol. however. can

be partly removed by dialysis with hen dialysis is completed
Both safety (heart rate, QT interval) and elﬁcacy (armylhrma comrol) must be c!osely monitored.

Transter to Sotalol
Before starting sotalol, previous antiarrhythmic Qherapgushould generally be withdrawn under careful
monforing for & mlmmum of 2 to 3 plasma hall- llves patient's clinical condition permits (see DRUG

mren S). has been initi some without il effect.
hon of ami ¥, sotabol should not be initiated until the QT interval is normatized (see

WARNINGS]

HOW SUPPLIED

Sotatol Hy hioride Tablets are available as follows:

80mg (white, capsuls shaped tablet debossed with “G” on one side and “S” score tine “80" on the other)
botties of 100 NDC 55567-057-18
botties of 1000 NDC 55567-057-35.

120 mg (white, capsule shaped tablet debossed with “G™ on one side and “S™ score line “120" on the other)
botties of 100 NDC 55567-076-18
bottles of 1000 NDC 55567-076-35
blisters of 10 in cartons of 100 NOC 55567-076-06.

180 mg (white. capsule shaped tablet debossed with “G” on one side and “S” score line "160" on the other)
bottles of 100 NDC 55567-058-18
botties of 1000 NDC 55567-058-35.

240 mg (white, capsule shaped tablet debossed with "G on one side and “S” score line “240" on the other)

bottles of 100 NDC 55567-059-18
botties of 1000 NDC 55567-059-35
blisters of 10 in cartons of 100 NDC 55567-059-06.
Store ot P X 15° 10 30°C (59° to 86°F). Dispense in a .-*ht, light-
resistant container.
H_ only
Manufactured by:
Genpharm Inc.
Toronto, Ontario
S Canada MBZ 256
1-800-661-7134

Ze
Printed in Canada

004-674 Rev.# 02 Issued September 1999
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NDC 55567-059-06 100 tablets

§ Unit Dose
4]
§ ]
Iy SOTALOL HCI
(7]
§ TABLETS
D 240 mg @
&only
10 Blister Strips
GENPHARM INC. of 10 Tablets .
 NDC 55567-059-06 100 tablets
Unit Dose
IR
SOTALOL HCI
TABLETS
D 240 mg €GN
&only
10 Blister Strips
GENPHARM INC.

of 10 Tablets



j =050 NDC 55567-059-06 100 tablets
Lk L Unit Dose
| SOTALOL HCI
TABLETS

K'_,w_., RS 5t ST Manufactured by:
. 7 256 . .
% ?ronk.:, anaca 10 Blister Strips
(D 1-800-661-7134 of 10 Tablets

Each Tablet contains Sotalol HCI 240 mg.

USUAL DOSAGE: See package insert for complete product
information.

This unit dose package is not child-
resistant.

Store at controlled room temperature,

a 15°Cto 30°C (59°F to 86°F).
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Each Tablet contains Sotalol HCI 120 mg.

S

5

USUAL DOSAGE: See package insert for complete product 33
information. C
0

This unit dose package is not child- T

resistant,

Store at controlled room temperature, )
15°C to 30°C (59°F to 86°F). ! ik

NDC 55567-076-06 100 tablets
Unit Dose

SOTALOL HCI N
TABLETS

10 Blister Strips e :

 GENPHARM INC. )
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SOTALOL HCI
TABLETS
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100 tablets
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10 Blister Strips
of 10 Tablets

100 tablets
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Each tablet contains: NDC 55567-059-35 1000

1

sotalol hydrochloride . . . . . . 240 mg Tablets ___=__-£
- ‘ EE—— (T~
USUAL DOSAGE: See package insert S OT AL 0 L H c l ——— 2
for complete product information. j —————— L
—————— W\
Store at controlled room temperatur_e, ——— )
15° to 30°C (59° to 86°F). Dispense in TabletS ———zm
a tight, light-resistant container. 2 4 0 -
002-905 REV# 00 - |||g
Bonly AFE 1veD
WA 1 20000
Manufactured bE:
GENPHARM INC.
Toronto, Canada
@ M8Z 256
% 1-800-661-7134
Store at controlled room temperature, ————
15° 0 30°C (59° to 86°F). Dispense in Tablets —"
a tight, light-resistant container. e

002-905 REV# 00 - 240 mg -
B{, only

Manufactured by:

GENPHARM INC. M
@ Toronto, Canada AY 1 2000
7 MBZ 2S6

® 1-800-661-7134

c\D.-\— N -
‘h.d". '

Store at controlled room temperature,

a tight, light-resistant container.

002-905 REV# 00 - 240 mg -
& only APFECYCD

Manufactured bé MAY ! 230

GENPHARM IN
Toronto, Canada
/ M8Z 2S6
® 1-800-661-7134

15° 10 30°C (59° to 86°F). Dispense in Tablets ————*——_E__ﬁ

VIVIV UL VU Virvee s v

15° t0 30°C (59° to 86°F). Dispense in | dDIeLs
a tight, light-resistant container.

002-905 REV# 00 - 240 mg -
Apb.’-"‘v .
B only e
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GENPHARM INC.
@ Toronto, Canada
% M8Z 2S6

® 1-800-661-7134



Each tablet contains:
sotalol hydrochloride . . . . . . 160 mg

USUAL DOSAGE: See package insert
for complete product information.

Store at controlled room temperature,
15° to 30°C (59° to 86°F). Dispense in
a tight, light-resistant container.

002-903 REV# 00

Each tablet contains:

sotalol hydrochleride . . . . . . 160 mg

USUAL DOSAGE: See package insert

for complete product information.

Store at controlled room temperature,
15° 10 30°C (59° to 86°F). Dispense in

a tight, light-resistant container.
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B{,only
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Each tablet contains:
sotalol hydrochloride . . . . .. 120 mg

USUAL DOSAGE: See package insert
for complete product information.

Store at controlied room temperature,
15° t0 30°C (59° to 86°F). Dispense in
a tight, light-resistant container.

003-604 REV# 00

Each tablet contains:
sotalol hydrochloride . . . . . . 120 mg

USUAL DOSAGE: See package insert
for complete product information.

Store at controlled room temperature,
15° t0 30°C (59° to 86°F). Dispense in
a tight, light-resistant container.
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NDC 55567-076-35 1000
Tablets

SOTALOL HCI

Tablets

Manufactured by:

GENPHARM INC.
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/ M8Z 2S6

® 1-800-661-7134
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Each tablet contains: NDC 55567-Ub7-35 | UUU

sotalol hydrochloride . . . . . .. 80 mg Tablets ~ A
USUAL DOSAGE: See package insert S 0 T A L 0 L H c l TS —= | £
for complete product information. = ",\"
) _—
Store at controlled room temperature, Tablets =——C
15° 10 30°C (59° to 86°F). Dispense in L —— T
a tight, light-resistant container. 80 m g o ———— Um‘
T}
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@ Toro"rdlla% g;rsrada' . MA}
® 1-800-661-7134
Each tablet contains: NDC 55567-057-35 1000
sotalol hydrochloride . . . . . .. 80 mg Tablets ~
USUAL DOSAGE: See package insert s 0 T A L 0 L H c I
tor complete product information.

Store at controliled room temperature, Tablets
15° t0 30°C (59° 10 86°F). Dispense in

a tight, light-resistant container. 8 o m g

002-900 REV# 00

55567-05735
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Manufactured by: AFP H U e .
@ GENPHARMINC.  [MAY ]
M8Z 256
1-800-661-7134
Each tablet contains: NDC 55567-057-35 1000
sotalol hydrochloride . . . . . .. 80 mg Tablets ~
USUAL DOSAGE: See package insert s 0 T A L 0 L H c I — | 1
for complete product information. —_— m
S L1 W
Store at controlied room temperature,  Tablets - ———— %
15° t0 30°C (59° to 86°F). Dispense in S ';
a tight, light-resistant container. 80 %

002-900 REV# 00

&
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@ Toronto, Canada MAY {
7 Msizoss
® 1-800-661-7134

Each tablet contains: NDC 55567-057-35 1000
sotalol hydrochloride . . . . ... 80 mg Tablets ~
USUAL DOSAGE: See package insert S 0 T A L 0 L H c l — 7
for complete product information. =0
1 O

. 1]
Store at controlled room temperature, Tablets %E
15° t0 30°C (59° to 86°F). Dispense in i
a tight, light-resistant container. 80 —
mg —
002-900 REV# 00 =
only
:& APPF; B
Manutactured by:
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Toronto, Canada v 1 e
M8Z 256
® 1-800-661-7134



Each tsbiet conteing:
sotalol hydrochionde . . . . . . . 240mp

USUAL DOBAGE: See package insert
tor complete product information.

Store at controlied room temperature,
ﬁf 103Q°C (59° to 86°F). Dispense in
a tight, ight-resistant container.
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1 2000
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Each tablet contains: NDC 55567-059-18 100
s;:alol.hydrot:li:nde ... 240 mg Tablets
USUAL DOSAGE: See package insert s OT ALO L H c ‘

tor plete prod

Store at controlled room lemperature, Tablets

° 1030°C (58° 1o 86°F). Dispense n
a tight, fight-resistant containef.

002-004 REVZ 00

Each tablet contains:
sotalol hydrochioride . . .. . . 240mg

USUAL DOSAGE: See package insert
for compiete product information.

Store at controled room temperature,
15° 10 30°C (59° to 86°F). Dispense in
a tight, light-Tesistant container.

002-904 REV# 00

Each tablet contains:

sotalol hydrochlonde . . .. . . 240 mp

USUAL nouGE s« package insert

D 240 mg @l

Bconlv
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441
oy ERUE
G, EE ﬁ“" PROveY
3 v-aouﬂ 1'34 AY ] 2000
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e ———
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for compiete piod

Store at controlled room tempsrature,
B° 1020°C (59° 10 86°F). Dispense n
2 tight, light-resistant conlainer.
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Each lablet contsins: NDC 55567-058-18 1 00
sotalol hydrochloride . .. . . . 160 mg

Tablets

?

USUAL DOSAGE: See package insert
for complete product information.

SOTALOL HC!
Store at controlled room lemperature, Tablets
15° 10 30°C (59 to 86°F). Dispense in

a bight, light-resistant container. -I 60 m g -

55567-05818

002-902 REV# 00 r '
AL?‘I‘\L;W.J Beonly =
. 1-mas|-1|:u
-058-18 100 ~
Each tablet containe: NDC 55567-058 A A
sofalol hydrochloride .. ... - . 160 mg l = 0‘2
USUAL DOSAGE: See package insert SOTALO L HC ] 0
for complete product information. — e ———— ?
ablets ——— — .
Store al controlled room temperature, gg s
° oG (59 lo 86°F). Dispense in 2
e s conae. -] 60 mg- ————1
L ——————
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MYy 1 %0
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NDC 55567-05818  tabels  =———o
tablet coMllm 160mg - — =
RSSO0 —SOTALOLMCT. ==%
USUAL DOSAGE ol mi;l;::s. — g -
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Each tablet contains: NDC 55567-058-18 Ta?)lgg
sotalol hydrochlonde . . . . . .. 160 mg

USUAL DOSAGE: See package inserl SOTALOL HC'
for complete P!

Stors at controlled room temperature, Tablets

150 10 30°C (59° 10 B6°F). Dispense in
a tight, light-resistant container.

160 mg @l
TR R Bonly
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Each tablet contains: -
- sotalod hydrochloride . .. ... 120 mg

USUAL DOSAGE: See package insert
tor complete product information.

Store at controtled 1o08n tempesature,

%7 10 30°C (59° to 86°F). Dispense in
a light, light-resistant container.

003600 REVF 00 4 o
o

APPiuvED

Each tablet containg:
sotalol hydrochlonde . t20mg

UBUAL DOSAGE: See packags ;
for complete product I:iaom»:;o:vmn

Store at controlled room tem

0 ¢ perature.
5 tn&Q-G 158° 10 86°F). Dispense in
a light, light-resistant containes.
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Tablets
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Tablets

120 mgam
200  Bronk

Marudactured by

QENPHARM INC.
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NDC 55567-076-18 100
Tablets

SOTALOL HC

Tablets

120 mgam
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55567-07618
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Each tablet contains:
sotalol hydrochloride . . 120 mg

USUAL DOSAGE: See package insert
for complete product information.

Store al controlled room temperature

'6f to 3Q=C {58 to B6°F). Dispense in
a tight. light-resistant container.

003-600 REV# 00 ”AY[ T

Each tablet contains:
sotalol hydrochloride . . . . . .. 120 mg

USUAL DOSAGE: See p_ackaug insert

MBZ 256
® 1-800-661.7134

NDC 55567-076-18 100
Tablets

SOTALOL HC!

Tabiets _

D120 mgam
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-076-1 100
NDC 55567-076-18 Tablot

SOTALOL HCI

fos
Store at controlied room lemperatire,

%° lo 30°C (59° 1o B6<F). Dispense in
a tight. light-resistant container.
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" Each tablel contains: NDC 55567-057-18 100
s:;lollhydrochlonde ....... 80mg Tablets
USUAL DOSAGE: See package insert SOTALOL HCI
for complete product inf B
Store at controlled room lemperature, Tablets

15° (030°C (50° to 86°F). Dispense in
a tight, light-resistant container.

002-898 REV# 00 App;“

I MAY

Each tablet contains:
sotalot hydrochloride . . . .. .. 80mp

USUAL DOSAGE: See package insert
for complete product information.

Store at controlled room lemperature,
15° t0 30°C (59° to 86°F). Dispense in
a tight, light-resistant conlainer.

002-898 REV# 00

Each tablet contains:
sotalol hydrochloride . . .. . .. 80 mg

USUAL DOSAGE: See package insert
for complete product information.

Store at controNed room lemperature,
%° 10 30°C (59° to 86°F). Dispense in
a tight, light-resistant container.

002-898 REV# 00

WA

Each tablet cortains:
solalol hydrochloride . . . . . . 80mg

USUAL DOSAGE: See package insert
for complete product information,

Store at controked soom temperature,
5° 10 30°C (59° to 86°F). Dispense in
a tight, lighl-resistant container.

002-898 REV# 00

By -

80 mg

QENPHARM INC.
Tororko, Canada

M8Z 256
e 1-800-681-7134

NDC 55567-057-18 Taggg
SOTALOL HCI
Tablets

80 mg
Bonly

GENPHARM INC.
Toronto, Canads

A MBZ 256
[ '® 1-800-661-7134

NDC 55567-057-18 100
Tablets

SOTALOL HCI

Tablets

80 mg
B only
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