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MYLAN® | ’
VERAPAMIL

CAPSULES
240 mg

HYDROCHLORIDE
EXTENDED-RELEASE |:

Each extended—release
capsule qama:m i
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' VERAPAMIL
HYDROCHLORIDE
EXTENDED-RELEASE

CAPSULES
, 240 mg

500 CAPSULES

"o children.

15 to 25°C (59" 1o 77°F).

. AYOID EXCESSIVE NEAT. .
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Dispense ina ugm, llgm-resistam container -
as defined in the USP usmo a ch:ld-resnstam
closure. it

Keep container tighﬂy closed
Keep this and ail mediauon out of the reach

STORE AT ROOM TEHPERATI)RE

Brief digressions abore 25'(2 vhlk a0t
detrimenta), should be avoided. . .
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VERAPAMIL .
HYDROCHLORIDE
EXTENDED-RE.LF_ASE
CAPSULES

120 mg

Each extended-release
capsule contains: '

13
N

Verapamil - o .
Hydrochioride, ysp  120mg

0

MYLAN®

VERAPAMIL

I

\

CAPSULES

i

6 <0-0259-8L%

500 CAPSULES

HY DROCHLORIDE
EXTENDED-REL

EASE

120 mg

ispenss in a tight, ligm-resistam container
as defined inthe YSP using 2 child-resistant
closure. .
Keep container tightty closed.
Keep this and all medication out of the reach
of chitdren.
STORE AT ROOM TEMPERATURE
15° to 25°C 159" to T1°F)
Brief digressions above 25°C while not
detrimental, should be avoided.
AVOID EXCESSIVE HEAT.
PROTECT FROM MOISTURE.
Usual Adult Dosage: See accompanying
prescribing information. o
This is a bulk container and not intended for .
dispensing for household use. .

Mylan thnneuﬂnls inc. -

Worgantown, WV 26505
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: : e VERAPAMIL : e : o

S .. R . . HYDROCHLORIDE . o ’
. : T ' Extended-releass ' .

. Capsules : . ’ S

120 mg, 180 mg and 240 mp . - "

BESCRIPTION: Verapamil hydrachioride T . .. - - . -
. . extended-reiease is 2 calcium ion infla . A

v - . inhibrioe (slow chacmel biocker o caich
- . s um ion antagenist), Verapamil hrydro-
chloride ertended-retease 15 available
fot orat admimistration a3 a 120 mg i S
hard gelatin capsute, 2 180 mg harg o
gelatin capsule and » 240 mg hare )
getatin capsule. These bead tifled cap- ’ : T
Sules provide an extended-refease of the , . ol
arug 1n the gastromesting) tract, The - . .

Structural formula of verapamil hyro.

Chioride 3 given below:

R -
i SR
. N . s Cortiu, b ey ~ . .
.l : R MW 49167 o : . .
. Chemical rame: t2)-5.4(3 4-Dimeth- - . st . E '
oxyphenethylmettytamine}s 2-(3,4- o . - . .
. . dimetharyphemd}-- hopropytva leroni- . . Lt . . oot .

Verapamil indroc Bloride'™s an atmest
white, Iy (hui Lrotachically
tree of odor, a5 1t is sob
. uble in wates, chiorotorm 3T methanol, - .
- Verapamil ipdrochionde s ned struct- . " .. ; - . R
ally related to ciher cardicactive drugs. o i . L . :
In addition to verapamil hryorochior. . oo : . *
ide, verapamil hydrechionde extended. . . . .
release capsules contan the Sollowing . .ot . . - AN
tnactive ingredients: smmonium hydroa. B . [
ide, colleidal sihcon dicade, DEC yellow
R 3. 10 ahuminum lake, Gibutyl sebacate, . " . - L B
- Gethyl phthalate. etimiceitulose, FDAC . . -
. . .. Nuem,hhnnmhh.ml-cuuem . LR
- .- 1 aluminum tke, FOIC green 83, FDLC
- N ed no. 40 alummym leke, getahn, by
B " - " .. Croaypropyl methyicedluiose, sopopy al- . . .
e cohol, maltodedtm, methacrybc acxd co- -
Potymer, a-botyl alcohol, oleic acig,
Pharmacestical glaze, potyethylene gy
col, povidone, propytene ghycol. SDA-3A
alcoho). sitcon dicuide, sodium fauryt
sultate, sugas spheres, synthetic black
00 aode. tak. and iamum desde, In
addition the 180 mg capyote contany . ..
R i ) - DACyeliow #10,
: ’ CLINICAL PHARMACOLOGT: Verapaol
Bydrchicride extended-reiease s » car-
€rum ion infka inkibitor {3low channe!
blocker or cattium ion antagonist) which
exz1ts its pharmacologie ettects by mod-
ulating the mthn of womc calewm *-
cruss e cell memieane of the artenal
- Smooths muscle a3 well as in conductiie
and contractile myocasdial ceils,
Wormal sinuy Mythm 13 usually ot
alferted dy verapamu hydrochionde. -
Howewes © patiets with such sinus syo-
Crome. verapamil tdrochionde may -
terfere with sarun nede imputse genena-
lon 30d may mduce B anest o -
83tnal block. Atiioventricular bieck can
OCCW 0 patients without preeusting
T cenduction detects. (See WARNINGS )
. Verapamil ydrochionde does not alter
the normat atnat action potential o -
traventncular conduclion fime. but de.

greytas amal i =t qmaniae
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Pharmacestical glare
povadone,

ddrton the 130 mg capsuie contains
D4C esie 210
tumea PRARRALOY peY. Yerspamil
S 3 cak
Cum on infhe inkideter {sam channet
blocker or cakcrom on antagomst) which
CTS 13 pharmacoioge etfecty by mog-
Sisting the intlux of sonie caloum o
mmmllmhmdmml
IMC0N musCie a3 well a3 i conduchie
M0 contractile myocargiy! celly.
Mormai uinys hythm iy ksuaily not
ecied by verapamil hydrochlprige.

OCLYr i patwents wilhgyt preexisting
£onduction detects, (See WARNINGS,
Yetapamis hydrochionde goes ot eher
B normal atnat action potentuyl o i

Yaventricular conduction time, but de-

izzton and conduction in depressed stri-
a1 fibers. Verapamil Pydrochioride may
the antegrace ettactrve
1y feriad of accessory bypass. tracts. Ac-
CeRIaten of ventncular fate andir ven.
tncvtar Sibntlaten has been reporteg
patients wth atnat futter o anal fibri-
lation ang 3 coeusting accessory AV
Toliowing 6MumTIgtion of ver-
i), (See WARNINGS }

Verapamil Mrechlonde has p gyt
anesthete acton that 1s |6 hees that
o precaine on an TQuImotar basis By iy
Dot kngwn whether this action i3 impor-
tant at the doses used 1n man,

v of !

d Myper-
Bazies Verapam) Pydrochionge exerts
mtitypeniznsive ettecty by decreasing
Splemic vascytar esistance, ysually
withou! erthostatc decieases in biood
Pressere o reflen thrardia; beagyear.
dia (rate lesy than 50 Beatyminute is
uncommon). Verapami hrdrochiorige
feqularty reduces antens) Pressure 31
FESt 3ng 2t & given Jevet of ;ertize -3
dilating penpheral aneroles and reduc-
ing the tota) oenioheral resistance {2l
terload) against whieh the heant works.
Pharoacekinetics 2nd Metabolism.
With the ymmediate-teiease formyiy.
tions, mare than 0% of the orally
26mimistered dose 45 absorted, and
peak plasmy COCENtIations of verpg.

10 35%. Chrone oral dministiation of
The highesy fecommended dose )39 mg
every § hours) resulled stasma verap.
il Jevels Janging from 124 1o
400 ng/ml wrth Mgher values reported
OcCasionally, A nonlineas Correlation
between the verapami hydrochiorige
s admmistered ang verapamil plas-
M2 leveds does ey,

Daving intual dane taration with ver.
2pami 2 riztionship eusty Detween ves.
Wpanit plasmy concentrations ang the
Drbongation of the PR imerv). However,
during chrong administiration thiy rpip.
onship may disappear, The Qanitative
TElationship between Plasma vevapamil
Concentrations and biood pressure educ-
tion a3 not been fully characterioeg

¥n 2 mumtiple dose Pharmacohinetic
Study, peak concentrations 1o 2 single
darly dose of VErapamil hydiochipride
exdended-itlease 200 ™f were 2pproai-
mately 65% of those oblained wrth gp
80 mgrig dose of the conventiong)
immediste-reieyse tablets, ang e 2.
hour post-doye CORCEnrations were
pprimately 30%, higher. At a tota)
daily dosa of 200 mE. verapamil hpdrp.
Chioride Teiede was shown 1y
have & simitag €1tenl of verapam;p

rosvailabili Nudmlh:lUCJlu
fhat obtained with the conventionyi
immediate-celease tabiets In this same
study verapamst Mrgrochionde extendeg.
el

mil bydrochiorige exlended-refensy
Zolq_zwmmlsom.mam,
Goses sre | (5g5 rgehi/me).3
(1660 npehrmi) s (2779 EohimL) ang
1 (621 ngetymi) 3 {1614 ngetu/ml).q

dmmhummmlmm
vetspamit Pydrochiorige e1lendeg.
RRlease capsyle, The verapamil hydro-
thioride exdended-reiease 240 mp cap

hours after dosing, ang an AUC(O-1nf) of
1387 ngetarmi_ Yetapamy pdrec hionde
extended-reieass 249 Mg under tasing
€onditrons hagd » Coas 0 77 ng/m|
which occurred 9.8 hours sher dosing,
09 80 AUCI0-ml) of J54) Agehitmi
Doequivalence of verapam) hy-

3pplesauce and a3 tne miaet capsule,
w35 demonstryted P2 single-dose,
Cross-over study in 37 ne,
Comparatme ratgs (Spemmbled/intacy) of
Ye'30ami were 0.95 ) 7. and ).0) tor
Enas. Tongn. 20 AUCI0. 1) fspectively,
Similar reyyiry ®EIR Observed with
ADIRL,

The tume 1 reach Maumum werapa.
mi concentratons Mgyl wth verapy-
™ hydrochionide extended. reiease has

ML) single dse (fed) the - e dase
(Steaoy-state) stuges G oy g ~por-
RN DRrwae s L -
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TN D T e U et = e
o the sburpbon of verssams from the
i hydiochloride extended-

Cax: 8 77 nyml which eccuned 9.0
hours after dosing. and an AUCIO-nf) of
1337 ngete/md. Yorapamii bydrochionde
exdended-reiease 240 mg under fastmg
congitions had 8 Cuy, of 77 ng/mt
which ccaued 9.8 hours after dcsmng,
nd an AUC(D-r) of 1541 npehrimd.

The boequrvalence of verapamil by
drochionde extended-release 240 my,
admimstered 35 the beads sonnhied on
SPple3suce 30d a3 the ntant Capsule,
was demenstrated in 3 vngle-dose,
CrEss-over study m 32 healtny adults,
Companative ratws (spnnied/intact) of
verapami! were 0.95. 1.02, and 1,01 tu
Conr. Tmgy. 300 AUCID-mf) respectrvedy.
Sitmiar cesults were obserddd with
Porverapamit,

The time to reach manmum verapa-
mil concemtrations (1eg,) wiih vesapa-
mil ydrochionde extended-reiease has
been fund 1o be appronmately 7 1o §
bours in each g the single gose (tas)-
), single ), the mntfirie dose
{steady-state) ttudwes. and Sost bopos-
Tonglty pharmacokinetit studses. Sem-
larly the apparent halt-iife (1y77) has
beert found to be appraumatety 12 hours
independent of gose. Aging may attec)
the pharmacokinetics of verapamii,
Etirmination heH-ite My be prolonged m
the elderty,

In heality man. orally administered
verapamil hydrochlonde undergoes &-
Tensive metaboliam in the hver. Twelve
metabolites have been sgentitied i plas-
ma; ol exept Rorverapamit are present
™ trace amounts only. Norversrersd can
FEaTh steadv-shale plasih ~+emra-
tions aporinmiely equal tothose of
verapamil itself. The biciogic activity of
norverapamil appeats to te appron-
Mmately 20° that of verapamil

Approvimstely 70% of an adminis-
tered dose of vesapamit hydrochioride is
oxreted 33 metaboides in the urine and
lsmuminm'm-nhhsm
About 3% 1o 4% is excreted in the unne
a3 vnchanged drug. Appraumately 0%
15 bound 1o plasma protewns. In pavents
with hepatx insutticiency, metabolism 13
Gelayed and elimination halt-hte pro-
loed up to 14 10 16 hours (see PRE-

). the volume ot drstributron is
increased. ang plasma clearance re-
duced 1o aboul 30% of normal. Verap-
amit clearance values sugpest that pa.
tients with Iver dystuncton may attamn
therapeutic verapamil plasma concen-
trations wiih one-third of the oral dady
Gose required for patiems with normal
frves functon,

After tout weehs ol arat dosing
(120 mg 2.0, verapamil and morvera-
Pamil levels were noted in the cere-
bdrospinat Hurd with estimated partaion
coettichent of 0.06 tor verapamil and
0.04 tor norverapamt.

in 10 bealthy majes, agministration
of ora) verapamil (30 mg every 8 hours
tor 6 days) ang 2 singfe oral ose of
elharol (0.8 g/kg). resulted in 3 17%
increase in mean peak ethanol concen-
trations (106.45 2 21.40 10 124,23 2
26.74 mydt) compared with placedo.
(See PRECAUTIONS: Drug Imeractions.)

The area under ihe blood ethane!
concentration versus hime curve (AUC
over 12 hours) incieased by 30%
136567 & 93.52 to 475,07 =
$1.24 mgehi/di). Yerapamil AUCs were
positively correlated 11=0.71) to
increxsed ethandd biood ALC values.
Remodynamics and Myocardia) Matab-
Slisar: Verapamil hydrochioride reduces
aerioag and myocardral contractily,
Improved tef ventricular diasiohe tunc-
1on 1n patients with 1SS and those with
coronary heart disease has also been ob-
served mith verapamil hydrochionde
therapy. In most patients, nctuding
thase with organc Cardiac disease, the
Regalive inotropic achion of verapamil
Prydrochionde 13 coumered by reduction
of afteriaad and cardiac indes 13 usuatly
ot reduced in patents with severe b
ventricular dystunction however, {e.g..
Pulmonary wedge pressure above 20 mm
Hg o erection fraction lowes than 30%},
o m patenis on beta-adrenergxc bioch.
ing agents or giher cardiodepressant
Orugs. deterorabion of ventncutar bune
Yo may ocrs, {See PRECAUTIONS Drug
ftesactions )

Putmonary Fanction: Veraparil hydro.
Chionde does not induce bronchocon
strittion and hence, does not impair
ventilatory tunction
INDICATIDNS AND USAGE: Verapam by
Orochlanige extended-release Capsules
are indicated tor the management of es.
serhal hypertension
CONTRAIRDICATIONS: Verapami hydio~
Chionde 13 contrameicated in

} Severe i vemncular dystunction

(See WARNINGS )
2. Hypotension Uess than 90 mm Hy

systohe pressure) o cardwgenc
shack

-

Sich 103 syndrome {excepd i pa-
trents with 8 functionng aitciad
ventncuiar pacemater),
Second- o thud-degree AV dlock
{except in patients with a tung-
boning artriceal venticular pace-
maker},
Paterts with atral timier or atrial
hixitlaton and an accessory by
Pass tract {e.g.. Wolti-Parknson.
White, Lown-Ganong.Levine syn.
dromes) (See WARNIMGS }

§ Palerts wih \nown hypersensim-

"y la verapami) rpdrachionge

WARMINGS: Neart Failure: Verapami)
has 2 negatrve indtropic eftect which, o
most palients, 13 compensated by ity
hertoan reduction (decreased systemn
YASCUlar tevistance) praperties withoyt 3
Tetmraeent gl g * perer.

-

-
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drugs. deteronaton of ventncutar func-
Ton may accw, {See PRECAUTIONS: Drug
interactons.}

Functen: Yerapamn hytro-
chionde does not induce bronchocon-
smchon and hence. does nat 1mpair
wenttitatory function
DIDICATIZNS AND USASE: Verapamil hy-
drochicnde estenoro-reiease capsules
are indicated for the management of es-
serhal
CONTRAJRDICATIONS: Yerapamit tydro-
chlonde 13 contramdscated m-

2. Hypotenyon (less than 50 mm Hp
systahic pressure) of cardwgenx
shock

w

. Skh sinus syndrome (excent in pa-
hents with » tunchoning artrhogh
VENINCUIR pacemater)

. Second- o third-degree AV block

texcept n pateents with 3 tune-
homing arttheia) vertneular pace-
Maker)
Patients with atnal thutter or atnat
tibrillation and an sccessory by-
pass tract (e.g.. Woltt-Parknson.
¥hite. Lown-Ganong-Levine syn-
dromes). (See WARNINGS }

6. Patwents »th known hypersensiv-
iy to verapamil hygrochloride.

WARNINES: Neart Failere: Yerapamit
has 2 negaive inotropc eftect which,
most patients. (3 compensated by ity
afteriosd reduction (decreased systemc
vasculal reustante) properties wthout 8
net impaument of ventticular perfor-
mance, in charcat expenence with 4,954
pabents. 87 (1.9%) developed conges-
tive heart taute of pulmonary egemy,
Verapamil should be avonded in pateents
with severe lefl venticular dyslunchon
(2.0 erection trachion tess than 0% o
MOCeTate 1o severe symptoms of Cardiac
failure) and in patients with any degree
of ventricular dystunction o they are
fEceving a beta-aorenerpx blocher, (See
PRECAUNIONS: Drug tnterachions ) Pa-
tients wath milder ventncular éystunc-
hon should. it possible. be conliotled
with oplimum Goses of dipitahis and/or
diuretres betore verapamil dreatment
(note snieractions with drgonin unger
PRECAUTIONS)
Hypotension: Occasionally, the pharma.
colegic action of verapami may produce
8 decrease 1 b100G Dressure delow nor.
mal ievels which may result in dizzness
o symplomatk hypotension, The inci-
dence of hypotension observed i 4,954
palients enrolied n chaecal trials was
2.5%. In hypertensive patrents. decreas-
€3 1 bloxd pressure below normal are
unusual, Tit table testimg (60 deprees)
was oot abte to nduce orthastatic hypo-
tension,
Elevated Liver Enrymes; Elevations of
ransaminases wilh and without con-
Comitant eievations in alkahine phos.
phatase snd birubin have been report-
¢d. Such elevations have sometimes
been tranvient and may disappear even
in \he tace o continued verapamil ireal-
ment. Several cases of hepatocellylar
injury relaled to verapamil have been
praven by rechallenge. half of these had
chimeal symploms (malarse, tever.
and/or tiEht upper quadiant par i ag-
drion 1o elevations ot SGOT. SGPT. and
alkaline phosphatase. Peswdic monitor-
ing of Fives tunction in patrents recewing
verapamit i3 theretore prudent

Accessory Bypass tract (Woll.Park.

imen-Wiste or Lown-Sanong-Levine)

Some patients with parcxysmal and/or

chronic atral fluttes or atnal hibnllation

and a corsting accessory AY pathway
have developed increased anlegrade
cONduction acioss the accessory path.

w3y bypassing the AY node, producg a

very (apd veminicular response of ven.

tricular tibollation alter mcewing intra-
venous verapamit lor digitahs), ARhough
 fisk of this occurning with ora) verapa-
mit has not been established, such pa-
berms receming orat verapamil may be at

#isk and 3 vse 1n these patients i3 con-
tandicated (See CONTRAINDICATIONS )

Treatment is usually OC-cardiover-
sion. Cardoversion has been used salely
and effectrvety after oral verapamil
Atrioventriculss Block: The eftect of ver.
apamil on AV conduction and the SA
node may lead to asymptomatic fust-
degree AY block and transient bradycar-
dia. somelimes accompanied by nodal
£3C20e fhythims PR imtetval prolongation
is comelated with verapamt plasma con-
centrations, especrally during the early
titrahion phase of therapy. Highet de-
grees of AV Block, howevet, were intre-
Quently (0.3%) observed.

Marked trst-gegree block or progres-
sive development to second- o third-
Grgree AY Mock requires a reduction m
dasage or, @ rare inytances. drsconting-
atien of verapamil ygrochionde and in-
sirtutan of appropniate therapy depend-
ing upon the choca) wtuation.

Prtients with Mypertrephic Cartiomy-

epathy (MSS). In 120 patients with by.

pertrophic caidiomycpathy imost of
them refractory of inloterant to propra-
folol) who recerved therapy with vesapa-

mil at doses up 1o 720 mp/day. » vanety

of serous adverse eflects were seen.

Three patients dred o pulmonary edema;

all had severe left venincular oultlow

obstruchion ard a past history of leh
vertntular dystunciion. Eight other pa-
tients had pulmonary edema and/or se-
vere hypotension: abnormatty high (over

20 mm Hg) capiitary wedpe pressure and

2 marked letl venticular outtow ob-

strochon were present m most of these

patwents. Contomrtant sgmimstration of
quinidine (see PRECAUTIONS: Drug Inlev-
tions) preceded the severe hypotension

i 3 ot the 8 pateents (2 of whom devel-

oped putmonary edema) Sinus brady-

Cardia oceunred in 11% of the patients.

second-degree AY biock in 4% and wnys
tin 2% " musl br annvemltﬂ

-

o




YEF20amI 8 thererore prooent

Accusaory Bypass Tract (Wolth-Park-
Esen-Wiits of Lowe-Canong-Livine):
Some panents with parorysmal and/or
chronic 2tria) Muttes o 2inal ibrillation
and 3 coexshng accessory AY pathway
Rave developed increased antegrade
conduction acruss the accessony path-
way bypassing the AY node. producing &
ety rapvd ventnculsr response or ven-
trcular fdndlation atter recemng intra-
venous verapamil {or digrtairs), Athough
# nsh of ths cocumng with oral verapa-
mA has not bern pstablished, soch pa-
Uienits recernng oral vesapamd may be 21
Pk and 13 use i these pateents is con-
trandicated. (See CONTRAINDICATIONS )

Treaiment i3 usuatly DC-cardiover-
son Carduversion nas been used satety
and rttectively aher oral verapamil
Mrioventricutar Block: The eftact of ver-
apamyl on AY conduction and the SA
node iy lead to asymptomatre hirst-
degree AY block and transent braoycar-
i, sometimes accompaned by noda!
escape thythms. PR interval proongation
s comelated with verapamil plasma con-
centrations, especially during the early
titsation phase of therapy. Higher de-
grees of AY black, however, were intre
Quently {0.5%) cbserved.

Marked first-degree biock progres-
sive development to second- or third-
degree AV block requires 3 reduchon in
003age O, N Fare INS1ANCES, GisCOMhNY-
aton of verapamyt ydrochionde and m-
situion of apprepnate therapy depend-
ing upon the chnical situation.
onatry (INSS) In 120 paterts with hy-
pertrophic cardiomyopathy {most of
them refractory or ntolerant to propra-
nolol) who recenved thetapy wilh verapa-
mi al dases up to 720 me/day. » vanety
o senous adverse effects were seen
Three gatierts dred m pulmenary edems:
all had severe leht ventrcular outfiow
obstruction and a past history of teh
venincuiat dystunctien. Erght ciber pa-
tients had pulmonary edema and/or se-
vere hypotension: abnormatly high (over
20 mm He) capillary wedge pressure and
2 marked leh ventricular outilow ob-
struction were present i most of these
panents. Concomitant admintstralon of
quinitine {see PRECAUTIONS: Drug intes-
acCiions) preceded the severe hypotension
0 3 of the 8 patients (2 of whom devel.
oped putmonary edema). Sinus brady-
cardia occumred in 11% of the patients,
second-degree AY block in 4% and inus
arestin 2% It must be appreciated
that this group of patrents had a serious
Gisease with 2 high montaiily rate. Most
adverse eftects respanded well 1o dose
feduction and only rarely did verapamit
have to be drscontenied,

PRECAUTIONS: THE CONTENTS OF THE
VERAPAMIL MYOROCHLCRIDE [XTEND-
EB-RELEASE CAPSINE SHOVLD NOT 8E
CRUSHED OR CHEWED,
Senenal: tiss o Pabents mtt Mxawred
HKepatic Function: Since verapamil s
highly metabolzed by the Iver. ff should
be administered cautiously lo patients
with impaired hepatic tunctron. Severe
lives dystunction prolonps the eliminat o
hatt-Tite of immediate-release verapamil
to about 34 1o 16 hours. hence. appron-
mately 0% of (he oose given lo patents
with novmat lver function should be ad-
mimstered 1o these patients, Caretyl
monitoning for abnormal prolongation of
the PR imtervat of othes signs of excessive
pharmacologic etects {see OVERDOS-
AGE} should be camed out,
Use in Patients with Attenusted (De-
Ereased) Newromusculzr Transmission:
It has been reported that verapamit de-
Creases peuromuscular transmission in
Patrents with Duchenne's muscular dys-
tiophy. and that verapamil prolongs re-
covery trom the nevromuscutar blecking
agent, vecwromum. it may be necessary
10 decrease the dosage of verapami
when t 15 agministered to patents with
ahenualed neuromuscular transmission
Use in Patients with impaired Renat
Functin: About 0% of an adminisiered
dose of vesapamil 13 excreted as metabo.
Ies in the unne, Unti turther dala are
Fvailable. verapamd should be agmims.
teted cavliously fo palienls with im.
Ppaired renal turction. These patients
shoulg de caretully mondored tor annor-
mal proMngalion of the PR interval or
Other sgns of overdasare. s oe OVER.
SAGE)

Inlormation lor Patients: when the
Sprmkie melhoo of admemsiration iy pee.
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should be exptamed to Ihe pate o1, {See UCE .
. ) DOSAGE AMD ADMTHISTRETION | - - - P
tonitant therapy with bela-agrenergx ?
blockers and verapamil may result i B
PR, additrve megatve eftects on heart rte.

P stnovertncutar conduction, and/or car-
. diac contrachiity, The combination of .
. Friended-reiease vetapamit and beta- © . .
aarenerprc bloching agents Ras not been
R . stuthed, Howeves. there have been re-
. . . ‘ . Dorts ol excess bradycartia and AV .
N B . ’ R . biock. incfuding complete heart block. i
‘. : - .- ’ T . when the combmation has been vsed for . .
o " o T . h 3 the treatment of ypertension ..
. L N - . For hypertensive patienty. Ihe sk gf
: " N . combined thelapy may oulweigh the - . .

- . - poteatial benetils. The combdination . .

.o . - . shoutd be used onty with caution and

B ) X " o close momtoong.

Asymptomatic bradycardia (36
beatw/min) with 2 wandenng atnal pace-
maket has been observed in 3 patent
recerving concomitant timoiod ta beta-
sdrenergic blocker) eyediops ang oral
verapamil,

A decrease m metoprolol clearance
a3 been reported when verapamit and
metoproict were admimistered together. A
similar ettect has not been observed
when werapamit and atenciol are gven
Together,

Digttabis: Cimicat use of verapamil in
. digftatired patients hat shown the com-
. e . - N . : - - ° bination to be well tolerated  diggmin . .
o . e - : .. S . . Goses are properly adjusted. Chrome ver- -
. - . . . . . .- © N\ apamil treatment can icsease serum
- i i . digaun bevets by S0% 10 75% dunng the -
. * “ . irst weeh of therapy. and s can resun . 3 . .
[ NE . . . m digrtahs toucity. In panents with he- °
' N . : . patx cithosr the infhvence of verapams!
- . . . on digaun hinetics 13 magnihed. Main- . .
N . N tenance digitatis doses should be re- . .. .
. - B cuced when verapamil is admimstered, - o
. . and the patent shoutd be caretully mon- . -
. N rtored to avord over- or underdigitahra- .
. . T . ton Whenever overdigrtalization is sus.
M - pected, the daily dose ¢f digaun should
be reduced o temparanly discontinued
. ’ : Upon discontinuation of verapaml hy. . .
’ - . drochlonde. Ihe patient should be ie- . -
- . assessed 10 avord underdigrtalization. .
ive Agents: Verapamit ag- . .
- ° .. ministered concomitantly wih ol anhi-
. ' R hypertensave agents (e.g.. vasodiiators, . .
: . angiotensin-converling enzyme mhibi- ;
) . . tors diuretics, beta blockers) will usuatly
have an addilive efect on lowenng blood .
pressure, Patzats receming these com- -
. - binahions shoukd be appropriately mon. .
nored. Concomitam use of agents that . AN .
tenvate atpha-adrenergec function . . -

) et ’ a . L \ scnbed. details of the proper tectmigue -
\

. . with vesapamil may result in reduction in . e .
bipog pressure that is excessrve in some . - .
patwents Such a0 ettect was observed in . - e

one study following the concomitant ad-
munistrat:on of veragamil and prasosin.
Antiarhythmic Agents: Disopyramide:
Until gata on possidle interactions be.
tween vergpamil and disopyramide .
phosphate are obtained, drsopyramide
. should not be admimstered within 48
hours before o 74 hours after verapamil
r acministation.
Flecainde: A study in heafthy wlunteers
showed that the concomilant adminis-
tration of fiecacnde and werapamil may -
have addrine eftects on myocardial con- .
tractiry, AY conduction, and repalanta-
tion. Concomiant therapy with tlecai-
nide and vesapamil may result in agdi-
trve negative inotropic eHect and proion.
gation of atnovenmtncular conduction, .
« . N . Quiniioe. In 3 small number of patierts "
. . with Mypertrophx cardomyopathy (IHSS),
concomtant use of verapamil and quimi-
. Gine resuited i signrhcant hyptension.
Untit turther data are obtained. com-
Dined thesapy of verapamil a0d quim-
. - dine i patients with hypertrephic car- N R . ’ v
. " . dromyopalhy should probably be avosded
- he electrophysiologrcal etfects of - "
. quinidme and verapamit oh AY conduc- '
. . . lion were studied in § patents Verapa-
. . . mil signiticantly counteracted the eftects.
. R of quimd:ne on AV conduction, There has
been a report of increased quinidie bev- N
els gunng vetapamil therapy. :
Nitrstes: Verspamil has been grven con-

. comitantly with shon- and long-acting :
Rifrates withoul any undesiradle drug
interactions. The phatmacologx prodile
of both drugs and the chnxal expenence

. B suggest beneficial interactions.

| Acobei; Vetapami) has been foung to

- . sigmicantly mibn ethanal ehmination .
. resufting in etevated blood etharol con- s "
centrations that may prokong the inti- :
caling effects of awcohol. (See CLINICAL -
- PHARMACOLOGY: Pharmacokmelics and

. Metabohsm )

. . D0wer: A3pino: in 2 frw teponied cases,

coadministration of verapami) with aspi-

nin has led to increased bleeding times.

greater than otrsetved wilh aspinn alone.

. Cimetidine: The interaction between

. - cimelxtine and chroncally atministered

verapamil has nat been studied. Vanable

results an clearance have been abisined

" acute studies of heallhy volunteers; .
N tlearance of verapam! was either

reduted or unchanged

Lthum Pharmacoknetic and pharma.

codynamic imetactony between oral ver-

pamu and kthium hawe been reported

The tormer may resoft in 2 lowering ot

serum hithim levels 10 patrents recers-

ing chronx stable o¢al Ithium therapy.

The )atter may resuft 10 an increased

sensitivty to the eftects of iithwm Pa-

hients recewing both drugs must be

menstored caretully,

Carvamazesive. Verapamil therapy may -

. merease carbamazepme concentrations

R Gunng combened therapy Thrs may pro-

duce carhamazepine si0e eftects such as
Giplopia headache, atana or dszzeness

Diamnr Yeiins

0 ettEEEE——————————————




PRat than cbmerved weih ESpaTry slone
Cimetitine. The IRTErachion between
veupamil has nol been Sttt Yanabie
TESUS o tleararce have toen obtained
in acute stutres of Fralty wlunteery .
clearance of verapami was erther
reduced or unchanped

Lithim: Prarmacokimetic and pharma-
fodyramic amtetachom berween 2l oy
) a0d ithum hare teen reporteq
The tormer may tesuft n » kwening o
UM (Mhum ety i patenty recerv.
ing chrome xtadke odl ittum herapy.
The tatter may resyhin m increased
ensitity % the ettects of ihym Pr
thents receiving boty Orugs must de
DONNtred caretully,

Cotamarepnne. Yerapaom) etapy may
RCEISE Carbamapovre concentratony

ﬁﬂlnp;m Thetapy win }}lnmpln may
arkedly reduce oal verapamy boayai-
abitny,

Phenodarpitar Phengbarbitat therapy
my increase verapamin Cleanance,
Cyclosponne: Verapymit therapy may
increase serum fevels of cytlosconme,
Inhalatron Anesthetics. Animaf expen-
fments have shown tat whaiaton e
thetics depresy cadovascular oCtivity
by decreasing the mward movement of
calcium ons. When usep toncomdantly,
mhalatien anesthetecs ang akum an.
Laponists. such a5 verapamiy, shouid be
trared Caretully to aveng excessove [+18
SCulat depressicn,

Pevromyzeyiar Blacking Agents: Clinicay
93ts and animyf studies sugpest that
YerapamA may potentiate the actinty of
nevramuseufar blocking agents touram.
Kz 3ng depolanzing). & tay be neces.
3317 10 Decrease the dose o verapamit
nd/or the dose of the Aeuromuscylan
backing agent when he drugs are used
Concomtanty
Larcinogenesiy, Wytagenasiy, \mpair-
wem of Fasslity: An 18-monin toxcrty
Sty in fats, at 3 iow muthiple 16-oig)
of the maximum frcommended human
fdose. and not the Maumum tolerated
dose, thd not suagest » imongenc po-
1204a), There wax ng egence of ¥ car.
Cinagenic potential of verapamd admn.
lstzmhmemna'rmh two years ot
doses of 10. 35 and 130 Mg per day
O approumasy I 35, and {2, re
Ipectively, the manmym recommended
human oaity dosp 1430 mg per day or
96 L

Yerapamil wpy not mtagenc in the
Ames test an § test Sty at 3 my ey
olate. with or witheud metabotic activa-
Yion,

Stodies in female 1ty 2 22ity detary
00823 up I 5.3 hmes (35 my/hg/day) the
MMM recommended human dose di
P01 show impaired tertiity. Ettects on
male tertiy have not been determined
Ptunny: Teratataganic ¢ Hacrs,

acy Category C: Reprodurtion
Stuoes have deen pertormed o rabtats
I 1315 at orat dosey up Jo )5
(15 mgg/day) and 5 {60 megrdayl
times e mauimum recommenged
human daily dose. Tespettrely, and have
Tevedled ng evidence of teaatogenicry, 1n
Ih!mm,mmwpkmhrhu-
man dose w25 embrpocidal and retarded
fetal growth ang developmen, prodaby
because of adverse matpmal effects
Hected in reduced e gains of the
dams. Yhis oral dose has alsp been
shown (0 cause hypotension in rats.
Vhere are no 2gequate g wefi-con.
trolied studses 1n oregrant women B
€ause amma! reprogycion studes ane
R0t avezys preductive of human
this drug shoplg be used durng preg-
hancy orly it clearty needed Verapami
Crosses the placents) bamer gng <an be
Oetected 1 umbitial vern biood 2t detiv.

(42

Labor and Dadivary. it 13 not known
whethes the use of YEapamil dyting
labey or G2ivery has immediate or de-
tared adverse effects pn the letus, or

& increzses the need tor torteps. Setivery
O other absietric imtarvention, Such 3d-
73R QLpenenees have not beesy neborted
in the inesatyrs. Oespre 2 long rstory of
se o verapamil intirochionde i, Europe
in the treatmeny of Ladiac side ettects
of beta-adrenecgc ponrst agents used
£6 treat oremature Laber,

Suriing Mothers Yerapamil 1y mxeretey
% duman milk Becayse of thy ootentiat
for 2gverse RIS 0 nrsing mianty
trom verapam, MILNg should be dis.
continbed white erApIMmI 3 dminis.
tereg,

Petiatric vy, Satety ang fficacy of
102l in Dediatric patiers bk the
e of 13 years have ot deen estat.
li3hed,

Animaj Pmunaulon ad/or Amimat
Texi S I chione animat y
Studies verapami) Lauses lenticylar

RELLITRETTIN line changes

k1] REAL/Oy 01 pregrer ELLRIFTTY
Quncs o 624 AL o greate
n the beagie dog byt hot the rat
o cataracts de 1o werapa.
i) has ok deens repoeteg n man,
ADvERSE REACTIONS. Setious sdversy
TE3CHONS are uncommen when vevapa
mil hydrochionde therapy 1 i aleg
with upwasd duse titration within [he
recommensed singie and 1o14) daity
Quse. See WARNINGS for discussion of
heart taiire, Pypotension. tevate ey
enzymes. AV boek and ragig vertngilyy
fesbonse. Reversitie (ypon 13CoNnuy.
:’-m of verapaminy non-obitructive, para.

P2 Pase ttracimetty rammana




mil ydrochionde Thesapy 13 nitiated
with wpware dose titrahion wihin the
racommended singls and tota) daily
ase. See WARNINGS b disrussion of
ezymes. AV biech. and rapad ventrcuiat
resperae. Reversible (upo drscontinugy -
tion of verapani!) non-abstnxtrve,
Wi ileus has been firguently regorted
in ssaatess #3th the use of ywapani.
i chncs! trals mvohanf 183 bypes-
tensree patienls on verapamil hydr-
chieride extended-relesse for qrester
than ) week The foliowing siverse reac-
hons were eported m greates than 1%
of the patents:

Constipation 145
Headathe 53%
Dunness [¥e )
Lethargy 2%
Dyxpepsa 25%
Rash 14X
Anije Edema 1.4%
Sieep Disturbance 1%
Mntp b
In climce! ta's of other foPulations

o verapamil hyorochionde (N=4.954)
Ihe foliowng reactions have occurred ot
rates preates than 1%

Comstipahan 13%
Dumnesy 1%
MNaysed 2%
Hypotension 25%
Edema 1.9%
Headache 22%
Rash 1%
CHF Putmonary Edema 1.8%
fangue L%
Bradycsrdia

HR <50/min) 14%
AV block

total 1°, 27,3 1.2%

2° and 3° ot
Flushmg 06%
Tievated Liver Enrymes.

13ee WARNINGS )

In chmcat tnats related to the comrob
ot wentricutar response 10 aigtahred
pahients who had atural fibeiftation of
atnal Stutter. ventricular rate below
S0/min at rest oceumed s 15% of pa-
tients and asymptomatic hypotension
occurred m 5% of patents.

The following reactions. reporied in
1% o Jess of patients. pecurred undes
condrwons {open tnals, marketing Expe-
nience) where a causal relationship 13
uncertain: they are histed to alert the
physician 1o 8 poasible relabonship

Cardigvascular: angina peclons.

atnoveniticular dissociation, chest

pain, claudicalion, myccardial infarc-
tion. palpilations. purputa (vasculi-
bs). syncope.

Digeslive Systam: drarihes, dry

mouth, gastrontestnal distress, gn-

grval yperplasia

Memoc and Lymphatic: ecChymosis of

brhsng.

Nerveus System: cerebrovascular

sccrident. confusion, equilibnum dis-

orders. insomaia, muscle cramps.
paresthesia, paychotic symptams.
thakiness, Somnolence.

Respirstory: dyspmes.

Shin: aINatgia and rash, exanthema.

hait toss, hyperheratosis, maculae,

sweating. urhcana, Stevens-Johmrson
syndrome. efythema multsforme.

Seocial Sansea: blured wision, bani-

s

Urogenctal: gynecoenashia, impotence.

mereased unnaton, Spalty menstud-

tion,

Jroatmenm of Acute Cardiovascolar Ad-
vorse Reactiom: The trequency of cat-
dovascular adverse reactions whch -
Quire therapy 18 rare; hence. experience
with ther treatmen? is imited Whenever
severe hypolension o compiete AV block
occurs lollowing oral admnisteateon of
verapamil, the approptiate emergency
measures shoukd be applied mmmediate-
Py. e.g.. ntravenously sdministered 150-
proterenol hydrochionde. Rorepinephrine.
atropene (21} 0 the ysual doses). or calor-
um gruconate {10% solution). In gahents
with ypestrophic cardomyopathy {IHSS).
2ipha-atrenesgic agents (phemtephnne,
metaraminol biadrate of methazamine}
shauld be used 1o mantain blood pres-
sure. and 1soproterencl and levarterenol
should be avaded, H further suppon 1
necessary, Ingitopc agents Gopamine o
dodbutamine) may be adminrstered,
Actual treatment and dosage should de-
pend on the seventy and the chimcal 3d-
uation pnd the sudgment and expenence
of Ihe Irealmg physcian.

OVERDOSAGE: There 3 0o specrhc amil-
Gole tor verapamil pvesdasage; treatmenm
should be supportve. Delayed pharma-
Codyname consequences may occut with
enended-release tormulalions. and p3-
Dents should be cbserved tor at least 48
hours, preferably undes contimuus hoy-
phat care Reported effects include hypo-
tension, bradycardia, CarGiaC conduchion
delects, antythmias, hyperghycemia. and
decressed menla) status. In addilion,
here Rave been Werature reports of non-
catoiegenic pulmgnary edems 1b pa-
benls taking laige ovesdases of verapa-
mit {up 1o approumatedy 9 p).

In acule overdosage. gastromestina!
decontamination with catharmics and
whole bowed n1igalion should de consid-
e1ed Caloum. moffopes i.e.. 1soproter-
enol dopamine, and pucagont, alrapne.
vasopressors lie,, novepinephiine. and
roinephaine), and C3rdia pacing have
Dbeen useq with variable resulls to re-
verse Rypaiension and myocardial de-
presson I p lew 1eponed Cames, over-
Oove with caicium channel blochers that
was imlially reliactory lo stroping be-
came more responste 1o thes treatment
when the patients received arge 003es
(tiose To | grammow for more than 24
hourst et calcium chionde, Calum
chiorce 11 prelerred 10 caktium flucon-
ate unge b provides J times more Caki-
um per vorume Asrstole should be han-
giec by Ine usuat measures including
< ra-aprimenary esuscdalion Verap

e, AR




Gedects, rhythmias, ypergheem:s, snd
Secrezsed menlal status. In additon.
Dhere have been teratise reperts of non-
Cardrogenx pulmonary edems m pa-
bents taung larpe overdases of verapa-
#1) (09 t appraumatedy 9 g).

In sty overtosage, pastronvtestma!
decomamination with cathartcs and
whole bowed smgation should be consd-
eed Caicwm, maoopes {1e,. soproter-
tol. GOpIMINE. a0 gLapon). Ftropene,
YASOPMESSOS (L., norepineDRIthe, and
epinephrtne). ang CHTIAC PACING have
been useo with ratiabie resulls to re-
verse hypotension and myocardsal de-
OrEssion. In 3 few reported Cases. over-
dose with Caicium charne! biochers that
was initially retractory 1o atropine be-
Came more resporsive 10 this treatment
when the Dotents recerved large doses
{ciose t ] gramMour for mere than 20
hours} o) eslcum chlonde. Caltrum
Chiorde s preferred to calcium ghicon-
ate since A provides ) imes more cak:-
um per volume. Asystole sheuid be han-
dled by the usual measures including
€artiopulmonary resuscriaton, Yerap-
#mil cannct be removed by hemadialysis,
BOSAGE AXD ADMINISTRATION: Essen-
tal Wyperteason. The dose of verapamil
hydrochioride extended-release should
de indmduatired by ttralion. The usual
dauy dase of exended-reiease veragami
hydrechionee in chnical thals has been
240 mg given ty mouth once darly in the
morning, However. inimial doses of
120 mg 2 day may be wamanted 0 pa-
tients who may have an increasad re-
SPONSe 10 verapamel (e.g.. eiderly, small
eagie. eic.). Uoward Itration shouid be
basxd on therapeut eflicacy and salety
evatuated approvimalely 24 hours afer
dosing. 1he antihypertensive ettects of
verapamil hydrochlonde extended-re-
lease are evident within the first weeh of
therapy.

1 adequate response 15 not obtamed
with 120 mg of verapamil hvdrochionde
extended-release. the dase may be biral-
&d upward i the fllowing manner;

(2) 180 mg tn the morning,

b} 240 mg tn the morning.

{c) 360 mg w0 Ie marning,

{d) 480 mg i the morming,

Verapamit extenoed-release capsuies
are o once-3-day admimistiation. When
swiiching from immediate-release wer-
apamil to verapamil hydrochlotide ex-
tended-eiease capsules. the same Iotal
daily dose of verapamil hydrot hionde
extended-release capsules can be used.

As wilh immedrale-release verapa-

mil, Gosages of vecapamil hydrochios-
1de extended-release capicies should
be indmidualired and titranion may be
beeded in some patients
Sprinkling the Capsole Contents on
Food: Verapamd Hyarochionde Extendes-
rriease Bead Filied Cansules may also be
admnistered by caretully opening the
capsule and sponkhng the beads on a
spoontul of applesauce. The applesauce
should be swailowed immegiatety with-
out chewing and followed with 3 glass of
€00l water 10 ensure complete swallow-
tng oLIhe beads. The applesauce used
Should nat be het. and @ should be soft
enough o be Powiiowed_wihout chew-
ing. Any bead/appiesauce madure should
be used immedrately and not stored for
Iuture use Subdmiding the contents of 2
verapamil bydrochloride extended.re-
lease capsule 1s not recommenced.
HOW SUPPLILD: Verapami! Hydrochionde
Extended-reiease Cagsules. are avail-
able 1n 120 mg, 180 mg and 240 mg
capsules

The 120 g capsule s an enngated
Capsule wilk 3 bhuish green opague cap
and white opaque body that are adially
printed with MYUAN over 6320 n black
ink They are avaslable as foliows.

NDC 0378-6320-0]
bottles at 100 capsutes
NDC 0378-6320-0%
bottles of %00 capsules

The 180 mg capsde 1s an elongated
€apsule wih 3 bluish green opaque cap
and hight green apague body that are
fachally printed with MYLAN over 6330 in
blach ink They are avaitable 2 foltows

NDC 0378-6380-0)
bottles of 100 capsules
NDC 0373-6380-0%
dorties of 500 capsutes

The 240 mg capsuie 1s an eongated
Capsule with 3 Buish preen opaque cap
and dtwish green opague body thal are
radhally prirrted with MYLAN over 6440 i
black ik They are avarlable a3 follows

NDC 0378.6440-0)
botties of 100 capsvles
NOC 0378-6440.05
battles of 500 capsules
STORE AT ROOM TEMPERAIORE
15°to 25°C 138" 19 17°F).
Brief digressrons abore 25°C white not
Getrumental, should be avorded.
AYOID EXCESSIVE HEAT,
PROTECT FROM MOISTURE,
Dispense i 2 tight. light-cesistant con-
tainer a3 detined in the USP usmg a
childeresistant cipsure

MYLAN®

an Pharmacevticals ing.
Morgantown, WV 26505
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