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HSCRPTION: Diltiazem Hydro-
chisride i & calcian ion infwx in-
ibiter (simw channel blockes or cal-

Muchasitm of Actien: Diftiazem
pertensive effect primarily by reizx-
ation of vascelar smooth moscle
and the resuitast decreasa in par-
ipheral vascular resistance. The

est fail in blood pressare in oor-

motBnsives.

Hemedysamic and Elnctrophysie-
legie Effocts: Like other calciva
antagoaists, diltiarem decreases
sinostrial and stnovestricular con-

oriongation of the AH interval can



ipheral vascular resistance. The
@agnitude of blood pressore reduc-
tion is retated to the degree of byper-
als experience an aatibypertensive
effect, whereas there is anly a mod-
est fall ia blood pressure in nor-
motensives.
aad Electrophysio-
legic Effects: Like other cakium
antagonists, diltiazem decreases
singatrial and atrioventriculas con-
duction in isolated tissues and has a
negative inotropic effect in Fsolated
preparations. tn the intact animal,
prolongation of the AH interval can
be seen at hegher doses.
fn man, diltiazem prevents spos-

taneous and ergonoving-provoked
coronary astery spasm. it causes a
decrease in pesipheral vasculars re-

sistance and a modest fall in blood

individuats
and, in exsrcise tolerance studws in
patients with ischemic heart dis-
ease, reduces the heart rate-blood
pressure product for any given work-
ioad. Studies to date, primaniy in
patients with good vestriculas func-
tion, have not revealed evidencs of 2
negative inotropic effect; cardiac
output, ejection (raction, and left
ventricular end diastolic pressure
have not been atfected. Increased
heart faiture has, however, been re-
ported in occasional patients with
preexisting impairment of ventricy-
lar function. There are as yet fow
data on the interaction of diRtiazem
and beta-blockers in patients with
poor ventricular function. Resting
heart rate is asually slightly doced
by diftiarem.

Diftiazem Hydrochioride Extended-
release Capsuies produce ardiryper-
teasive effects both in the supine
and standing positions. Postural
tiypoteasion is infrequently noted
upon suddenly assuming an upright

Capsules
decrease vascular resistance, in-
crease cardiac output (by increasing
stroke wolume), and produce 3 stight
decreass or no change in heart rate.
During dynamic exervise, increases
tn diastolic gressure are intibited
while maximum achievable systobic
pressure is usually reduced. Heant
rate at maximurs exercise does not
change, or is slightly reduced.
Chronic therapy with diftiazen pro-
duces no change or an increase in
plasma catecholamines. No in-
creasad activity of the renin-angio-
tensin-aldosterene axis has been
observed. Diltiazem Hydrochloride

se Capsules antago-
nizes the renal and peripheral ef-
fects of angiotensin U, Hypertensive
animal models respond (o diftiazem
with reductions in blood pressure
and increased urinary output and
natrinesis WRIOGL & CRANES @ on-

tatravencos diltiazem Bydrochior-
ide in doses of 20 mg prolongs M
conduction time and AV node tunc-
ods apprximately 20%. In 3 study
involving single oral doses of
300 my of dittidzer hydrochiocide i
siz normal volunteers, the average
maximum PR prolongation was 14%
with no instances of greater thas
first-degree AY block. Diftiazem-
associated projongation of the A
intervat is oot more ‘i
patients with first-degree hgan
block. In patients with sick siaus
syndrome, diltiazem significantly
proloags sinus Cycle length (up to
50% in some cases).

Chronic ors? administriiion of
diftiazem trytrochionde in doses of
up to 360 mg/day has resaltd &
small increases i PR and
on occasion produces abn‘m\ﬂ
prolongation (spe WARNINGS):

and

absorbed from the
pmm
to an extensive first-pass €1
Mm.mmm@ﬂ'

W%, O
:tmmsin metabolism in which 2%
to 4% of the unchan;ed'dr.u
appears in the urine. n mm
studies show diftiazem 5 10% o
$0% bound to plasma proteias.
Competitive ia vitro figand inding
studies have also shown dittiaren
binding s 0ok aftered by B
concentrations of digoxin, hydro-
chiorothiazide, phemylbutazoos, pev-
pranciol, saticytic acid. of wartari.
The plasma mh:::l Dr::l!@-ﬁ‘;: :-
P i -
T v s aprwimatey 100
4.5 hours. Desacetyl dittiazem 3
also present in the plasma ot levels
of 10% to 20% of the parent st
and is 25% to 50% as ?ogen ]
coroaary vasodifator 8% dittiarem.

it appear to be in the
of dm!‘.lfnnmp\pf.mn There is 2




MRV sl T i
patients with first-degree heart
block. in patients with sick sines
syndrome, diltiazem significantly
proloags sinus cycle length (up to
50% in some cases).

Chronic ot administrkios of
ditlazem L inw o

to 360 m has re:

:LI haummgm interval, and
on occasion preduces abaormal
prolmgation {see W
Pharmacokloetics

to 4% of the unchanged drug
appears in the rine. In witro binding
studies show diftiarem is 70% to
80% bound to plasma proteins.
Competitive @ vitro ligand binding
studies have atso shown diltiazen
binding is not aftered by therapeutic
conceatrations of digaxia, bydro-
i phenyibutazons, pro-
pranclol, saticytic acid, of warfari.
The elimination half-tife :-
lowing single or multipie drug ad-
uﬁnis:mil'\‘is approximately 3.0 to
4.5 hours. Desacetyl diltiazem IS
atso present i the plasma at fevels
of 10% to 20% of the parent dvag
and is 25% to 50% as potent 2
coronary vasoditator as diltiaren.
‘Ninfum

therapeutic plasma levels
of diltiazem appear to be in the
rsage of 50-200 ng/mL mndi;

tiazem compared to patients with
normal renal function.

D2tiasen lydrachioride Extended-
release Capsites, USP (Twice-a-
Day Dosage): A single 120 mg dose
of the capsule resuits in detectable
plasma tevels within two to three
hours and peak plasma levels at six
to 11 hours. The apparent elimiza-
tion hatt-fite after single or Guitits
M(kﬁwhmhﬂnkd&
parture trom Gnearity simitar to that
observed with the diltiazem hydro-

tended-release Capsules is in”
creasad from a daily dose of 120 g
(60 ag b.i.d.) to 240 mg (120 mg
.i.0) datly, there is an increasz in
area-under-the-curve of 2.6 times.
When the dose is increased trom
240 my to 360 mg daily, there is an
increase in area-under-the-curve of
1.8 times. The average plasma lev-
#ls of the capsule dosed twice daily
at steady state are equivalent to the
tablet dosed four times daily when
the same tokal daily dos is admin-
istered. .

. INDICATIONS AXD USAGE: Diftiarem
Hydrochioride Extended-release Cap-
sules, USP (Twice-3-Oay Dosage) are
indicated for the treatment of byper-
tension. They may be used aine of
in combination with othes antilyper-
tensive medicatioas, such as diuret-

s

CONTRAINDICATIONS: Odtiazem is

contraindicated in (1} patients with

sick sinus syndrome exceot in the
of a functioning venttricular

* pacemasker, (2) patients with sac-

and- or third-degres AV bloch excest
in the presence of 3 functioning ven-
tricirlar pacemakar, {3) patents with
hypotension (less than 90 mm He
systolic), (4) patients who have
demonstrated ivity to the
drug, and (5) patients with acute
rmyocardial infarction and puimonasy
congestion documented by X-ray o0
WARNIKGS: Cardiac Conductien:

tonging sinus node recovery time,
except in patients with sick sisus
syndrome. This effect may rarely
result in atnormally slow heart rates
(particularty in patients with sick
sinurs syndrome) or sacond- or third-
degree AV bock (nine of 2,111 pa-
tients or 0.43%). Concomitant use
of diltiazem with beta-blockers or
digalis may result in additive ef-
h}cu on cardiac conduction. A pa-
tient with Prinzmetal’s angina
periods of asystoke (2 to 5
seconds) after a single dose of
60 mg of diltiazem. (See ADVERSE
REACTIONS.)
Congestive Heart Faiture: Atthough
diltiazem has a negative inotropic
effect in isolated animal tissue
preparations, temodynamic studies
0 humans with normal ventricutar
function have 0ot shown 2 reduction




30d excreted by the
bile. As with any drug given over
. 7ed peri

gegree AV plock (nme ot 2,1/} pa-
tients or 0.43%). ase
of ditiazem with beta-blockary or
digrtalis may resoft in additive ef-
fects on cardiac conduction, A pa-
lient with Prinametar’s angina

periods of asystole (2 to §
seconds) after 3 single dose of
60 mg of dittiarem. (Sex
REACTIONS) :
Congestive Heart Faiure. Nthough
diltiazem has 3 fegative inotropic
effect in isolated animay tissue
in humans flormal ventricylay
function

patients with impajred ventricular
function (ejection fraction 24%
+/- 6X) showed improvement in
indices of ventricutar function with-
out significant dacreass in contrac-

ited. Caution should be eizrtised

fypotensien: Decreases in blood

Pressure associated with diftiapem
therapy may occasionafly resylt i
Symptomatic hypotension, .
Acute Nepatic tnjury: Milg sleys.
tions of transaminases with snd
without cancomitant elevation in
aMafie phosphatase ang bitfrutin
have been observed in clinical st~
ies. Such elevations wers osuaily
transient ang frequently resolved
Even with continved diftiaen trext-
Meat. In rare instances, gy
slevations i enzymes such a5 3z
fine phosphatasa, (o4, SGOT, SGPT,
and ather phenomeny consistent
foted. These reactioas tended to
occur early ater teerapy initiatioe ()

lmmdimﬁnwmddmﬂlm-
#y. The relationship to dittiapem is
Mmhmﬁsa.mm
ble in some. (See PRE|
Pﬁ!ﬂmm&mi:vﬂb‘amh
Etensively Metabolized by the tives
Nidoeys and ia

shoutd be monitored zt regular in-
tervals. The drug should be used
with caytion in patisnts with -
paired renal or bepatic function. b
subacute aad chronie dog and rat
ated with hepatic damage. n spe-
cial subacute hepatic studies, oraf
doses of 125 my/kg and highar iy
fats were associsted with bistriogl.
cal changes in the tiver which were
feversible when the drug was dis-
continued. in dogs, doses of
20 mg/ig were aisg associated with
hepatic changes; howeves, thesp
Changes were reversibte with contin-
ved dosing.

Oermatological events {see AD-
E REACTIONS

skin eruptions progressing to erythe-
ma multiforme and/or ertotiative
dermatitis bave also been infre-
quently mported. Should a dermato.
logic reactioa persist, the dryg
discontinued.

Brug icteractions: Due to the patmn-
tial for additive effects, caution and
Careful titrahon are wananted in pa-
tients receiving diltiazem concoes-
taatly with any ageats known to
affect cardiac contractility and/or
conduction (see WARNINGS). Phas-
@acologic studies indicats that
there may be addrtive effects i pro-
longing AY conrduction when using

-blockers of digitalis concomi-
tantly with diltiazem (see WARN-
INGS).

As with ail drugs, care shourd be
exercised when treating patients
with i ications, Dt
undergoes biotransiormation by
cytockrome P-450 mixed function
aridase. Coadministration of dittj.
arem with other agents which follow
the same route of biotransformation
may resutt in the competitive inhite
tion of metabolism. Especialty in
patients with renal and/or hepatic
impairment, dosages of simitarty
metabolized drugs, particularty
those of low thesapeutic ratio oay
fequire adjustment when starting o
stopping coacomitantly adminis-
tared diitiazem to maintain optimum

bicod levets,

Bota-Blackers: Controlied and
domestic studies sug-
gest that concomitant uss of difti-
azem and beta-blockers is gsually
weil tolerated, but available dat are
not sutficient to predict the effacts
of concomitant treatmient in patients
with iatt ventricular dystunctien or
cardiac conduction abnormalties.

Adminictratina af e .




.

cal COSNEES 1l {Ng uved wiikd auic
reversible when the drug was dis-
coatinved. 1n dogs, doses of
20 mp/ig were aiso associated with
hepatic changes; however, thess
changes were reversible with contin-
ved dosing.

Dermatological events (see AD-
VERSE REACTIONS section) may be
transient and may disappear despde
continaed ase of diRtiazem. However,
skin eruptions progressing to erythe-
ma moltiferme and/or exfotiative
desraatitis bave also beea infre-
quently Should a dermato-
logic reaction persist, the drug
shouid be discontinued.

Orug interactiens: Due to the poten-
tiat tor addrtive effects, caution and
carefu] titration ace wamantad in pa-
tieats receiving diltiazem concomi-
tantly with any agents knowa to

affect cardiac contractility snd/or
conduction (ses WARNINGS). Phar-
macologic studies indicate that
there may be additive effects in pro-
longing AV corduction when nsm(
beta-blockers or digitalis concoai-
tantly wth diltiazem (ses WARN-
INGS).

As with all drugs, care sharid be
exercised when treating patieats
with multiple medications. Ditianxm
undergoes biotransformation by
cytochrome P-450 mized fenction
axidase. Coadministration of dilt-
aem with ather agents which-follow
the same rote of biotransfonmation
may result in the competitive ichibe-
tion of metabolism. Especially in
patients with renal and/or bepstic
impairmest, dosages of similasty
metabalized dregs, pasticylarly
those of fow therapeutic ratio may
require adjustment when starting o
stopping coacomitantly adminis-
tered diftiazem to makntain

therapeutic bicod levels.

Beta-Blsckers: Controlled and
uncontrolied domestic studies sug-
gest that concomitant us2 of difti-
azem and beta-blockers is usually
well tolerstad, bt available data ane

Administration of diltiazem by-
concomitantly with pro-

drochioride
pnmlulhﬁnmummn
resulted in increased propranoid
fevels in af) subjects and bioavail-
abliity of propranclol was increasad
appraximately 50%. [ vitra, pro-
pranclol appears to be displsced
from its binding sites by diftiazem.
f combination therapy is initiated
or withdrawn in conjanction with
propranoiot, an adjustment i the
mmdddusnmybsmntad
(568 WARNINGS). -
Cimetidine: A study in six healthy
volunteers has shown a significant
incresse in peak diftiazem plasma
tevels (58%) and area-under-the-
curve (53%) after 2 1-week course



PPN

of cimetidine at 1.200 mg per day
and a single dose of diltiazem
§0 mg. Ranstidine produced small-
e, nonsignificant increases. The
effect @ay be mediated by cimeti
dine’s known (hibition of hepatic
Cytochrome P-450, the enryme sys-
tem responsible for the first-pass
metabolism of diltiazem. Patients
currently receving deitiazem thera-
oy shoutd be caretully monitored for
2 change in pharmacological effect
when initiating and-discontinuing
therapy with cimetidine, An adjust-
ment in the diltiazem dose may be
wananted.

Digitatis: Administration of dittiazem
with drgoin in 24 heatthy male subd-
jects increased plasma digdn con-
centrations approximately 20%.
Another investigater found a0 in-
crease in digaxin (evels in 12 pa-
tients with comnary artery disease.
Since these have been conilicting
results regarding the effect of dipm-
in levels, it is recommended that
digazia levels be monitored when
initiating, adjusting, and discontio-
ving diltiazem therapy to avoid pos-
sible over- or under-digitalization
(see

diac contractifity, conductivity, and
automatically as well as the vascy-
lar dilation associated with anes-
thetics may be potentiated by caici-
um channel blockers. When used
concomitantly, anesthetics and cal-
cium blockers should be titrated
carefully.

Cyclosperine. A pharmacohinetic
interaction between dittiazem and
cyclosporine has been observed qur-
ing studies invohving renal and (ar-
diac transplant patients. ln renal
and cardiac transplant recipients, a
reduction of cyclosporine dose rang-
ing trom 15% to 48% was necessary
to maintain cyclosporine trough con-
centrations similar 1o those seen
prior to the addttion of dittiazem. 1f
these agents are to be administersd
concurreatly, cyclosporing concen-
trations should be monitored, espe-
cially whes ditiarem therapy is initi-
ated, adjusted or discontinued. The
effect of cyclosporine on dittiazem
plasma concentrations has not been
evaluated.

Carbamazspine. Concomitant ad-
ministration of diltiarem with carba-
marepine has been reported (o re-
solt in elevated serum levels of cas-
bamazepine (40% to 77°% increase),
resuiting in toxicity in some cases.
Patients raceiving these dnigs con-
cumently should be monttored tor a
potential drug interaction.
Carcinogenesis. Mutagenesis, Im-
pairment of Fertility: A 24-month
study in rats and a 21-month study
in mice showed no evidence of car-
cinogenicity, There was also no ma-
tagenic response in in vitro bacterial
tests. Mo intrinsic etfect on fertility
was observed in rats.

Pregnancy: Teratagenic Effects -
Pregnancy Catagery €. Repto-
duction studies have been conduct-
ed in mice, rats, and rabbits. Ad-
ministration of doses ranging from
five to ten times greater (on 3 mg/kg
basis} than the daily recommended
therapeutic dose has resulted in
embryo and fetal lethality. These
doses, in some studies, have been
reportad to cause skeietal sboonmal-
sties. In the perinatal/postnatal
studies, there was some redoction in
earty individual pup weights and
survival rates. There was an in-
creased incidence of stillbirths at
doses of 20 times the human dose or

greater.

There are no well-controtied stud-

ies in pregaant women; theretore,
wsa diltiazem in pregrant women
only if the patential benefit justifies
the potential risk to the fetos.
Norsing Methers: Diftiazem is ex-
creted in human milk. One report
suggests that concentrations in
breast milk may approximate serum
lpvels. If use of diltiazem is deemed
essentiad, an alternative method of
infant feeding shouid be instituted.
Pediatric Use: Safety and effective-
ness in pediatric patients have not
been established.
ADYERSE REACTIONS: Serious ad-
vesse reaclions bave been rare in
studies carvied out to date, but it
shoutd be cecognized that patients
wilh impaired ventricular function
and cardiac conduction abnormati-
ties have usually been exchuded from
these studms.

The adverse events described
below represent events observed i
clinical studies of hypertensive pa-
tients receiving either diliazem
hydrochloride tablets or diltiazem
hydrochioride extended-release cap-
sules, as well as experences ob-
served in studies of angina and dus-



TREITIPTRS

t:shaveuswb,w Iy Leuwmhm
these studies.

The adverse events described
below represeat events obsarved in
clinical studies of hypertensive pa-
tients receiving either diltiazem
hydrochtoride tablets or dittiazem
bydrochioride cap-
Suies, as well a5 experiences od-
served in studies of angina a0d dur-
ing marketing. The most common
events in hypertension studies ary
shown in a table with rates in place-
ba patients shown for comparison,
Less comman events are listed by
bady system; these include aay
adverse reactions seen in angina
studies that wers not observed in
Iypertension studies. (n a1 byper-
tensive patients stodied (over 900),
the most common adverse events
were edema (9%), headache (3%),
dizziness (6%), asthenia (5%),
sinas bradycardia (3%), flushing
(3%), and first degres AV biock
(3%). Onty edema and perhaps

and dizziness were dose
related. The mast common events
observed in clinical studies (over
2,100 patients) of sagina patients

nd patients receiving
diltiazem hydrochloride tablets or
dittiazem tdrochtoride extendad-
felease capsutes were (e, greater
than 1%) edema (5.4%), beadache
(4.5%), dirziness (3.4%), asthenia
(2.8%), first degroe AY biock (1.8%),
flushing (1.7%), nausea (1.6%),
bradycardis (1.5%), and rash
(L5%).

Double Biod Placedo Coctrofied’
Bypertaotion Trisa

Otiazen Placese”

Adverss H=315 ka2l

Pots (%) #0tx(%)

Headace  38(17%) 17 %)
AV block

UA6%) 4(1y%)

2% sorx)

19(6%) 2009%)

19(6%) 3(L4x)

131%) 3(14%)
10(3.2%) 1(0.5%)
5(L6%) 2(0.9%)
4(L3%) 1(05%)
4H13%) 2(09%)
4(13%) 2(0.5%)
413%) 2009%)
LX) =

3(1%) 105%)
31%) 105%)
lnsomnia 3(1%) 10.5%)
3% 10.5%)

206%) —~

In addition, the fwllowing events
were reported infraquently (less than
1%) with dittiarern hydrochlonde
extended-release capsules or ditti-
azem hydrochioride tablets or have
been observed in angina.or types-
tension triaks.

Cardiovaseutar: Angina,

: Aagina, antwthmia,
second- or third-degree AY block

g

T

(se# coaduction warning), bungle.

ure, syncope, tactycandia, ventricg. .

lar extrasystoles, -

Bervous Systom: Abnormat dreams,

amnesia, depression, gait abnor-
iy, halomats ~

A nervousness,
paresthesia, personatity changa,
tremor. :

Wmaﬁm
dry mouth, dysgeusia, mild eléva.
tions of SGOT, SGPT, and LOH (see
Medaﬁ:mmi:m,mixtunﬂm;
weight increass.

Dermatologicat: Petachiae, photo-
Other: Ambiyopia, CPX increass,
dyspnea, epistaxis, #ye irritation,

apo-

teace, muscle cramps, nasal con-
gestion, aocturia, astesarticylar
The fotlowing postmarkating o-
veats have been reported infre-
Queatly in patients feceiving difti.
uee: altergic feactions, alopecia,
angioedema (intluding facial or

! ederna), asystve, erthe.
@2 mudtitorme (inchdin g Stavens-
necrolysis), extrapyramida) syqp-
toms, gingival typarplasi, bemot-
IC aenia, increased i
leukopenia, purpura, retinopathy,
and i2. There have
been absarved cases of 4 geoenal-
ized rash, some charactenzed as
® vascultis. In addj-

these patients. A definitive cause
and effect relationship betwean
and ditti

therapy

Cannat yet be established. Exfos.

tative dermatitis (proven by rechat-

R EXUAGGERATED R¢.

SPONSE: The araf L0gy's in mice

;n: fats range from 415 to
" e oo .



cannat yet be established. Exfol-
tative dermatrtis (proven by rechat-

OVERDOSAGE 0R EXAGGERATED
SPONSE: The oral t0gq's in ml:e
and rats range from 415 to
740 mg/kg aad trom S60 to
310 mg/kg, respectivedy. The intra-
m 'S in thesa species warp
mg/g, res, A

o3l Dggy'in dogs iy Mmhr:

i excess of 50 a./kg, whils Inthairty
was seen in monkeys at 360 my/k,.

The toxic dose in man is not
known. ue to extansive watabelicm,
biood leves after a standard dose of
diltiazem can vary over tenfold, -
fting the usefuiness of blood levets
in overdose cases.

. There have been 29 reports of dil-
tiarem overdose in dosas ranging
from fess than 1 gram to
10.8 grams. Sixteen of these reports
nvolve multiple drug ingestions.

gverdose ranging from less than 1
gram to 10.8 grams. There were
seven reports with 2 fatal outcome;
although the amount of diltiazem
ln(es}ed was unknown, multiple
dyu ingestions were confirmed in
sorof the seven reports.

Events observed following ditti-
arem averdose included bradycar-
dia, hypotension, heart block, and
CArdiac failuro. Mest repurts of wver -
dose described some supportive
medical measure andior drug treat-
ment. Bradycardia frequeatly re-
sponded favorably to atropine, as
did heart block, although cardiac
pacing was also frequentty utilized
to trest heast block. Fluids and vaso-
pressors were used to maintain
bood pressore and in cases of car-
diac failure inotropic agents were
sdministered. (o adddtion, some pa-
tients received treatment with venti-
Iztory support, gastric lavage, acti-
vated charcoal, and/or intravenoas
cakcium. Evidence of the effective-
ness of intravenous caicium admin-
istration to reverse the pharmaco-
logica! effects of diftiarem overdose
was conflicting. )

tn the event of overdosage o &x-
aggerated cesponse, appropriate
supportive measures should be em-

gest that plasmapheresis or char-
coal hemaperfusion may hasten dil-
tiazem efimination following cver-

Bradycardia: Administer atropine
{0.6 to 1 mg). If there is no response
to vagal blockade, administes iso-
proterenol cautioosly.

AY Block: Treat as for
beadycardia above. Fixed high de-
gree AV block should be treated with
cardiat pacing.

Cardiac Faiturs: Administes inotrop-
ic agents (isoprotesenat, dopamine,
or dobutamine) and dinretics.
Hypotension: Vasopressors (e.g.
dopamine or noreginephrine bitar-
trate).

Actual treatment and dosage
should depend on the severity of the
clinical situation and the judgment
and expesience of the trezting physi-

cian.
DOSAGE AND ADMINISTRATION: Dos-
ages must be adjusted to each
patient’s needs, starting with 60 to
120 mg twice daily. Maimum anti-
hypestensive effect is usually ob-
served by 14 days of chronic theragy;
therefore, dosage adjustments
should be scheduled accordingly.
Although individual patients may
respond to lower doses, the usual
optimum dosage range in clinical
trials was 240 to 360 mg/day.
refease Capsules have an additive
antifypertensive effect when wsad
with other antitypertensive agents.
Therefore, the dosage of Diltiazem
Hydrochioride Extended-release Cap-
sules or the concomdant antiryper-
tensives may need to be adjusted
when adding one to the ather. See
WARNIXGS and PRECAUTIONS re-
garding use with beta-biockers.

HOW SUPPLIED: Diltiazem Hydro-
chioside Extended-release Cap-
sules, USP (Twice-a-Day Dosage)
are availabie in 60 mg, 90 mg, and

120mg

The 60 mg capsules are a I3 coral

opaque 3399 capiwhite opaque body

imprinted with MYUAN over 5060 in

black ink o0 the cap and body. They

are available as follows:

NDC 0378-6060-01
bottles of 100 capsules
me‘)ow;upsuhsmallwal
apaque 3399 cap/ivory cpaque body



10 vagal blockade, administes i5o-
proterenol cautionsly.

figh-Dugres AV Block: Treat as for

bradycardia above. Fixed high de-

gree AV block should be treated with
. .

Mypotension: Yasapressors {e.g.
dopamine or norepinephrixe bitar-
trate).

Actual treatment and dosage
should depend on the severity of the
ciinical situation and the udgment
and experience of the treating physi-
cian,

DOSAGE AND ABMIKISTRATIOR: Dos-
ages must be adjusted to each
patient’s needs, starting with 60 to
120 mg twice daily. Mazimum anti-
hypestensive effect 1s usuatly ob-
served by 14 days of chronic therapy;
therefore, dosage adjusiments
should be scheduled accordingly.
Although individual patients may
respend to lower doses, the usnal
optimum dosage range in ctinicat
triats was 240 to 360 my/day.
Diftiazem Hydrochioride Extanded-
L release Capsules have ao additive
< antihypertensive effect wheo used
! with othes antitypesrtensive agents.
! Therefore, the dosage of Diltiazem
e Exteaded-redeass Cap-

Hydrochloride
sules o the concomitant antiyper-
tensives @ay aeed to be adjusted
whes adding one to the cther. See
WARNINGS and PRECAUTIONS re-
garding use with beta-blockers.
HOW SUPPLIED: Diltiazem Hydro-
chioride Extended-release Cap-
S sutes, USP (Twics-a-Day Dosage}
are available in 60 mg, 90 mg, and
120 mg.
The 60 mg capsules are a #3 coral

black ik on the cap 2nd body. They
. are available as follows:
.- . NDC 0378-6060-01
botties of 100 capsules
The 90 mg capsules are a #2 coral
opaque 1393 cap/hvory opaque body
impeinted with MYLAN over 6090 in
lack ink an the cap and body. They
2re availabie a3 follows:
NDC 0378-6090-01
batttes of 100 capsutes
The 120 mg capsoles are a #1
coral opaque 3399 cap/coral opague
3399 body imprinted with MYLAN
over 6120 an th cap and body. They
are avaiiable as follows:
NOC 0378-6120-01
botties of 100 capsuies
Diltiazem Mydrochtoride Ex-
tended-release Capsules, USP
which exhibit different pharmacoki-
netics are also marketed. Pleass
confirm you are dispensing the pre-
scribed formutation.
STORE AT CONTROLLED ROOM
TEMPERATURE

15°-30°C (59°-08°F).
Dispense in a tight , light—resis-
- tant container as defined in the
USP using a chiid resistant closure.
CAUTIOR: Federal taw prohibits dis-
pensing without prescription.
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DILTIAZEM I'YDROCHLORIDE EXTENDED-RELEASE
(Twice-a-Day Dosage)
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MYLAN PHARMACEUTICALS INC.

DILTIAZEM HYDROCHLORIDE EXTENDED-RELEASE
CAPSULES, USP (Twice-a-Day Dosage)
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DILTIAZEM HYDROCHLOR.[DEEXTENDED—RELEASE
CAPSULES, USP (T wice-a-Day Dosage)
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