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DRUG MARKET WITHDRAWAL
DILTIAZEM HYDROCHLORIDE EXTENDED RELEASE CAPSULES
60 mg and 90 mg
(100’s Bottle pack container)

60 mg (NDC 68462-850-01) and 90 mg (NDC 68462-851-01)

May 2, 2024

Dear Customer,
This is to inform you of a voluntary market withdrawal to wholesaler level involving the following:

Diltiazem Hydrochloride Extended Release Capsules 60 mg and 90 mg (100°s Pack Container)
being Market withdrawal,;

S. No. NDC Strength Batch No. Pack Size | Expiry Date
1. 68462-850-01 60 mg 17231080 100'S April - 2025
2. 68462-851-01 90 mg 17240362 100'S Jan - 2026

Market withdrawal of above mention batches is being proposed as a part of impact assessment
conducted for the out of Specification result in test of dissolution for Diltiazem Hydrochloride
Extended Release Capsules120 mg batch # 17230304 during long term stability 12" month time
point and recall for batch 17230304 has already been initiated on March 22, 2024.

Batch 172310180 and 17240362 was passed in L2 stage dissolution criteria during initial analysis
therefore as an abundant caution, firm has decided to withdraw the subjected batches from the
market. At this time, no failure is observed in above subjected commercial batches.

Please refer to the details of product batches listed in above table and refer enclosed product labels
for ease in identifying the product.

Please examine your inventory and if you have any inventory available pertains to any of the
batches specified in above table then quarantine it immediately. Glenmark Pharmaceuticals Inc.,
USA initiated shipment of the above batches on Sep 27, 2023.
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Glenmark is requesting that the batches specified in the above table to be returned to Inmar Rx
Solutions (address below) using the Postage Paid Product Return label that was provided in your
Market Withdrawal Return Packet.

Inmar Rx Solutions
3845 Grand Lakes Way
Grand Prairie, TX 75050

Please complete and return the enclosed response form preferably within 72 hours of receipt of
this notification. Please either fax your response to 817-868-5362 or email to
Rxrecalls@ Inmar.com.

If you have any questions regarding your market withdrawal return please contact Inmar at 877-
851-8141, Monday thru Friday 9 am to 5 pm EST.

Thank you for your cooperation,

Sincerely,
GLENMARK PHARMACEUTICALS INC., USA

Digitally signed by Thomas

Thomas Callaghan callaghan
Date: 2024.05.02 10:07:28 -04'00'

Thomas Callaghan
Executive Director - Regulatory Affairs, North America

US Agent for Glenmark Pharmaceuticals Limited

Enclosure(s):
Product Labels

Market Withdrawal Return Response Form
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Diltiazem Hydrochloride
Extended-Release
Capsules, USP

Diltiazem Hydrochlonde Extended-Release Capsules, USP

DESCRIFTION
Dittiazem Ivydru:hloﬂde is a calcium 1on collular influx mmmor (slw :hannel Hor.ksr ur ﬂlﬂum antagonist).
Chemically, ditiazel is 15

ethyi]-2, 3-dinyd e

(0)—0!— The mamu slmmum is
OCH,

t o]
CH,CHN(CH,),
Molecular formuia: €,H,M,0, SHC!

Diftiazem hydrochloride, USP is a white crystalling powder or smal crystals. i 1s freely soluble in chlorotorm,
tormic acid, methanol, water, sparingly soluble in dehydrated alcohol and insoluble in ether. It has a molecular
weight of 450,98 mol. Each Diltiazem Hydrochloride Extended-Releasa Capsules, USP contains either 60 mg
diftiazem hydrochloride (8quivaent to 55.1 mg dittiazem), 90 mg diliazem hydrochloride (aguivalent to 82.7 mg
dittiazem), or 120 myg diftiazem hydrochloride (equivalent to 110.3 mg diltiazem).

Also contams: Diethyl phthakate, sthyl cellulose, methacrylic acid and ethyl acrylate copolymer, polysorbate,
povidone, sodium lauryl sulfate, sugar spheres (com starch, hypromeNlose and sucrose) and talc. The capsule
shells contain D&C YeHlow No. 10 (90 mg only), FD&C Red No. 3, FD&C Red No.40, FDAC Yellow No. 6, gelatin,
sodium lauryl sulfate and thanium digxide. The black printing ink contains black iron e, potassium hydroxide
and shellac.

For oral administration.

FOA approved dissolution tes1 specitications differ from USP.

CLINICAL PHARMACOLOGY
The therapsutic etiects of ditiazem hydrochloride are believed to be related to its ability to whibxt he infiux of
calcium ions during membrane depolarization of cardiac and wascular smooth muscle.

Mectianism of Action

Ditiamm Hydrochlorite Extended-Release Capsuies produces fts antihypertensive effect primarity by relaxation
of vascular smooth muscle and the resuftam decrease in peripheral vascular rewstance. The magnitude of
biood prassure reduction is related to the degree of hypertension: thus, hypertensive individuals experience an
antinypertensive effect, whereas there is only a modest fal in tlood pressure in nommotensives.

Hamodynamic nd Electrophysiological Effects

Like pther calcium channed antagonists, dittiazem decreasas sinoatral and atrioventncular conduchon in isolated
tissues and has a negative inotropic effact in isolated preparations. in the intact animal, protongation of the AH
mterval can be seen a higher dosas.

In man, diltiazem prevents spontaneous and ergonovine-provoked coronary artery spasm. t causes a decraase
in peripheral vascular resistance and a modest fall in biood pressure in normatensive individuals and, in exercisa
tolerance studied in patients with ischemic heart diseass, reduces the hsart rate-biood pressure product for any
given workioad. Studies to dats, primarily in patients with good ventricular function, have not revealed evidence
of & negative inotropic eflect; cardiac output, sjection fraction, and lett ventricular end diastolic pressure have
not been atiectad. Increased haant fadure has, however, bean reported in occasiondl patients with presxisting
impairment of vemtricular function, There are as yet few data on the interachon of diftiazem and beta-blockers in
patients with poos ventriculer function. Resting hear rate is uswually sightly reduced by dittiazem.

Ditiazem Hydrochloride Extended-Relaass Capsudes produces antihypertensive etfects bath in the supine and
standing positions. Postural hypotension is infrequently noted upan suddenly assuming an upright pasition. No
refiex tachycandia is associated with the chronic antihyperienaive effects. Dittiazem Hydrochloride Extanded-
Rejeass Capsiles decrease vascular resistance, increase cardiac outpul (by increasing siroke volume), and
produce a slight decrease or no change in heart rate. During dynamic exercise, increasas in diastolic pressure
are inhidited, while maximum achievable systolic prossure is usually reduced. Heart raia at maximum exertise
does not change or is slightly reduced. Chronic therapy wih diltiazem hydrochloride produces no change or an
incregss in plasma catecholamins. No incraased activity of the renin- angiatensin-aidosterone axis has been
observed. Dittiazem Hydrochloride Extended-Release Capsules antagonize the renal and peripheral effects of
anpiotensin |1, Hypertensive animal modes respond to diftiazem with reductions i biood pressure and increased
urinary output and natriuresis without a change in urinary sodivm/potagsium ratio.

Intravenous diluazem hydrochioride in doses of 20 mg protongs AH conduction time and AV node functional and
effective refractory periods by approximately 20%. In 2 study invalving single oral doses of 300 mg of dittiazzm
hydrochloride in sox normal volunteers, the average maximum PR prolongation was 14% with no instances of
graater than first-degree AV block. Dittiazem-associated pralongation of the AH interval is nol more pronounced
in patients with first-degree heart hiock In patients with sick sinus syndrome, diftiazem significantly prolongs.
sinus cycle length (up to 50% in some cases).

Chronic oral administration of diltiazem hydrochlortde in doses of up to 360 mg/day has resuled in smail
craases in PR interval, and on occasion produces abnormal prolongation (see

Phammacokinetics and Metabolism
Dittiazzm is wedl absorbed from the gastroitestinal tract and is subject to an exienuve first-pass effect, giving
an absolute bi (compared to of about 40%. Dittiazem hydrochloride
undergoes extensive metabolism in which 2% to 4% ot the unchanged drug appears in the urine. /o vitra binding
studies show diftiazam hydrochloride is 70% to 80% bound to piasma proteins. Competttive in vitro igand
binding studies have nlsa lnm diltiazem trydrochlonide binding is not altersd by herapeutic concentrations
of mamm smnﬁn: acid, or warfarin. The plasma elimination
or mudtiple drug adméni is 3.010 4.5 hours. Desacety} dittiarem is
isn present in the plasma ai levels of 10% \n 20% of the pmm drug and is 25% to 50% as potent a coronary
vasodilator as ditiazem. Minimum of diltiare appear to be in the ranpe

of 5010 200 ng/mL. There is a departure from linearity when dose strengths are increased; the hait-life 15 stightly
incraased with dose. A study that compared patients with normal hepatic function t patients with cinfiosis
tound an increase in half-lite and a 69% incraase in hioavallabifity in the hepatically impaired patients. A single
sludy in nine patients with severely impaired renal function showed no difference n the pharmacokinetic profile
of diiazem cornpared to patients with normal renal function.

m s 2
A single 120 mg tose of the capsule results in detectable plasma levels within 2 to 3 hours and peak plasma
levels at 6 to 11 hours. The apparem stimination half-ife after single or mutiple desing is 5 10 7 hours. A
departure from lineartty simikar to that observed with the ditiazem hydrochloride @bkt is observed. As the dose
of diftiazem hydrochloride extanded-release capsdes is increased from a daily dose of 120 mg (60 mp b.id.)
o 240 mg (120 mg b.i.d.) daily, there is an increase in area-under-the-curve of 2.6 times. When the dose is
increasad from 240 mg to 360 mg daily, there is an increase in area-under-the-curve 0f 1.8 times. The average
plasma levels of the capsule dosed twice daily 2t steady-state are equivalent to the tablet dosed four times daily
when the same total daily dose is administered.

IMDICATIONS AND USAGE

Diltiazem Hydrochloride Extended-Release Cwsules (Tm:e-l -Day Dosaw) are indicated for the treatme of
hypertension. They may be used alone o in such ag
diuretics.

CONTRAINDICATIONS

Diliazem hydrochloride is contraindicated in (1) patients with sick unus syndrome except in the prasence of a
functioning ventricular pacemaker, (2) patients with second- or third-degree AV block except in the presence of
a functioning ventricular pacemaker, (3) patiems with hiypotensian {kess than 30 mm Hg systokic), (4) patients
who hawe demonstratad hypersensitivity to the drug, and (5) patients with acute myocardial imfarction and
pulmonary congestion documented by X-ray on admission.
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Cardiac Conduction

Ditiazem hydrochloride prolongs AV node refractory periods withoul significantly profonging sinus node
fecovery time, except in patients with sick sinus syndrome, This etiect may rarely result in abnormally siow
heart rates (particularly in patients with sick sinus syndrome) or sacond- or third-degree AV block {9 of 2,111
patients or 0.43%). Concomiant use of diftiazem with beta-blockers or digitalis may result in additive effects
on cardiac conduction. A patient with Prinzmetal’s angna developed periods of asystale (2 to 5 seconds) after a
single dase of 60 mQ of diftazem (see ).

Congesuve Hearl Failure

AMhough ditiazem has a negative ingfropic etfect in isolated animal tissue preparations, hemodynamic studies
0 humans with normal ventricular function have not shown a reduction in cardiac index nor consistent negative
etfects on contractllity (dp/dt). An acute study of oral dittiazem in patients with impaired vemtricular function
(ejection fraction 24% « 6%) showed improverment in indices of ventricular function without significant decrease
in contractile function (dp/tt). Exparience with the use of ditiazem frydrochloride in combanation with beta-
blockers in patients with impaired ventricular tunction is limited. Cautian should be exercised when using this
comnation.

Hypatension
Decreases in blood pressure associated with diftiazem hydrochioride therapy may occasionally result in
symptomatic hypotension.

Acute Hepatic niury

Mild devations of with and without elevation in alkaline phosphatse and bilirubin
have bean abserved in clinical studies. Such elevations were usually transient and frequently resaived even with
continued diltiazem treatment. In rare instances, significant elavations in enzymes such as alkaline phosphatase,
LDH, SGOT, SGPT, and other phenomena consistent with acirta hepatic injury have been noted. These reactions
tended to occur early after therapy initiation (1 10 8 weeks) and have been reversible upon discontinuation of
drug terapy. The relationship to ditiazm hydrochioride is uncertain in some cases, but protable in some (see
PRECAUTIONS).

PRECAUTIONS

Ganera

Dittiarem hydrochloride is extensively metabalized by the liver end excreted by the kidneys and in bile. As with
any drug given over prolonged periods, laboratory parameters of renal and hepatic function should be monitored
at regular intervals. The drug shoubd be vsed with caution in patients with impaired renal or hepahc funcbon, In
subacute and chronic dog and rat studies designed to produce tooicity, high doses of diftiazem were associated
with hepatic damage. in special subacute hepatic studies, oral doses of 125 mg/kg and higher in rats were
associated with histological changes in the fiver which were reversibie when the drug was discontinued. In
dogs, doses of 20 mg/kg were also associated wih hepatic changas, however, these changes were reversible
with continued dosing.

Dermatological events (see may be transient and may disappear despite continued
use of diftiazem hydrochloride. However, skin eruptions progressing to erythema muhtiforme and/or exfoliative
dermatitis have also been imfrequently rported. Should a dermatologic reaction persist, the drug shouid be
discontinued.

Drug Interactions

Due to the potential for additive etiects, caution and carefl titration are waranted in patients recgiving diftiazem

hydrochioride concomitantly with any agents known to affect cardiac Ity and/or conduction (see
). Pharmacologic studias indicate thal there may be additve effects in prolonging AV conductan

when using beta-biockers or digitalis concomitantly with ditlarem hydrochtonide (se2 WARNINGS).

As with all drugs, care should be exercised when treating patients with multiple medications. Ditiazem is bath a
substrate and an inhibitor of the cytochrome P-450 3A4 enzyme system.

Other drugs that are specific substrates, inhibitors, or mducers of this enzyme system may have a significant
impact on the efficacy and side effect profile of gitiazem. Patients laking other drugs thal are substrates of
CYP450 3A4. especially patiems with renal and/or hepatic impairment, may require dosage adjustment when
starting or stopping concomitantly administersd ditiazem in order to maimtain aptim um therapeutic biood kevels.
Anesthetics The depressiont of cardiac contractiity, conductivity, and aulomaticity as well as the vascular
dilation associated with anesthetics may be potentiated by calcium channel blockers. When used concomitantly,
anesthetics and calcium blockars should be titrated carefully.

Benzodiazepines. Studies showed that dittiazem incraasad the AUC of midazolam and triazolam by 3- to 4-fold
and the Cn., by 2-fold, compared to placebo. The elimination half-Iife ot midazalam and triszolam also increasad
(1.5 to 2.5-told) during coadministration with dittiazem. These pharmacokinetic effects seen during dittiazem
coadministration can result in increased ciinical effects (s.0., prolonged sadation) of both midarolam and
riazolam.

Beta-blockers Controlied and uncontrolied domestic studies supgest that concomitant use of ditiazm
hydrochloride and beta-blockers is usually well tolerated, but available data are not sufficient to predict the
efiects of concomitant treatment in patiants with lett ventricular dystunction or cardiac conduction abnormaltties.

of dittiazem with in five normal volunteers resulted
in increased propranolol levels in afl subjects and bioavail o was increased
50%. in witro, propranglol appears to be displaced from its binding sies by dittiazem. if combination therapy is
initiated o withdraws in Conjunction with propranalol, an adjustment in the propranoial dose may bo warranted
(s
Buspirors- In ning heaithy subjects, ditiazem significantly increased the mean buspirone AUC 5.5-fold and
C,,, 4.1-told compared to piacebo. The Tieand Tr.. of buspirone were not significantly affected by diftiazem.
Enhanced eftects and increased todcity of buspirone may be possible during concomitant administration with
diiazem. Subsequent dose adjustments may be necessary during coadministration and shoud be hased o
dlinical assessmant.

of ditizzem with carbamazepme has been reporied to result n
alevated serum Ievuls of carbamazepine (40% to 72% increase), resulting in toxicity in some cases. Patients
raceiving these drugs concurrently should be monitored for a potential drug interection.

Cimetidine: A s1udy In six healthy valuntears has shown a significani incraase in paak diftiazem plasma levels
{58%) and area-under-Me-curve (53%) aftar a 1-week courss of cimetidine al 1,200 mg per day and a single
dose of diltiazem 60 mp. Ranitidine produced smaller, nonsignificant increases. The eflect may be mediatad
by cimetigine’s known inhibition of hepatic cytochrome P-450, the enzyme system responsible for the firgt-
pass metabolism of dittiazam. Patients cumently recsiving diftiazem therapy should be carafully monftored for
a change in pharmacological effect when inftiating and discortinuing therapy with cimetidine. An adjustment in
the diftiazem dose may be warranted.

Conidine: Sinus bradycardia resulting in hosprtdlization and pacemaker insertion has been reportad o
association with the use of donidine concumently with diliazem. Monitor heart rate in patients receiving
concomitant diltiazem and clonidine.

Cyclosporine. A pharmacokinetic interaction between diftiazem and cydlosporing has bean observed during
studies involving rendl and cargiac transplant patients. In renal and cardiac transplant recipients. a reduction
of cyclosponne dose ranging from 15% to 48% was necessary to maintan cyclosporing trough concentrations
similar to those seen prior to the addition of ditiazem. If these agents are to be administered concurrently,
cydosponne concentrations shouid be monitored, especially when difiazem therapy is initiated, adjusted or
discontinued. The effect of cyclosponine on diitiazem plasma concentrations has not been evaluated.

Dightails. Admmmmon o nimzm hydrochlonde mm digoxin in 24 heattiry male subjects increased plasma
digaun 20%. Another found no increase in digcin levels in 12
patients with coronary arery disease. Since there have been conflicting results regarding the effect of digeadin
fewels, it is recommanded that digaxin levels be monttored when initiating, adjusting, and mscnlmnuna diftiazem
hydrochlonde therapy to avord possible over- or under-gigialization (see

Ivzbradine: Concurrent use of diltiazem increases exposure to ivabradine and may exacerbate bradycardia and
conduchon disturbances. Avoid concomitant usa of ivabrading and diltiazem.

Quinidine: Diltazem significantly increases the AUC @ .., 0f quinidine by 51%, T:» by 36%. and decreases Its
Clox by 33%. Manitoring for quinidine adverse eflects may be warranted and the dose adjusted accoringly.
Ritampin: Coadministraton of rifampin with dikiazem lowered the diftizem plasma concentrations to
undetectable levels. Coadministration of diltiazem with dfampin or any &mown CYP3A4 nducer showd be
avoided when possible, and attemative therapy considered.
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