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DRUG MARKET WITHDRAWAL 
DILTIAZEM HYDROCHLORIDE EXTENDED RELEASE CAPSULES 

60 mg and 90 mg 
(lOO'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: 

Diltiazeni Hydrochloride Extended Release Capsules 60 mg and 90 mg (l00's Pack Container) 

being Market withdrawal; 

S. No. NDC Strength Batch No. Pack Size Expiry Date 

1. 68462-850-01 60mg 17231080 lO0'S April - 2025 

2. 68462-851-01 90mg 17240362 l00'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 stability12th 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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SAME SIZE ARTWORK 
LABEL SIZE 105 mm x 45 mm 

NOC 68462-850-01 

Diltiazem 
Hydrochloride 

Extended-Release 
Capsules, USP 

!60 mg*! 

Twice-a-Day Dosage 

Rx only 

MINIMUM FONT SIZE: 4.8 pt 
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!, 32mm .I. 32mm .I 

Oitiazem Hydrochloride Exlencleel·Release Gapsules, USP 

DESCRIPTION 
Dlliazlm hydrochl0f1de Is a calcium loo celhUr lnfl1.111 Inhibitor (W# channel tm:ker or calcium antagonist). 
Cherricaly, dlltimm hydrochlondB Is 1,5·Benzot!'liazep.1~5H)-OITTI. 3-(acetylaxy}-5-12-(dimeth)'lamilo) 
elhylJ-2, 3-dlhydro-2-(4-methQICYPhenyl)-, monohydrochlotlde. (+)-ds-. TIie chemleal structur1 Is 

Ar-h: 
~N-£':icocl\ 

1 0 
CH1CH,N(CH,)1 

MG11e1larlormul1: CaH.,N,0,HtCI 

Dittli29m hydrochloltdB, USP Is a 'Mlite cryslaline powder or smal crys1als. h Is traety soluble In chlorotonn, 
formic add, IMthanol, water, spartnotY solui- In dehydrated alcohol 111d insolui:- In ether. tt has a mdec!Ur 
YielQht ol 450.98 Qlmol. Eid1 Olhimm Hydrod'llortdl Extended-Release Ca(lsules, USP contains either 60 ma 
dltimm hydrochlotlde (equiW.nt to 55.1 mo dittlazem), 90 mo Oittialem hydrochloride (equiYalent to &2.7 ma 
dihiazem), or 120 mo dittiazam hydrochlortde (equivalent to 110.3 mo diltiazem~ 
Also contains: DilUty( pl'rttlal,ate, 1thyl cellulose, methacryllc add aid ethyl acrylate cq>dymer, pofysortlate, 
l)CM(lone, sodium lauryl stifate, su,oar spher1s {com starch, t,y,promelose and sucrose) and talc. The capsule 
shelscootaln D&CYllow No. 10 (90 ma orly), FO&C Red No. 3, FD&C Red No.40, FD&C Yellow No. 6, getatin, 
sodium lauryl siMaie il'ld tbllum di Old dB. The tiaclc prlrtltla Ink contains black iron Cdele, pO!aSSlum hydroxldt 
.,dshellac. 
foforaladminlstratioo. 

FDA approwd dissolution ilst speclticallons differ from USP. 

CLINICAL PHARMACOLOGY 
Thetherapeutlcettectsoft1iltiazemhydrochlorld8arabeliewdtoberalatedtoltsabilltytolnhlbltthtlnfluxof 
calcium 10111 dul1ng membrane depdartz:arion of carliac and wsciw smaolh musde. 

MedJanlam ii Al:tim 
Dilliil2llm Hydnx:Nor1de Extendtd-Re6use tapsUMs products b antihypertenliw llfftct pl1matlly li,i 116axation 
ol vascular smOOlh mlllcie and the resuhant decrease In penphlral vascular resistance. TIie magnitude of 
lioodprnsurertductionlsrelaledtothedegree ofhype11111Sion: thus, hyparlllnShie lndi...Oualsaxpantncean 
.,tihyperttnslw lfflct, whereas there ls my I modest !al in liood pressure in norm01ensM11. 

Hampdynarnlc and flu:tmphyaldoqjRII Ettm;t:, 
Uo:e othercak:lumc:tt.lnal antagonlsts,diltilzem OBcreasesSinOllr'lal.,d atoo'lefftrlcularconduction In iSolat8d 
tissues and has I negaliw lnotropic effect in Ilda.lad preparations. In the Intact animal, prtiongat!On of the AH 
inte1'1181canbeseenathl(lhlrdo,es. 

In man. dihlazem prnents spootaneous .,d 1rvonCMn1-provolced coronary IJ18ry spasm. It causes I decrease 
in perlplleral 'IIBSCliar l!sistMlce and a modest !all In jjO()(I pressure ln normotenSlw lndMduals and. in exerci■ 
tolerancestudieslnpatientswlthlsc:helTICheartdlsease, 111docesthelleartrate-bk>odpl!SSUreprod\.ldlorany 
DM:n 'M:lrkioad. Studies to date, prlmartly In patients with good wntncularfunction, hM not reYealad eYidence 
ofaneo,tiW:ilOlropiceffect:cardiacouq:,ut,1jectlonfraction, andlettwntr1cularenddiastolicpressurehlw 
n01: been affel:M'd. lneteiSed heart failure has, hov.ewr, been reponl!d In occ:aslonal patients with preexisting 
Impairment of '<lltlrlct.UI' function. The111111 as yet lew data on the interaction of dilllazem and beta--bkders in 
patients with poor wntnaaaffunctlon. Resting heart rall Is usually silgh1ty reduced Ii, diltlazem. 

Dihiaztm Hydrochloride Entndell-Relaase Cil)s1iH produces antihyparttnliw affects both In the supine and 
stall ding positions. Postural hypotenlion Is Infrequent, n<iad lCJG'I suddenly assuming an uprli,ht positloo. No 
retlax tachy(;an:ia is associa.ted wi1h the chrooic antihypen!nliw: affects. Dlltlmm Hydrodllorldl Exllnded· 
Relelse Cil)sules decrease vuclUr resistance. Increase cardiac output (Ii, lncrusing stroke voluma). and 
prodt.ta! a slight dlause or no CM!ge In nean rate. Duling dynamie axerdse. increases In diastolic pressurt 
Ill! Inhibited. 'MIiie maximum adlla¥able ,rstdic pressure Is usual'! redtla!d. Hurt raui at maximum nerdse 
doH not change OfiS slightly redUCl!d. Ctlronie therapy 'l'ltll llltimm hydroc:hlor1dll produces no chan"' or an 
Increase tn plasma cacholaminls. No Increased actiYl!y of the renln- angi<itnSin-adostlrona axis has been 
observed. DittiazBm HytlrodllOrlde Exttndtd.flelease tap~s aaagontze the l'WI aid peripheral lf1lctJ of 
irlgiotenlln II. Hypertlnllw ;wilmal modeb 11spond to IWll&ztm v.ith reductions In tlood pressurt and Increased 
ul1nary output and llilrluresis Ylittlout a c:tt.lge In urilary IOCHum/poWSlum ratiO. 

lntrawnous diltimm hydrochlol1de In doses of 20 mg prdongs AH conduction tlma .,d AV node fl.Wlctlooall .,d 
afftc!MI rrfractory perklds by ilPi)l'OOmataly 20%. In a study lndwig Single oral dosn of 300 mg of dlltiazem 
hydrochloride In Six normal wlunlllrs. the awrage maximum PR pl'mongation YII.S 14% Yl4tt1 no lnstancn of 
grutarthan first-dl!glll AV block. CW!ia2alHSSOdated proklngatloo of the AH lnlBMI II not more prooounced 
In Pltlents v.i1tl first-dt(lree hean block. In pat;ents with Sick Sinus syndrome. diltiazlm Significant, pmongs 
sinus cycle length {up to 50% In son-. cases~ 
Chrooic oral administration of dittlazem hydrochlorlde In dosn of up to 360 mo,'dly has rasuhed In smaM 
lncruses In PR lni!MI, and on occasion produces abnOfmal prdongalion (see WABJI.N6S). 

Awmat:0kiocucs and Meta.trlism 
Olltimm Is wel absorbed from the gastrointtstlnal tract and ls subject to ill mtnshe flrst1)ass effect, lli'tllng 
an absolute bloavailalllity (compmd to IR!ravenous admlnlstratim) of about 40%. Dittiazem hydrochlondll 
unOBrooesaxtansMI metabolism In which 2'A.to4%olthe unchanged drug appears in the ur1n1.111 vHrobindlng 
studies show dittimm hydrochlorldll ls 70% to 80% bound to plasma proteins. Compatitllll! in wtro lgand 
binding studits haw also shO'Ml diltimm hydrodllorldll binding Is not altered by therapeutic concentrations 
of dipln, hydrochlorothllzide, phenylbutazool, propran~. saicylic add, orwartam. TIii plasma 1Mmination 
~-itelolOwlngSingleormiAUpledruoadministrationlsappn:mimacely3.0to4.5hours.Desacetyldiltia.zemls 
no present In the plasma at la"1!ls of 10% to 20% of thf: parent drug and IS 25% to 50% as pOlant a coronary 
vasodiiator as dfflaam. Minimum thf:rapaulic plasma lelll!ls of diltiazam hydrochlotlde appear to bl In the range 
of 50 to 200 n(VmL Toere Isa departure lrom linearity when dose strenaths are lneteiSed; Iha hMf.lile ts slghdy 
Increased with dose. A study that compared patients wl1h normal hepatic 11.1\ctlon to patients wilh CirrhOSls 
found an increase In hllf1fl and a 69% lnctUS8 ln bioa.vailability In the hepaticaly impaired patients. A single 
study In nine patilnts with sewraly Impaired renal function shOW!d no difference In the phannacoldnetic profile 
of diltiazem compared to patients with normal renal function. 

Djttjazl;m ltt<laxt!Q[Q! Frtendftd-RetftaM r..,g,1■1 Q:wio,±Qay Pasaoftl 
A Singkl 120 mg dose Ol lhe capsule results ii detectabll plasma le"1!1s within 2 to 3 hours and peak plasma 
levels 116 to 11 hours. The apparentefimination hilll-tfl after Single or mt.ffiple dosing IS 5 to 7 hours. A 
departure from Nnwtty siml&artolhatobserwd 'Mlh the diltiazem hydrodllorldetablet IS obslrwd.As Ille dose 
of tfjtjazem hydrochloride axlemlell-llltwe capsults Is ilcreased from a daily dose of 120 mg (60 mg bJ.d.) 
to 240 mg (120 mg bJ.d.) dally, there IS., inc11ase in araa-ooder·the-curw of 2.6 timas. When Ille dose Is 
lncrused from 240 mg to 360 mg oat,. there Is ill lncrem in a111-ooder-the-curw of U times. The Mrage 
plasma leYllls of the capslil dosed twial daily ll steady-sate ill1I 1qutv1161mttothe lilbllt dosed lourtlmasdaily 
'l'ilenthesamatoUlldailydosetsadminisiiered. 

tNOICATNlNS ANO USAGE 
Oiltiazem Hydrochloride ExtenOB~Release c.>sules (Twice-a-Day Dosa1111) 1111 Indicated for thl trutment of 
hypertension. They ffiiY bl used alone or In comlination with Oll'ler 111!1hyper1BnSlw medications. such as 
diurtllcs. 

toNTIWNOICATNlNS 
Oillimm hydrochloride IS contraindicated In (1) plllants wffll Sitt Sinus syndroma except in the prtstnoe of a 
lunctionlng wntricularpacemaker, (2) patients with second- or third-degree AV lioc:t D:oept In the presence of 
a functioning ventricular pacemaker. (3) patleffts with hypalenSion (less than 90 mm Hg systolic). (4) patients 
'11110 haw demonstrn!d hyparsenlitivity to tile drug, and (5) patients ¥11th acute myocardial Infarction and 
p~monal)' congestion documented Ii, X~ on admlSSion . 

WAANINGI 

Caat411Cood1tetion 
DiltiaZ'lm hydrodllorlde prolongs AV node refrat1ofy perlocfs wilhout Significantly prolonging Sinus node 
11CCM1ry time, except In patients Mth sick sinus syndrome. This tflect 1111'1 rarely """ in abnorm~ slow 
heart rates (partictnal1y In patients with Sick sinus syndrome) or secood- orthtrd-degrae AV lioc:t (9 of 2,111 
patients or 0.43%). Concomltillt use al diltimm W1h beta~oc:kers or dl(lltals may result In addti\le effects 
on cardiac condoctlon.A patilRt with Prlnzm1tal'sanginadl'Mopad periods of nystoll(2to5 seoonds) after a 
Single dose of 60 mg al dlttlmm (see AINFRSF RFACTJONSL 

Cmocstht tiHO FJHura 
Although diltiazem has a nagatiw lnotroplc lffect In Isolated anlmal tissue preparations, hemodynamlc studies 
in humans with normal wntrlcullr !unction hM not shO'Ml a raductlon In cardac Index nor consistent negallw 
effects on cxrnractilily (dp/dt). An acute study of oral dltlaztm ln palilnts Yl4tt1 l~red "1!fltrlCUar functloo 
(ejection fraction 24% .t: 6%) shOM:d lmprowment in Indices of wntrlCIAar !unction without Si(Jllfk:ant decrease 
in cootractile function (dpJdt). Experience wttn the use of diltlalem hydrochlol't(le In eomblnation Yl4tt1 beta
blockers in patients with !~red wntncl.llar looction Is Mmited. caution showd be exerdsed when u'Sing ttliS 
combination. -Dlctuses in blood Pl8SSUtll associated wilh titlimm hydnxhloride therapy may occasiondy result in 
symptomatlctrypotensloo. 

AcUIIHe!MtiClolury 
Mild "8\lillons of transaminasas with and Ylflhout conco~ elrvation In alkaline phosphatase and bi~rubln 
haw been obseMd In dinita studies. Such ele\lillons v.ere usully transient and l111quent, resofwd ewn with 
continueddlltlazemtreatmantln 111'1! Instances, signlficamell!valions lnanzymassuch as alkaliM phosphatase. 
LOH, SGOT. SGPT. and Olfllr phenomena conSistlnl ¥li1h acuta hepatic injury haw been noted. These reactions 
tended to occur earty after lhlrapy Initiation (t to a weeks) and haw been rewrslble uc,on clscontinuation of 
drug therapy. TIii ralatlonship to diltlamm rtydrochlor1de Is uncertain In some CISIS, bt.ll problta In some (see 
flifC,\l!IlOJjS. 

PAECAUTNJNS -Diltlmm hydrodllorlde is IXlenShely metabolized by the liYer .,d o:creted by the kltmys ald In ble. As wllh 
any drug gi¥111 <Mr prolonged penods. laboratory PlfllTlft!ll of renal .,d hel)lllc fooction lhcud bl monttorad 
at 11gl.Uirlntervats. The drua Sh:Olld be used with caution in patients wlfl lmpaitld renal orhe(lllie !unction. In 
subacuta and chronle dOO ,11d rat studies deSignad to produce toxicity, high doses of dltiaam v.ereassodated 
with hepatic damage. In spacial subacute hapatic studies, oral doses of 125 mg/kg Wld tiic.r in rats 'Mlte 
associated ¥lith hlstologlcal changes In the liwr 'Mlldl MIi 11wrslblll when the drvg WIS discontinued. In 
dogs, doses of 20 mO/ka wie111 also associated ¥li1h het)dc Chilrl08S: hOM:wr, these ctianoes wetll rewrsl* 
with continued dosing. 

Dermatological ewnts (see APYFBSF REACTIONS) may bl transient aid may disappear despite continued 
use of diltimm hydrodllorldll. Howtwr. skin eruptions progressing to erythema mtAttforml an!Uor txlollatiw 
dermatitis ha~ also been lnf11Quent, repGrted. ShOOd I dermatdODi(: reactkrl persist, the orua Shoutd bl 
discontinued. -Due to the potential for additiw ettects, caution and caret IA titration are wanWtled In patients recetwlg dittlazem 
hyGrochlol1dll concomltan1y wtttl any 1111tn1s known to affect cardiac contr1Cllltty and/or conduction (see 
~ Pharmacdoglc studies Indicate that there may be additilll! eflects In proloolling AV cooductlon 
YitlenuSingbrla-blockersordigtt.alisconcomttantlywl1hdiltimmhydrochlorlda(sea~ 

As lllt1h all drugs, care shoutd be exercised when lr8aling patients with mlAtiple medications. Oiltia2llm IS both a 
substrall and an lnhitjtor of the cytochrome P--150 3M enzyma system. 

Other druos lhat ill1I sl)ICific substrates. inhibitors. or inducers of lhiS enzyme system may 1111111! a Significant 
Impact on the efficacy ilrld Sida affect profile of diltimm. Patients taking other drugs that are substrates of 
CYP450 3M, aspeclaly patients 'Mth r11nal and/or l'll4)alic Impairment. may 11quire dosage ildjUStment Y«llrl 
starting or stopping concomllillt, administered dlltiazem in ooltrto maintul optimum therapeutk: tlood lewls. 

An11t11dca: Tha depressiO'I of cardiac contractiltty, conductlYl!y, and automatidty as 'Ml as Iha vascular 
dilation wodalld 'Mlh anesthetics ffiiY be polentiaed Ii, calcium chalnel bkmrs. When used concomitant,, 
anesthetiesandcaleiumblockersshOIAdbetltratadcal'llijy. 

BNZNlu.,lnn: Studies showtd that diltlazem lnaaased the Al.IC of mldazollm and tnazcilm Ii, 3. to 4-fold 
and the c_ by 2-lold, compared 10 placebo. TIii llliminalkln hall-life al midlzollm and trmmam also lnC1'81Sld 
(1.5· to 2.5-·fdd) during coadministration Yl4tt1 diltlmm. Tlllsa pharmaco6dnetlc effects saan during diltiazam 
coadministration can 111sult in incraased dinlcal affects (e.g .. pmonged sedation) of boCh mldamam .,d 
trlazolilm. 

1111-,i.ctars: Contrtied .,d uncontroled domestic stl.Mtes suooest that concomilM'II use of dihiazlm 
hydrochlorlda and blta·lm::tars is usually 'MIi !mrated, but a~ data ill1I not sufflcilnt to predict !he 
ettects of concomitant t11atmant in patients with leftwntrlClilrdySll.l\ctlon orcartliac conduction abnormaltties. 

Administration of dittimm hydrodlloridl concomitanly with propran~ In live normal Wlltr1teell resulted 
In increased propranola !Mis In ill subjects ;nd blolvaila.billty of propranold \'ES inumed approximately 
50'%. In vitro, proprandol .-ipurs to be displac::eil from Its binding Siles Ii, dittiazem. H comt.nation therapy IS 
lnltllted or Yl4ttldrawn In conjooction with propranold, ,11 adjustment in the propranold oose may bl warranted 

<--· 
l11plr0M: In nine heatthy subjects. diltiazem sign!lica,tty tncreued the mun busplrone AUC 5.>fofd and 

~~~°':n:morn:~~=~: ~w:~~ ~OO:~~':ered~:::~==:r:~~ 
diltlazem. Subsequent dose adjustments may be necessary dumo coadministration 111d sh:Cl'Jd be based on 
cllnlcalas.seum,nt. 

C1ri1mamph11: Concomitant administration of diltimm with carbamizaplna has been rtporlBd to result in 
alevatld serum lewls of carbimazeplne (40% to 72% increase). rewt.lg in toxicity In some cases. Patients 
recelW'lg these drugs concun!ntly shoukl bl monltOfld for a potential drug lntaractlon. 

Cknltilllffla: A study In Six healthy voluntetrs has shD'Ml a Significant lnCtlllSI in peak ditlazem plasma lewls 
(58%) aid area-under•the-cune (53%) attar a 1·v.eak course of dlTlltidine al t,200 mg per- and a Single 
dose of dihiazem 60 mg. Ranltidne prodt.ta!d smalar, nooSignlliealt lnttases. The ettect may be madlatld 
by dmetldine's knD'Ml lnhUition of hel)ltlc cytodlroma P--150, the enzyma system responSible tor the first• 
pass metabolsm DI dlttlUlm. Patients currently receiWlg diltimm ltllrapy should be tarlluly monnored for 
a change In pham'lilCOIOQical affect when Initiating and discontinling therapy Yl4tt1 dmetldinl. An adjustmant in 
the dlltiazem dose may bl wananaci. 

Cloaicliaa: Sinus bradycardla ml.ltlng In hospitalization and pacemaktr Insertion has i:.n reported in 
association with the use of donldine concurrently ¥li1h dittiazem. Monttor heart rate in patients receMng 
concOmlwrt dittiazem and donldine. 

Cycloe:poriN: A pharmacokilltic interaction betvllean dltimm .,d cydospOr1ne has been obserwd during 
studiesln~ng111nal.,dcardlactransplantpatllnts.lnrenalir1dcardlactransplintlldp1ents,1reductlon 
of cyc:lo~na dose ranging from 15% to 48% WIS necassary to maimaln cydospoone trough concentrations 
llmillrtothoseseanpriorlolhlladditlonofdiltlazlm.lflheseagants111tobeadmlnlstelldconcurrent1y, 
cydosporine concentratims shed! be monttortd, espaelilly when dittlilzlm therapy Is lnltiatld, adjusted or 
discDnmued. The effect of cydOS9or1na on diltiazem p6asma concenlrations has not IN! avalua&ed. 

D'9llalla: Admlnlstratlm of dlttlazem hytlrodllorlde with diOOXin In 24 healhy male subjects ilcrused plasma 
dipin concentrations approximately 20%. Anctt.r investigator loood no Increase in dill(ll(in levels in 12 
patients with coronaiy artery disease. Since theri haw been contktlng results regarding the effeci of digom 
levels, It IS recommanded lhat dlgoxln lewls bl mooltortd 'Mien Initiating, adjusting, ;nd dlsconti•u,ing diltiazam 
hydrochlol10Bth1rapytoMdposSibleowr·orunder-digitallzatlon(seeWAB..tilfiliS.). 

lvtltralline: Coocurrent use of dilttazem Increases IIXPOSUlll to ival:ndine aid may exacerbate braltycardla .,d 
conduction disturbances. AVOid concomitant use of lvabradlne and diltianm. 

011111111•: Oiltianm lignlfic:antly lnCIIISIS the AUC .. -1 of quinillnl by 5t%, T w by 36%, and decriases Its 
Ct- Ii, 33%. Monltomg for quinldile actwrseettects INl'J be Yll.n'lflted and the ooseadjuSll(f acconfin~. 

fllfampil1: Coadministration of rllamptn 'Mth liltimm knwred the dittlazem plasma concentrations to 
l.Wldetectable lewls. Coadmlnistratkrl al diltimm with rtlampln or any llnO'Ml CYP3A4 inducer shOIAd be 
avoidedwtienposslble, andaltemattvetherapyconSidered. 
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Statina: Oiftimm is an Inhibitor DI CYP3M and has been shown to increase slgnifica111ty- the AUC of some 
statils. The r1Sk of myopathy and rhabdomyolysis 'Mth slalils metabolized tr,, CYP3A4 may be lnereased wtth 
concomltlnt use of diltiazem. When possible, use a non· CYP'lM·metabollztd statin tooeltler 'Mth diltiazem; 
OCherVlise, dose adjustments IOI' bott1 diltimm and the statin shotH be conSidered along Mth dose monit.Ol'lno 
tor Signs and symptoms ol any statin related amuse everrts. 

In a heathy w11r11eer croSHMr study (N-10). coadministration ol a Single 20 mo dose of slmvastam at the 
end of a 14 diy regimen with 120 mo 810 diltiazem Extended-Release rudted In 1 5-fold Increase In mea11 
simvastatin ALIC wrsus Slmvutatin alone. Sub;lcts 'Mth lnCMSed Mraoe steady-state exposures ol dilliaam 
stuw,ed a oreaterflid increase In Simvutatin exposure. Computer-based slml.Utions shO'l\ed 1llal at a daily dose 
ol 480 mo ol diltimm, an a-10 9-11:ild mean incraasa in Slm'IIS!atln AUC can be expected. H coadmlnlSlf1!ion 
ol simvastatln with diltiazem ts required. limit the daily doses ol simvastatln to 10 mo and Oiltlazem to 240 mo. 

In a ten-subject randomized, open label, 4-way cross owr study, co-1dmlnlstfllion ol diltlazem (120 mo bid, 
dittiazem SR for 2 v.eeb) 'Mlh single 20 mo dose ot lowslalil resulted In 3· to 4- fold Increase In mean 
kM.statln AUC and C.. wrsus lovastati'I atone. In the same study. there was II() slonifieant Change In 20 mo 
Single dose pravntatin AUC iilld C.. during diltiazem co- administration. Dilliazem p&asma lewts MIi not 
Slgnificantlyaffectedtr,,lovastallnorpravastatin. 

r.trdoooeoes1, MuJaAcoeZ lmPilUDIDlolF:cnilY 
A 24-monll'I stlldyin rm and a21-month study In mice shO'l\ed no evidence ol cartinogenidty. There was aso 
no mutaoenlc resoonse In in vitro bracler\al wsts. No lntmsk: affect on lertilit, was obserwd In rats. -Reproductkrl studils haw been conducted ii mice. rats, and llbtlts. Administration ol doses rlll1Qino from fiw 
to tan times gre.atar(ai a mWlco basis) II.-. the daily ncommended therapeutic doll has reslA!ed In embryo and 
tetal lethali1y. Thtsedoses, in some studies, haw been 11Ponedto cause skelrlatlmormalltits. In the per1natal/ 
1)0Stnatal Sl\ldiH, lhera wu some flductlon In urty individual PUC! Mights and suM\1111 rates. There wu an 
Increased lncklen08 of stlbirths at doses ol 20 times the humai dose or 11reat1r. 

There 111 no v.el controled studies In pnigna,rt women: !hellion, use diltiaztm hydrochlOrlde in p11gnan1 
'M)fflen onty H the polential benefit lustifas the potential 11111 to the fetus. -Oilimm ts excreted ii human ml(. One f1901t suggests that concentratkrls in br1ast milk may- approximate 
serum le""5. If UM ol dilllazem hydrocNonde Is deemed essenhl, an altematiw me111od of Infant feeclng 
shO!Jdbelnstttutad. 

l'l!lm.llK 
Safety and effectiwneu In pedlatrle patients haw not been estabhhed. -Clinical studies of ditliazem did nci lndude sutfieient numbers of subjects aged 65 and awr to deilrniol 
Vlhether they nspond cltferentty from y0111ger subjects.. Other 11ported dlnlc:al pperlenai has not ldentlfad 
differenais in mc,onses betMen !he etderty and y-0111ger patients. In genaral, dose selectlon !or an llldert, 
p,atientshouldbecautious, usua,tvstartinoitthelowendolthedosinoranoe. ret1ect1ngthegruterln!q11811cyof 
decreastdhepallc, renal,occardlaclunctloo,andotconcomttartdiseaseorotherdruotherapy. 

ADVERSE REACTIONS 
Ser1ousa!Mlrsereactionshawbeenrareinstudtescarr1edoottodale, butllshotidberecognlzedltlatpatients 
'111th Impaired wntrlcl.Ur f1.11ction and cardiac conductkrl lmormalities haw usualy been exdud&d from these 
studies. 

The adYerse ewnts described below npresent ewnts obseMd in dinlcal studies of hypertenstw pallents 
ncel't'in11 tither Oitlimm hydrochlOl'lde talllets or Oilliazem Hydrodllorfdi &tended·Rlllease CapsiAn, IS 'Mlll 
as experiences observed ii studies of angina and dur1no marbtlng. The most common ewnts in hypertenSlon 
studies m Sllll'Ml In a table 'MIil l'll!s In p&acebo patients IOO'M1 tor comparison. Leu common e\llfTts an 
listedtr,,bodysystem: theselndudeanyar:twrsereact1aisseen1nanQ1nastudiesthatMnnotobservedln 
hypertansion studies. In al hypertenSM patients stueli&d (<Mr 900). the most commoo a!Mlrse e\llflts v.en 
edema(9%). headache (8%), dimness (6%). asthenla(5%). sin1.11 bradycardla (3%), flushing (3%), and firlt· 
de1111e AV block(3%). Only edema and perhaps bra.dy-cardlaand lizzinessy,e11dose rend. The mostcommai 
ewntsobservedilcinlcalstudies(owr2,100Patlents)ofanginap,atientsandtrypenenSMpatlentsrecel'4ino 
diftlazem hydrodllorlde tablets or Diltiazem Hydrochloride Enended.flelease Clpslies y,era (t.e .. oruter thin 
1%)edema(5.4%). headache (4.5%), llzziness(J.4%),asthenil.(2.8%), flrst-degr11 AV blod((1.8%), flushing 
(1.7'"), nausu(1.6%). bfadycardla(t.5%), and rash (1.5%). 

Dotbl1 BlinclPIKlioConlrtl ll1clttyperteaslot1Trlal1 ....... Diltianm Placebo 
Na 315 N• 211 ,.,. r,., '"'l"I - 38112") 1118ll) 

AV blocktlrstdeQl9e 24(7.6%) 4(1.9%) 

Dizziness 2217") 612.8%) 

Edema 1916%) 210.9%) 

Bradycardia 1916%) 3(1.4%) 

ECG abnormaty 13(4.1%) 311.4%) 

Asl:henia 1013.2") 110.5%) 

r.oostipation 5(1.6%) 210.9%) 

Dyspepsia 4(1.3"') 1(0.5%) 

Nausea 4(1.3%) 210.9%) 

Palpitations 4(1.3%) 210.9%) 

Polyuria <IU%) 210.9%) 

Somnolence 41U%) -
Alkphoslncrease 311%) 110.5ll) 

Hypotension 311%) 110.5ll) 

Insomnia 311%) 1(0.5%) 

Rash 311%) 110.5%) 

AV ~seconddegn111 210~%) -
In addition, the fCllowlng ewnts MIi reporled lnlrequently (less than 1%) wi1l'I Oiltia?em Hydrochlor1de 
&tendlld-Relwll CapsLies or dittiazem hydrudllol1de tablets or haw been obseMd ii wiQina or hype:rtenSion 
trials. 
tardiOYIKlllr: Angina, arrhythmia, second- 01' third-deQrae AV tiodi; (see Conduction Wamilg), btrllle 
branch bloct,conoesttwheartlall un, syncope, taefly-cardla.'Alntr1CI.Urertrasystoles. 

Ntl'l'o111 System: Abnormal dnams, amn11sla, depressiai, gait atllormality, halluctlations, nervousness. 
paruthesla, personaltychange , tremor. 

Gntrolnlnlinal: Anonxla. diarrhea, dry moutl'I, dysgeusla, mild elevations ol SGOT, SGPT, and LOH (see 
Hepatic Warnings), lhlrst, vomiting, "Might lncruse. 

Dtrmalotogieal: Petechiae. photosenstthtty, prul1tus, urticar\a. 

Otlltr: Amtjy~ CPK Increase, dyspnea, 1pistaxls, 1)1: lmtalioo, trype,Wcemla. hyperur1cemla, IR11otence. 
muscle cramps, nasal congestion. nociurta, osteoanleular pain, S8Jlual diffietflies, tinnitus. 

The f~IO'Mflll post-marketing ewnts have been nported lnln!Quently In patients recaiYinO ditliazem 
hydrodllol1de: ac:11111 generalized exanthematous pustulolis. alerlllc reactions, ak)peeia. anQioedema (i'ldudin11 
lacial or perlortlita edema), asystde, erythema mlAtiforme (lndudln11 Slllwns-Johnson Syndroma, tOOc 
lll)ldennal ll!Cfdysls). extrapyramldal symptoms, glngival hyperplasia, hemot-,tic nmla, Increased biltdlflll 
time, leukoc,lnla, photosenSiti>Aty (lnduding lichenold keratosis aid hyperplgmentatlon at sun-exposed Skin 
IIW),purpura, ratinopathy. myopathy,andthrombocytopenla. Therahaw been obserwdcases otaoeneraizltd 
rash, some Characlertzed as leukocytoclastic vascliltis. In ad!ltlai, 11wnts luCf1 as myocar111a lnlarction haw 

beenobserved'Mllchmnotreadilydlstln11ulshatjefromthenaturalhlsto,yof1hedlsaaseilllesepatients.A 
detinltiwcauseandeffecimatkllshlpbetweenlheseewntsanddlliazemhydroehlOrlde'nerapyca,not)'t:tbe 
established. Exfoliatiw dermatitis (prawn II'/ rachalenoe) has also bffll llP(rtld. 

OVERDO&AGE 
The oral LO., In mica and rats range lrom 415 to 740 mg/kg and from 560 to 810 ma/ka, IHl)lctlwly. The 
lntmenous LO.. In these species Mra 60 and 38 mo/kll. re1911chely. The oral LO.. in dogs Is considered to be 
In excess of SO mWlco. 'Mlile lethality was seen In mookeys at 360 mg/kg. 

The toxic dose in man Is not knO'MI. Oue to b:lenSiw metlbdlsm, liood lewb attar a standard dosa of dihlazem 
can V1JY owr tenfold, Mmtting the usefuiMlss of lmod l!Ylls in owrdosl cases. 

Thenhtw been nportsofdiltimmowrdoselndosesranllin11from 1 gto18o. OlcasesMilknO'MIOUtcome. 
most patients 1"8COWred and In cases Mth a latal outcome, the maJofttY ln\'01',ed multiple drua inoestlon. 

Ewnts obse!'Wd followtna diltiazem owrdose i'lduded bradycardia, hypmenlkrl, heart liocx. and cardiac 
tailun. Most reports of owrdose descl1bed some supportlw medical mea51.1re QI/or drug tr9almenl 
Bfldytania frtQuently responded ~tjy to atropine, u did heart liock. ahhough cardi.:: pacing was also 
lreq~tly utilized to treat heart blocx. Aulds and vasopnsSOB 'M!re used to maintain blood pressura and ii 
cases of cardiac failure inotropic agents v.ere adminlstend. In addltiai. some patients receiwd treatment will 
wntilatorysuppon, gastr1clava.ge,actlva.teddlarcoal,andlorlntrawnouscalcium. 

The effectiwness ol lntmenous calcium adminlstrltlai to rewrse the pharmacological effects of diltiazem 
CM!rdosl has been Inconsistent In a lew reported casas, owrdose • calcium cha,\nel blocllers associated 
'Mth hypO!enSlon and bradycardia that was lnitialy llfractory to atropine became mora nspooslw to atropine 
alter the patiarrts recelwd lntl'l'tfnous caleium. In some cases, i'ltravenous calcium has been ildmilisttred 
(1 11 caldum Chlorkle or 3 11 caleium Qluconate) CM!r 5 minutes and reputed ewry 10 to 20 minutes as 
neaissvy. Calcium gluconate hualso been administered as a continuous lnfUSion ata rate 012 11 per hourlor 
10 hours. Infusions ot calcium !or 24 hours or mor1 may be required. Patients should be monitored tor slQns 
ofhypercalcemla. 

In the 1'18111 of owrdosa.oe or mggera111d response, appropr1ail supportiw measuns shldd be empk1jed 
In ackltion to oastrointestlnal decontamlnatioo. Oilllazem does not appear to be f'!mCM!d bY" peritoneal°' 
h1mociaty11s. Umfled data suggest that pmmaptiensls or charcoal hemoperfuSion may hasl!n dittlazem 
efimlnation1olOW1ngowrdose.BasedonttH1knO'MlphannacologicaleflectsofdfliaZ!!maid/orrepocteddinlcal 
expeflencas the folOW1n11 measuru may bll consldend: 
Braltyc1rdi1: Administer atropine (0.6 10 1 mo). N there ts no resooose 10 vaoal blockade. administer 
isoe,rotef!tlotcautiously. 
Higlt-Dtgret AV Block: Treat as for bradycardia alxM. Axed high degrae AV block should be tr!aled with 
cardlacpacing. 

C.rdlac Fail1re: Administer inotroPic agents (isoe,rollrenot, dopaminl, or dobutaminl) and diurvtics. 

Hy,011111kMt Vasopnssors (1.11 .. ~lne or nonpinephml! bltartrate). 
Actual treatment and dosaQI shO!Jd depend ai the sewrtty Of the Clnlc:al Situation and the Judgment and 
expefltncaolthetreatlngphysldan. 

DOSAGE AND AOIIIINISTRATION 
Dosages must be adjusted to uch patient's needs, starting 'Mlh 60 to 120 ma twee daily. Maximum 
anttrypertenSiW efftct Is usualy obseMd tr,, 14 days of chronic therapy; theflfon, dosage adiustments shl>lid 
be ldledliedaccordingty.Nthough lndi~dllll patients may nspond to lower doses, the usual ~mum dosage 
nw,ge in clnlcal trials was 240 to360 mg/day. 

Dihiazem Hydrochklrkle En!nded-Releue Clpsules hM an addffiw .-itihypertenSiw effect when used wi111 
other antihypertenSiw agents. Tberftora, the dosage of Diltiazem Hydrudllorldll Exten~ Cai?,IAes or 
the concornlta'1t antihypertansiws may need to be adiulted llilen adding one to the other. See WAfiMtiGS and 
~ nigarding use Mth beta-bioct2r1. 

HOW SUPPLIED 
Dittiazem Hydrudllor1de Ex'lended.fl8'ease <:apsiAes. USP (Twice-a-Day Dosage) 1n availata IS tdloiMng: 

Dlltilllffl ttydrochlorld1 Elllnded-R1lene C.pua, USP 

S"1ngtti Quantity NDC Number Description 

60mg 8ot1"sof TN:60mgcapllies111hardshelo,latincapslies 
100'Mlh 68462-850-01 withadar11:pinkopaquecapanda'Mllil opaque body, 
chlkl·resistant 1~r1n1td'Mlh "Y"oothecapand"689- onthebody 
Closure 'Mltl tuck ink. f9td 'Mil Wlli! to cit-whiil pelets. 

90mo 8ot1"sof 68462-851-01 The90mgcapllies111hardshelgelatincapsu6as 
100'Mlh wtthadarkplnkopa.Quecapandayellow0P1Que body, 
chikl•resistant impr1nl!ldwtth"Y'onthecapand"688"onthebody 
Closure with INcklnk. 19ed'MII '#'11111! tocif-'lfllllqi pelets. 

120mg 8ot1"sof 68462-562-01 The 120mocaplliesmhan:lshellge&atincapslies 
100'Mlh withadmplnkopaquecapandadarkpinkopaque 
chikl-resistant body. lmprkrted wi1l'I "Y' on the cap and •55r on the 
dosure body 'lllth IMci Ink. fled 'MIil Ylfllil to off-wtlltlll l)lll~s. 

Ston at 2lrt to 25~ (6&•Fto7rF): u.curslonsperml!Md to 15~ to 30"'C (59•Fto e&•F) I• USP Contrdled 
Room Temperatura]. Awld IXCHSM humidity. 

Dispense in a tight, llght-relistant container as dlllned lf1 the USP using I Cflild-nsistant dosure. 

Manufactufldtr,,: 
G~lllllatk Pharmaceutical• Limited 
Pithampur, Madhya Pradesh 454n5, India 

Manufactul"ldfor: 

8 
<;lennu.Rk 
Gklllllatk Pharmaceutical• Inc., USA 
Mahw.lh, N.107430 

Cuestions?1 (888)721-7115 
www.i,leflmar1(pharma"11S.com 
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MARKET WITHDRAW AL RETURN RESPONSE FORM 
DILTIAZEM HYDROCHLORIDE EXTENDED RELEASE CAPSULES 60 mg and 90 mg 

(NDC 68462-850-01- 60 mg; 68462-851-01- 90 mg) 
Wholesale Level 

5/2/2024 

Please fill out this form completely, By doing so, this will acknowledge that you have read andunderstand the withdrawal 
instructions and have taken the appropriate action. 

Customer Name: I DEA#: 
DEA # is required, if it is not provided, the processing of your form will be delayed. 

Address: 

City: I State: I Zip: 

Contact Name (Please Print): 

Telephone#: I Email: 

Contact Signature: I Date: 

DEBIT MEMO# (If unsure, leave blank): 

Wholesaler Information if not direct) urchased from Glenmark Pharmaceuticals Inc.: 

Wholesaler Name: DEA#: 

Ci : State: Zi 

I have checked my stock and communicated to my customers at the appropriate level: 
□ I confirm that all locations that received the impacted products have been notified to the wholesale level 
________ ______ (Initial and date) 

o I do not have any stock of the market withdrawn items. OR 

□ I have quarantined and listed in the box below the quantity of market withdrawn units and I will be returning to Inmar, 
as soon as possible. Upon receipt of this Response Form, Inmar, will issue return authorization label(s) Please indicate 
the # of needed box labels ----
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Total 

Item Description NDC Lot#/ Pack Size Exp. Date Full/Sealed and 
Partial/Open 
Bottle Count 

Diltiazem Hydrochloride 
17231080/lOO's 

Extended Release capsules 60 68462-850-01 
Pack Container 

April-2025 
m 

Diltiazem Hydrochloride 
17240362/lO0's January-

Extended Release capsules 90 68462-851-01 
Pack Container 2026 

m 

If you have any questions regarding this form or product return please contact Inmar at 877-851-8141 
Office hours 9am to 5pm EST Mon thru Fri. 

Please fax this form to: 817-868-5362 or E-mail rxrecalls@inmar.com 

Market Withdrawal Event ID N131164 RCLllS-24 


