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IMPORTANT INFORMATION ABOUT TICLOPIDINE HYDROCHLORIDE TABLETS

The information in this leatiet is intended 10 help you use ticlopidine safely. Please read the leafiet carefulty. Although it does not
contain ait the detailed medical information that is provided to your doctor, it provides facts about ticlopidine that are important for
you 10 know. If you stilt have questions atter reading this feaflet or if you have questions at any time during your treatment with
ticlopidine, check with your doctor.

Speciat Warning for Users of Ticlopidine Hydrochloride Tabisis/Necessary Biood Tests:
Ticlopidine is recommended Io help reduce your risk of having a stroke, but only fos patients who have had a stroke or early stroke
waming symptoms while on aspirin, of for those who have these symptoms but are intolerant o allerpic 10 aspirin.

Ticlopidine is not prescribed for those who can take aspirin to prevent a stroke because ticlopidine can cause life-threatening blood
prodlems. Getting your Blocd tests done and reporting symploms 1o your doclor 88 5008 33 possible can avald seriovs
complications.

The white cells of the blood that fight infection may drop to dangerous levels (a condition called neutropenia). This occurs in about
2.4% (1 in 40) of people on liclopiding. You shouid be on the lookout for signs of infection Such as fever, chills or sore throat. If
this problem is caught earty, it can almost always be reversed. but if undetected it can be fatal.

Another problem that has occurred in some patients taking ticlopidine is a decrease in celis called platelets (a condition called
thrombocytopenia). This may occur as part of a syndrome that includes injury to red blood cells, causing anemia, kidney
abnormalities, neurologic changes and fever. This condition is called TTP and can be fatal.

Things you should watch for as possible earty signs of TTP are yellow skin or eye colos, pinpoint dots (rash) on the skin, pale color,
fever, weakness on a side of the body, or dark urine. 1 any of Ihese occur, coniact your doctor immetiately.

Both L octur most mmmtmdaysm:mammd Tomlresunyoudonlombpenherm

these problems, yoi i y
mmnmjmmsmm.mmmu anﬂ P 'mdmﬂmurmmd s
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that you may have TTP or neutropenia. 1 you stop taking liclopidine for any reason within the first 3 months, you will stll need 1o
have your blood tested for an additional 2 weeks after you have stopped taking ticlopidine.

Other Warnings and Precautions: A few people may dlvolop iamdm while being treated with ticopidine. The signs of jaundice are

yellowing of the skin or the whites of the eyes or g of the urine or lightening in the color of the stools. These
symptoms should be reported to your physician prompdly.
If any of the symploms above for » TTP o1 §i ice occur, conlact your docior immaedistely.

Ticlopidine should be used gnly as directed by your doctor. Do not give ticlopiding to anyone eise. Kesp tickpiding 0wt of reach
of childront

Some people may have such side effects as diarrhea, skin rash, . It any of these problems are
persistent, of If you are concerned about them, bmomemloyw'docnv'sam

1t may take longer than usual to stop bleeding when \aking ticlopidine. TeH your doctor if you have any more bieeding or bruising
than usual, and, it you have emergency surgery, be sure to let your doctor or dentist know that you are taking ticlopidine. Also, tel
your doctor well in advance of any plannied surgery (including tooth extraction), because he or she may recommend that you stop
taking liclopidine temporarily.

How Ticiopiding Works: A stroke occurs when a clot (or thrombus) forms in a blood vessel in the brain or forms in another part
of the body and breaks off, then travels to the brain (an embolus). In both cases the blood supply to part of the brain is blocked and
that part of the brain is damaged. Tickipidine works by making the blood less Wksly to clot, although not so much less that it causes
you to become likely to bieed, unless you have a biseding disorder or some injury {such as a biseding ulcer of the stomach or
intesting) that is especially ikely 1o bleed.

Who Showld Not Tsks Ticiopidine Hydrochioride Tablets? Comtact your doctor immediately and go not take ticiopidine i,
* you have an allsrgic reaction to ticiopidine

« you have a biood disorder or a serious blseding problem such as a bieeding stomach uicer .

+ you have previously been toid you had TTP "y al {999
« you have severs liver disease or other fiver problems AL <

* you are preg of you are 0 becoms p 5 N
« you are breastieeding ;’, o> - - .
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TICLOPIDINE HYDROCHLORIDE TABLETS, 250 mg
Rx only

WARNING: Ticiopidine Wydrachieride tabists cam cause lilu-thrastoning hematelogical adverse caaclions,
incteding ik is and porpers {T1P).

Nowiropenia/igranulocytssic Ameny 2043 pationts in clinical trish. there ware 5O cases (2.4%) of neutropenis
(Yous Waan 1200 nevirephita/memd), and the newirephil count was belew 450mm? in 17 of these patients (0.0%
of 9o tetal popuistion).

TTP: One cane ol thrombotic Irembecytepanic surpurs won reperied during clinical Biris. Based oA posimar-
Reting dats. US physicions reported about 108 tases betwonn 1952 and 1997. Dasad on on eslimated patient
ezpesury of 2 millien is 4 miliien. snd sssuming 3n svent reperting rate ot 10% (e tree rate is net knewn),
the incidonce of liciepigine-assaciated TTP may be 81 high a3 cae case in svery 200€ to 4000 patients
oxpesed.

Mandtoring of Clinicai andl Nemsiologic Siatus: Severs 3l adverse reactions may ecewr withia o
Yow days of the stard of . This incidents of TTP posks sher abeut 3 10 4 wooln of arapy and Newbepenis
sl 3 sppreximately 4 1o 6 weeks with beth declining thereafier. Unly o fow cases have arisen sfior
e than 3 mentive of trastment.

Hematological adverss reactions cannet be reliably predictad by any identified domagraphic or chinical charne-
I-U- During $he frst 3 monihn of restmenl, gationts recsiving liclopiding hydrachionide tabiots must, there-

ané climically Tor evidence of newtreponis or TTP. N 2oy such evidents it
u. |MthlhﬂMthlw

The detection and tresiment of ticlopidina-s3sacisied hematolegical adverse reactions are Nrther dascrided
wndor WARNINGS.

DESCRIPTION: thlooldmt lvydlochloudl -s 2 plalllel aggregation mhlhunv Chemicatly it is 5-(2-
2c) pyndine hy The structural formla is:

Sdes

CraHysCINS MW, 300,75

Ticlopidine iwdrochioride 1 2 white crystaine sobd, It in trealy soluble in water and self-bufars to 2 pH of 3.8. R also
dissolves fresly in methanol, is sparingly soluble in mathylens chioride snd ethanol, slightly soluble in acetone and
insoluble in a buffer solution of pH 6.3. it has a molecular weight of 300.25.

Each tabied, for oral administration, contains 250 myg of ticlopidine hydrachioride. in addition, sach tabiet containe
the following inactive ingredients: carn starch, colloidal siicon dioxide, maghesium staarste, microcrystalfine collu-
lose and povidone. The white Kim-toating contains opadry white (hydroxyprogy! metivyiceliulone, titanium dioxide,
polysthylent giycol and polysarbate 80).

CLINICAL PHARMACOLOGY: Mochanism of Actien: When taken orally, ticlopiding hydrochioride causes a time-
and doss-depandent inhibition of both plateiet aggregation and release of platelet granule constituents, &3 well as 8
prolongation of dleeding time. The intact drug has no significant in wtro activity at the concentrationa attained in
vivo, and, although analysis of unne and plasma indicates 2t laast 20 metaboites, N0 Metabolite which accounts
for the activity of ticlopidine has been isclated.
'ﬁdom wmmm ann oral ingestion, interleres with platalet membrane function by inhibiting ADP-
inducad ph inogen binding end platelat-pistaiot interactions. The efect on plateiet function is
wumm for the e of the plaisiet, 38 shown both by persistent inhiditien of fibrinogen binding after washing
platelets um-mwummupntwwwmvmmuwmmmmm

Aher ordl of a single 250-mg dose. h ide i

2. Study in Patients Whe Had & Strake: In 3 tnad g b ine with placeto
{The Canadian Amencan Tickopidine Study or CATS) 1073 patients who had a previous

strake were treated with ticlopidine hydrochloride 250 mg bsd or placebo for up to 3 years.

Ticlopwdine significantly reduced the overall risk of stroke by 24% (p= 017} from 24.6 10186 par 100 patents
foftowed for 3 years, compared to placebo. Duning the first yaar the reduction i nsk of tatal and nontatal stroke
ovi¥ placebo was 33%.

CATS . Fotmt or ominint Srnte

INDICATIONS AND USAGE: Ticlopiding Irydrochioride tablets are ndicated to reducs the risk of thrombotic stroke
(fatad or nmml) o patiants who have expermnced Stroke precursors, and in patients who have had a completed
Tivombaotic str

Brcavms ndup-ﬂm is a830ciated with a risk of like ing blood including
mopmc purpurs (TTP) and luc BOXED and
should be reserved for patients who are intolerant of allergic to aspin therapy or who have failed sspwin tharapy.

cnnummu The use of tickopidine is

= Hyparsansitivity to the drug
* Presance of hematopoietic disorders such as neutropenia and thrombocytopenis of a past history of TTP
« Prasence of 2 henastatic disorder or active pathological blseding {such as biaeding peptic ubcer o

intracranial blseding)
* Patients with savers fver impasrment
WARNINGS: Adverss | a: may otcur suddenly. Bone-marrow
amination typi shows a 1y ion in myeloid After wi of th ine. the
mnuulyrunoﬂZWm within t IDB werks.

ia: Rarely, mmmmm«mmmmm
Thrompotic Thrombocytopenic Purpura (TTP): TIP is by
ytic snemtia RBCs] meen on peripheral smear), newrological hnﬂmgt rongd
dyshuinction. and fuver. The signs and symptome can occur in any order; in particutas, clinical symptoms mey
precade Isdoratory findings by hours or days. With prempt trastment {oftsn m:mw phwmp'nmu) 70% In
0% of patients will survive with minimal of no sequeise. Because platelet
mmbmmmwﬂﬂw&n they should, il possible, be avoided.
[ for ic Adverse Ri Starting just before initiating treatment and continuing thror
the third month of therapy. patients receiving ticlopidine must be monitored every 2 weeks. Secause of ticlopidi
on plasma u;nm. patients who discontinu ticlopidine during this 3-month period shouid continus to
L)

theombe-

in the tolloweng

nplw absosrbed vmh peak plasma levels occuiring at approximately 2 hours aiter dusing and i extensively

matabolized. Absorption is grester than B0%. Adminisiration after meals results in a 20% increase in the AUC of
ticlopidine.
Ticlopidine hydrochioride displays nonlinesr and charance markedly on rspested dos-

ing. In oldes woluntesrs the apparent haif-fite of ticlopidine atter a single 250-mg doee Is aboit 12.6 hours; with
repeat dosing 3t 250 mg bid, the lerminal slimination hait-life rises 10 & 10 S days and steady-state levels of ticiopi-
dine hydrochioride i plasma are obtained after approximately 14 to 21 days.

rmmwammm'mm (ﬂ%)mplnmlwmhl. Mhnma&mmwm The
binding to sibumin and 3 wide aiso binds to

alter discontinuation. Mmmwmonmmq ammm-wm«mﬁuamm

Therapy, is necessary only in palients. with clinical signs {sg, $igns or symptoms supgestive of inkection) of laboratory

M(N.MMMMMTMMmMuMmum decrease i hemnatoctit o plateiet count) that

suggest incipient hematological adverse raactions.

Clinically, foves maght suggest sither neutropenia or TTP; TTP might aiso be suggestsd by weakness. palior.

potechiss ot purpura, dark uling (duve to blood, bile pigments, or hemoglobin) ot jaundice, or neurological
should be toid 1o discontinue ficlopidine and to comact the physican immediately upon the

ocammnlmdlmuimhp.

Laborstory monitoring should include a complete blood couet. mwmmmm»mmw

m(mcmuumm) phlﬂowﬂ and the of the pac

1angs.
slpha-1 acid glycoprotein. mmmmmmmmm\muw in
m-bomdlamnuomn

,nmhrnmlmamdmammmnn
th-um. Iolvmmuiduum in solution, 50% of the
radioactivity it recovared in the urine and 23% in the feces. Apnnunﬂ‘k!ﬂﬂhb‘nmohdmtﬁlhull
intact ticlopidine hydrochioride, possibly excreted in the bile. s a minor n

to TTP. Any acute, mMrMmMMMphﬂm
WWWW:WdﬂPa of

RBC:) on the wmear should ba treaded a3 pr ovidence of TTP. llu\mmhlormmnlﬁ‘l’.«u
the reutrophit count is confirmed 1o be <1200/mmd, then the drug should be discontinued.

Oer Erochs: Rare caves of agranulocytosis, pancylopsvia of aplastic anemia have been teported
in mm axpetionce, some of which have been fatal. AN jorms of hematological adverse raactions are

M(S'I-)m.llmdul bit at steady-state is the major component (15%). Approximately 40% to S0% of
D in plasma are y bound to plasma proteins, probably by acylstion.
Chnmoimlwm dacraases with age. Stsady-state trough vafues in siderty patients (mean age 70 years) are
about twice those in young voluntesr populatione,
impaired Pationts: Tha etfect of decreased hepatic function on the

Chelostors] Elovstien: Ticiopidine theragy Causes increased serum cholesterat and tnglycerides. Serum total cho-

huuolhv*mmmndﬂlol“ummi manth of therapy and persist a that level The ratios of the
we

MD—: The tolerance and safaty of cosdministration of ficiopidine with heparin, oral snticoaguisnts

mmbnnmbhlm 1 & patient is swilched from an anticosguiant or tibrinciytic deug

was studied in 17 patiems with advanced cirhosie. mmaguplmmmmmhnﬂndw&nhm
subjects was shightly Nighet than that seen in clder subjects int 2 separate trial (ses CONTRAINDICATIONS).

Ransily Impoired Patiants: Patients with mildly (Cor 50 to 20 mb/min) or moderately {Cer 20 1o 50 mi/min)
.mm:mm..nmwmmmumm(mwmsnm)mmum pharmacoki-

agents
19 Sclopidine, e tormer dnsg should prior 1o b

PRECAUTIONS: Samers/: Ticlopidine should be used with caution in patients who may be at risk of increased
Nndngmmwm pathological conditions. [f ik is desired to slminate the antipiatelet sftects of
idine prior to slective surgery, the drug should ba discontinued 10 to 14 days prior 1o suigery. Seweral

eftects of ti (250 mg bid) tor 11 deys. C
mhmm«.ﬁhmwmmmmamruﬂﬂ?&b—mdmwnhrmhﬂ!»mhuwbqﬂ
ALIC vajues of ticlopiding increased by 26% and 60% in mild and moderately impaired patients, respectively, and
plasma clearance decreased by 37% and 52%, respactively, but thare wers no statistically significant diflerences
i1 ADP-nduced platelet aggregation. In this small study (26 patients), bleeding times showed significant prolon-
gation only in the moderately impered patients.

n heaithy ommmatso.mmmummmwpm
pm-mmmmnmmmtmg 250 mg bid, and
mnﬂmwM(MhM)u:Waﬂnlmnm Lower doses cause less,
and more delayed, plateiet aggregation inhibition, while doses above 250 mg bid give litte additional effect on
platelet 2ggregation but an incressed rale of adverse sffects. The dose of 250 mg bid is the only dose that has
bunmlumd mwmﬂhﬂcﬁﬁwnlh
Aller di ol th
within 2 weeks, in the majosity of patients.
At the racommended therapeutic dose (250 mg bid), mmmmmmrnmmwwm
logical actions in man other than inhibition of platelet function and prolongation of the biseding time.

CLIMICAL TRIALS: rnmmncbmmnun‘mmbmmwm-mmﬁnnmm
ticenter, rmdamd,bumolnd

1. Sdy s natrial idion and sapirin (The
AmmmuMuTASS) lmsmhmﬂw“n 1082 wormen) who had axperienced such stiche precur-
s0rs 38 transient ischemic attack (TIA), transient monoculsr bindness {amsurosis fugax), reversible ischemic neu-
rologhcal deficit of munor stroke, were randomized 1o ficiopidine 250 mg bid or sspirin 850 mp bid. Tha study was
designed to follow patients los at least 2 years and up 10 § yeass.

Over the duration of the study, ticlopidine significantly reduced the risk of tatal and nonfatal stroke by 24%
(pe .011) from 18.1 to 13.8 per 100 patients follawsd for 5 years, compacsd to aspirin. During the first year, when
the risk of stroke is greatest, the raduction in risk of stroke (latal and nonfatal) compared to aspirin was 48%; the
reduction was simdar in men and women.

ide, bleading time and othes plateiet function brats returm to normal

&
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controlied clinical siudies hawe found increased surgical biood loss in patients undergoing surgery during
traatment with ticlopiding. tn TASS and CATS R was recornmended that patients have tickipiding discontinued
prior to slective surgery. Seversl hundred patients underwent surgery during the trials, and no excessive surgical
bieeding was reporied.
Prolonged bieeding time is normalized within 2 hours after u oﬂOmg w
mmwummnmmm\mm bleeding. mna-ﬁm
may accelerate thrombasis in putients with TTP nnndwdm they should, i posaible. be avoided.
81 Bloodiag: Ticlopidine prolongs tempiate tiw. The drug shouid de used with caution in patients who
have lesions with a propensity 1o blead (such as ulcers). Drugs that might induce such lesions should be used
with caution in patients on ticlopiding {see CONTRAINGICATIONS).
Use in Hopalically impaired Pationts: Since ticlopiding is metabohzed by the liver, dosing of ticlopiding
hydrochioride oF other druge metabolized in the Nver Mmay require adjustment upon starting of stopping con-
comitant therapy. Becauss of limiled mxperience in patients with severs hepalic disrase, who may have blesding
diatheses, the use of is not in this (see CLINICAL PHARMACDLOGY and
CONTHAINOICATIONS).
Use in Renally impaired Petieats: There is Emited experiance in patients with rensl impairment. Decreased plas-
ma clearance. increesed AUC velues and profonged times can occur in renally impaed patients. n con-
hoMMW&mWMhnw-mdnmmmWMvmmlmw
there is no sxperience with dossge 3
for impaired patients, K may be necesaary 1o reduce the dosage of ticio
problems are {owe CLINICAL mmwmnn
mwuma—mrmmmmm:m-mmmumwwuu
or plateiets £an ocour ticlopiding, sapecially during the first 3 months of
troatment s thet newtropenia, if i is severe, can result in an increased risk of infection. They should be told d is
critically important to cbtain the scheduied blood tests to detect neutropenia of thrombacytopenia. Patients should
ahohm!mmWM'M!Mmmmwmmdmmnumr.Mw
umwnn any of which might be may be part of 3 syndrome
mwwmmm lu:hnhw wealness. dAficulty spesking, seizures. yellowing of skin
umeMm paior Of peinchies (pinpoint hamoshagic spots on the skin), should be reported
immedistely.




All patients shouid be toid that it n‘y take them lomlv then usual to stop blesding whan they take tickopidine and
1hat they shouid report any unusual bieeding 1o theit plysician. Patierts should 1elf physicians and dentists that they
are taking ticlopiding defore any surgery & scheduled and bafore any new orug is prascnbed.

Patienis should be toki to prometly report side effects of ticiopidine such as severs or persistent diarrea, akin
rashes of subcutansous blaeding or any signs of cholestasis, such as yellow skin or schara, dask urine o fight-
colored stools,

Patients shoutd be 1old 1o take ticlopidine with 1ood of just atter sating i order to minimize gastrointestinal
discomfon.

Laderatery Tesis: Liver Function: Ticiopidine tharapy has besn associated with elsvations of alkaline
phosphatase and transaminases, which gensrally occurred within 1 to 4 months of therapy initistion. In comtrolied
clincal triafs the incidence of elevaled silafine phosphatase (greater than two times upper kmit of normel} wes
7.6% in ticiopidine patients, 6% in pacebo patients and 2.5% in aspisin patients. The incidence of slsvated AST
{5GOT) (gmtvrmnmumwpulmldmmnm:!% in ticlopidine pmm 4% in placebo patients and
2.1% n aspiin patients. No piogessive increases wers observed in closely monitored clinical trisls (sg., no
Irmmmaoonmlm 10 times the upper limit Mmmﬂmm).wmoupuﬁammﬁm-bmrmhm

had therapy patients had minot n bilieubin,
memmmdﬁm:ln-lupcmm: liver function testing, inchiding SGPT and GGTR. should be
whenever liver guring the first & months of treatment.

Dreg domol idi cavead 8 J0% increase in the plasma half-Nde of
mmwmummwmnmmmmmm Therstore, the doss of drugs metabolizsd
by hepatic microsomal snzymas with low therapeutic ratios or being piven 1o patients with hapatic impairment may
require adiustment to maintain optimal therapsutic blood mﬂmmmmmmwm
ticlopidine. Studies of specific drug ¥ yieided the 0

Aspirin and other NSAIDS: Ticlopidine potentiates the stfect of aspicin or otter NSAIDS on platelet aggragation. The
umyolcmmnwdmbvmmnwmumwlbsmmbnnmm Anmﬁmx
madify the ticlopidine-mediated inhibition of ADP-induced platelet ag

effect of aspirin on :nlhgon-mduud plmm agoregation. Concomitant use of uvivh and mldinl [ not
recommended (see PRECAUTIONS:

mmmum.t.mn«ﬁnmhmmmmam&h
Cit Chronic of ci reduced the clesrance of a singie doss of ticlopidine by 50%.

Digoxin: Coadministration of ticlopidins with digoxin resulted in a sighl decrsase (approximately 15%) in digoxin
plumnhnh Lirtte or mmlnmﬂwmﬂqoiﬁwmmuuw

of i
theophylline cirm-tm helf-ide from 8.6 1012.2 hours and a comparable Muclbn h total phm cbmnw ot
theophylline.

In 6 normat the inhibitory effects of ticlopidine on platelet sggragation were not altesed
by chronic administration of phenoberbital.
Wwioin; in vitro stidies that ti

dmmmrmmmpvmmwmm
) not been studind i vivo. Several

However, the protein binding i o and
mntmpwmmmmmmmmmhubmxmm
coadministration with ticiopidine. Caution should be sxsrcised in coadministering this drug with ticlopidine, snd i
may be useful to blood

Propranolot: In vitre studies demonstrated that m:lopm- dou ml shter the plasma protein binding of pro-
pranolol, However, the grotein binding i of ti have not been shudied i Wi

amwmmmmcmmmmmm

Other Concornitant Therapy: ARhough specific interaction studies wers not performed, in clinical studies ticlopidine

wumuoommnmqmmm;mmmwbmunmﬂmmmmm
dverse i ions (see PRECAL! ).

Food | The oral ilability of ticlopidine is i
i i with food is ded to maimize

tickopidine unlahnmmdl

d by 20% when taken after & meal.
inal tolerance. In triale,

o R mf"
-ltwdoulofuptulwnwwlowﬂ)wmwm r«nm-umn boqma
area) the dose nw wo times the clinical
monwmlu;amlnallmludwmm mmuﬂmwh
275 mo/kg (1180 mg/m<) P 40 times the clinical dosa on
amm-ammmmdﬂmm“mmunm
Tmmmmmmmmmmmmm the rat hepatocyts DNA-repais assey, or the Chinese-

hamster fibroblast cheomasomal aberration test; o # Wvo in the Mouse speretozoid morphology tast, the Chinese-
hamster micronucleus test, or the Chinese-hamster bone-masrow-cel sister-chromatid exchengs test. Ticlopidine
was found to have no effect an fertility of make and femals rate at oral doses up to 400 mg/kg/dey.

Prognancy: Toratogenic EMects: Pragnancy: Category B. Tarstology studies have besn conducted in mice (doses
up 10 200 mgfkg/day), rats (doses up 1o 400 mg/kg/dey) and 1abdits (doses up to 200 mo/g/dey). Doses of 400
mg/kg in rats, 200 mo/kg/day in mice and 100 mg/kg in rabbits produced meternel loxiclty, a3 well as fetal Yoxicity,
but thers was no evidence of a teratogenic potential of ticlopidine. There are, however, o adequate and well-
controled studies in pregnant women. Becaues animal reproduction studies sre not shways pradictive of 2 human
responss, this drug should be used dwing pregnancy only i clearly nreded.

Nurzing Molers: Studies I rate have shown ticiopidine i excreted In the milk. It is not known whether this drug
is oxcreted in human mik. Secause many druge are excreted In human milk and because of the potential for
aaricus sdverse reactions in nursing infants from ticlopiding, a decision should be made whether o discontinue
nursing of 1o discontinue the drug, taking into account the importance of the drug to the mother.

Pedisiric Use: Satety and effectiveness in padiatric patients have not besn established.

Gorlabris Use: mm«mmummmnmmmmbmnmm
major cheical trials with ticlo were an elderly with an average age of 64 years. Of

and younges patients, but graater sensitivity of some oider individusle cannot be ruled out.

ADVERSE REACTIONS: Adverse reactions wers relatively frequent with over 50% of patients reporting st lesst one.
Most (30% ta 40%) invoived the gastrointestinal tract. Most adverse affects are mikd, but 21% of patients
discontinued therapy because of an adverse svent, principalty diasthea, rash, nausss, vomiting, Gi pein and
neutropenie. Most adverse etfects occur sarly in the course of treatment, but a new onest of edverse effscts can
occur after several monthe.

mmmmmmwmmmmmwmmm controlied chinicel

trizls described above comparing ticlopidine, placebo and aspirin over study periods of up to 5.8 years. Adverss
.v‘-hmwmbywnmnwmwmmmnnmmum

are shown in the
Percent of Patients wiis Adverse Events in Conrolied Studies
Ticlopidine Aspirin Placebo
(n = 2048) (n=1527) {n = 536}
Event L .
Any Events 60.0(20.9) 53.2(145) 34.36.1)
Diarmes 12.5(6.3) 52(1.8) S0
Nausea 70(26) 82(1.9 1.7{0.9)
Dyspepsia 70{1.1) 90(20) 08(0.2
Rash 5.1(3.4 1.5(0.8) 06(0.9)
Gl Pain 37(1.9) 560 1.3{0.4)
Neutropenia 24(13) 08(0.) 1.1{0.4)
Puipura 22{02) 16(0.1) 0.0{0.0)
Vomiting 19(1.4) 14(0.9 0.9(0.4)
Flatulence 1540.9) 1.4 (0.3} 0.0(0.0)
Pruritus 1.3(0.8) 03(0.) 0.0(0.0)
Dizziness 1.1(0.4) 0.5 (0.4) 0.0(0.0)
Anorexia 1.0(0.4) 05 (0.3) 0.0(0.0)
Abnormal Liver Function Test  1.0(0.7) 0.3 {0.3) 0.0(0.0
incidence of di L of ip 10 therapy, is shown in parentheses.

L TI’P (ses BOXED ang

i have been reported.
Gastrointestinsi: Ticlopiding !h'uoy has basn associated with a varisty of gasirointestinal complaints inctuding
diarrwa and nausea. The majorty of cases are mild, but about 13% of patients discontinued therapy becauss of
these. They usually occur within 3 monthe of inltistion of therapy and typically are resolved within t 1o Z weehs
without discontinuation of theragy. If the effect is sevass or parsistant, therapy should b discontinued. In some
cases of ssvars or bloody diarrhea, coktis was later dingnosed.

W has been 3 ‘with increased blesding, sportaneous postiraumatic bleding and
perioperative blseding including, but not limited to, gastrointestine] bleeding. nmmumwma
numbas of blesding comptlications such as ecchymosis, epistaxis, ¥ )
Intracerebral beeding was rate in clinical trials with ticlopidine, with an mndnm 1o greater than that nm with
comparator agenta (ticlopiding 0.5%, aspirin 0.6%. placebo 0.75%). it has also besn reported postmarksting.
Rash: b has been ' with a or urticarial rash (often with pruritus). Rash usually
occurs within 3 months of Initistion of therapy with a mean onset time of 11 days. If drug is diacontinued,
recovery occurs within several days. Many rashes do not racur on drug rechaliengs. Thmmnbunnn reports
of savars rashes, including Stevars-Johnson syndr erythema and
Loss Froquont Adverse nmmn(mm',mnn Clinical adverse experinces occurring in 0.5% to 1% of
patiants in m- controlled trisds include:

In addition, rarer, nmmmmmmwubmnmm-uunm unmmlnm-
mia with reticulocytosis, aplastic anemia, immune hepatitis, jaundict

jaundice, hepatic necrosis, paptic uicer, renal tallure, nep drt sepais,
angiosdema, allargic pneumonitis, systemic lupus (positive ANA) peripheral neuropathy, serum sickness,
arthropathy and rmyositis.

OVERDOSAGE: One case of delib
surveillance pr

with i has been reported by a foreign
postmarketing Aw,m-oummumqnmwmummmmmm
(equivelent ta 24 standard mm hblm) The only abnormaiities reported were incressed Nudng time and
increased SGPT. No special therapy was instituted and i patient recoverad without sequelas.
Singis orat doses of ticlopidine at 1500 mp/kg and 500 mp'kg vnrl I-mal te rats and mice, vupu:nvm
Symptmaimlenﬁlyvnual y dyspoea, joss of squilibrium and
abnosmmal gait.

DOSAGE AND ADMWIETRATION: The dome of
food. Other doses heve not besn studied in controfied trials for these indications.

HOW SUPPLIED: Ticlopidine hydrochioride tablets are available in off-whits, unscored, oval, im-coated 250-mg
tablets, imprintsd * {E115" on one side and plain on the other side. They are provided in botties of 30 tabiets, 60
Tablets and $00 tablets.

Starage: Store at controlied room temperature 15° to 30°C (59° to 86° F).

Dispense contenty with a child-resistant closus 28 required, and in 8 tight, light-resistant container as defined in
the USP.

[MPORTANT IMFORMATION ABOUT TICLOPIDINE HYDROCHLORIDE TABLETS

The information in thia leatiet is intended o help you use ticlopidine safely. Please read the leafiet caratully.
ARhough it doss not cortain all the detalled medical information thet is provided to your doctor, § provides tacts
about ticlopidine thet are important for you te know. I you still heve questions after reading this leaflet or i you
have questions at any tme during your trestment with ticlopidine, check with your doctor,

Special Warning fer Users ot Hioed Testz: & recofm-
manded 10 heig reduce your risk of having a stroke, dut only jos patisnts who have had a strolks or aarly stroka
waming symptoms while on Rapirin, of for those who have these symptoms but are infolerant of alergic to aspirin.
Ticiopicing is not prescribad for those who can take aspirin to prevent a stroke becauss ticlopiding can causs We-
thvaatening blood probleme. mmmmmumm—nmm-uﬁ-
paszibie can aveld serious compiications.

The white catle of the biood that fight infection May drop to dangerous leveds (= condition calied neutropenie). TN-
occurs in about 2.4% (1 in 40) of people on ticlopidine. You should be on the lookout for signs of infeciion such
a8 faver, chills of sore throst. If this problem is caught sarly, # can aimost sbways be reversed, but i undetected it
can be fatel.

Anothar problem that has occurred in some patients taking ticlopidine is a decrease in calle calied platelsts (3
candition called thrombocytopenia). This may occwr as past of & syndrome that inclksdes injury o red biood ceils,
causing semia, kidney sbnormaiities, neuroiogic changes and fever. This condition is calied TTP and can be tatal.
Things you should waich 107 a3 possible serly signs of TFP are ysliow skin or sys color, pinpoint dots (rash) on the
skin, pale colot, fevar, wealmess on a side of the body, or dak wiine. i sy of ese ascowr, contact yeur deches
w

is 250 mp bid taken with

Both complications occur most frequently in the first 90 days aftes ticlopidine ia started. To meke sure you dont

dwtbpllhrdmmhnl
11 detected, Neutropenia and

tvombocytopenia can aimost siweys be reversed. ¥ is sassntial thet you ksep your appointments for the blcod
teats and that you call your doctos immediataly ¥ you have any indication that you mey have TTP of neutropenis. i
you stop tading ticlopidine for any resson within the first 3 months, you will still need o have your biood Wested for
an additionsl 2 weeks after you have sopped taking ticlopidine.
Oiher Wornings and Procautions: A few people may develop jaundics whils being treated with ticlopidine. The
signe of jsundics are yellowing of the skin or the whites of the syes or g of the urine or
in the color of the stools. m«mmuwnmmm
it any of Ihe symp! TTP ot [sundice occur, contoct your decthor
Immedisiody.

Ticiopkdine should be usad only as directsd by your doctor. Do nat give tickopidine to anyone eles. Kesp clepidine
at of rassh of childvant

Some people may haws such side effects as diarrhen, skin rash, somech of inteatinal discomiort. if any of thess
problems are persistent, of ¥ you are concarmed about them, bring them to your doctor’s attention.

1t mey taka jonger then usual 10 stop bieeding when taking ticlopidins. Tall your doctor If you have any mors
Dblesding of bruising than ususl, and, H you have smergency surpery, be sure 1o iet yous doctor of dentist know
that you are taling ticlopidine. Aleo, tell your doctor well in acvance of anry pisnned surgely (including tooth
axtraction), because he of she may recommend that you siop taking ticiopidine tempararily.

How Ticipidine Weris: A stroks occurs when a clot (or thrombus) formve in a blood vesse! in the brain or forms
in ancther part of the body and breaks off, then travels to the brain (an smbolus). In both casss the blood supply
0 part of the Srain is blocked and thet pert of the brain is dameged. Ticlopidine works by making the blood less
Hioly K0 ciot, alktheugh not e0 mixch less that it causes you 1o bacome Bkzly 1o dleed, uniess you have & bleeding
diecrder of soma injury (such aa & diseding uicer of the stomach or intesting) thet is sspacislly likely to bleed.
Whe Should Mot Tokw Ticlopidine Hydrechioride Todlets? Contact your doctor immediately and do not taka

tickonidion
« you have an alergic teaction 1 ticlopidine
* you have a blood disorder or a serious bissding problem, such as a bleeding stomach ulcsr
* you have pravicusly been told you had TTP
* you have severs liver dissase of other Siver problerms
* you are pregnant or you ars planning to become pregnant
Dreastiesding

* youare
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