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WARNING : TASS - Fotal o NomiotabSarmbe
Ticlopidine hydrochioride can cause iif includ|
g and i Y purpura (TTP). 1" K
Ncnmopoma/A ranviocytosis .
g-ucms {:- clinical trials, there were 50 cases (2.4%) of neutropenis (less than 1200 - - 5::.,. T
3), and the phil count was below 450/mm? in 17 of these patients (0.8% M the total N i
population). o
bl 9 7
One case of thrombotic lhrombfn:ylapenic purpura was reported during clinicat trials. Baud on -
posimarketing data, US physicians reported about 100 cases between 1992 and 1997. Based > 4»«-!1\.-(--.,-":1
estimated patient exposure of 2 m-lllon to 4 miilion, and auuming an event reporting rate of 10% (m mn M T -+ ~—+
rate is not known), the d TTP may be as high as one case in every 2000 N * - e

to 4000 patients exposed.

Monitoring of Clinical and Hematological Status

Severe may occur within a few dtys of the start of Ihonpy The incidence
of TTP peaks after about 3 1o 4 weeks of therapy and aks at to 6 weeks with
both declining therester. Only a few cases have arisen atter more tmn 3 months of trnnmm

icted by any i d hic or clinical

cannot be reliably p

? *HCI

Ticlopidine hydrochioride is a whne crystaline sohd Itis freely soluble in water and self buffers to a pH of 3.6. It also

2. Study in Patients Who Had a Completed Atherothrombotic Stroke
In a trial oompanng nciopldme with placebo (The Canadian Amencan Ticlopidine Study. or CATS) 1073 patients who
stroke were treated with ticiopidine hydrochloride 250 mg bid or

placebo forup to 3 years

T reduced the overall risk of stroke by 24% (p = .017) trom 24.6 10 18.6 per 100
patients. followed tor three years compared to ptacebo. During the first year the reduction in risk of fatat and nonfatal

cmuclonsﬂcs During the ﬂrs( 3 months of ] y must, stoke over placebo was 33%.
i of P or TTP. o any such N .
u seen, ti i y » should be i 2 .
CATS - Fotal or Naaloted Strabe
The ion and gl are further
described under WARNINGS. bl
- i
DESCRIPTION f.\r-"
Ticlopidine hydrochloride is a platelet aggregation inhibitor.  Cl y it is 5-[(2; pheny }-4.5.6.7- ":" o]
tetrahydrothieno [3,2-c) pyridine hydrochioride. The structural formula is '
S
.
N % , !

INDICATIONS AND USAGE

T tablets are to reduce the risk of thrombotic stroke (fatal or nonfatal) in patients
who have expenenced stroke pfecursovs and in patients who have had a completed thrombotic stroke.

treely in soluble chlonde and ethanol, slightly soluble in acetone. and i with a risk of it
insoluble in a butfer sohsion 0' pH6.3. thas a molecula' we'gm of 300.2 mrombocympemc pulpuva (TTP) and neutropenia/agrantocylosis {see onsn WAnNING and WARMNGS)
Each tablet, for oral 1 250 . In addition, each 1ablet contains ; should for patients who are intolerant or allergic to aspirin therapy or who have
inactive i i monde magnesium Stearate, y lulose, P ailed aspisin therapy.
slarch (com}, and stearic acid. The white film coating contains hy ypropy y! celul lamose hyd CONTRAINDICATIONS
titanium dioxide and triacetin. N . i
CLINICAL PHARMACOLOGY The use of Y s cor in the g condifions:
N . . Hypersensmvny to the drug.
vv;‘;’r:‘;?e’:;’a:ﬂ‘icol’;pidme hydrochlonde causes a time and dose-dependent inhibition of both platelet aggregation . P':::"nr?: of a hemostatic disorde! amsuch a': ologica [ ble ” bleedm p E:ol' :a past fust‘ory: of TTkP eedi
and retease of plélelet granule . as well as a bleeding time. The intact drug has no : ::ratiems v?i'm severe hcgr ympa"rn?;m ‘e pa g (suchas ulcer or nial ng).

significant in vitro activity at the concentrations attained in vivo. and, although analysis of urine and piasma indicates

——  at least twenty metabolites. no metabolite which accounts for the activity of ticiopidine has been isolated. WARNINGS
— Ticlopidine hydrochloride, after oral ingestion. interferes with platelet membrane function by inhibiting ADP-induced t gicat
SENEE piatelet-fibrinogen binding and subsequent piatelet-platelet interactions. The effect on piatelet function is irreversible NEUTROPENIA
SEEER for the lite of the platelet, as shown both by persistent inhibition of fibrinogen binding atter washing piatelets ex vive P may occur Boi typically shows a reduction in myeloid precursors. After
- and by inhibition of platelet aggregation after resuspension of platelets in buftered medium. of ti i phit count usual!y fises 10 > 1200/mm? within 1 to 3 weeks.
and THROMBOCYTOPENIA
Anev orat administration of a single 250- mg dose. ticlopidine hydrochloride is rapidly absorbed, with peak plasma Rarely, ylopenia may occur in isolation or together with neutropenia.

levels occurnng at approximately 2 hours after dosing. and is p
%. Administration atter meals results in a 20% increase in the AUC of nclopldlne

is greater than

T displays H
dosmg in older volunteers the apparent half-iite of ndop»dlne anev a single 250 mg dose is about 12, 6 hours . with
repeat dosing at 250 mg bid. the terminal elimination hal-iife rises to 4 to 5 days and steady-state levels of ticlop

]I'_II-_lROMBOTIC THRAOMBOCYTOPENIC PURPURA (TTP)
s

0 RBCs} seen
on peripheral smear), neul ﬁndmgs renal Oysmnc!\on and 19ver The signs and ) AN OCCU In any

order: in particutar, clinical

hydmcmonde in plasma are obtained atter approximately 14 to 21 days.

binds y (98%) 1o plasma proteins, mainly to serum albumin and hpoprcnems The
bmdm to albumin and tipoproteins is nonsatmable over a wide concentration range. Ticlopidine also binds to alpha-1
acid glycoprotein. At concentrations attained with the recommended dose. only 15% or less ticlopidine in plasma is
bound to this protein.

T is extensively by the liver; only trace amounts of intact drug are detected in the
unine, Followmg an oral dose of radioactive ticlopidine hydrochloride administered in soltRion. 60% of the radioactivity
is recovered in the urine and 23% in the teces. Approximately, 1/3 of the dose excreted in the teces is intact ticiopidine
hydrochloride, possibly in the bile. T is a minor in plasma (5%) after a
single dose. bul at steady state is the major component (15%). Approximately 40 to 50% of the radioactive
metabolites mrculanng in plasma are covaiently bound to plasma proteins, probably by acytation.

Cl of ti with age. Steady state trough values in elderly patients (mean age 70 years) are
abou! twice (hose in younger volunteer popuiations.

HEPATICALLY IMPAIRED PATIENTS

The effect of decreased hepatic function on the ot was studied in 17
patients with advanced cirrhosis. The average plasma concentration of ttcloprdme in these subjects was slightly
higher than that seen in older subjects in a separate trial (See CONTRAINDICATIONS).

mmmdpahemswnlsumvewrmmw o NO sequelae.
may is in patients with TTP on ticlopidine, they shouid, # possible, be avoided.

l\SﬁONITC)RINhGe FOR HEMATOLOGIC ADVERSE REACTIONS

tanting just before initiating treatment and continuing the third month of therapy. patients receiving ticlopidine

dfv’g\ nmmdeveryzweeks. Because hdopndlneslongpiasma hali-tife, patients who discontinue

ncbpx:hm dunng this 3-month period should continue to be monitored

momonng andmm«mngmrmeﬁrst:imnhsoimapy mwcossarymlynpanemsmmehncalsngns(ag ugns
signs (e.g.. count less than 70% of the bas

decvease in hematocrit or platelet ooun') that suggesl mcnptem hematological adverse reactions.

Ctinically, fever might suggest either neulropema or TTP; TI’P might also be suggesled by weakness, pallor,
gelechlae or purpura, dark urine {due 1o biood. bile

atients should be told to discontinue ticlopidine hydmchlonde and fo contact me physuuan lmmedlalely upon ' the
occurrence of any of these findings.

Laboratoty monitoring shouid inciude a compiete blood count, with special anenhon 10 the absolute neunophi count
(WBC x % neutrophils), platelet count, and the of the 1.
with. to TTP. Any acute, i in or platelet
count should prompt further investigation for a diagnosis of TTP, and the
RBCs) on the smear shouid be vaa:)eed as presump!vve evidence of TTP. K there are Inboralory signs of TP, or it
<1

ymptoms
byrlouvsofdays With prompt treatment (often
g Because platelet

p

count is then the drug should be discontinued.
RENALLY IMPAIRED PATIENTS Other 1 Effects
Patients with mildly (Ccr 50 to 80 mL/min) or moderately (Ccr 20 to 50 mL/min) impaired renal function were
compared to normal subjects (Ccr 80 to 150 mlL/min) in a study of the pharmacokinetic and platelet zamv: mmwg‘wm °'3D|35‘° anemu mgﬂn reported in postmarkmmg experience, some
pharmacodynamic effects of ticlopidine hydrochloride (250 mg bid) for 11 days. Concentrations of unchanged
y were d after a single 250 mg dose and after the final 250 mg dose on Day 11. Chohmfol El.v.uon

" X Serum total levels are
AUC values of ticlopidine increased by 28 and 60% in mild and D patients, e , and therapy causes . 3
plasma clearance decreased by 37 and 52%. respecively, but there were no statistically significant differe A4 ncrsasea 8% 10% wib mamwwmammwm ratios of the ged.

ADP-induced platelet aggregation. In this small study (26 patients) bleeding times showed significant prolongation
only in the moderately impaired patients.

Pharmacodynamics

In healthy volunteers over the age of 50 substantial inhibition (over 50°/oi of ADP-induced platelet aggregation is
detected within 4 days after of ti 250 mg bid and maximum platelet aggregation
inhibition (60 to 70%;) is achieved after 8 to 11 days. Lower doses cause less, and more delayed, platelet aggregation
inhibition, while doses above 250 mg bid give iittle additional effect on platelet aggregation. but an increased rate of
adverse eflects. The dose of 250 mg bid is the cnly dose that has been evaluated in controlted clinical trials.

After discontinuation ot time and other platetet function tests retum to normal
within two weeks in the ma;onty of pauems

At the recommended therapeutic dose (250 mg bid). ficlopidine hydrochioride has no known significant
pharmacological actions in man other than inhibition of piatelet function and prolongation of the bleeding time.

CLINICAL TRIALS

The eftect of lu:lopldme on the risk of stroke and cardiovascular events was stucied in two multi-center, randomized,
double-blind trials.

1. Study in i g Stroke

in a trial comparing nclopldme and a aspinn {The Ticiopidine Aspmn Stroke Study or TASS). 3069 patients (1987 men,
1082 women) who had such stroke atack (TIA), transient monocular
blindness (amaurosis fugax}. reversible ischemic neuvologn:al deﬁcn or minor stroke. were randomized to ticlopidine
250 mg bid or aspirin 650 mg bid. The study was designed to toliow patients for at least 2 years and up 10 5 years.

Anticosgulant Drugs
The tolerance and safety of coadministration of ticlopidine hydroehlonde with heparin, oml amncoagulams or
fibrinolytic agents have not been established. if a patient is swi from an ytic drug to
ticiopidine hydrochlotide. the former drug should be i

PRECAUTIONS

prior 10 ticlopidine hy

Ticlopitine hydrochloride should be used with caution in patients who may be at risk of increased L
swgefvovpamogwm W it is desired to efiminate the antiplatelet effects of iciopidine loride prior to
. Several controlied clinical

underwent surgery during the trials. mdnoaxcessvveswgcalbleadmgw

Prolonged bleeding time is normalized within 2 hours a!tev of 20 mg ‘{ e IV. Platelet
lransfusuor\s may also be used 10 reverse the effect of platelet
trar may in patients with TTP on hclopdme they should it possuﬁle be avoided.

GI Bleeding

time. The drug should be used with caution in patients who
have lesions with a propensity 1o bleed (such as uicms Drugs that mgm induce such lesions should be used with
caution in patients on ticlopidine hydrochioride (See C AINDICATIONS).

Use in Hepatically Impaired Patients
Since ticiopidine is metabolized by the liver, dosing of ticlopidine hydrochk:mda ov omer drugs metabolized in the liver

Over the duration of the study. y reduced the risk of fatal and nonfatal stroke by mzm;ﬁ;wg protifie shnmg bleeding is nmm P ommendes
24% (p = .011) from 18.1 t0 13 8 per 100 panents fo|lowed for five years compared to aspinn. Duing the first year,
when the risk of stroke is greatest. the reduction in risk of stroke {fatal and nontatat) compared to aspirin was 48%; in this population (See CLINICA[ PHARMACOLOGY and CONTRAINDICA‘HON§)
the reduction was similar in men and women Use in Renally impaired Patients )
There is limiled experience in patients with renal i Dy plasma AUC values,
prolonged bleeding times can occur in renally ;mpa»red patients. In controlied clinical trials, no unexpected
have been in patients ha;/'nm mild renal lmgalrmem and there is no experience with dosage
adjustment in patients with greater Oegrees for renall patients, it may

ly
be necessary to reduce the dosa if hemomhagic or hematopon

problems are encountered (See CL?relchL PHARMACOLOGV)




I

for the Patient [see Patient Package insart (P.P.]. )1

Hemstological

Patients should be told that a decrease in the number ol Mme bioad cells (
(thrombocytopenia) can occur with fi during the first 3 months of lrzatmem and that
neutropenia. it it is severe, can result in an increased nsk of infection. They shouid be 10id it is criicaily imponant to
obtain the schedu!ed blood tests to detect pr . Patients should also be reminded to
contact thew pl if they exps any d of infection such as tever. chills, or sare throat, any of which
might be a wnsequence of neutropenia. Thrombocytopenia may be part of & syrdirome called TTP. Symptoms and

of TTP. such as tever, weakness, difficulty speaking. seizures, yellowing of skin or eyes, dark or bloody urine.
palior or petechiae (pinpoint hemorrhagic spots on the skin), should be reported immediately.

All patients should be tld that it may take themn jonger than usual to stop bleeding when they take ticopidine hydrochioride
and that they should report any unusuat bleeding 10 theit physician. Patients shouid tell physicians and dentists that they
are taking bclopidine hydrochioride betore any surgery is scheduled and before any new drug is prescribed.

Patients shoukd be toid to report promptly side eftects of ticlopidine hydrochionide such as severe of persistent diarthea. skin
rashes. of subcutaneous bleeding of any signs of cholestasis, such 4s yellow skin or sclera, dark urine. or kght colored stools.

Patients should be told to take ficlopidine hydrochloride with food or just after eating in order to minimize
gastrointestinal discomfort.

Laboratory Tests

LIVER FUNCTION

Ticlopidine hydrochioride therapy has been with el of atkaline pt

which generally occurred within 1 1o 4 months of therapy initiation. In comroiled clinical tnais lhe incidence of
elevated alkaline phosphatase (greater than two times upper limit of normal) was 7.6% in ticlopidine patients. 6% in
placebo patients and 2.5% in aspirin patents. The incidence of elevated AST (SGOT) (greater than two times upper
limit of normal) was 3.1% in ticlopidine patients. 4% in placebo patients and 2.1% in aspirin patients. No progressive
increases were observed in closely monitored clinical tnals (e.g. "0 ransaminase greater than 10 times the upper
limit of normal was seen). but most patients with these abnormalities had therapy discontinued. Occasionally
patients had developed minor elevations in bifirubin.

Based on postmarketing and clinical tnal experience, liver function testing, including SGPT and GGTP. should be
considered whenever liver dystunction is suspected. particularly during the first 4 months of treatment.

Dmg Interactions

doses of ti ide caused a 30% increase in the plasma half-life of antipyrine and may
cause analogous effects on slrmlany metabolized drugs. Therefore, the dose of drugs metabolized by hepatic
microsomal enzymes with low therapeutic ratios or being given to patients with hepatic impairment may require
adiustment to maintain optimal therapeutic blood leveis when starting or stopping concomitant therapy with
ticlopidine. Studies of specific drug interactions yielded the following resuits:

ASPIRIN AND OTHER NSAIDS

Ticlopidine potentiates the efiect of aspirin or other NSAIDS on piatelet aggs i The safety of itart use of
ticlopidine with aspirin or other NSAIDS has not been established. Aspirin did not rnodvfy the hdup‘dtne-meaateﬂ inhibition
of ADP-induced plateiet aggrz?auon but ticlopidine potentiated the eftect of aspirin on uced platetet
aggregation. Concomitant use of aspinin and ticlopidine is not recommended (See PRECAU‘"ONS GI Bieeding).

ANTACIDS ) - ) .
Admini ion of ticlopidine hy after antacids resulted in an 18% decrease in plasma jevels of ticiopidine.
GIMETIDINE ) e )

Chronic administration of cimetidine reduced the clearance of a single dose of ticlopidine hydrochloride by 50%.
DIGOXIN

Co-administration of ticlopidine hydrochloride with digoxin resulled in a slight decrease (approximately 15%) in
digoxin plasma levels. Little or no change in therapeutic efficacy of digoxin wouid be expected.

THEOPHYLLINE

N ia, TTP (see BOXED . agl KOCY108is, inophilia.
pancylopema thrombocytosis, and bone marmrow depression have been reported.
Gastrointestinal

Ticlopigine hydvochlonde therapy has been associated with a varety of gastrointestnal complains lncludmg dharthea
and nausea. The majority of cases are mild, but about 13% ot patients discontinued therapy because of these. They
usually occur within 3 months of initiation of therapy and typically are resolved within 1 10 2 weeks without
discontinuation of therapy. If the eftect is severe or persistent, therapy should be discontinued. in some cases of
severe of bioody diarhea, colitis was later diagnosed

Hemarrhagic

Ticlopidine hy ot has been d with i ic bleedi and
perioperative bleeding including, but not limited to. gastrointestinal bleedmg 1t has also been associated with a
number of bleeding complications such as ecchymosis. and conj g

intracerebral bleeding was rare in clinical irals with nclopldme hydrochloride, with an incidence no greater than that
seen with comparator agents (tclopidine 0.5%. aspinn 0.6%, placebo 0.75%). it has also been reponed
postmarketing.

Rash

Ticlopidine has been with a or ial rash (often with pruritus). Rash usually occurs
within 3 months of initiation of therapy. with a mean onset time of 11 days. f drug is discontinued. recovery occurs
within several days. Many rashes do not recur on drug rechalienge. There have been rare reports of severe rashes.

including Stev Y multiforme, and ex'ohallve dermatitis.
Less Frequent (P bly
Clinical adverse experienices pccurring in 0.5% 10 1.0 % o! patients in the cantrolled trials include:
* Digestive System: Gl tuliness
+ Skin and Appendages:  urticaria
* Nervous Sysiem: headache
» Body as a Whole: asthenia, pain
+ Hemostatic System: epistaxis
s Special Senses: tinnitus
In addition, rarer. relalively serious events have also been rep: from i per He e anemia
with reficUlocytosis. apiastic anemia. immune hepatitis. jaundi
jaundice, hepatic necrosis. peptic ulcer. renal faiture. nephroti Yy hyp . fitis, sepsis.
gt allergic p! itis. Sy fupus (positive ANA}, p y. serum . pathy
and myositis.
OVERDOSAGE
One case of

has been reported by foreign postrnarkenng
SGPT No

surveillance program. A 38 Tyeav oid male took 3 smgle 6000 mg dose of ti
standard 250 mg tablets). The only
special therapy was instituted and lhe patient recovered wnhoul sequelae

fime and i

Single oral doses of ticlopidine at 1600 mg/kg and 500 mg/kg were iethal to rats and mice, respectively. Symptoms
of acute toxicity were Gl [ . hyp pnea, loss ot equilibrium and abnomai gait.

DOSAGE AND ADMINISTRATION

The ded dose of ticlopi hy
studied in controlled trats for these indications.

HOW SUPPLIED

Ti i ydrochioride is in white to off-white, oval. biconvex. unscored, fim-coaled 250 mg tabiets.
with "G” on one side and "T250" on the other. They are provided:

tablets is 250 mg bid taken with food. Other doses have not been

In nomal volunteers. concomitant administration of ticlopidine resulted in a significant mcvease n the
theophynmeslmnalmhalfmelrmss\o122hoursandaoompavab{ereo\mon in total plasma ophy
PHENOBARBITAL

in 6 normal volunteers, the inhibitory eftects of ticlopil hy
chronic administration of phenabarbital

PHENYTOIN

In vitro studies demonstrated that liclopidine does not alter the plasma protein binding of
protein binding interactions of ticiopidine and its metabolites have not been studied in vivo
phenytoin plasma levels with associated somnoience and lethargy have been
with ticlopidine hydrochloride.  Caution shouid be exercised in coaummlslenng thls drug with ticlopidine
hydrochloride. and # may be useful to remeasure phenytoin blood concentrations.

PROPRANOLOL

In vitro studies demonstrated that ticlopidine does not alter the plasma protein binding of propranoiot. However. the
protein bindins of and its have not been studied in vivo. Caution shoukd be
exercised in coadmnms!enng this drug with ticlopidine hydrochloride.

OTHER CONCOMITANT THERAPY

Although specific interaclion studies were not performed. in clinical studies ticiopidine hydrochlonde was used
concomitantly with beta blockers. calcium channel blockers. and diuretics without evidence of clinically significant
adverse interaclions {See PRECAUTIONS)

Food Interaction
The oral i i is r by 20% when taken atier a meal. Administration of ticlopidine
hydrochioride with Iood |s recommended to maximize gastrointestinal tolerance. In controlied trials,

on platelet aggreg were not altered by

enytoin. However, the
veral cases of elevated

- in unit of use botties of 30 tablets (NDC #55567-054-13)

- in bottles of 100 1ablets (NDC #55567-054-18)

- in botties of 500 tablets (NDC #55567-054-25)

- in cartons of 98 blister packed tablets (NDC #55567-054-07).

Store at 15° to 30°C (59° to 86°F). in a tight light:
should be dispensed with each pnscﬂmuon

A Patient Package Insert

IMPORTANT INFORMATION ABOUT TICLOPIDINE HC! Tablets

The information in this leaflet is intended 1o heip you use ticlopidine hydrochionide safely. Please read the leafiet
carefully. Atthough it does not contain all the detailed medical information that is provided 1o your doctor, it provides
facts about ticlopidine hydrochloride that are impostant for you to know. If you stil have questions after reading this
leaflet or it you have questions at any time during your treatment with ticiopidine hydrochionde, check with your doctor

Speciat Warning tor Users of Ti y Blood Tests

Ticlopidine hydrochlonde is recommended lo help reduce your risk of havmg a stroke, but only for patients who have
had a stroke or early siroke waming symptoms while on aspirin. or for those who have these symptoms but are
intolerant or allergic to aspirin

hydroch!onde was taken with meals

[ is, M and of Fertility

in a 2-year orat carcinogenicity study in rats, ticiopidine at daily doses of up to 100 mglkg 610 mglm?) was not
bocy surface area), the dose dlmcal

dose on a mg/kg

boaysunscealeabas:s lna 7Bweskoral
study in mice, ncloptdne at daily doses up 10 275 mg/kg (1180 mg/m?) was not genic. The dose
times the recommended dlinical dose on a mg/kg basis and lour imes the clinical dose on body surface area basis.

Ticlopidine was not mutagenic in vitro in the Ames test. the rat hepatocyte DNA-repair assay, or the Chinese hamster
test: or i1 vivo in the mouse spermatozoid morphology test, the Chinese hamster
micronucieus test, or the Chinese hamster bone marrow celi sister test. opi was found
10 have nG effect on fertility of mate and female rats at oral doses up to 400 mg/g/day.

Pregnancy: Teratogenic Effects
REGNANCY CATEGORY B
Teratology studies have been conducted in mice {doses up to 200

g/day), rats {doses up to 400 mg/kg/day) and
abbits

rabbits (doses up to 200 mg/kg/day). Doses of 400 g in fats, MQ’an in mice, and 100 mg/kg n
ghoduced matemal toxicity as well as fetal toxicity, but ve w&s no c b i of t
ere are, however, no adequale and studies studies

are not always predictive of a human response, this drug shoutd be used dunng pregnancy only # deaﬂy needed.

Nursing Mothers

Studies in rats have shown ticlopidine is excreted in the milk. It is not known whether this drug is excreted in human
milk. Because many drugs are excreted in human milk and because of the potential for serious adverse reactions in
nursing infants from ticlopidine. a decision should be made whether 1o discontinue nursing or to discontinue the drug,
taking into account the importance of the drug 1o the mother.

Pediatric Use
Salety and efficacy in pediatric patients have not been established.

Geriatric Use

Clearance of ticlopidine is somewhat iower in elderly patiens and leveis are increased. The major clinical trials
with ticiopidine hydrochlonde were conducted in an eiderly population with an average ag: of 64 years. Of the total
number of patients in the therapeutic tnals. 45% of patients were over 65 years old and 12% were over 75 years old.
No overall differences in effectiveness or safety were observed belween these patients and younger patients. and
other reported clinical experience has not the elderly and younger
patients. but greater sensitivity of some older individuals cannot be ruled out

ADVERSE REACTIONS

Adverse reactions were relatively frequent. with over 50% of patients reporting at least one. Most {30% to 40%)
involved the gastrointestinal tract. Most adverse effects are mild. but 21% of patients discontinued therapy because
of an adverse event, principally diarrhea. rash. nausea. vomiting, GI pain. and neutropenia. Most adverse effects
occur early in the course of treatment. but a new onset of adverse effects can occur after several months.

The incidence rates of adverse events listed in the loIlowmg table were derived from multicenter, controlied clinical
trials. above lacebo, and aspinin over study periods of up 1o 5.8 years.
Adverse events by the 1o bep y drug-related that occurred in at least 1% of patients
treated with ticlopidine hydrochloride are shown in me 'drlowmg table:

Percent of Patients with Adverse Events
in Controlled Studies

Ticlopidine Aspirin Placebo
hydrochloride (n=1527) (n=536)

Event n=2048) Incidence Incidence

Incidence
Any Events 60.0 (20.9} 532 114,5) 343(6.1)
Diarrhea 125 (6.3) 52(1.8 4517
Nausea 7.0(26) 62(19) 1.7 (0.9}
Dyspepsia 7.0(1.1) 9.0 (2.0} 0.9 (0.2)
Rash 5.1{3.4) 1.5{0.8) 06 (0.9)
G Pain 37119 5.6(2.7) 1.3(0.4)
Neutropenia 24(1.3) 0.8(0.1) 1.1{0.4)
Purpura 22(0.2) 1.6(0.%) 0.0 (0.0)
Vomitin 19 (1.4) 14(0.9) 0.9 (0.4)
Flatulence 15(01) 14(03) 0.0 (0.0
Pruritus 1.3(0.8) 0.3(0.1) 0.0(0.0)
Dizziness 1.1 {0.4) 0.5(0.4) 0.0 {0.0y
Anorexia 1.0(0.4) 0.5(0.3) 0.0(0.0)
Abnormal Liver 1007 0.3(0.3) 0.0(0.0)
Function test

incidence of discontinuation, regardiess ot relationship to therapy, is shown in parentheses

Ticlopi hy

is not pi for those who can take aspirin o prevent a siroke because ticlopidine
can cause lite-th: g bio Getting your blood tests done and reporting symptoms
to your doctor as soon as ponlhh can avoid serious com:auﬁom.

The white celis of the blood that fight infection may drop to levels (a ition calied " This

occurs in about 2.4% (1 in 40) of people on ticlopidine. Voushomdbemthelookomiofsagmo'm'echons)chas

:;y?r chilis or sore throat. Hf this problem is caught early. it can aimosi always be reversed, but it undetected it can
atal.

\‘% Another problem that has occurred in some patients taking b is a decrease in cells called platelets (a
) condition called thrombocytopenia). This may occur as pant of a syndrome that includes vm\_;q 1o red cells,
) ~ Z-causing anemia. kidney g and fever. This condition is called TTP and can be tatal.

Things you should watch for as possible early signs of TTP are yellow skin ot eye colour, pinpoim dots (rash) on the
3 'slqn %‘ale ;'(;lour fever, weakness on a side of the body, or dark urine. if any of these occur, contact your doctor
mmedia

Both i occur most in the first 90 days after ticlopidine hydrochloride is started. To make sure
yuu donme relop either ot mese promems

T, n
peni; canaknomatwnysberaversed n'sgs,sgnmlmlywkupyouv

S Jappoiniments for the b!ood tests and that you call your doctor immediately if you have any indication that

have. TTP or neut ia. i you stop taking ticlopidine hydrachloride for any reason within the first 3 months,

still need 10 have your blood tested tor an additional 2 weeks after you have stopped taking ticlopidine hydrocmm

Other Warnings and Precautions

A few people may develop jaundice while being treated with ticiopidine hydrochioride. The signs of jaundice are
yellowm_? of the skin or the whites of the eyes or consistent darkening of the wrine or lightening i the colour of the
stools. These symptoms shouid be reported 10 your physician p f any of the symptoms described above
for neutropania, TTP or jaundice occur, contact your doctor Immodm-ly

Ticlopidine hydrochloride should be used directed by your doctor. Do not give ticlopidine hydrochloride to
anyone eise. Keep ticlopidine hydrochlori oul of reach of children!

Some people may have such side effects as diarrhea, skin rash,
problems are persistent. or if you are concerned about them, bring them to youv doctor's attention.

It may take tonger than usual to stop bleeding when taking ticlopidine hydvocnlonde Tek your doctor if you have any
more bleeding or bruising than usual, and, if you have emergency surgery, be sure 10 let your doctor or dentist know
that you are taking ticlopidine hydrochloride. "Also, teli your doctor wedl in advance of any pianned surgery (including
tooth exiraction). because he or she may recommend that you stop taking ti

How Ticlopidine Hydrochioride Works

A stroke occurs when a clot (or thrombus) forms in a blood vessei in the brain or forms in another parnt of the body and
breaks off, then travels to the brain {an embolus). in both cases the blood supply 10 pan of the brain is blocked and
thal part of the brain is works by making the biood less hkely 1o ciot, aithough nat
s0 much less that it causes you to become hkely to bleed uniess you have a bleedmg isorder of some injury {such
as a bleeding uicer of the likety to bieed.

Who Should Not Take ‘nclop{dlne Hydmchtovido?
Contact your doctor i y and do not taks i ide it:

you have an aliergic reaction 1o ticlopidine hydrochioride

you have a blood disorder or a serious bleeding problem. such as a bieeding stomach ulcer
you have previously been told you had TTP.

you have severe liver disease or other liver problems.

you are preg of you are pl ing to become

you are breastfeeding

if any of these
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IMPORTANT INFORMATION ABOUT TICLOPIDINE HCI Tablets

The information in this leaflet is intended to help you use ficlopidine hydrochloride
safely. Please read the leaflet carefully. Although it does not contain all the
detailed medical information that is provided to your doctor, it provides facts about
ticlopidine hydrochloride that are important for you to know. If you still have
questions after reading this feafiet or if you have questions at any time during your
treatment with ticlopidine hydrochloride, check with your doctor.

Special Warning for Users of Ticlopidine Hydrochloride/Necessary
Blood Tests

Ticlopidine hydrochloride is recommended to help reduce your risk of having a
stroke, but only for patients who have had a stroke or early stroke warning
symptoms while on aspirin, or for those who have these symptoms but are
intolerant or allergic to aspirin.

Ticlopidine hydrochloride is not prescribed for those who can take aspirin to
prevent a stroke because ticlopidine hydrochloride can cause life-threatening
biood problems. Getting your bfood tests done and reporting symptoms to
your doctor as soon as possible can avoid serious 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
ticlopidine. You should be on the iookout for signs of infection such as fever, chiils
or sore throat. If this probiem is caught early, it can aimost always be reversed,
but if undetected it can be fatal.

Another problem that has occurred in some patients taking ticlopidine is a
decrease in cells 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 early signs of TTP are yellow skin or eye
colour, pinpoint dots (rash) on the skin, pale colour, fever, weakness on a side of
the body, or dark urine. K any of these occur, contact your doctor
immediately.

Both complications occur most frequently in the first 90 days after ticlopidine
hydrochloride is started. To make sure you don't develop either of these

problems, r r V! I
{ i I ( n ev 14
first 3 months you are on ticlopidine hydrochioride, It detected, neutropenia

and thrombocytopenia can almost always be reversed. It is gssential that you
keep your appointments for the blood tests and that you call your doctor
immediately it you have any indication that you may have TTP or neutropenia. If
you stop taking ticlopidine hydrochloride for any reason within the first 3 months,
you will still need to have your blood tested for an additional 2 weeks after you
have stopped taking ticlopidine hydrochloride.
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Other Warnings and Pr;cautlons
A few people may deveiop jaundice while being treated with ticlopidine

hydrochloride. The signs of jaundice are yellowing of the skin or the whites of the

eyes or consistent darkening of the urine or lightening in the colour of the stools.
These symptoms should be reported to your physician promptly. if any of the
symptoms described above for neutropenia, TTP or jaundice occur, contact
your doctor immediately. -

Ticlopidine hydrochloride should be used gnly as directed by your doctor. Do not
give ticlopidine hydrochloride to anyone else. Keep ticlopidine hydrochloride
out of reach ot children!

Some people may have such side effects as diarrhea, skin rash, stomach or
intestinal discomiort. it any of these problems are persistent, or if you are
concerned about them, bring them to your doctor's attention.

It may take longer than usual to stop bleeding when taking ticlopidine
hydrochloride. Tell your doctor it you have any more bleeding or bruising than
usual, and, if you have emergency surgery, be sure to let your doctor or dentist
know that you are taking ticlopidine hydrochioride. Also, fell your doctor well in
advance of any planned surgery (including tooth extraction), because he or she
may recommend that you stop taking ticlopidine hydrochioride temporarily.

How Ticlopidine Hydrochloride 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 10 part of the brain is blocked and that
part of the brain is damaged. Ticlopidine hydrochloride works by making the
blood less likely to clot, although not so much less that it causes you to become
likely to bleed, unless you have a bleeding disorder or some injury (such as a
bleeding ulcer of the stomach or intestine) that is especially likely to bleed.

Who Shouid Not Take Ticlopidine Hydrochioride?
Contact your doctor immediately and g0 not take ticlopidine hydrochioride if:

* you have an allergic reaction to ticiopidine hydrochioride

* you have a blood disorder or a serious bieeding probiem, such as a bleeding
stomach ulcer

« you have previously been told you had TTP.

* you have severe liver disease or other liver problems

* you are pregnant or you are planning to become pregnant

* you are breastfeeding
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Each Tablet Contains: o2
Ticlopidine HCI 250 mg
USUAL DOSAGE: For dosage
recommendations and other
.important prescribing information, w
read accompanying insert. e
Note: It is essential that CBC's 'O
(including platelet count) and white
cell differentials be performed every
two weeks, starting at baseline
before troatment is initiated to the
end of the third month of therapy
with ticlopidine hydrochloride
(see accompanying insert).
Important: Dispense enclosed Patient
Package Insert with prescription.
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Each Tablet Contains: Ticlopidine HCI 250 mg
USUAL DOSAGE: One tablet two times a day with meals. See package insert for full
prescribing information.

Note: It is essential that CBC's (including platelet
count) and white cell differentials be performed every
two weeks, starting at baseline before treatment is
initiated to the end of the third month of therapy with
ticlopidine hydrochloride (see accompanying insert).

NOTE TO DISPENSER: Please provide a patient package insert when the blister pack
is dispensed.
Store at controtled room temperature 15°-30°C (59°-
86°F). Dispense'in a tight, light-resistant container.
This package is not child resistant. The tablets in this
package are intended for institutional in-patient use. If N :
e dispensed for out-patient use, an appropriate safety 3 M5554 7005407
—d closure should be provided.
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