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Ticlopidine

Hydrochloride
Tablets
250mg

Rx only

500 TABLETS

EACH TABLET CONTAINS:

Ticlopidine hydrochlonide ......vouviiien . 250 mg
USUAL DOSAGE: One tablet two times a day with meals.
See. accompanying “prescribing information for dosage
recommendations and other imponant information.

It Is ‘essential that CBCs (including platelet count) and
white cell differentials be performed every two weeks,
starting at baseline betore treatment is Iinitiated to the

0

erid of the third month of therapy with ticlopidine
hydrochloride.

Keep this and ali drugs out of the reach of children.
Dispense in-a well-closed, light-resistant container with a
child-resistant closure; IMPORTANT: Dispense enclosed
Patient Package Insert with prescription.

This is a bulk vackage not intended for dispensing
tor household use.

Store 8t controlied room temperature 15° to 30°C
(59° to 86°F):

Manutactured By:
INVAMED INC.; Dayton, NJ 08810 USA
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IMPORTANT INFORMATION ABOUT
TICLOPIDINE HYDROCHLORIDE TABLETS

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

Special Warning for Users of Ticlopidine Hydrochloride Tablets/Necessary Blood Tests

Your docfor has prescribed ticlopidine hydrochloride tablets 250 mg to help reduce your risk of
having a stroke, either because you have had a stroke already (to decrease the chance of
another one) or because a stroke is threatening.

ticlopidine hydrochloride tablets (about 1%) develop a large fall in the number of their white cells
(o condition called neufropenia) that can be life-threatening because it leaves them unable to fight
infection. If neutropenia occurs, it typically does so during the first three months of freatment

To make sure you don't develop this problem, your doctor will arrange for you fo have your
blood tested before you start taking ticlopidine hydrochloride tablets and then every two weeks
for the first three months YOou are on ticlopidine hydrochloride tablets. If defected, neufropenia can
almost always be reversed, but if left untreated, neulropenia can lead fo fatal infection. It is therefore
essential that you keep your appointments for the blood tests and that you call your doctor

A few people may develop jaundice while being treated with ticlopidine hydrochloride tablets.
The signs of jaundice are yellowing of the skin or the whites of the eyes, or consistent darken -
ing in the color of urine or lightening in the color of stools. If these symptoms occur, contact
your doctor immediately.

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

Some people may have such side effects as diarrhea, skin rash, stomach or intestinal discom-
fort. If 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 ficlopidine hydrochloride tablets, Tell
your doctor if you have any more bleeding or bruising than usual, and be sure to let your doctor or
dentist know that you are taking ticlopidine hydrochioride tablets if you have emergency surgery.
Also, tell your doctor well in advance of any planned surgery (including tooth extraction). because
he or she may recommend that you stop taking ticiopidine hydrochloride tablets temporarily.
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How Ticlopidine hydrochloride tablet Works

A stroke occurs when a clot (or thrombus) forms in @ blood vessel in the brain or forms in anoth-
er part of the body and breaks_ off, then fravels to the brain (an embqlus). In both cases the

Who Shouid Not Take Ticlopidine hydrochloride tablets?
Contact your doctor immediately and do not fake ticlopidine hydrochloride tablets if
* you have an allergic reaction to ticlopidine hydrochloride tablets
* you have a blood disorder or a serious bleeding problem; such as a bleeding
stomach ulcer
* you have severe liver disease or other liver problems

® You are pregnant or you are planning to become pregnant
* you are breast-feeding

Manufactured by:
INVAMED INC.
2400 Route 130
Dayton, NJ 08810, USA

Date of Revision: June 1998
L-1337; MF#1234A
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TICLOPMIDINE WYDROCHLORIDE
TABLEYS 250 mg

Ry Saiy

WARINNG: Ticlopidion cos souss Biv-
biantoiopiinl ilvarss Pet-

Hon; Moy Doviropenia/sprenie:
syioais. aad thiombellc thrombecy:
oponis ).

BESERWPTION: Ticiopionn Yydrochionot is a

‘plaietet 50T€gation MMDAGE. N 1S Chemically

Kehowh 28 - (2:chiorophenyl) methyl-4 5.6.7-
3.2:T) pyndine

ide. TIIOPIOINE ydrochioride is 3 white
trysiating solid. 1 1§ fresty SolUDI 1n waler
ang ‘seli-butters 10 2 pH of 3.8. 1 akso
Missoives freely in methanol. & spanngly
wolubis m methylens chionide and ethanol.
Shghity soluble in acKONE snd insoluble n
a Butter soiutioN of pH 6.3 1t Nas & motec:
wlar Wi of 300,25 ns molecolar formuld
1% GyaHy CINSSHC) and 7 has the loliowing
sHUCIGTal formbta:

Cl S
v My
*HCl

Bach “ticiopidine  hydrochionde tablel
intended for pral admmnisteation conrtans
250 mg of Nelopidine hydrochtonde. in
2daition. aach tabler contains thi 1ollow-
ing inactive ingredients: FORC Red No. 40
alyminum. lake, FO&C. Yeliow No. 6
UMM lake; hydrogenated: vepetable
ik, cehuiosa,
mainyiceliuiose. polyethyiene glycol, starch
€orhy and Manum dioxide
CLINCAL PHARMACOLIEY:

CH;

o
Aetion; Wher waken orally. ficlotiiding
CauNEs- a lime: and Oose-oependent infi
Bition 61 both’ plateler aggregahon and
yeleage of plateiel Granule CONSIUENTS. 25
well 2§ 2 prolongation of bigeting time.
Ty ed e wycna ngmticant v vilro

-
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#00i00. LN Labiel coRtaing ne 1oitbwm -
0§ inactive ingreorents: FOLE Red No, 4@
dumnem: lake;. FORC Yeilow No 6
Hominom ke, Pytrogenates vegetadis
4. Iy Celiuiose.

il 5 op
MethyICaiuioss. porvethyine gaycor, Ktarch
{C0rn) and htanum oioxioe
amcy Y: Moshaniaw of
Astise: When aKen Oraliy. Leiopiming
¥ time- ang Nt ik
bition ‘o1 both plateiet sggreganon sng
TRNESE Of Platelet granuse conatiluents, a3
Well a5 2 grolohgation ot dieeoing time
The intact drog has no signilicant 1 viro
actvity a1 the conceniranotis shamed in
¥IVO, BND. ARNGUQN ANAlYSIS Bi Wnne ang
SUSM2 Indicates 3t wast 20 metaboires
10 MELAbOINE WHILN ACCOUMS for the achy+
Wy of liclopiding has been moules
Ticlopidine. afier oral ihgestion; witeneres
with platelel mEmbrane tuncuion by mmbi:
wig ADP-indoced blateiet-hibrinogen ding.
I and subsequent piateiel-plateiel inter-
actions, The eftect on putster tunction 15
teeversible for the hfe of the piatelet, as
Shown both by persisient intbition of
tibnnogen Dinding after washing platatets
#2 vivo ¥nd by inhidihion of piateiel agpre:
Q8tion ster resuspenmion of piatelets i
Dutiereg medim,

Phormocekisetics and After
orai agniisiranon of 3 single 250 mg
asse, tickopidine Nydrochicnoe 15 rapigly
ABSOrbed with paak PIASI Ievels becur-
TI0g B apbroximately 2 hours aiter sosmyp,
N0 13 exiensively metsbohzed. Absorp-
hion 15 greater than 80%. Adminstranion
AMer MEAiS resuits 10 2 20% increase in
the AUC of iiciopidine

Ticiopidine dispisys non-unear pharma:
CONINENCS - 4n0 -~ Clearance  oecraases
markedly on. rapeated o3y in- piger
VOlunIeers e apparint Nait-ig of hicio
vidine atier 3 single 250 my gose is about
12,6 hours, with repeai dosing at 250 my
ed. Abx terminal eliminalion hajt:ie riges
10°4 10 5 days and sraady state levels ot
liclopiding hydrochionide in piktima are
oblained atiet pproximately 14 to 2t
days,

Ticlopidine bings ovarsibly (98%) to
dlasma Brotens. mamty 1o serom aiby:
R and lipoproteins. The binding 1o aiby-
min and Gooprotiins e nonsaluraie over
 wide ebncentration range. Ticlopiwne
Adiso’ binds to alpha-1 seid Plytoprotan
At concanirations stained. with the recom.
mended dose. only 15% or less ticlop)-
dine 1 plasma 15 bound 10 this protein
Ticlopigine 1s metabolized €xtensively by
the hiver: only trace amounts of witact drug
are devected i the uring. Foliowing an oral
dose of radicaciive ticiopiding hydiochio:
oo sdministered in solution. 60% of the
Tadioaciivity is recoverad wn the vrine and
23% in the teces. Approximatety 1/3 of
Ihe 9ose excroted n the teces 1¢ Intact
ticlopicine hyorochionde, POSSibly excreted
in‘The bile: Ticiopidinie is 3’ minor compo-
henl in plasma {5%) after 3 mnle gose.
but 81 sieady state 15 the major compo-
nent {15%). Approximately 40% to 50%
of the radivactive metaboiites circolating
in plasma are covaiently bound 10 plasms
broleins. prodably by atylation

Claarance of uciopiding decraases with 0
Staady stale trovgh vVaives in kierly patients
{30 age 70 years) ary abou! twice those
i younper volunteer populations.

: The ettect
of decreased hepatic tunchion on the phar-
macokinelies of Lictopiding was studieg in
17 patients with sovances cirhons. The
Bvarage plasma concenrration ot tickopi-
Qint'in these subjects was slightly higher
thati that seen in older subeéts in & P
rate tral (see cDNTRAINchAHONS)‘

Ampairad Patients: Pitients with
mildiy (Cer 50 10 80 mL/min) or moger-
ately (Cer 20 to 50 tmiimin) impaired renai
Junction - were compared - 1o norma:
sudjects (Ccr 80 to 150 mi/min) in 3
Study of the pharmacokinetic and piateret

h LY

ehtee
hydrochionde (250 my bid) 1o 11 days.

were
Measired after a single 250 my doss ano
aftet ihe tnal 250 mg dose on Day 11
AUC values of ticiopidine increased by
28%:and 60% in miid and maderately
Impaifed patients, resoecively, ang plasma
ciearance decraased dy 37% ang 52%.
fespeciively. but thers were no statis.
tically wignificant. ditferences in ADP-
induced piataiet appeagation. in Wi mall
Stutty (26 patients), bleeding times showed
noniticant profingaion only it moder
alety imparred panenis:
Py in heatthy
over the age of 50, substantial inhibition
tover 50%) of ADP-induces plateixi apore:
Qanhan is ostected within 4 days atrer

o
250 g 012, and maximum pistels apgre-
Odlion inhibition (60% to 70%) it achved
Bher 8 10 11 days. Lower doses cause
H3s. and more oelayad, plaretet QprEga
Liot inhibition, while doses above 250 my
bid give Iittis addinonal efect on plateier
Aggregstion, bul sn increased rate of
Aavarse ettects. The dose ol 250 mg bid
1S the only dose thal has been evatusted
in conirolied cimcal waly,
ANEI Giscontinuation’ of iclopiding, biesd.
N -ME InD other paneier funciton yests
TOTUM 1O RO within 2 waeks, " i magor -
ity of patients.
Al the vecommenasd therapentic dose
(250 g bia), liciopiding hydrochioride
has "o Anown signiticant phatmacolog-
Cal ACHORS 10 man other thin inhibitian
ol plateisi tunction ang projongation of
the bieeding lime.

TRAALS: The ettect of hiciopidine
on 1he 1isk ol §iroke and cardiovascylar
BVents was S1udied in two mutticensr, ran-
Bomized, doubie-bind trais
1. Stody in Potiosiy Stroka
Procersore: 1n &t Comparing clopi
dine‘and aspiin (The Ticlopiding Aspirin
Stroke Stugy or TASS), 3069 patients
(1987 men; 1087 women) who had expe:
FeREY Such stroke precursors as tran-
Sient ischemic atack {TIA), transient
MONGCUIST blinghess (#maurosis fupax);
reversibis ischemic reurolopical deticit:
or minor Siroke, were randomzed 19 ticip:
Didine 250 My bid or aspinn 650 my did
The study was 8E8I9net 10 tollow patienis
101 a1 lnag) 2 years ang Up 1o 5 years.

-Over ihe: ouration of the S1udy; ticiopi-

i Sioniticantly veducen the rigk nf fatat




nas No KNOWR BIQRILICANL PRAITNACOIOG:
€aF actionE ih Man- ofher than inhibition
of platelet WACION ahd prolangation ot
the biseding ime
CUBNCAL TIMALE: The ¥t Of TICIODIOINE
oh the REk 6t stroke Bnd Cardrovasculsr
SVINTS WS S i TWO ARHDCIMEL. T9h:
Bofnired; Boubl-blind Tais
1. Stady i Patiowts Siperisncisg Bireks
> 1 3 tHa) COMPANRG NitioD:-
dine and aspinn {The Ticieuding Aspirin
Sirone Study or TASS). 3069 patents
{1987 men. 1082 women) who had o
nented SULh SIDNE PRICUTSOrS a3 tran-
signt ischemic - aiack: (TIA) tranment
MONbCLIT hAdRERE (AMAUrOKS 1WORX).
raversible 1xchemit navrDiogital dehicn.
OF MInD! Slroke. wers FANGOMIZES 10 ticlo-
piding 250 ing bid of aapirin 650 Mo bid
The stody was sesighed 16 Toliow patients
for 31 Wast 2 years and up to 5 years.
Over the durahion of the study. ticlop:-
dine signitichntly reduced the 1ish 0t 1atal
and nontatal stroke by 24% {p « 017}
from 18.1 16 13,8 per: 100 patents
Toltowed tor 5 years, Eompared 10 apirin
During the tirst year, when the risk ol
Shroke 18 QFSAIEAL the FEGUCTION i sk
of siroke (1ati ard montalal} compared
1o axpinn way 48%; The: reguchion was
SUMUEY ih D NG WIS

¥ Ed
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:
2. Sindy in Putinets B0 lisd & Compioted
Atbarotbranbitic Seke; Iy 3 Y1l cOMpar-

ing liclopiding with platebo (The Canadian
American Ticiopidine Stuy of CATS) 1073
patients Who had expanEnced 8 previous
atherathrambolic stroke were freated with
ticigpidime Mydrochioride 250 Mg bio of
placebo for up 1o 3 years

Ticiopigine significantly raduced ine over:
20 rigk oF stroke by 24% (p = .017) from
24.6 10 V8.6 per 100 patients foliowed
tor 3 years, tcompared to placebo, Dunng
the fsrst year the reduclion in naw ot fata)
a0 nontatal stroke over placedo was 33%

wy
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WBICATIONS ABO WSARE: Ticlopidine
hydrochioride tabiets ate indicated 10 reduce
Ine tisk of INrombotic BIFOKE (falal o nonta-
121) n patiems who Kave axpenenced stroke
Drecursors: and I patierts who have had
2 complated Thrombatic stroke:

Bocause Neiopiding 1§ associated with a
risk of life-thiealening blood dyscrasias

9

purpua (TTP} ana NeUTTOpEMLAGTINUI0:
cytosis (see BOXED WARNING and WARN-
INGS). tictopigine Shouid b reserved 10t
patienis who té intdlerant ot ahergic 10
aspirin ingrapy oF who have tailed aspirin
theral

CONTHANMNCATIONS:. The use of liclop!-
dine 1 contraingicated in’ ihe following
condieng.

» Hypersenisitivity 10 the drog

+ preserice ot hemstopaielic disorders
SUCh 48 PEULTOPAALS 371 thrombocyTopena
ot 2 past history o1 hatd

« presence of ¥ heMosialic Gisorder or
2ctive PREBOISOICA! Dleeing (Such as bleed-
ing peplit ulcer oF sXFACTADIN) Dieeding)
» Patients with savers iiver impatrment
WARKINISS: Modateiagical Mvorss Besc-
foas: Neutropenid: NEVIODENS May DCEU
suddenty. Bone-mariow sxamination typ.:
cally shows & reguciion in mysioid precur-
sors. Atier withdrawsl of clopisine; 1he
Peutrophil count USustly imses 1o > 1200/mm?
wilhn 1 1o 3 weeks.

Rarely,
pema iy occur i iBoiation of tanether
with neviropenia.
Thrombatic Thrambotylopenic Purpure
(TTPL:TTP s chafacienged by thrombocy-
topenia. OERGIOBIC Bemolyhc anemia
{schistocytes {tragmenied RBOs) seeh on
petipheral Smadr), nevtotogical Iingings.
Tenal dysiunction. #nd tever. The sins and
SYMpPIOmS Ean oSEU! in any aroer: in partics
wiar, clinikcal sympioms may preceds labo-
ratory fingings by hours or days. With
prompt treatment {ofién incluting plasma-
pharesis). 70% 10 A% ot panents will
survive with mnmal of 1o sequelde. Bacause
plateie! transfusions fray atcagiate thiom-
Dasis it patients. with. TTP: on ticlopiding.
they should_ it possible, be avoiged.
Manitoring for Hemalologic Averse Reac-
tiphs) Staning st betore intiating treat-
mEnt 3ng continuing hroogh e third motth
of therapy, Datiems receiving ticloprgine
MUSE bE monioTed every 2 weeks, Because
of TicIopsoe’s 10Ny pLisma hatf-lite, patients
Who discontinue Rclopiding durng this 3-
month peniod should cominue 1o be moni-
tored tor 2 weeks Sher discontinuation
Note trequent HORRBNRG. and Mmontaring
‘sher the Hrst 3 months of INEraDy, is neces-
ary by rUDETRETS with clinical SIgns (8.0..
Sighs of Sympibms suggestive of lection)
or laborataty $igns (¢.0. heutrophil count
iwer thar TO% 0D thE busefne count.

i
‘




POHDREAL SMARI (. MRUTLICY> e
renal gyshunction. M) Yever The sighs ano
‘SyTmotoms EaN GECII N sy OrDer ¥ pani:
ular. EHMICA] EYMOTDIN InZy brocede Lbo-
ratory Hindings. By hours or davs With

tranmen & -

] nciuding Dlasind
prerasis]. T0% 10 80% of panents will
SUrtvIve WHtH IR BF O SRGURaE. Bechuss
DiBtEIE ITANSTLSIONS M3V acceterate thiom:
Dosts in patients: wih TTP o fEiopdine
they ShOUIQ. Hl DORBIDI. DY FvONOE
Moniioning for Wembtologic Averse Reac:
nons: String. st beiore ntianny treal:
Iment snd CoNmAIANG THOUQR e thifd month
ot thErapy. BEfMATS vecewng tetopidine

ArtOIey

must He mon every 2 weeks Becsuse

ot 5 NQ pRasma nah-ie, patients
who dicontinue hciopidine dunng this 3
honth DEFSO ShOUTY EORTINLE 1o be mon:
Yored 161 2 wWeEks et istontinuanon
More ThEquent monnoring. §ha monitonny
after it Hrst 3 ORI 58 INOTADY. (8 hECeS:
Ay onty i SERRRIS WHh Chiica) Signs (8.0
IgnS OF Rymploms suggestive ot intaction)
of WBbGratRy HORS (.9 MeUIrOphiL count
Jess_ than 70% of the basehme COURT,
secraase i Wemstocrit or puneiet count}
hat SUQUERT AT REMBIOIOQCH BOveTSe
FRHIONS

Chnically, tevér, might “sugpest wither
neutropemia o YTP. TTP might niso b
Sugousied by webhess. patice, paieciiat
o pUCHUrE. Ba unne {due 1o Biood. e
piginenis. of Remogladin) ot puntice, of
TUIOIOYICH ThRDES.: Patients should bé
10id 16 HSCONTINUE TEIopitine and to contact

Tence of Bhy of these Tindings.

Laboraiery moRNonng should inclode &
compiete Blood coutl. with special amen-
tion 10 the sbsolute meutrophil tount (WBC
¥ Wneutiophils), plateiet count. and the
appearince o1 the peripheral areat. Ticio®
PRI & CCESIONHy ESSOCIRed VAT thiom-
bocylopenia unteiated 10 YTP. Any Bcute,
yhaxplained Teducion Nomepiobis O
ixtelel count shovld prompl Toriner inves-
nigation foi 3 diagnosrs of TIP. ond 1he

P g
RBCS) on. The smear shoyld be weated a8
ot anoance of TTP: It ihere are
\aboratory kigns of TTP. ot it the nevtrophil
ol 13 continmed to be <1200/mimS, then
e drug snould be discontinued:
Other Niinatoioplenl Eftasts: Rare cases
of HQrANUIBEYIONIS, pancyIopenia of aplas-
tic shemia have deen feponed in posl-
marketing experance, some of whith have
peen tatal: All torms of nematotogical
aoverse rgactions are potentially fatal
Liiioutienl Elavition: Ticlopidine ther
apy causes ibcraased serom cholesterol
and triglycerides. Serum to1at cholesterol
Jevels aTE incrassad 8% 10 0% within
smonth of therapy and parsist at thai level.
The taiios of the lipoptotein sublractions
are unichanged
Jaal Dieps: The tolerance and
siatety ot coagmimstration ol
with heparin; oral anticodgutants or fi-
brinblytic sgents have not been #slab-
lighed. 1 8 pavient s switched from an
Anticoagulant or fibrinolylie drug 1o ticto:
pidine, the former druQ shouid be discon:
TihueD BTION 10 Liclopiding agministration.
PRECAUTIOND: Bomersl: Ticiopiding Shoutd
B UsE0 With caunion in pahents Who M3y
be 31 tisk of increased Dleeding trom
{riuma, turgery or patholugical condy:
tighs - 1111 15 desired 10 wiminate the
aniiplateier sitects of Tictopidine priot 1o
slective surgery, \he drug should be
discontinued 10 10714 days pror (L}
surgery. Severat controlied chnical stud-
{5 nave found increased surgicat biood
jous ifi patiehts UNGArOINg SUrQery suring
Traaimant with nciopidine. In TASS and
CATS it 'was recommended that patients
have licioiome iscgntned priof 10 L
Aive SUTgery. Saversl hundred pRLests
wngerwent sbrgery during the trisls, and
o eEcessive- surgicsl bleeding was
1eported.

Priionged Tirrse it HOFMAIING withsts
2. hours: atter agministration ot 20 M9
IV, Pisteiet
imay M0 De Used 10 revarse the ettect of
ticiopidine-on bleading. Becaute plateiet
may HETR w
mum:mﬁ?wmw.mmm‘
} possibia. be avoided
&) Biondiag; Titiopiging proiangs wm:
piste dlesding time. The drug shoutd be
used with caution in patients who have
lasiohs with @ propensity to bisad {such
as vicers). Drogs that might indute such
Wsions: should be used With caution in
patients on hiclopiding hydrochioride
tabiets {set CONTRAINDICATIONS)
h-hwwmsmu
TIPS 1§ by the hver, dosing
of Nickopiding or other Brugs meiabotized in

ow i Beasily Wmpoired Putients: Thete
16 Weniad axpernce in patients with renal
impsirment; Decreased plasma clearance,
eraased AUG values and prolonged bleed:
ing fimes can pecur in venally impaired
patients. In controlled chnical 1nials, no
unexprcted problams have basn gncoun
TorHd in PAIWRIS having mild fenal Impaic:
manit; and there i A0 ExpeTience BOEME
AgEImant th panents witli greater gagrees
o renai imparrment. s, or renaly
impaired patients. it may be pacessIry 10
reducy the d0sage of Niclopidine or discon:
\inug- it sitogather, it hemorthagic of
Nematopoielic: probiems are ancountered
{ses CLINICAL PHARMACOLOGY)

Antornstion foi by Patiest {son PPI):
Patients §hould de 101 that 3 decrease \n
the tiumaer of white CailE (POUITODETRS)
o1 plateats’ (thrombpcylopenia) can vt
with iElopidme, sspecilly dunng the hrst
3 months of irsatment and that meutiope:

bocytopenis. Patens should #iso be re-
minded to contact, their physicians it they
fience ny indication of infection such

s fevet, chills, of sore Mroal, il of which
Tmighi be & consaquence of neutropenia:
hrombocylopenia may be part of a syndrome
calied TTP. Symploms and signs of TTP.
K e A anRRY

e




ToRs, 111 )8 08siieD 1o ehmnalt IS
aitiplsteiet pHects of liclopHdinie priof 1o
alective Butgery. the drug: shouid be
discontinued 10 o 14 dayy onor o
Surgery: Sevirs controlied Ehmes! stoo-
106 have tOUND INCIERSED SUTRCa diood
08¢ W DALY UnoerQoing Sutpery Qunng
teaatmint wiah Ticlopioine In TASS ano
CATS 1t was. recommended that panerts
have htiopidine Giscapniued phot 10 ot
wive sorgery. Seviral nundred patients
ungerwent SUrgery guning the 1nais. snd
o EACEESIVE surgical biseding wal
rapored

1 15 MOIRIGEO WRERIN
2" hputs: Biter- SOMIRISTIATIOR of 20- mg
ethyipreanisoione V. Puteiet transtusions
av 21s0 DE Used 10 Teverse he efiect o
Ticlopione of bieeding: Because olatelel

"

may

patients with TTP o0 HCIDpKIDE, ey Shovld.
it phsiibie; DE #oioed.

8 Biostiy: Ticiopiding brolongs tem-
plate’ bieeding hme The drup shouid be
st with caution in patients who have
ienions with § propensity 10 bieed {such
33 vlcers). Drogs TRat might induce such
fenions should de used with caution 1
patients on nciopiding: hydrothionide
tablets (see CONTRAINDICATIONS}
hiwwmm:
Delopidine 1§ MetaboIzEd by the el 808Ing
of HcIopiding of othet drugs metabolzeo in
the Iver Imay requite adjustment upon stan-
Wy o S1ODPING concomitint theripy
cause o) Wmned FEHIOENEE W BRI wih

Jorige LTS 1S RO recommenged in this
\ation 1see CLINICAL PHARMACOLOGY

nd CONTRAINDICATIONS!
Dow la Beadity Mapaired Putissts: Ynere
15 frnted ENDETIENCE W pariems with 1enal
smipairment. Decraases plasma charance.
increased AUG vawey and protonged breed-
ing hmes N occur 1 venally impared
patienis: 0 contiblied Elmcal als. 0o
unexpecied probiems have peen ahcoun
fered i paTEN having Muld renal impate
Ihent, 30 There 1 N xperience with sosage
aojustment it panients with preaer ceprees
of renal impament 8 I0Y THIIMY
ympaired PanENs, A may be necessary 1o
feduce the dosage ot neiopidine oF discon-
finbe 91 aHDgeINer. if - hemorrnagic of
hematopowRlic problems are encountered
(see CLINICAL PHARMACOLOGY!
Iotormation for the Patient trey ri):
Patients should be 101d that 3 gecrease 0
he iumber of white oad celis {neutropemia’
by platesns (mromBacytopen
with ticiopiing; especially Bunng he hst
3 momns of treatment and that neUtrope-
nia. it il ;5 Severe, Can resuitinan ntraased
nisk ol infection. They should be 00 1
critically impartant o obtain he scheduled
oo \es1s 10 geiect heotropend of throm:
bocytopenid. Patients should aiso be e
minded 16 COAaC! Thest physicans it they
axpenence any wdication ol inlecuon such
a5 fevet, chills, of sofe throal. all of which
Tight de 1 conseguence of neutropenia
THromboC may be pan of & synorome
cahed TTP. Sympios angd signs of TTP.
BUCh hS tever. wealness. dithcutly speak:
ing. sewzuies. yellowirig of skin oY wyes, 0ark
of BoOSY UHE, patior o pereLhise (pinpoint
nemorrhapic Apots on he skiny, snould be
teponied inimediately.
Al patiemts §hould be told that L may take
\hem longey than Usuat 10 810D bieeding
whetl ihey take ticlopidine hydrothioride
tadlets and 1hat they should report any
ynusual beeding 10 Their pHYSICIaN. Paents
should tell phySIcians and Beniists that they
e taking NEIOpIding tydrochioride 1ablets
betore any surgery IS scheduied and belore
Ay Rew drug 1S prescnbed.
Patients shouid be 1oid 10 promptly report
sioe eHects of tclopiine nydrochionoe
ablets such as severe ot persisient giat-
hea; skin rashes ot subcutaneous bieed-
ing Or WRy SIgNS o} cholestasis. such as
yeliow ekin bt seigrs. 8ark UNDE O Tight-
colored B1001S g
Patients should be toid 1o take ticlopi-
gimie hydiochionde 1abiets with 1opd oOf
just afier gating wn orar 1o mmmize
o:momuslmal giscomtort.
Loderatory Tests: Livet Function Ticle-
pidine \Nerapy nas been assocated with
sievations of akahne phosphatase and
\ansaminages, which generalty oceurred
within 116 4 months of therapy e




\

Don. in ORISR CHNKSI trials, the et
Sence: 61 Hevated- slkahhy Bhosphstase
{oreaier than. rwo timies apper limat of
NOFMaI was- 7 6% 1h HCIODIdING DINKALS
&% 1 PLCHDO BAtWALS AT 2 5% i aspinin
pateAts - ThE incigente o) slevated AST
{SBOT) (preater than two Times uboer
Wit of AoTmati was 3.1% i ticlopiiine
Balients, 4% in pibcrvo batients ang 2.1%
W EEDINR panEnts. WO Droyrestive in
Cristes Wird oDEEFVY IN Clokely mon:-
NoTRY CHNILA) THials (£.9. N0 HINCAMINGSE
graater thsn 10 wmes the upper imit of
noFmAl Wi S6Eh). But Mot patignts with
these abhormMANISS Rt therapy discon:
unued, Occavionally paiients Rad devel-
DUt MINDY. SNVALIBRS N Bilirubini
Based on BoSI-MBrUeIing and clincal tna)
axparence; vy tunetion 1ESbng. includ:-
g SGPT-s10 GETP, should be consis-
ored. whenaver - liver: dyslunction s
suspacted, pariicuianly dunng the first 4
MONIRS ‘of Treatrvent.

oy Therapautic soses bl
uclopiding yoTochionde causad i 30%
INCIEasE W the: plasma hati-hte of anti-
Byfine ARG Tay cause ansiogous sttects
o sithilarly metADOHIES Orugs: There-
1674 The dbse of Drugs metsbolized by
Kepatic microsomal SATYMUE with low
therapeulic: Yatios o1 BEING given 10
PAERIE WLk WIDATIC IMpatTment may
FHQUITE AGjusImEnt to maintain optima)
herapiutic bIOOY Wyl whan S1ANING b1
nunmgmcommn\ tharapy with 1cio-
piting. Stodies of specinc arug interac:
Nons yielied the lollowing resuits:
Aspitin dnd Other NSAIDS: Viclopidine
potentiates ihe #Hiéci o aspirin or other
NSAIDS o pidieiet sggtegation. The salety
o) concomitant: uke of hiclopidine with

aapitin_of other. NSAIDS. has ‘not been -

sstabliined. Aspifin id nol modity the
ticiopigue: mediates. iInhibition of «DP-
ingucey DHteIEt apgregation. bul tickapi-
dine potentisted the etlect ot aspinin on
cotlagen-induced plateler agorey
Concomitant use of aspirin and liclopi:
Sine- 18 WY recommenoed tsse PRECAU:
TIONS: GI Blesving).

o) ticiopi
Nydroehionoe tbieis atter anuacids e
sulted ih B 18% GECTeass i Plasma hveis
of titlopidine.
Cimétigine: Chrome wimimistranon ol cv-
mEndine Tediced INe carANCE of 3 Bingle
dose ol Uikiopidine hyorochioride tablets
by 50%.
Digoxin: Cosamimistration of ticlopidine
Hydrochionde tabiets with digoua Tesutted
I3 ShQbT decraase (approximately 15%)
I GigoNIR piasma tevels. Little or no.
change in Therapaulst stlicacy of digoin
would be expected.
Theophylline: 1N HOFMA) VOIIMERTS. COM-
comitant sdmimstration of tclopiding hy-
Grochionion tABiRts resulted in 3 spniticant
increate in e theophviing slimination
nalt-iite tiom 8.6 16 12.2 hours and 3 com-
parabie tRBUChion in 1131 piasimu clearance
of thiophyiling.
F in & normal the
Wiy ettects of tckditime on plateiel
00regaton were not aered by chronic
saministraiion of i,
Phesyioin; in vitro stusies demonsirated
thst Liciopidine does not aiter Ihe plasma
protein. dinding of Phenytoin, However,
he protein binding interaciions: of ticlo-
Piding aNG NS INNABOINES have not been
stidien in vivo, Sevaral cases of slevated
BhENVIGIN PIASMS Wvels wilh associated
somnolence ¥nd Jethargy: have been
teported tollowing co-saminisiranion with
1iciopiding nydrochioride wibiets. Cawtion
Should: be exercised in- codtmnistering
hiE drug with tictopiding hydrochioride
tabiety, and it may de usejul to remes-
sure BNYI0in blood toncentiations.
f in witro studies d
hat ficiopidine does hol aiter the plasma
Grolein binding of propranciol. However:
hee protein binding intetacnions of hicio-
PiINE and IS matabolies have nol been
stidied it vivo. Caution should be arer-
Cised I coRBminisrenng this drog with
ticiopidine hydiochionide tablels:
Other Concomitan  Theripy: Alihough
specHic’ interachion SIUGIES ware Bot per-
formed. in chnical suoies. ticlopidine was
used- concomitantly with beta blockers,
CHGWM Channel DOCKES Snd BIUTEICS with-
SG1 PVIoRCE Of CHMCERlY BIphIhiCant adverse
teracions (see PRECAUTIONS).
Foad lerwiaetivn; The Bl bibavaliabiiity
of tictopidine 13 InCrensed by 20% when
taken shier 2 meal. Admimistration of licto-
piing Nyarachioride tabiets with tood is
10 Maximize o

ASl tolerance: n controded trials. ticlo-
LRINE Wi thken with. meils
Coritnagonesis; Wetsguwsiis, hapelt-

#f Fortitity: n 3 2-year oral carcino-
penicity study i rats, ticiopitine 31 daity
Soses of up 16 100 my/kg (610 mg/m?)
was o} tumarigenic Foi 3 70-kp person
(4732 bidy surtace ared) the dose repre-
SONIS 34 times the recommenced chinical
dose on ¥ Mg/ky basis Ang two Limes the
chimitsl dose on body suriace ared basis.
I8 3 7B-webk orat catcnogenicity. study
W imice. ticlopidine aY daily doses Up to
275 My (1180 mg/m2) was not umor)-
genic:. The dose Tepresents 40 times the
recomenended Clinical 00sE on 3 My/ky
Dasis and four limes Ihe clinicat dose on
body surlace wraa basis:
Tictopidine was ot Mutagenic in in vitro
Ames tes!: the ral hepatocyte DNA-repair
Bskay. of the Chinese-hamster tibroblas)
ehromusomal abarration 1esy; or m vivon
e MoUSE ¥PerENatozoId morphology lest.
e Chihesa-Ramsier micronucieus Yest. ot
the : Chingse-hamster bonre-marfow-cell
sisier-chromanid exchange tes); Ticlopiiing
wit 160nd 16 have no etfect on tertility of
maie AN lemale rats st orat doses up 10
400 mp/xg/day

sy: Terstogenic: Effects: Prey-

nancy: Category B. Teraioiogy sludies
have baen tonducted in mice. (doses up
107200 mo/kg/dny), rats (o3¢S uD 10
400 mg/kg/day) and rabbits tdoses up 1o
B0% ta/kd/dav) Dotes of 400 mp/ka in
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was hot rumonganit. Far a 70-Kp person
(1.73mi boay surtace ares) t dose rapre-
SNTS 14 imes the recommended thimca!
dose on 3 Mm/kp baxie BN WD Hiimes the
chiical gbse 01 DOGY SUNIALE BTed Dasis
in‘a 78-weed orai Carérogenicity Study
ihmice. heiopiding 3t day doses up to
275 mip/xy 11180 mpimi) was ot tomori-
penic. The dose reprasents 40 times the
recommenged thnical dose oh & MYy
Satis. 300 10UT TIMES The CUMERI dose Of
body surtace area dasis
Tickopitine was ot mutagenic in i vitro
Ames 1S, the rat medatocvis DNA-repa?
2383y Of the Chmese-hamster tidroblast
chromosoimal Aberration Wt or uy wivd in
The MOUSE SDEINBIZ0IN MOIBNOIOYY teS!
he Crenese-hamster Micronuchus 1es; or
the Chinese-hamster done-marrow:cetl
Sister-chTomabid exchange test, Ticlopidine
was found 1o have no eftect oA Wty of
Male snd temaie rats 31 oral doses up fo
400 mp/ig/day.
Progusscy: Terstopenic ENects: Preg:
nincy: Calepory B Yersiolepy. studies
have been congucIed VN mice (Gokes up
to 200 my/kg/day); vats (doses wp to
400 m/Ag/day) and Rbbny (doses b to
200 mg/kp/day): Doses of 400 mo/kg 1n
s, 200 N mice #nd 100
In rabibits produced MBterna) toxictty; as
well as 1e1ai loxicity,: Bui INere was no
avidence ol B IAIGgENC potential of hitlo-
ptine. There ate. howeve!. %0 a0sQuMe
and weli-controbed $1udies in. pragnant
women. Baciuse animal reproduction siug-
185 Are not Miways pregdictive of & himan
Tesponse. this drig should e used during
bregnancy. only if clearly’ needed
Norsioy Mathors: Siygies m tis have
shown ticiomidine s #xcreted i the mik
11is not Knowh whEthar thy arug is
wacreled ih human milk Because many
OrUps are excreted in humen milk and
because ol the potential tor. senous
BOVETEE TRACIONS i RUTEND iFEANTS trom
tictopidine. 2 decision should be made
whether 1o discamtinue: Aorsing ot to
discontinue the 8rug. taking inle account
he imporiance of the drug 1o the mother.
Podiatric Bun: Satety an0 effectiveness in
Bediatric patents have not bee sstabiished
Boriatric Bes: Clearante of ticiapidine is
somewhal lowet 1 -elderiy patients and
trough levels are increased.. The majori
ehinica) rials with ticlopiding were con-
dueted in an elgerly population with an
average ape of 64 years. O the tota)
RUMbEr of pates i 1 tharspedtic Irals,
45% ot palients ware aver 65 years oid
i 12% were over 75 years oid, No over-
alh ditierences i eHectiveness or safety
were bserved between thesd patients and
YOURge! DAtENIS, Bnd olher reporiad tiin:
1Tal experience has not identitied gitter.
ANCES 1Y rESpONSES batween the elderly
SN0 younger patients. bul granter sen.
silivity o1 some oider individiais canno!
e ruisd out.
ADVERSE REACTIONS: Adverst feactions
were reiatively frequent with over 50% of
Batients reponiing at least one. Most (30%
10 40%) 1nvoived the gastrointestingl tract
Most Miveise ettegis ats mild. bu21%
of patienty giscontinved therapy because
of an aoverse gvenl, principally diarrhea,
rash, nausea. vomitng: Gi pmn ard
neutropenia, Most agverse stiects oceut
sarly inihe couise ol trastment. but a
nEw onset ol adverse eeCIs ¢in accur
aiter several months.
The incidence Tates of adverse svents
Wsted in the foliowinig table were derived
trom multicenter, controlled chinical trails
above
PLCEdO BhT Aspirin over study petiods
of up 10 5.8 veary. Adverse dvienis Sonsid-
ered by the inveshigator to be probably
drug-relaled thit bCourad in 5t east 1%
of patents traated with ticiopidine are
shown in the following wbie:
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vt relationship 1o therapy. is shown in
parentheses,
Nomat~ogiasi: Neutiopeniathromoocy:
tooehia: TTP (se¢ SOXED WARNING wnd
WARNINGS}). apianslocytosis, eaxino:
philia, psncytopenia, thiomboey1o8is and
bone-marrow. depression. Rave been
repofted
Sastrointesiinal; Ticiopidine therapy has
Deen ass0CUIte0 with 2 VAGRYY 01 QasIroin-
testinal complamts mEluding distrhea and
nausea. The majority oF Cases: sre mild,
but about 13% ot patiens disconninued
therapy because of These: Thay usually
seeur within 3 months ‘ol initialion of
iherapy and typicaily are resoived within
1 to 2 weeks without distontinuahon of
therapy. It the eHect is severe o persis-
et therapy should be discontinued. tn
some cases bl severe ot bloody diarrhea;
colitis Wis later diagnoked.

2 Ticlopidin has been asso-
CHatRG Wil intreased bleeding, spon-
tanzous POSHIAUMAtIL biveding and peri-
operative bieeding - incivding. but ot
limited 10, pastroimtestinal diseding. It
has also been assocuted with a number
of bieediniy Complications such.ay ecchy-
mosis, EpIstanIs, hematiris and coniunc-




WARNINGY . aTanuioivitysy €08
phila; pancylopania, Ihrombotytosis and
bone-marrow . SeprEsKIoH . Wave  beer
feported

 THciopigine tharapy has
been associated with & variety of pastron:
TRS1inal COMPIINTE INCIUGING GATTHES BNG
nausea: The majonty O cases are mila.
but about 13% of patients discontinued
therapy because of thexe.. They- usuaily
SECUT Within 3 mOntRy of mitiation of
therapy and typically are resoived within
1 10 2 weeks wihout discantinustion of
therapy: It the ehect 15 severe or persis-
et therapy thould de discontmutd. In
some tases of severs of bioody darmned.
coliis was Witer dignosed
Memavrbogit: Ticiopiding has been 2350+
ciatea wiih increaded biswding: spon-
LINROUS POSREAUMALIL BIwEding Bng peT-
operative bieeding IRCIugiNg. dut not
imited to. pastromestinai- bleeding. it
a3 3150 beeh asEDCIAIEY With B number
of blesding comphicalions such 2% sechy-
mosis, SPIBLAXIS, HEMAtURa BAS CORUNC

intracerstiral Bieading was fare in thni-
cal s with Diciopiding. Wit B0 ci-
dence no graater than thal seen. with
comparaior agents: (nEiopidine 0.8%.
¥spirin 0.6%, placebe 0.75%); 1t has aito
Deen 18poned pOST-markeling:

Rawk: Ticiopint Ras baen Bssocisted with
& MAruIDBaBIAT U7 UREENAL HIEN (often
with proritus). Rash usuany eccors within
3 moming of tiation of therapy. with 3
nean onset tma of 11-days. H ervg is
giscontinutd. recovery oteurs: within
savera) days. Many rashes 90 not recul
on 8riig rechalienge; Thers have been rare
reparts of  savere rashes. wcluding
Stevens-Johnson syhdrome. eryihema

and

Loas Frapount Adverse Benctions (Prov-
ably Balsted): Clinical Bverse axperi-
ences peurrng in 0.5% to/1% of patients
in the controlied tnais include:
Digestive System: G fuiness
Skin 3nd Appendapes; wricaria
Nervous System: headache
Body a5 » Whole: asthinia, pain
Nemostatic System. spisians.
Spacial Senses: hamius .
I1n addinon, rarer, relatively Senout eventi
have also been reporied from post-marke!-
ing saperience: Hemalytic. anumia with
reticulotytosis, aplasiic Anamis. immune
hepatiis.
\ar juRdice. choleSIne ayndice, Mepatic
necrosis, paplic: wicer. renal filure,
nephrotic syndrome. yponatremia. vas-
culins; SeDSIS, Bngiokaema, Bliergic Bheu-
monilis, systemic tupus 1posHvE: ANA},
penpheral neuropathy, BEFM Sikness.
srintopathy ang myosilis:
OVERDOSALE: One case of delibarate over-
ansape with tictobidiive has been reported
Dby 2 toreigh post-markshing survaillance
program. A 38-year-old make took & singie
6000 my dose of Kiciopiding hydrochlo:
ride tablels (vquivalent to. 24 susngard
250 my tablets). The only sbrormalitres
reporiad were INCreased bleeding ime
a0 increased SGPT: NG spacial tharapy
wis institoted ano the patient récovered
without sequelae:
Suxghe o1l doses b BROPIoNE 31 1600 Mo/
and 500 M/ were Mihal 10 Tts Snd mice,
Trespectively. Sympioms of atuty toxieity
were Gl DemorThage, convuisions, hypother-
mia. Avspnea, 1S3 51 QuBbIIM Bnd Bb-
normat gL
BOSAGE AN 5 MIMETRATION: The recom-
mended doke O “elopidine hydrochionoe
tabiets 15 250 MQ kil Laken wih tood.
Other doyes have Aol bian studied in
controlied Irials 107 INESE INICaTIONS.
WOW SUPPLIER: Ticlopidine hydrochioride
tabists 250 my are light ‘orange: round,
tilm conted. unscored tablels Enyraved
INV over 375 ofi one S1de and pian on
bBBOSHE, 8nd ATE SUPDIied 38 foliows:
NBC 52189-375-11 W botties of 30 teviels
NDG 52189-375-29 in botties of $00 tablets
Store 81 controlied room 1Emperature
15° to 30°C (59" 1o 86°F)
Dispense in a- well-cloved, HoRY-resistant
container with 3 chilkg-resistant losure
WIPORTANY EIFORMATION ABBYT TICLOM-
I AYBRGCHLONIDE TARLETS
The inormantn i this iWatiel is itended
1o Melp you use YNciopidine hydrochioride
tabiets safely. Ploase resd the huatiel care-
fully Attiough 1t BoE not contain nit the
detailed medical: informatian N 15
proviged 1o your docior, it provides tacts
about ticlomding hyorothioride tablets
hat are Important 165 you 16 knew. 1l you
Sl have Guestions: stier reathng this
Jeatlet or it you' have JUeSHIONS at any
Tme guring your treatmant with tiziopi-
gine hygrochioride 1ablels. eMEk with
your goctor
Bpouisl Warbiny foi Baers ol Nolupidive
Tobluis/ivosmsury Bived.

Nydrochioride
Tusts: TKiOpiONNE y0rdchionse AL are
recommended 10 Mlp redice your ek of
having & stroke; bul obly 107 panents who
have has & S10Ke Of early Stroke warning
sympioms whils Oh aEpirn. Of 10f thoss who
have these Symploms Dulare intolerant of
wRIDiC 10 BSPINA;
Ticlopidine hydrochionse IabWIE are ol
prescribed tor those wha Tan Lake s3pinin
1o prsvent & Sifoke bacsuse liclopidine
£an cause iite-Thrasiening Diood pradlems
Shoud rts dons e repert-
oy symptadss to YOO BOSIEY NS S8R -
peasibie £36 el Tarieas samplice-
tisas.
The white ciis of the bitod that- hight
intection may drop to dangerous lvels (a
condition calied neviropenia), This occurs
10 about 2.4% (1 i6°40) of peopis &n ticto-
piding. You Should be on the. loosoul for
signs of infection Sucth &s faver, ghiis o1
sors thioal. | this problem is caughi aavly.
it cun aimost niways be reversed. but it
undeteciad 1 ¢in be fatal.
Anther probia Thal NAS BCEUTTed in Some
patients wiking. ticlopiding 18§ decraase
in telis calleg PisieIets (a cORBNION Calipd
thrombocTtopenia). ThiS sy octut @S
part of a synaroma thal Includes injury to
red biood telis, CAUSING: Enemia. idney
abhormalities; neurologic ChaNgEs: and
tever. This condition: is calied TTP. and
can be tatal
Things you should watch tor as possible
warly signs of TP are yaliow Sk ot eye
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pﬁiéninn ‘n’r‘m‘on Who Can Like aspint
10 Brevenl 3 siroke DecAUSE CIOpIINE
cancante BIOOH DIODMNS

o

The white teiis ol the blood that hght
infection MaY 0ro 10 BARGEIOUS NvaIs (2
condition Caled neuIFOReNIS). This otturs
in aboul 2.4% (Y i 40) of people o ticlo-
piowhe. You Shouig be on tht loubul tor
igns of inlection Soch as taver, ehills or
sore throat. 1t this problem ik CRuph! sarly.
W can simost Biways be tevarsed. dul i
whasieciad W can be tatal:

Another Brobiem that Nas 0CcurTed W SOME
patients 1aKIng. ticiabidine 1% & ducraase
n ceis calied plateiets (a CoRilion calipe
thrompociopanid). This may occur s
pant of & SYNOTOME that INCIUOs injury 16
red biood téiis, CAUSING BREMA. Kigaey
abnormalities, MUTOIDDIC EhIAGES ARG
Sever. This condition 1s: catied TTP- snd
£an bs faai.

Things you shouid waich for 8% bossidie
sarty $3rs of TTP are yailow shih or #ye
color, pinpoint dols’ (rash) on he skin,
Dalé color tevel, weaknesk on & yide of
the body, Of dark urine. I ey »t these
ScEnT, SOULECT PON BOTISr MIMIIDNIY .
Both complications oteur most frequently
i the Tirst 907 days afier nciopdine
hydrochionde tablats are started. To make
sure you' dor'y Geveiop sither of these
probiems,

£ YO SAL
talung tiglopcline hyarodhionde WIS
ang then_gvery: 2 weeks for the it

If DeYecTen, MeUITDBAN aNT
Inrombocytapinia Can NIOSL 3iways be
yeversed; 1t is gESROLia) 1Hat you keep your
appointments tor ihe biood 1esis and that
you tali yogt doctor immadiataly i your
have Ny iniEaNGn thBL you may nave
TTP of nevtropenia. It you stop 1aking
ticlopiding hydiothioride tabiets 101 By
reason within the first 3 months, you will
snill need 10 huve: your Blood tested for
an agditional 2 waeks: atter you have
stopbed takifng ticlopiding Mydrachionde
tablets
Sthor Warsings and Prosastions: A tew
peopie may geveiop undice white being
traated with: ficlopigine hydrochioride
1abiets: The signs of jsundice sre yailow-
ing of the skin of the whites of the eves
o1 tonsistent darkening of the urine ot
lightenifg. in tha color of siools.: These
Syptomns SHOUIS BE EpOrtEd 16 your ehys):
Tian prompily
1 sey oY thi Symptonrs il sheve
For suutiopesia; TTP of jonadiss ssear,
ssotsct your docivr immediately.
Tictopiditie hydiochionide Tabiets shoutd be
used phiy. 35 directed by your dector. Do
Aot give. ticlopidine hydrochionde bl
10 anyoiie eise Weow
ride toblsts ui ol roush o1 shikdre!
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ON ABOUT
TICLOPIDINE HYDROGHLORIDE TABLETS

The information in this leaflet is infended to help you use ticlopidine hydrochloride tablets safe-
ly. Please read the leaflet carefully. Atthough it does not confain all the detailed medical infor-
mation that is provided fo your doctor, it provides facts about ficlopidine hydrochloride tablets
that are important for you to know. If you sfill have questions dfter reading this leafiet or if you
have questions at any time during your treatment with ficlopidine hydrochloride tablets, check
with your doctor.

Special Waming for Users of Ticlopldine Hydrochloride Tablets/Necessary Blood Tests: Ticlopidine
hydrochloride fablets are recommended to help reduce your fisk of having stroke, but only for patients
who have had a stroke or early stroke waming symptoms while on aspirin, of for those who have
these symptorns but are intolerant or allergic to aspirin.

Ticlopidine hydrochloride fablets are not prescribed for those who can take aspirin to prevent
a stroke because ticlopidine can cause life-threatening blood problems. Gefting your blood
tests done and reporting symptoms to your doctor as soon as possibie can avold serlous
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 ficlopidine. You should be on
the lookout for signs of infection such as fever, chills or sore throat. If this problem is caught
early, it can almost always be reversed, but if undefected it can be fatal.

Another problem that has occurred in some patients faking ticlopidine is a decrease in cells
called platelets (a condition called thrombocylopenia). This may occur as part of a syndrome
that includes injury fo 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 color, pin-
point dots (rash) on the skin, pale color, fever, weakness on a side of the body, or dark urine. If
any of these occur, contact your doctor immediately.

Both complications occur most frequently in the first 90 days after ticlopidine hydrochloride
fablets are started. To make sure you don't develop either of these problems, your doctor will

rrange for you to have | i for tart. taking ticlopidin f
tablets and then every 2 weeks for the first 3 months you are on ticlopidine hydrochloride

foblets. If detected, neutropenia and thrombocytopenia can almost always be reversed. It is
essential that you keep your appointments for the blood tests and that you call your doctor
immediately if you have any indication that you may have TTP or neutropenia. If you stop taking
ticlopidine hydrochloride tablets for any reason within the first 3 months, you will still need fo
have your blood tested for an additional 2 weeks after you have stopped taking ticlopidine
hydrochloride fablets.

Other Warnings and Precautions: A few people may develop joundice while being treated with
ticiopidine hydrochloride tablets. 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 color of the stools. These
syptoms 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 tablets should be used only as directed by your doctor. Do not give
ticlopidine hydrochloride tablets fo anyone else. Keep ticlopidine hydrochioride tabiets out of
reach of childrenl




Some people may have such side effiects as diarthea, skin rash, stomach or intestinal discomfort. If
any of these problems are persistent, or if you are concemed about them, bring them to your doctor's
aftention.

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

How Ticiopidine Hydrochloride Tablet Works: A sfroke occurs when a clot (or thrombus) forms
in a blood vesse! 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 fo part of the brain is blocked and that
part of the brain is damaged. Ticlopidine hydrochloride tablet works by making the blood less
likely fo 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 Should Not Take Ticlopldine Hydrochloride Tablets? Contact your doctor immediately
and do not fake ticlopidine hydrochloride tablets if:

* you have an allergic reaction o ticlopidine hydrochloride tablets

* you have a blood disorder or a serious bleeding problem, such as @ 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 fo become pregnant

* you are breast-feeding
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