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Rational therapy with Frisium is a well orchestrated approach to complete
seizure control in patients of all ages, regardless of seizure type. Adverse
events with Frisium are generally mild and transient.' Clinically
significant drug interactions are uncommon, and impairment of aleriness
is less pronounced with Frisium than with other benzodiazepines.”

Help keep these patients in harmony with their surroundings.

Add

To achieve seizure control.
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INFORMATION FOR AUTHORS

The Canadian Journal of Neurological Sciences publishes original
articles in neurology, neurosurgery and basic neurosciences.
Manuscripts are considered for publication with the understanding
that they, or the essence of their content, have not been published
elsewhere except in abstract form and are not under simultaneous
consideration by another journal. Manuscripts should be submitted
Lo:

James A. Sharpe

Editor

Canadian Journal of Neurological Sciences

P.O. Box 4220, Station C

Calgary, AB Canada T2T 5N1

Manuscript Preparation

= Submit five high quality copies of the manuscript, Papers will be
accepted in English or French. All papers should be accompanied
by an abstract of 150 words or less on a separate page, preferably in
both languages, although the Journal will provide the translation if
required. Manuscripts must be double spaced throughout including
references, tables and legends for illustrations. Margins of at least
25mm should be left on all sides.

= After a paper has been reviewed, the author will be requested to
submit four copies of the revised manuscript, including illustrations
and a computer diskette (3 1/2" or 5 1/4" size) containing the arti-
cle. Identify clearly first author’s name, file name, word processing
program and version, and system (i.c.: DOS or Mac). Clearly indi-
cate the order and importance of headings.

» For detailed instructions regarding style and layout refer to
“Uniform requivements for manuscripts submitted to biomedical
Journals” . Copies of this document may be obtained by writing to
the Journal office, but the main points are summarized here.
Articles should be submitted under conventional headings of intro-
duction, methods and materials, results, discussion, but other head-
ings will be considered if more suitable. Pages of text should be
numbered consecutively.

= A title page should identify the title of the article and be no more
than 80 characters including spaces, name of institution(s) from
which the work originated and the address, telephone, and fax num-
ber of the corresponding author.

» Acknowledgements including recognition of financial support
should be typed on a separate page at the end of the text.

« The SI system (systéme international d’unités) should be used in
reporting all laboratory data, even if originally reported in another
system. Temperatures are reported in degrees celsius. English lan-
guage text may use either British or American spelling, but should
be consistent throughout.

* References should be numbered in the order of their citation in
the text. Those cited only in tables and legends for illustrations are
numbered according to the sequence established by the first identi-
fication in the text of a particular table or illustration. Titles of jour-
nals should be abbreviated according to the style used in Index
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Medicus. References should list the names of up to five authors; if
there are more, cite the first three, then et al. Provide the full title,
year of publication, volume number and inclusive pagination for
journal articles. For any reference cited as “in press”, five copies of
the article must accompany the author’s manuscript. Do not refer-
ence unpublished or “submitted” papers; these can be mentioned in
the body of the text and authors must provide five copies of “sub-
mitted” manuscripts. Avoid “personal communications™ and, if nec-
essary, include them in the body of the text, not among the refer-
ences. Reference citations should not include unpublished
presentations or other non-accessible material. Books or chapter
references should also include the place of publication and the
name of the publisher. Examples of correct forms of reference fol-
low:

Journals

Yang JF, Fung M, Edamura R, et al. H-Reflex modulation dur-
ing walking in spastic paretic subjects. Can J Neurol Sci 1991; 18:
443-452.

Chapter in a book

McGeer PL, McGeer EG. Amino acid neurotransmitters. /n:
Siegel GJ, Albers RW, Agranoff BW, Katzman R, eds. Basic
Neurochemistry. Boston: Little, Brown & Co., 1981: 233-254,

« Hlustrations Submit five original sets of illustrations. We will not
return illustrations; therefore, authors should keep negatives for all
photographs, Submit high quality glossy black and white pho-
tographs preferable 127 x 173 mm (5" x 7"). Original artwork and
radiographs should not be submitted. The additional cost of
coloured illustrations must be borne by the author; quotations are
available upon request from the Journal office. Identify each figure
with a label at the back indicating top, figure number and first
author. Letters and arrows applied to the figures to identify particu-
lar findings should bhe professional appliques suitable for publica-
tion. Photomicrographs should include a calibration bar with a scale
indicated on the figure or in the legend. Legends for illustrations
should be typed on a separate page from the illustrations.

« Tables Type tables double-spaced on pages separate from the text.
Provide a table number and title for each. Particular care should be
taken in the preparation of tables to ensure that the data are present-
ed clearly and concisely. Each column should have a short or abbre-
viated heading. Place explanatory matter in footnotes, not in the
heading. Do not submit tables as photographs.

*« Review articles on selected topics are also published. They are
usually invited, but unsolicited reviews will be considered. It is rec-
ommended that authors intending to submit review articles contact
the Editor in advance.

» Letters to the Editor concerning matters arising in recent articles
are welcome, Letters should be limited to two double-spaced pages
and may include one illustration and a maximum of four references.

= Permissions and Releases Any non-original material {quotations,
tables, figures) must be accompanied by written permission from
the author and the copyright owner to reproduce the material in the
Journal. Photographs of recognizable persons must be accompanied
by a signed release from the legal guardian or patient authorizing
publication.
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New Dimensjons
Parkinson’s Therapy

Early combination
of a dopamine
agonist and levodopa
may prevent or delay
the development of
fluctuations and
dyskinesias

Increase Dopamine Agonist Action

&
»/ DEPRENYL

RESEARCH LI

337 Roncesvalles Ave., Toronto Ontario

»
1. Rinne UK. Strategies in the Treatment of Early Parkinson's Disease. Acta Neurol Scand. 1991 B4: Suppl 136; 95-98. l—!—{\—w]

v For briel prescribing information see page xxii
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You may have

only days to prevent her stroke.

Which therapy do you choose?

In the prevention of stroke,
early intervention is crucial.
I'he risk of initial stroke is greatest
in the year following a TIA, with
the highest incidence occurring

in the first month.” And the risk of
recurrent stroke increases fivefold
after a first stroke.?

In major clinical trials, Ticlid
has been shown to be the most
effective therapy for the
prevention of non-cardiogenic
thromboembolic stroke.**In the
first year after a TIA, Ticlid
reduced the risk of stroke 47.6%
more than ASA; and particularly
benefited certain patient sub-
groups &

Ticlid has afso been proven
to reduce the risk of recurrent
stroke by almost half compared
to ASA®

To date, Ticlid remains the
only therapy indicated for and
proven effective in the prevention
of both initial and recurrent

stroke in men and women.™"

Side effects with Ticlid have been
shown to be manageable, transient
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EFFICACY AND RISK REDUCTION
IN PATIENT SUB-GROUPS*™
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Baseline chatacteristics of patients in TASS

and to occur early in therapy.”

In clinical trials, there was a
2.4% incidence of neutropenia
(0.8% severe). Upon immediate
discontinuation of therapy, the
neutrophil count usually returned
to normal within one to three
weeks.” Managing the condition
requires WBC monitoring every
two weeks for the first three
months of treatment, starting
at baseline,™

From the moment your TIA or
stroke patient is at risk, consider
Ticlid.

Dosage: 250 mg BID with meals

*Ticlopigine Asparin Stroke Study, subgroup of patients
with completed minor stroke,

] .GI .d @
ticopidine hydrocnlonde 250 mg tablets

Nothing protects patients
from stroke more effectively.
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TICLID {ticlopidine hydrochlaride) 250 g Tablets
THERAPEUTIC CLASSIFICATION Inhibitor of Flalelet Funclion
ACTION Tockd (tichapuctine brychios hloride) is an inhibitor of platedet aggregation, 1t causes a tme andd dose dependent
indibition of platelel 2ggregation and release of platelet Tactors, as weil ay o profegation of biveding lime The drug has
0o significant into actiity,
The exsct mechanism of action s not fully characterized, bul does not invalve inhibition of the
prostacycinjihrombocane pathiays o platetet AMP.
Tiked interferes wilh platelet memibrang lunction by mhibiting ADP-ndued platetet-filtinogen Lnding and subsequent
phatelet-platelet interactions. The effect of Ticid on platelet function s meversible,
Template bloeding time i waally profonged by two Lo five-fold of baseine values with 1he therpeutie dose of Tickd
Upan discontmuation of Tichd dosing, blseding time and other platelet finction 1ests retun to nesma’ within o wisk
in the majordy of patients
The correlation between tdopidine hydrochlonte plasma levels and actiaty s sl under investigation. Much of the
tollowing data was obitained lrom oldes patients corresponding (0 the age of patients participating 5 cinice! trials {mean
ane; 63 years)
Aiter oral admensiration of the therapeutic dase of Ticld, mpid absorpinn occurs, wilh peak prasima fevels occuming at
approximately 2 hours zfter dosing. Absomption is at heast B0 complete. Administration of Tzhd after meals results in an
increased {20%) bovel of tickopicine hydrochloside in plasma.
Steady state plasma fevels of ficlepitine hydrochlonide in plasma are obtained after approximaisly 14 days of doting 2l
250 mg BID. The terminal ebmination hall-Me is 4.5 days. However, inhibivon of plateler sggregation is not conchied
wath plasma druig levels.
Ticlopidine hydrochlovitie binds rversibly {(98%0) to plasma jraiedns, mainly to senum afburmin and lpoprobeira in 3 fon-
saturable manner.
Tickagidne bydmchionide 1 mataboied axtenivy try b br, 0o st ticopidinn byduachlonds o detected m the
utine. Unmetabobized ticlopidine hydrochlonide 15 3 minor o i plasma after a single dose, but al weady tate,
lickapicliree hydrochioridy is the maae component,
Impaiees hepatic lunction cesulted] in Wgher than nomal plasma evels of unchanged ticlopldine hydrochloride after
unge doses or aler multipe doses
Inhubition of platelet aggregation 1 detected withn 2 days of adminieation with 25U myg BID. Maximum platelet
aggregation: inibition s achdeved 510 1) days toliowing dosing with 250 mg B8R,
INDICATIONS AND CLINICAL USE Tichd (tickopicne hydrochloride) tablets are mdiated for reduction of the nd of
tinst of tecurrent stroke tor patients who have experienced al least one of the following events; Complete
Thromboembalic $irake, Minor Stroke, Reversible lichemic Neuroloqeal Defleit (RIND), o Transient lschemss Atlack
(TIA) inciuding Tronsient Monoutar Bimdness (TMB).
Conuderation in the selecton of stroke prevention therapy should inchde the patient’s curent medial status and
histary, and thew Aty lo compiy wilh the required biood monitaring instructions conceming the wwe of Ucopidine.
CONTRAINBICATIONS Ticid (elopiddine hydrachlonde) is ¢ ficated in the following condilions: 1, Known
hypersensilivity 1o drug or its excipients, 2 Presence at haematopoietic disorden (such as neatropenta andfor
thromboctopenia). 3 Presence ol haumastatic disores 4, Conditions associated with ective bieedfing, such o ewing
peplic uicer or eilracranial Liveding. 5. Sevese fver dystunchon
WARNINGS The fallowing gs were developd from clinical trial experience with over 2000 patients with
corehronaseular disease who wene Uealed with Yelopidine foe #s long as 8 years.
Neutropenla and Thrombocytopenla: About 2.4% of elopidine traated pativaty i cenical tals developed
neutropens {ddefined 3 an absolule neutrophl count (ANC) below L2 « 107 celylL ). The incidence of severe netitropenia
{ANC<0.45 « 107 celisfl) was 0.8%. Severe neutropenia occurs during the Tinst 3-12 weeks of therapy, and
may develop quickly over a few days. The bone marrow shows a reduction in myeloid precursorns
The condition may be life-threatening. 0 b usuably tevenibile, and the recovery occurs within 1-3 weeks after
discantinuation of Iﬁedmg Dl may take ianger, on ocalon,
Inv chinical trials, thrambocytopenia (defined 5 2 pltelet count of <8 (101" eeltel ) has besen observed In G.4% of
liciopidine patients. The incidence of thrombocylopenia in patients on ASA or placebo was 0.3% o (L4% respectively,
The thrombocylopents may accut 25 an isslted findmg o in combination with neultopenia, Thiombadynpema ot
during the firyt 3412 weeks of therapy, 2na recavery usuaily oceurs alter diug discontinuation
Al patents shoukd hinve « white blaort eel caunt with a dferential and platelet count. perfummed every 2 wetks starting
at bissehne, before treatment i inliaten, to the-end of the thind month of thésam with Tickn. When tie teutrophit count
shuws a declining trend oc the neutrophil numbrers have falien briow 307 of the basstine, the values should be
confirmed. Il the presence of neutropena (ANC 1.2 o 107 celisiL) o¢ thrombocytopenia (<0.8 x 107! cafrl), are
confitmed, 1 drug should be dicontinued. Bocatise of the fong plavma hall-ide of Tiid, it 1 recommended that any
patsnt wha discantinues Ticka for any reasor within the first 90 days haye an additional CBC with white et differential
counl obtaned two weeks alter discontinuation of therapy, (Ste PRECAUTIONS)
Rarety, cases of pancytopenia, aplastic anemia or thrombacylopenia, have been reporled. Mast cases were nevensdie. tut
some of them have been fatal. Theombocytopema emay occur i isoltion of together with neutropens, Thrombotic
twombocylopena purpura (TP} has been reported, therefore careul attention 1o diagnosis should be made Lo gusde
fremment, platelet tamiusian may be harmiy! o these patients
Hemorrhagic Complications: frolongatian of bleeding timwe aceurs in subieels traated vaith Tichd. Purpura and 3 tew
cases of more serious hemanhager events such a5 hematemesis, mekena, hemothorak and intracranvial bizeding hine been
reposted. Patients must be mstructed to waleh for signy of bleeding disarders and to repoa any abnormatty to thar
physcan mmediatedy. Ticld theragry has to be stopped by the patient £ plyvoisn 5 ol mmedhately saiidie foe consuiation
Anticoagulant Drugs: Should be awmded as tolerance and safely of simukaneous adminateaton wih Tickd has not
been eatabilshed,
Hepatic Abnormalities: Most patents recenmd Hchopidine hydrochlonde thowed some ey ol thelr alialing
phesphatase vaues above their basebne and in one-third e Increme excveded the upper refecence range. In 855 the vilue
wat yreater than twace the upper relerence range. These uicreases n alkalne phosphialase weme nonprogressve and
asymptermatic. In daica tiak, two cases (0.195) of cholestatic jundice accomparied by elrvated transaminiss alalne
phosphiatzse, and bileubin fevels above 43umalil bave been obsenned, Both pallents recovered promptly upon g
discontinuation.
Pregnancy: The salety of Fieled in peegnaicy Bas nat been established. It thould nol Le used 0 pregaant patents.
Pediatric Use: Satety in chifdren has not been tudsed. Do not sz in peciatric patients,
PRECAUTIONS
Selectlon of Patients: Ticld shoakd be used only for the estabiishod echeations tsee INDICATIONS} and sheuld not be
dwven Lo patients with Baematopoielic disardens, hasmostatic disosders, patients adferad from condflions associtea
wilh active bieeding (see CONTRANDICATIONS) and patients andicipating elective surgery. In cinical trials elderly
patients toferated the g well, but safety in children and pregrant women have nat been establshed
Clinical Monltoring: All patients have to be carefully monitored lor chinical vigns and symptoems of ddverse drug
reactons (se2 ADVERSE REACTIONS), The signs and symploms pessbly related to neatropenia {feves, ¢hills, sore throal,
ulcetitions n oral Graly), thrombocytopenia and abnormal hemostass (profonged of unuseal beeding, brulssg,
purpurs, dark tool), faundice (inchuding daik uine, fght coleused Yool) and allergic reactions shoutd be explined o
The patients whio should be advised te stop med-cation and consult thew plysician immedistely d any of these ocour
Laboratory Monitaring: A1 patients shauld have 3 while Dlood <ol count with o differential and o platelet count
pestormed every 2 weeks starting ot bateling, brlote treatment 15 initated, to the end of the third month of thecary with
Ticlid, When the neuttophll count show a dechning trend or the neuttophil tumbers have fallen below 30% of the
haswdiie, e valu sheuld be comfitied. I the presence of neulropenia (ANC <12 2107 eclivl) o ibrmmbocyiopenia
(08 % 10" cally/L) wre confitmed, the drug should be decontinued. Because of the long plasma halffife of Tiekd, it s
recommended [hal any patant who thycontinges Tickd foe any teason within the first 90 chays, have an addivona CBC
with while et diferential obtuned two weeks alter dacontinuation of thesapy (see WARNINGS), Thetealter, the WBC
counts reed only be repeated for symploms or signs suggettive of newtropenia,
Elective Surgery: Ticlid should e discontmued 10 1o 14 days puor 1o elecive surgery or denil extraction and
blecding lime snd thrombedyte coun perdanied befoe the procedure o cinically indicated
Emergency Surgery: Proonged Uleeding dunnig surgery may be a prablem in idopidine-trepted patients Teandusion
of Iregh platelets would be expected to improve haemontass i such patients, bt thete are na data from ¢lnical triak to
conlitm (s expectation. There are dats from clinical pharmacology trials that idicate treatment with
glucacanizosteraids can nermalize biveding time n lickopidine beated subjeuts, but thers s no expraence wilh
ticlopidie-treated wsrgleal patients b show il such teatment improves haemostasis

Specific Precautions: Liver: Tichid s contrandicated in patients with severe vt dystunction or cholestalic jgunidice.
ikl inrease of Akafine Phosphatase may be seen for the dusation af the Ireatment and (s inconsequential in the
migiexity of patients (see WARNINGS and CONTRAINDICATIONS)

Kidneys: Tichd has boen well tolerated in patients with modenately decreased renal function, In sevete renal dresse,
caution and close munitosing are rec fed.

Castrointestingl System: Conddions associated with active bleeding, such as eeding ulcers, constile cordrandication
for Tickd. Clinical judgement and manitoring el stoal for occull blood are required fos patients with a history of ulcesative
lesiors. Traurw: Ticliel should b discontinued temparany unii the danger of abeormal bleeding is elimanated. A singhe
fatad case of intraceanial bleeding Infowing head trauma has been reported. The extent to which Tichd may have
contributed to the seventy of the biveding is unknowm,

Drug Interactions: The folfowang table outlines the agents which have been concomitantly admsiniered with
tickogiding hycdrechioride and he cbeerved interaction I any.

AGENTS OBSERVED INTERACTION

Acetylaboyke acid (ASY) Potentiabion of ASA's elfect on collagen-induced plateret aggregaton (e WARNINGS).

Antipyrine and prochacts 30% mcreast i 1172 of antipynng.

mitabolized by hepatic Doye of products metabolized by hepatic miceosomal enzymes to be adpted

microsomal enrymes whien slating o stopping concomitant therapy with ticlopitfing hydrochionde

Theaphylline 11/2 of theaphyline increased feom 8.6 to 12,2 1r alang with a comparabie reduclion
i its total plasma clearance,

Digoun Approximately 15% reduchion in digoxin plasma levels, (fitlle or no change in
ohgowen’s eificary expacted),

Cimetidine Chronic admeristration of cmetudine induced a $0% reduction in clearance of a
smgle dose of Dekapledine hydrachloride.

Anlacids 2 decreas In telupidine plasma level when adinnistered after antacids

Phenobadital o Interacbon reparted

Other Concomitant Therapy: Athough gpecic interachon studies were not perdommad, in chnical studies, TIOUD way
used concomdantly with beta blocken, caltium channd blockers, daretics, and nomteroudal anti-inflammatory drsgs
(Powever see WARNINGS; without evidence of clinically significant advirsa Interactinas,

ADVERSE REACTIONS Mast srlverss elfects are mild, tramsient and occur early in the courne of treatment,

i comtrolied <linical triafs of 1 bo § years duration, dhscantinuation o Tickd fticlopickne hydrochloride) due b one or more
audvetse effects was requered n 20,95 of patients. In these same tiish, ASA and placebo led to dicentinuation in 14 3%
an 6,7% of patients respectively, The incidence rates of adverse reactions listed i the tollowing tabie were derved from
muliicenter, controfied chnical Urials cosmparing ticlopsdine ML placebe, and ASA cver study periods of up to 5 years, The
rales are based on adverse reactions considened probabily diug-related Ly the investigator. Adverse cxpetiences aconng
in greatir than one percent of patients treated wath Tickid i controlled chiical tials are shavan in the Table below,

OF PATIENTS IN CONTROLLED STUDIES

Tielid ASA Placebo Thtid ASA Placebo

(=2048)  (n=1527)  (n=536) (n=2048)  (nu1527)  (n=536)

Incilence  Indidence  Indidende Incdence  Incidence  Incikdence
Event
Drarrhea 12563 52018 4.501.7) Nausea TG 62019 LN09)
Dpepia i AR T 9.0(2.0) 0.9(0.2) Rash 10340 1508 0609
Cl Paln 3.7(1.9) S.62.7) 1.3{0.4) Neutroperwa 24(1.3)  080.1)  14(04)
Purpura 2.2(0.2) 1.6(0.7) 0.0(0.0) Vomiting LAY 40y 09(04)
Hilidente 1.5(0.1) 14{0.3) 0.0(0.0) Pruituy 1308 03(0.0) 0000
Dizsiness 1104 05(04)  0.00.0) Anorexa LO04)  DS04)  0.000)

* Percent of patients (in parentheses) dscontinuing clinic 2 tral dus 10 St

The inciddence of thmbocytopenia in these controfied studss was 0.4% in the Tiekd and placebo groups of patients

arad .33 in the ASA patieal popetation,

The following cire evints have been roported and the: relatiorship o Tickd ls uncertain,

Pancytopenia, hemolytic anemia with reticulocviosis, theomabeytopenic thrambotie purpura, faundice, Allergic

prewmnaills, stemic fupus (positree ANAY, periphert neutopathy, viscafitis, seeum sickness, arthropathy, hepalitis,

nephtolie yndtoms, mygsilis, 30 typonatremia,

Gastrointestinal: Tichd therapy has boen associated with a vanety of gastroltestinal complaints inchuding diamhes and

nausea, The majority of cases are midd and transient m nature andd o<eur within 3 months of initiatien of thesipy.

Tipically, events ane resobved wilhiiy 1-2 weens without iscantinuation of therapy. If the effect 15 severe o0 prnistent,

therapy should be discantinund

Hemarrhagie: Ticid has been assediated with & aumber of bieeding complications such w1 ecchymods, epistass,
ia conurctival hemorihage, gasiteiniesting! bieeding, and postog bieeding

Intracerctie waas e in Javical trials wath Theki, el waas o moee than tht seen with compasatos agents (AS4, placebol:

Rash: Tictopidine hydrochonde has been ssociated with a maculopapular of witicarial rash (ofter with pruitus), Rash

tsually pecurs within 3 months of initation of thergy, with 2 mean time to omset of 17 days. I drug o discontinued,

recavery should occur within severa) days Many rashes o ol recur on dnsg reshalienge. Theee have been rare regorts

of more severe s,

Altered Laboratory Findings: Hematologial: Newtrop

Tickid acministration (ae WARNINGS) )

Liver: Ticiia therapy has been assoclated with slevations of alialing phosphatase (See WARNINGS). Mawimal changes

aocur wthin 1-4 months of therapy initiation. No further progressive incroases are ween with continuous therapy

Occavonally patierts developed deviations in bitubli and SGOT.

Chotesterod: Chronie Tichd therapy has been assocsated waith incrased setum cholevterol and tnglverides Serum leveds

af HOLC, LoG-C, VRDLC, and Uriglvcendes are incrcased B-10% after 1.4 montin of therapy. Mo hether progressae

elevations are seen with continuou therapy The ratios of the bpoprotesn sublractions we unchanged. The effect is not

corredaled with age, wx, alzohal use, o diabetes

SYMPTOMS AND TREATMENT OF OVERDOSAGE One cate of deliberate overdosage with Ticld {tliclopidine

hydhochlorkde) has been repoded in 2 fveign postmarkeding sunveilance program. A 38 year old male took o sngke

6000 g dose of Trbd fequivalent to 24 standard 250 g tablets). The only abaormaiities reponted were increased

Vteeciing time and increased SGPT. Mo special therapy wins mtituled and e pation! ecovered withoot sequelae. Based

o animal fudies, swrdsage iy realt in s gastrintestinal intolerance.

In the case of excetsive bleeding after injury o surgery, standard sipportive measures sheuld be camned out f indicated,

including gasiex lvage, platele! transdusion and use of conticonteroids,

DOSAGE AND ADMINISTRATION The recommended dose of Tichd (liclopidine hydrochionide) is 250 ma twire daily

with food, Ticlad should be Teken wath meals to mmimize gastroimlestinal intolerand e,

PHARMACEUTICAL INFORMATION

(1) rug Subytance

Description: Ticlopidine hydeochlonde is a white crystallng sobd 1t is freely sofuble i water and self buffers Lo 2 pH of

1611 a%io dasobes ooty in methand!, s sparingly woluble in butler solubons above pH 6.0, metiviene chlride and

edhianod, and i slightiy sofuble in acetone.

(i Compogitian: Ticlopidine hydeechlonde abtets are provided, a4 white Tl coated tablety containig tchopitine

hiyeleoehoside, aitric acid, pvidons, micocrytalfns cellulose, com Warch, steanc acid powder, mignesium tearate and

water The coaling susp conssts of ydrowyprogrd methyleefuloss, Wtanium dicsile and potyethylens glyeod. The

ke for printing contamrs DEC yellow 910 dluminum bike and FORC blue #1 aluminum lake

ity Stability and Storsge Recommendations Store at room temperature Tichd tablels should be dapensed in light

resistant coraaers, Blisler packs shoukd nl be exposed to fight

AVAILABILITY Ticlid 250 my tabiels are oval white Bt coated Laliets prinked wsng green ink wath Ticlid above hall an

arrow on one sde, “250” above halt an aow on the other scde. The tablets are avadable in 2week Patient Satter Packs

of 28 taldets (2 bisters of 14 tabilets) Thay are alio avalable in boxes of 56 (4 & 14) tablets and 168 (12 x 14) tablets.

For the first 3 months of theeapy, enly reguest or dapente e 14 days supply of Lablets fsee PRECAUTIONS)

Product Munogpagth avadable 1o Health Professionals on reques.

REFERENCES 1, Eavton |0 ot al, Dingeoss and management ol ischemic stroke, Crrment Probiams o Cardiology, Yol 7 (5):

1-76, 1983 2, Teasell RW. Long-term sequalae of stioke. Can fam Plisecaan 1992,38:381-388. 3. Hass Wi et al

Ticlopidine Aspirin Stroke Study (TASS). A randomized sl comparing lictopidine hydrochloide with aspisin for the

prevention of stroke in Wgh-mk patienis N fng! | Med 1989,321:501-7. 4. Gent M et a1, The Canadian American

Ticlopidine Stucly (CATS) in hvomboembolic siroke. The Lancer 1989 jur1 215-20. 5. Beler |, Love B Recend therapeutic

options bor stroke prevention. Jioyptal Phjsican 1991; Vel 27 (0} 13-24. 6, Grolta |C et al. Prevention of stioke with

ticopicine: Who benefits most? Newntogy 19924211125, 7. Data on fite, Syntex Inc,; Subset analysis of Tickpicine

oy Shrabe Sty (TASS) 1992, &, Matkinon I8, Tlapilive vt dpin o Whe prevention of ietunee eohe,

analyis of pabents with manor stroke lrom the Ticlopidkne Ayrnin Stroke Study. Stroke 1992, 1723.7. 9. Asprnt® product

moaograph, (*Avpin s a regatered trademark of SMering Deug Ltd ) 10 Tickd product monograph.

and raely Hvombocytopenia luve been snecated with

= ¢ @ SyntexInct Mississaugs, Ont.Montréal (Qué.) [panp | tuecn
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NOW ELDEPRYL IS INDICATED FOR FIRST LINE THERAPY.

Now you can do more than deal with the disability of Parkinson's disease. You can delay
it with Eldepryl first line. O In newly diagnosed patients, Eldepryl can significantly
retard the worsening of symptoms?® and delay the need for levadopa therapy.?*® O In fact,

Eldepryl can delay the onset of disability and thereby prolong functional life by as much

as one year."* O As well, Eldepryl
appears to have a remarkable safety
profile. It has been generally well-
tolerated with few side effects.**’

[0 So when you see patients with

Parkinson's disease, prescribe

HOLD BACK THE DISABILITY
OF PARKINSON'S DISEASE
FOR AN EXTRA YEAR.

Eldepryl] first line. It's their first

line of defence against the pro-

gression of disability.

ELPEPRYL FIRST LINE

selegiline hydrochloride

DELAYS THE PROGRESSION OF DISABILITY. [PasB]

For brief prescribing information see page xx.

(ix)
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TRANSPLANTATION

A proven, effective treatment
for end-stage organ disease.

Through transplants, hundreds
of Canadians have a chance of
a normal, productive life.

But many others don’t get that
chance. They die waiting for
donated kidneys, hearts,

lungs and livers.

Ask the families of brain-
injured patients about organ
donation. It doesn’t conflict
with the interests of these
patients. It can give the
families a chance to change
pain and death into life and
hope.

Remember
TRANSPLANTS WORK

MORE Ont. 1-800-263-2833
PORT B.C. 1-800-663-6189
HOPE Alb. (403) 492-1970
METRO Que. (514) 876-6768
OPEN Newf. (709) 737-6600
OPT-NB N.B. (506) 648-6111
HSC Man. (204) 787-2379

0D-91-04- IB39E

%
ROY T. -
Kidney Transplant 1’
June 26, 1989 ﬁ
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On peut facilement reconnaitre
le jeune patient épileptique
traité au Tegretol CR.

Excellent contrdle des crises

B Tegretol® CR (carbamazépine a libéra-
tion controlée) maitrise les crises chez de
nombreux patients, causant peu d’impact
sur la fonction cognitive'”. Tegretol CR
permet 2 de nombreux patients de penser
clairement et de donner le meilleur
d’eux-mémes'?,

Taux sanguins uniformes

Tegretol CR cause moins de «hauts
et de bas» dans les taux sanguins que le
Tegretol conventionnel. Les effets se-
condaires sont ainsi réduits et le modéle
de fonction cognitive est plus stable®".

sEMnng

(&3] oy

G-93095F
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Posologie b.i.d. commode

Lorsque vous instituez ou remplacez
un traitement, pensez au Tegretol CR.
Il est présenté en comprimés a 200 mg et
400 mg facilement divisibles pour une
plus grande souplesse d’administration et
améliorer
I'observance
du patient.

TEGRETOL CR.

Aide les épileptiques a réaliser
leur plein potentiel.

Geig v Dorval, Que. H9S 181

Pour documentation voir pages xviii, Xix.

(xi)
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THE Stable PARKINSON’S PATIEN‘r

SHE DOESN’T KNOW

HOwW BAD IT COULD GET.

All she knows is that her condition may deteriorate, even with levodopa treatment — She’s
been told she could, most likely, develop swings in mobility and immobility — Yet, although the
causes of these motor fluctuations aren’t completely understood, it has been demonstrated that

they can be attenuated by treatment regimens that produce steady plasma levels of levodopa.

SINEMETC

(levodopa/carbidopa) CONTROLLED-RELEASE

ED

TREAT TODAY WITH TOMORROW IN MIND

Introducing SINEMET®*CR €@ TITRATION FLEXIBILITY DU PONT]

WITHOUT SPLITTING TABLETS PHARMA

Betore prescribing, please consult the attached prescribing information. ®Trademark of Merck & Co., Ing Merck Frosst Ganada Inc , and Du Ponl Marck Phanma, A U SOR-83-CON-0040-Ja PAAB
{xii) For brief prescribing information see pages xvi, xvii

https://doi.org/10.1017/S0317167100048964 Published online by Cambridge University Press



https://doi.org/10.1017/S0317167100048964

Epival
p {dva proex o0}

THERAPEUTIC CLASSIFICATION Anticory.lsart

INDICATIONS AND CLINICAL USE Sole or adjunclive therapy
i the treatment of simple or complex absence seizutes.
including pett mal, usefulin primary generalized seizures with
tomic-clome manidestations. May also be used adjunclively
i patients with multiple seq2ure lypas which nclude either
absence or tonmc-clonic segures

In aceardance with the International Ciassihication of
Serzures, simple absence s delined as a very brief clouding of
1he sensorium of loss of consciousness (lasting usually 215
seconds) accompanied by certam generahzed epilephic dis-
charges withoul other deteciable chmcal signs Complex
absence 15 the term used when other signs dre also present

CONTRAINDICATIONS Should not e administered to patients
with hepaitc disease or significant dysfuncticn. Comteaindic-
ated in patients with knpwn Rypersensitivity ic fng drug

WARNINGS Hepatic failures resulting in falaliies have
accutred i patients recerang valproic acid and its denva-
nves These incidences usually have occurred dunng the first
six months of treatment wath valproic deid A recent survey
study of valproate use in 1he United States in nearly 400,000
patlients between 1978 and 1984, has shown that children
under two years of age who receved the drug as part of
muilipie anticonvulsant therapy were at greatest nisk (nearly
20-told increase) of developing falal hep iy These
patients typically had other medical condimons such as con-
genital metabobe disorders, mental retardation or grganic
brain disease in adtilion (o severe seizure disorders The nsk
in this age group decieased considerably in patients receiving
valproate as apy Sumiary. aged 310 0
years were al somewhal greater fisk if they received multiple
anticonvulsants than thuse who received only vaiproate Risk
generaily dechned with increasing age No deaths have been
reported 10 patients over 10 years of age who recerved val-
proate alane

11 Eprvalis 10 be used in children two years old or younger,
it should be used with extreme caulion andas asole agent The
benelils of seizure cantrol should be weighed against the risk

Seripus or latal hepatotoxicily may be preceded by non-
specific symploms such as [0ss of sezure conliol, malaise,
weakness, lethargy, anorend, and vomiting  Patients and

Dzta are more extersive with respect 10 0 pheny hycar
toin and phenobarbital, but these drugs are also the moest
commonly prascribed anti-epdeplics Some reporisindicate &
possible similar association with the use of other anti-epileptic
drugs. including tr . par . and val-
prowc acid However, the possibiliy also exsts thal olher
factors, & g genatic predi of the epil condihion
itsell may contribute to or may be manly responsible far the
nigher incidence of birth detects

Anli-gplleptic drugs should not be discontinued In
patients 10 whom the drug is admimistered 1o prevent major
senzures. because ol the strong possiiily of precipialing
status epileplicus with attendant hypoxia and risks Lo both Lhe
mather and the unborn child With regard o drugs given for
MINOr seizures, the nsks of discontinuing Medication pror 1o
of during preg y should be wesghed against the risk of
cangemilal defects in the particular case and with the particu-
far family tistory

Epileptic women of child-beaning age should be eacour-
aged lo seek the counsel of their physician and should report
1he onset of pregnancy promplly to him Where the necessity
tor d use of anti-epileplic medicalian 1s 10 Joubl.
aporopnate const talion is irdicated.

Nursing Mothers: Valproic acid 15 excrefed i breast
milk. Concentralions in breast milk have been reported (o de
110 10% of serum concentrations As a general rule. nursing
should not be undertaken while a patent 15 receiving Epival
idivalproex sodium)

Fertifily: Chrome toxicity studies in juvemile and adull
tals and dogs demonstrated reduced spermatogenssis and
lesticular atrophy at doses of valproic acd greater than
200 mg/kg/day i rats and 90 mg/kgiday 1 dogs. Segment 1
fertibty studies in rats have shown that deses up to 350 mglkg/
day for 60 days have no etfect on ferliily The effect of
divalproex sodiumand valproic acid on the development of the
testes and on sperm production and fertilily in humans is
JNEOWE,

LONG-TEHM TOXICITY STJDES N HA'S RND WICE
INDICATED A PCTERTIAL CARCINOGENIC RISK

PRECAUTIONS Hepatic dysfunchion. See CONTRAINDICA-
TEYS and WARNINGS

General: Because of reports al thrombocytopama and
intubition of platelel aggregation, plateter counts and bleedmng-
tme deter i0n are rec ded belote ing lner-
apy and at pentadic intervals 11is recommended that patients
be monitored for platelet count pnor 10 planned surgery
Chmcal evidence of hemaorrhage, brusing or & disorder of
hemostasisfcoaguliation s an indication 101 reduction of dos-

parents should be instructed to reporl such symp
Because of the nopn-specilic ndlure 0! some of the early signs,
hepatotoxicity should be suspecied in patients who become
unwell, other than through obvious cause, while laking Epival
(divalproex sodwm)

Liver function tests shiould be perlormed prot to therany
and al trequant intervals thereadter especially dunng the fiest
B months However, physicrans should not rety totally on se-
rum rochemusiry since these 18515 may not be abnormal in
all instances, but should atso consider the results of carelul
mienm medical story and physical examination Cauhion
should be observed in patients with a prior lustory of hepatic
disease Patienis vath vanous unusual congental disorders,
tiose with severs sezure disorders acrTozned by menta
selardation anu 1ese wetn 07Qan s bra diseass may oo at
DArlicular nsk

In high-risk patents, il might alse be useful to monitr
serurm Fhanogen and abumin for deceease in concentrzions
N6 SETLmMAmmonia ‘o increses Ir corcentrahon. fohanges
necur, ! .9 should be discontinued Dosage snould be
h ¢ lo ard meata nec at the lowest dose corsistert with
aplimal seizuré control

The drug should be disconbinued immmediztely n the
presence of sigmiicant hepahc dyslunction, suspected or
apparent. In some cases, hepatic dystunchion has progresseo
w spite ol disconbingation ol the drug  The Irequency of
adverse effects. parlicular y elevated liver eneymes, may
mgrease w thincreas g cose Therelore, tne sene’it gained
by impraven sezure 2o yincreasing (e dosage must be

hed against the increased incidence of adverse eflects
jher gosages

Use in Pregnancy: According fo recent reparts in the
medical «lerature, valorme acid may produce teratogenicisy in
the alfap-irg ol woTen receivir e erLg duning pregrarcy
ence of news twhe defects ir the latus may be
mereased in Mothers receiving valpioie acid during 1ne first
tnmester of pregnancy Bas2d upon 3 single report, it was
estimated that the nsk ol valproic acid exposed women having
children with spina bilda 1s approximately 1 2% This riskas
semilar 1o that which apphes 1 nor-epileptic women who have
had ehildeen with neural tube detects (anencephaly and spina
bihida). Ammal studies have demonsteated valproic aced
induced leratogemicity, and studies in hyman femates have

d tal lransler of the drue
2 reports in the cinical literature ndicate an asse-
cianon hetween e use of anteepileghic drugs and an
mcreased incidence of birth detects in childeen born to epi-
lephic wrmen Laking sueh medicalon Suring pegnancy The
incidence of congerital malformations 11 the general popula-
lion is regarded 1o De approxamately 2% v children of treated
epileptic womer, ths reidence Tay be inczased 2.0 3-4oid
The increase is fargely due 10 Specilic delects, e g congerital
malformations of the heart. clett hp or palate, and neural ke
defects Nevertheless, Lhe greal majanty of mothers recery g
anti-emieptic medicaticns deliver normal infants. =

age o | ol therapy pending mvestigalion

Hyperammonemsa with ar withou! lelhargy or coma has
been reported and may be present in the absence of abnormal
liver function tests, if elevation occwrs the drug should be
discontinugd

Because Epival (divalproex sodium) may interact with
other anti-epileplic drugs, penodic serum level delermina.
tiens of concurrently admimstered anti-epileplics are recom-
mended during the early part of therapy (Seec DRUG INTERAC-
TIONS } There have been reports of breakthrough seizures
occurnng with the combination of vaiprore 2C1d and ghenyloin

canstipat on have alsc been repotted Arorexig with sore
weight ass anc increasec apoelile witn some weight gain nave
@150 been saen

CNS Elfecis: Sedative etiects have been noted in palients
recerving valproic acid alone bul are fount mos! often in
palients on combination therapy Sedation usually disappears
upon reduction of other anti-epileplic medicalion Alaxia,
headache. nystagmus, diplopia, asterixis, "'spols belore the
Byes”, tremar, dysanhna, dizziness, and incoordmation have
rarely been noled. Rare cases of coma have been reported in
patients receiving valproic acid alone or in conjunclion with
phenoba-bitz
Dermalalogic: T-ansiert increases in nair loss have been
observed. Skin rash gnc petechiae Pave rarely oeer roled,
Endocrine: There have been reparts of irregular menses and
secondary amenarrhea in patient iving valproic acic.
Abngrmal thyroid function tests have been reporied (See
PRECAUTIONS)
Psychialric; Emonional upsel cepresson. psyChosis,
aggression, hyperact vity and oehavicural deteraration have
been reporled
Musculoskelelal, Weakness nas veer reporied

Hematopoietic: Thrombocylopenia has been reported Val-
proic_acid inhibis the second phase of platelel aggregation
(See PRECAUTIONS) This may be retlected in altered bleeding
time Bruising, hematoma tormation and frank hemorehage
have been reported Relative lymphocylosis and hypo-
lininogenemia have been noted Leukopenia and egsinophilia
have also been reported Anema and bone marrow suppres-
sion have been reported

Hepatic: Minor elevations of fransaminases (eg SGOT and
SGPT) and LOH are frequent and appear 1o be dose related
Occasionally, latioratory tests also show increases m serum
bilirgbin and abnormal changes in other liver funcion 1ests.
These resulls may reflect pe Ily serious hepatal by
(See WARNINGS)

Melabolic: HyperaTmorema {See PRECAUTIONS) Hyper-
glycineria "as beer cspotled and associatec wilh @ fatal
gulcome 1 @ datient with pre-existing non-<elotc
hyperg yoiremia

Pancreatic: There have been repurts of acule pancreatits
gCeurring in asscoition witn therapy wth vaioroic acio.
Qther: Edema of the extremit s has beer regorted

DOSAGE AND ADMINISTRATION The recommended . fial
dosage is 15/mgfkgiday, increasing at ane week intervals by
5 1o 10 my/kgfday untit seazures are controlled or side effects
prec e farther increases.

The maximal recommended dosage is 50 mgfka/cay.
When Lhe toal daily dose exceeds 125 mg, it should ne qiven
n 3 divided regumen (See Table)

The frequency of adverse elfects (particularly glevated
liver enzymes) may increase with increasing dose. Therefore,
the benelil ganed by improving seszure control must he
weighed agains! the increased incidence of adverse ellects,

As the dosage 1s rased ood fevels of phenobarbital o
phenylon may be allected (See PRECAUTIONS).

alients who expenence G | irnitahion may beneht from

Epival (divaiproex ) is parnially el ted in the
uning as a ketone-conlaiming metabohte which may lead to
a faise interpretation of the urire ketvrs (est,

Therg ave been reports of 5 lered thyroed funchion tests
associated witvalpro acid, the slincal sigrificansz of these
is unkrown

Ociving and Hazardous Occupations: May produce CNS
depression, especially when combined with another CNS
depressant, such as alcohol Therelore, palients should be
acvisad nol 10 engage n hazardous occupalions, such as
coving a car of ogeraling dangerous machmery, until it s
known that they do not become drowsy rom the drug.

Drug Interaclions: May poientiale the CNS cepressan:
zetien of a'cohol

There s evidence that vaiproic acid may Cause anincredase
in serum phenobarbital levels, by impairment of non-renal
clearance This phenomenon can tesult in severe CNS depres-
sian. The combination of valproic acid and phenabarbital
has also been reported to produce CNS depression withou!
significan! elevations of barbiturate or valproic acd serum
levels. Patients recenving concomitant barbilurale therapy
should be closely monitered for neuroiogical toxicity Serum
barbrturate drug levels should be oblained. I possible, and the
barbiturate dosage decreased, it indicated

Primigong (5 metabolzed mio & bardllurate, and Lhere.
fore, may aiso be involved in a similar or identical mterachion

Theress conflicting evidence regarding the interacthion of
valpraic acid with phenytoin (See PaEGAU TIONS - General)
1145 not known if there 1s a change in unbound (free) phanytain
serum levels. The dosage of phenyloin should be adjusted as
recuited by the clnical sisbal or.

The corcommitant use of valproic acic and clonazepam may
produce 2bsence stalus
ADVERSE REACTIONS The most commanly reporied agverse
TEACNONS are naused, vouulng 4nd ndigeshon Jince valproc
acid has usually been used with other anb-epieplics, iU1s nat
possible in most cases to determing whether the adverse
reactions mentioned in 1his seclion are due 1o valproic acid
lone ar 1o the combiration of ¢rugs
Gasirointestinal: Nausea. vomiling and indigestion are the
most commonly reported sude effects at the mitialion of
therapy. These elfects are usually transtent and rarely requie
discontinuation of therapy. Diarrhea, abdominal cramps and
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d ralion of the drug with food or by a progressive
increase of the dose Irom an imtial low level The tablets
should be swallowed without chewing.

AVAILABILITY Epwval (divalproex sodium) enteric-coated tablets
are available as salmon-pink coloured {ablels of 125 my supplice
in botties of 100 tablets, peach-coloured tablats of 250 mg arc
13Vﬁn%er-lcuilouled lablets of SO0 mg are supphied in bottles of 100
and 500 1adkets

Table ol Initial Doses by Weight (based on 15 mg/kg/day)

Weighl Tolal daily |, Dosage (o], id
dose (mg) | =9 1o valpralc acl

kg 1] Dose1 Dose2 Dosed
10-249 | 22549 B0 | 125 0 125
25-39.9 | 55-87.9 500 250 0 250
40-50.9 | B8-131.9 750 250 250 250
60-74.9 |132-164.9| 1,000 250 250 500
75-89.9 | 165-197.9| 1,250 500 250 500

Froduct Manograph ava
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Epival
For Control Over
Daily Living.

With Epival, epileptic patients can

appear “just like anyone else.”

Epival has been associated with little
effect on learning and cognition.’

[t is effective in primary generalized
epilepsy“! as well as in partial seizures
that secondarily generalize.”®' And it is
generally well tolerated,” causing less
Gl irritation (nausea, vomiting and

indigestion) than valproic acid.”

Prescribe Epival — by name only —
Lo help restore your patients’ control

over daily living,

Because there's more to anticonvulsanlt

therapy than seizure control,

Write il by name only...

T ] d*
p {divalproex sodium)

Helps put patients back in control.
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