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reactions

Bupropi on (Zyban® sustained-rel ease tablets) has been
avai l abl e in Canada since August 1998. Its use is recomrended, in
conbi nation with the introduction of behavioural changes, to help
peopl e quit snoking. <1>

Sust ai ned-rel ease bupropion is also sold under the nanme
Vel lbutrin SR® for the relief of synptons of depression. However
this paper will not cover adverse reactions associated with
Vel | butrin SRC

Bet ween Aug. 18 and Dec. 1, 1998, the Canadi an Adverse Drug
Reaction Mnitoring Program (CADRWMP) received 48 reports of
suspected adverse reactions to bupropion taken to quit snoking
(patients included 15 nen, 31 wonen and 2 peopl e sex unknown;
average age 36 [range 27 to 81] years).



In the 48 reports, 144 adverse reactions were noted, the nost
frequent of which were pruritus (9), urticaria (7), edema (7),
tremors (6), dizziness (5), insomia (5) and anxiety (5)

(Table 1). Sixteen of the reports described serious events,
resulting in patients being admtted to hospital or having their
hospital stay extended (n = 8), death (n = 1), convulsions (n = 3)
or a major nedical intervention (n = 4).

There is a risk of convul sions associated wth taking
bupropi on to quit snoking.<1> The CADRMP received 3 reports of
convul sions in patients taking Zyban® One of the patients had a
hi story of al cohol dependence and was taking 600 ng of Zyban®
daily for 15 days before experiencing convul sions. In general,
convul sions are associated with the Zyban® dose, the use of the
drug in conjunction with other drugs and/or the patient’s nedical
hi story or clinical features.<1> Therefore, the maxi mm
recomended dose of bupropion is 300 ng/d, divided in 2 doses
adm ni stered at |east 8 hours apart.<1>

Adverse cardi ovascul ar reactions were also reported. Patients
t aki ng Zyban® experienced pal pitations (2), tachycardia (2),
angina (1) and nyocardial infarction (1). In the |ast case, a 52-
year-old man died follow ng nyocardial infarction. He had a
hi story of al cohol dependence and serious coronary artery di sease.
He had taken 300 ng/d (higher initial dose than that reconmmended
by the manufacturer) for 2 days before he died. The patient was
not taking other drugs.

Certain adverse cardi ovascul ar reactions were noted with
i mredi at e-rel ease bupropion, a fornulation not available in
Canada. Fromthe reports received, the risk of such reactions with
t he sustai ned-rel ease formul ati on cannot be conpletely rul ed out.

Finally, extreme caution nust be observed before
adm ni stering Zyban® in conjunction with certain other drugs.<1>
Two suspected cases of adverse reactions to a bupropi on—paroxetine
conbi nati on were reported. Nausea, vomting, visual hallucinations
and di zziness were reported 2 days after bupropion therapy was
started in a 48-year-old wonman who had al so been taking paroxetine
and estrogen replacenent therapy for about a year. In the other
case, a 27-year-old man experienced tachycardi a, anxiety, trenors,
nmydriasis, blurred vision and phot ophobi a whil e taking conbi nation
t herapy with bupropion and paroxetine (duration of therapy
unknown). He was al so taking cl obazam and trazodone.
In both cases, synptons di sappeared after bupropion therapy was
st opped.



Bupropion is a new pharmacol ogi cal alternative for patients
who want to quit snoking. It can be used alone or in conbination
with transdermal nicotine patches; the recomended duration of
therapy is 7 to 12 weeks. <1> Bupropion is, however, associ ated
wWith certain adverse reactions and precautions, which nust be
observed before adm nistering it. According to the product
nonogr aph, the nost frequent adverse reactions —insomia and dry
mouth —occur in 31% and 11% of patients respectively.<1> The
adverse reactions that nost often lead to a cessation of bupropion
t herapy include central nervous system di sturbances (especially
trenors) and dernat ol ogi cal reactions. <1>

The conbi ned use of Zyban® and Wl lbutrin SR® or any ot her
drug contai ni ng bupropion is contraindicated, since the occurrence
of convulsions is related to the bupropion dose. Health
prof essional s should consult the product nonograph for nore
i nformation.

Witten by: Sylvie Hébert, BPharm Québec Regi onal ADR Centre.
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Tabl e 1: Suspected adverse reactions to bupropion (Zyban® reported to the CADRMP
between Aug. 18 and Dec. 1, 1998

System Description of adverse reactions*

Central and Trenmor (6), dizziness (5), hypoesthesia (3), stupor (3),

peri pheral paralysis (2), convul sions grand mal (2), coordination abnornal
nervous system (2), hyperkinesia (2), dyskinesia (1), dysesthesia (1),

vertigo (1), speech disorder (1), headache (1),
convul sions (1), paresthesia (1)

Der mat ol ogi cal Pruritus (9), urticaria (7), rash (4), rash erythematous (4),
erythema nultiforne (2), Stevens-Johnson syndrone (1), rash
macul o- papul ar (1), skin discoloration (1)

Body Edema (7), chest pain (3), face edema (2), allergic
reaction (2), nalaise (2), fatigue (2), fever (1), condition
aggravated (Bell’s palsy) (1), asthenia (1), sensation of
warnth (1), cold extremtiest (1), edenm peripheral (1), nouth
edema (1), pharynx edema (1)

Psychiatric Insomia (5), anxiety (5), suicidal ideationt (3),
hal | uci nation (3), aggressive reaction (1), anorexia (1),
paranocia (1), confusion (1), depression (1), nervousness (1),
concentration inpaired (1), agitation (1)

Car di ovascul ar Pal pitations (2), tachycardia (2), flushing (1), myocardi al
infarction (1), angina pectoris (1)

Gastroi ntesti nal Nausea (4), vomting (3), dysphagia (3), dyspepsia (1)

Respiratory Dyspnea (3), hyperventilation (1), rhinitis (1)

Muscul oskel et al Arthralgia (1), arthropathy (1), nyalgia (1)

Opht hal m ¢ Vi sion abnormal (3), nydriasis (1), photophobia (1)

O her Ear ache (1), epistaxis (1)

Not e: CADRMP = Canadi an Adverse Drug Reaction Monitoring Program ADR = adverse
drug reaction.

*Based on the "preferred ternf in the Wrld Health Organization (WHO Adverse
Reaction Dictionary.

tTerm nol ogy ot her than WHO term nol ogy was used.



Adverse drug reaction reporting — 1998

The Canadi an Adverse Drug Reaction Mnitoring Program
(CADRMP) received 4663 reports of adverse drug reactions (ADRs)
in 1998. The ADRs were reported for the nost part by health
prof essi onal s (pharmaci sts, physicians, nurses, dentists, coroners
and others), either directly to the CADRVMP or indirectly through
one of the other sources (Table 1).

The increase in the nunber of reports received through
regi onal ADR centres may be related to increased awareness of
physi ci ans and pharmaci sts of these centres and the opening of the
Ontario Regional ADR Centre in Septenber 1998. A further analysis
of the total nunber of reports by reporter type (originator) is
outlined in Table 2.

O the ADRs reported, 2079 reports were classified as
serious. A serious ADR is defined in the Food and Drugs Act and
Regul ati ons as "a noxi ous and uni ntended response to a drug which
occurs at any dose and requires inpatient hospitalization or
prol ongati on of existing hospitalization, causes congenital
mal formation, results in persistent or significant disability or
i ncapacity, is life-threatening or results in death."

The CADRWP would like to thank all who have reported ADRs for
their contribution to the program

Witten by: Heather Sutcliffe, BScPharm Bureau of Drug
Survei |l | ance.

Tabl e 1: Source of reports of adverse drug reactions
(ADRs) received by the CADRVWP in 1997 and 1998

No. (and % of reports received

Sour ce 1997 1998
Manuf act ur er 1549 (38.7) 2200 (47.2)
Regi onal centre 993 (24.8) 1464 (31.4)
Hospi t al 671 (16.7) 501 (10.7)
Phar maci st 404 (10.1) 291 (6.2)
Physi ci an 151 (3.8) 122 (2.6)
O her* 238 (5.9) 85 (1.8)
Tot al 4006 ( 100. 0) 4663 (100.0)
Not e: CADRMP = Canadi an Adverse Drug Reaction Monitoring
Pr ogram

*I ncludes, but not limted to, professional associations,

nursi ng hones, Health Canada regional inspectors,
coroners, dentists and patients.



Tabl e 2: Nunber of ADR reports by type of
reporter (originator)

No. (and %
Repor t er of reports
Phar maci st 1751 (37.6)
Physi ci an 1265 (27.1)
Heal t h prof essi onal * 757 (16.2)
Consuner / pati ent 331 (7.1)
Nur se 291 (6.2)
O her 268 (5.7)
Tot al 4663 (100. 0)

*Type not specified in report.

| mmune gl obulin intravenous products - notice to hospitals

A safety warning was issued by the Bureau of Drug
Surveillance on Nov. 27, 1998, regarding precautions that shoul d
be taken to reduce the risk of acute renal failure (ARF)
associated wth the adm nistration of human i nmune gl obulin
i ntravenous (1 AdV) products.

The US Food and Drug Adm ni stration received over 114 reports
of cases of renal dysfunction or ARF, 17 of which resulted in
death that may or may not have been caused by adm nistration of
| @V products.<1> The majority of the ARF-associ ated adverse
events reported in the US were associated wwth 13V products
cont ai ni ng sucrose.<1> In the last 10 years, Health Canada has not
rel eased any lots of 1@V products containing sucrose. As of this
report, no ADRs associated with renal dysfunction or ARF have been
reported in Canada.

The full report on this safety warning can be found on Health
Canada’s Wb site
www. hc-sc. gc. ca/ hpb-daps/t herapeut/ zfil es/ english/ notices/igiv-not
.htnml .

Witten by: Vicky Hogan, MSc, Bureau of Drug Surveill ance.
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Tol capone (Tasmar ™)

On Nov. 20, 1998, Health Canada suspended the sal e of
t ol capone (Tasmar™), the first approved reversible catechol -O
nmet hyl transferase inhibitor indicated as an adjunct to | evodopa-
decar boxyl ase inhibitors in the treatnent of Parkinson’s disease.
This action was based on energing safety concerns regardi ng
hepatotoxicity and potentially fatal ful m nant hepatitis
associ ated with tol capone therapy. This regul atory deci sion was
communi cated to health care professionals in “Dear Healthcare
Prof essional” and “Dear Pharmacist” letters issued on Nov. 23,
1998, by the manufacturer, Hoffmann-La Roche. Al so, Health Canada
posted an advi sory about tol capone on its Wb site
www. hc-sc. gc. ca/english/archives/warni ngs/98 88e. ht m.

Conti nued availability of tol capone through the Speci al
Access Programre (SAP) was organized on a |imted and excepti onal
basis for 1) the safe discontinuation of tolcapone therapy and
2) extraordinary cases involving patients already receiving
t ol capone therapy for whom in the opinion of their physician, the
benefits of continued treatnent outwei ghed the risks. The
procedure and criteria for physicians to obtain access to
t ol capone through SAP, in addition to safety considerations
regardi ng the continuation of tolcapone therapy, were outlined in
“Dear Heal thcare Professional” and “Dear Pharmacist” letters
i ssued by Health Canada on Dec. 4, 1998. As of January 1999, SAP
has recei ved about 200 requests for tol capone.

Witten by: Susan Robertson, MD, Bureau of Drug Surveill ance.

COVMUNI QUE

The purpose of this section is to increase awareness of ADRs recently reported
to the CADRVMP. The foll owi ng cases have been selected on the basis of their
seriousness, or the fact that the reactions do not appear in the product

nmonogr aph. They are intended to pronpt reporting. (The term nol ogy used for
expressing reactions is based on the Wrld Health Organi zation's

Adverse Reaction Dictionary using the "preferred term")

A anzapi ne (Zyprexa®: priapism
Priapi sm necessitating adm ssion to hospital was reported during
ol anzapi ne t her apy.
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| f you have observed conparabl e cases or any other serious events,
pl ease report themto the Adverse Drug Reaction Reporting Unit,
Conti nui ng Assessnent Division, Bureau of Drug Surveillance, AL
0201C2, Otawa ON KI1A 1B9; fax 613 957-0335; or to a
participating regional ADR centre.

Cick here for ADR form
wwwv. hc-sc. gc. cal/ hpb-dgps/t herapeut/ zfil es/ english/forns/adverse_e. pdf

British Col unbia Ontario New Brunswi ck, Nova

BC Regi onal ADR Centre Ontari o Regi onal ADR Scotia, Prince Edward

c/o BC Drug and Poi son Centre I sl and and
Information Centre LonDI' S Drug I nformation Newf ound| and

1081 Burrard St. Centre Atlantic Regional ADR

Vancouver BC V6Z 1Y6 London Heal th Sci ences Centre

tel 604 631-5625 Centre Queen Elizabeth |1

fax 604 631-5262 339 W ndernere Rd. Heal t h

adr @lpi c. bc. ca

Saskat chewan
Sask ADR Regi onal
Di al Access Drug
I nformation

Servi ce
Col | ege of Pharmacy and
Nutrition
Uni versity of Saskat chewan
110 Sci ence Pl ace
Saskat oon SK S7N 5C9
tel 306 966-6340 or

800 667-3425
fax 306 966-6377
vogt @luke. usask. ca

Centre

London ON N6A 5A5
tel 519 663-8801
fax 519 663-2968
adr @ hsc. on. ca

Québec

Québec Regi onal
Centre

Drug Information Centre

Hopi tal du Sacr é- Coeur
de Montr éal

5400, boul. Gouin ouest

Montréal QC H4J 1C5

tel 514 338-2961 or
888 265- 7692

fax 514 338-3670

ci p. hscm@ynpati co. ca

ADR

Sci ences Centre

Drug Information Centre

Rm 2421, 1796 Sumrer
St.

Hal i fax NS B3H 3A7

tel 902 473-7171

fax 902 473-8612

r xkl sl@e?2- hsc.ns. ca

O her provinces and
territories

Nati onal ADR Unit

Cont i nui ng Assessnent
Di vi si on

Bur eau of Drug
Surveil | ance

Fi nance Buil di ng

Tunney’s Pasture

AL 0201C2

Otawa ON KI1A 1B9

tel 613 957-0337

fax 613 957-0335

cadr np@oc-sc. gc.ca

Ca.nada The Canadi an Adverse Drug Reaction Newsletter is prepared and funded by

t he Therapeutic Products Progranme, Health Canada and published in the CMAJ regularly. It
can be found on line, under Publications, at ww. hc-sc. gc. cal/ hpb-dgps/therapeut

Pl ease Note: A voluntary reporting systemthrives on intuition, lateral thinking and
openni ndedness. For these reasons, nobst adverse drug reactions (ADRs) can be consi dered
only to be suspicions, for which a proven causal association has not been established.
Because there is gross underreporting of ADRs and because a definite causal association

cannot be determned, this information cannot be used to estimate the incidence of adverse
reactions. ADRs are neverthel ess inval uable as a source of potential new and undocunented
signals. For this reason, Health Canada does not assune liability for the accuracy or

authenticity of the ADR information contained in the newsletter articles.
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