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Thank You!

We would like to thank everyone who returned a conpl eted
guestionnaire to the Adverse Drug Reaction Reporting Unit. The
results of the survey will be published in a future issue of the
newsl etter. For those of you who have not yet conpleted the
gquestionnaire, you still have tinme to do so. Your conments wll
hel p us publish a better newsletter.

Primary pul nonary hypertension and | ong-term use of appetite
suppressant s

Primary pul nonary hypertension (PPH) is a life-threatening
condition with an estimated 4-year survival rate of 55% About 1 to
2 cases per mllion adults occur in the general popul ati on each
year. Recent data indicate a 23-fold increase in the risk of PPH
associated wth the use of appetite-suppressant drugs (mainly
dexfenfl uram ne! and fenfluram ne) when used for nore than
3 nont hs. <1> Thus, the estimated ri sk anong patients taking
appetite-suppressant drugs for nore than 3 nonths is 23 to 46 cases
per mllion patients each year. The data further suggest that the
risk of PPH rises with increasing duration of treatnent. However,
use for less than 3 nonths is not associated with a significant
increase in the risk of PPH

Fenfl uram ne hydrochl ori de (Ponderal ® and Pondi m n® has been
avai l abl e in Canada since 1972 for use as a short-term adjunct in
t he nmedi cal managenent of exogenous obesity. To date, the Canadi an
Adverse Drug Reaction Mnitoring Program (CADRWP) has received 4
reports of pulnonary hypertension (PH) associated wth the use of
fenfl uram ne.

! Dexfenfluramine (Redux™) was granted a Notice of Compliance on July 9, 1996,
but at the time of writing was not yet available from the manufacturer. Conditions of
use and information regarding the risk/benefit assessment of this drug will be presented
in the product monograph.
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Case 1: A 49-year-old woman wth a body mass index (BM) of 45
kg/ nt was taking fenfluram ne (60 ng/d); conconitant drugs were
insulin, ducophage® and lithium After 7 nonths of fenfluram ne
use she devel oped increased effort dyspnea. PH was di agnosed at 12
months (tricuspid regurgitation and nean pul nonary artery pressure
of 66 mm Hg). However, the investigation is inconplete because
secondary pul nonary hypertension due to sl eep-related breathing
di sorders, thronmboenbolic disease or left heart failure has not
been rul ed out. The patient had not recovered at the tine of
reporting.

Case 2: A 45-year-old woman with a BM of 23 kg/nt devel oped
dyspnea on exertion about 7 nonths after she started taking
fenfluramne (60 ng/d). PPH was di agnosed at 12 nonths using
echocar di ography. The patient had not recovered at the tine of
reporting.

Case 3: A 50-year-old woman with a BM of 41 kg/nt received a
conbi nation of fenfluramne (60 ng/d) and phenterm ne (15 ng/d) for
4 nonths. She had no synptons of dyspnea or exercise intolerance,
but a systolic murnur was detected. An echocardi ogramreveal ed PH

Case 4. Arecently reported case involved a 44-year-old wonman
with a BM of 36 kg/nt who was taking fenfluram ne (60 ng/d) for at
| east 9 nonths. She experienced severe abrupt onset of chest pain
and dyspnea that | asted for several hours; the episodes have been
recurring with variable frequency. The patient has a history of
hi atus hernia and reflux, hypertension, elevated chol esterol |evel

and pul nonary enboli. Concom tant drugs include acebutol ol and,
nore recently, nitropatch, Aspirin® Dyazide® fanotidi ne and
monopril. The reporter noted that PHis unlikely but that it cannot

be ruled out yet; investigations are ongoi ng.

The CADRMP has been nmade aware of 3 additional cases of PH
associated wth the use of appetite-suppressant drugs. However, the
full details have not yet been reported.

As recomrended by expert advice fromthe Drugs Programme,
Heal t h Canada warns physicians that: <2>
. Ponder al ® and Pondi m n® are indicated only for short-term use:

now defined as no nore than 3 nonths. The effect of

intermttent conpared with continuous use of anorexigens on
the risk of PPH has not been determ ned.

. The indication for appetite-suppressant drugs has been further
restricted to the nedi cal managenent of obese patients with an
initial BM of > 30 kg/nt. Such drugs can al so be prescribed
for patients with a BM of 27 to 29 kg/nt¥ if they have ot her
risk factors (e.g., hypertension, diabetes, hyperlipidema).
There are significant risks associated with obesity (e.g.,

hypertensi on, heart disease, diabetes and hyperlipidem a); thus,

physi ci ans shoul d assess the risks and benefits for each
patient. <2, 3>

Patients should be advised to report imedi ately any



deterioration in exercise tolerance or other energent signs and
synptons of PPH. Treatnent with appetite-suppressant drugs should
be stopped if new, unexplained synptons of dyspnea, angina
pectoris, syncope or |lower-extremty edena devel op. The cause of
t hese synptons and the possible presence of PPH shoul d be
investigated in these cases.

This article is under the responsibility of: Ann Sztuke- Fournier,
BPharm Bureau of Drug Surveillance
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H V protease inhibitors and increased bl eeding in henmophilia?

Protease inhibitors (PlIs), a new class of antiretroviral
agents, are currently indicated in conbination with other
antiretroviral agents for the managenent of H V infection.
| nvirase® (saquinavir), Norvir® (ritonavir) and Crixi van®
(itndinavir) were first approved in Canada in March, August and
Sept enber 1996 respectively.

Recently there have been concerns about the occurrence of
i ncreased bl eeding in hemophiliac patients treated with PIs. In
July 1996 the Drugs Programme, Health Protection Branch, was
informed of 16 such cases worl dw de. One occurred in Canada. El even
cases involved hematomas, 5 hemarthroses (1 patient al so had
hemat oma), and 1 intracerebral henorrhage. In spite of the bl eeding
events, nost of the patients were able to continue their therapy
W th appropriate treatnent.

In light of these reports, the Drugs Programme rel eased an
informati on sheet to health care providers treating patients with
H V infection and henophilia. It was recommended that patients not
di scontinue their treatnent but, rather, consult with their health
care provider about any concerns and that these patients be
noni t ored cl osel y.

To date, the total nunber of incidents of increased bl eeding
in henophiliac patients receiving Pls is 55 cases worldw de, 5 of
whi ch occurred in Canada. A summary of the Canadi an cases foll ows:

. The average age of patients was 29 years (range 16 to 44
years).
. In 3 cases either indinavir or saquinavir was used. In the

remai ning 2 cases ritonavir and saqui navir were taken
concomtantly. In all 5 cases Pl therapy was taken w th other



H V t herapi es.

. The reported reactions were hemarthroses (3), hematoma (2) and
i ntracerebral henorrhage (1).

. Al'l patients required an increased use of Factor VIII to
control bl eeding; however, one patient was unresponsive to
daily Factor VIII infusion. The increase in bleeding frequency

varied between patients after Pl therapy was started: 1 bl eed
per week as conpared with 1 per nonth before the start of
therapy; 8 to 10 per nonth as conpared with 1 per year; every
2 weeks as conpared with every 6 nonths; and in one case

bl eedi ng occurred daily.

. Four patients continued Pl therapy. The fifth nade a
satisfactory recovery but Pl therapy was stopped.
. In 4 of the cases the reporting physicians felt that the

adverse events were probably related to the Pl therapy. In the

fifth case the intracerebral henorrhage was reported as being

remotely related to the drug.

It is still unknown whether there is a causal rel ation between
the use of Pls and episodes of increased bleeding in patients with
hemophi | i a. However, because clinical experience with PIs is
[imted, the Drugs Programre believes it is inportant to
investigate and report any safety concerns that arise early in the
use of this new class of drugs.

This article is under the responsibility of: Amal Hélal, BSc Phm
Bureau of Drug Surveill ance

Erythema nul tiforme and nifedi pi ne

A recent case published in The Canadi an Journal of Hospital

Phar macy<l1> descri bed a 46-year-old woman i n whom eryt hema

mul tiforme (EM devel oped a few weeks after her antihypertensive
t herapy was changed to nifedipine XL (30 ng/d).

The patient was admtted to hospital with a 3-day history of
fever, mal ai se, headache and a macul opapul ar rash. The rash
progressed to a painful, non-itchy rash that covered 85% of her
body, wth vesicles on her lower |inbs. The results of a punch
biopsy led to the diagnosis of EM N fedi pi ne was stopped and the
patient was treated with acetam nophen, |V hydrocortisone,
predni sone, hydroxyzine, IV cloxacillin and nmupirocin ointnent. Her
skin continued to peel, and she was subsequently treated as a burn
patient with daily tub baths, bacitracin dressings on the open
areas of the rash and cl obetasol creamon the nonblistered areas.
The rash inproved, although her skin continued to peel, and the
pati ent was di scharged. Overall, the sloughing of skin was
relatively mld, with no major fluid or electrolyte abnormalities.

This case pronpted a review of the Canadi an Adverse Drug
Reaction (ADR) database. O the 290 cases retrieved of suspected
adverse reactions associated with the use of nifedipine from 1982



to 1996, 109 invol ved skin and appendages disorders, including 2
reports of EM

The first case of EMretrieved fromthe database invol ved
anot her 46-year-old woman taking nifedipine (60 ng/d) for 3 nonths
for severe hypertension. The onset of the reaction consisted of
dermatitis with vasculitis, and EM was di agnosed by bi opsy.

Ni f edi pi ne was stopped, and the patient recovered. The second case
involved a 42-year-old man with a history of chronic renal failure
and al cohol i c cardi onyopat hy who was taking nifedipine (30 ng/d)
for hypertension. Wen he presented for henodial ysis he had

papul ar, pruritic lesions with excoriation of the |ower
extremties. Treatment with hydroxyzine and bet anet hasone was not
successful. EM secondary to furosem de or nifedipine, was

di agnosed 1 week later. Treatment with Calam ne |otion was started,
and furosem de was stopped (nifedipine was continued). The pruritus
resol ved, and the patient was di scharged.

Al though the risk of EMw th nifedipine appears to be | ow
(fromApril 1979 to October 1994, 33 cases of EM worl dw de were
reported to the World Health Organi zation) the severity of the case
reported by Barker and col | eagues<l> has pronpted the CADRWP to
rem nd health care professionals that EMis a hypersensitivity
reaction that can range frombeing mld (EMmnor) to severe, and
sonetinmes fatal (EM maj or, Stevens—-Johnson syndrone).<2> One of the
nmost common causes of EMis drug therapy, and al nost any drug can
be i nplicated, <2> including nifedipine.<1>

This article is under the responsibility of: Pascal e Springuel,
BPharm Bureau of Drug Surveillance
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Congeni tal anonmalies and fl uconazol e

Fl uconazole (Diflucan™ has been avail able in Canada since
1990 as a system c antifungal agent for the treatnent of
oropharyngeal and esophageal candidi asis, other serious candi dal
i nfections and cryptococcal neningitis. In 1995 D flucan™ 150
becane avail able as a singl e-dose treatnent for vagi nal
candi di asi s.

The manufacturer has recently updated the product nonograph
for Diflucan™and D flucan™150 to refl ect new information
concerning the occurrence of nultiple congenital anomalies in
i nfants whose nothers were treated with hi gh-dose fluconazol e
t herapy during pregnancy.

In 1992, Lee and col | eagues<1> described an infant with



mul ti pl e congenital anomalies whose nother used fluconazol e during
pregnancy. The anonalies were felt to be consistent with a genetic
di sorder known as Antl ey-Bi xl er syndrone but were also noted to be
simlar to abnornmalities observed in aninmal studies with

fl uconazol e.

In 1996, Pursley and col | eagues<2> described two infants with
mul ti pl e congenital anomalies whose nothers took fluconazol e during
pregnancy. One was a sibling of the infant described by Lee and
col | eagues. <1>

In all three cases the wonen were receiving high doses of
fl uconazole (400 to 800 ng/d) for the treatnment of coccidioida
meningitis (an unapproved indication in Canada) for at |east the
first 4 nonths of their pregnancies. The simlarities of the
anomalies in all three cases to those observed in nouse and rat
enbryos exposed to fluconazol e suggest that the drug may cause
teratogenic effects in humans, including craniofacial, skeletal and
cardi ac anonal i es. <2>

There is sonme evidence to indicate that the teratogenic
effects may be dose dependent. This evidence includes the dose
dependence observed in animal studies described in the product
nmonogr aph and the report by Tiboni <3> and the observation that the
not her who had two infants with nmultiple congenital anomalies after
exposure to high-dose fluconazol e therapy during pregnancy had a
normal child during a period when she was nonconpliant with her
fl uconazol e therapy (as indicated by subtherapeutic | evels of the
drug in her serun).<2> In addition, a retrospective revi ew of
adverse events follow ng the introduction of fluconazole for
vagi nal candidiasis in the United Kingdom did not reveal any
unusual pattern of fetal abnormalities anong the wonen who received
a single dose of 150 ng during pregnancy.<4> However, this
observation was based on a relatively small nunber of patients
exposed to fluconazol e during pregnancy. Thus, even the use of |ow
dose fluconazol e therapy during pregnancy is not recomrended unl ess
the benefits outweigh the risk to the fetus.

To date, the CADRWMP has not received any reports of suspected
congenital anonmalies associated with the use of fluconazol e.

In summary, fluconazole is not recomended in pregnant wonen
unl ess the potential benefit outweighs the risk to the nother and
fetus. In addition, wonen of child-bearing age who are taking
fl uconazol e shoul d be counsell ed regarding the use of adequate
contraception because of the potential for birth defects.

This article is under the responsibility of: Claire-Marie Way,
PhD, Bureau of Drug Surveill ance
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Spont aneous reporting of suspected adverse drug reactions (ADRs) is
a critical ongoing source of drug-safety information. Thus, we
encourage health professionals to report any suspected ADRs to one
of the foll ow ng addresses:

British Col unbi a

BC Regi onal ADR Centre

c/o BC Drug and Poi son Information Centre
1081 Burrard St.

Vancouver BC V6Z 1Y6

fax: 604 631-5262; tel: 604 631-5625

Saskat chewan

Sask ADR Regional Centre

Di al Access Drug Information Service

Col | ege of Pharmacy and Nutrition

Uni versity of Saskat chewan

Saskat oon SK S7N 5C9

fax: 306 966-6377; tel: 306 966-6340 or 800 667-3425

Quebec

Quebec Regi onal ADR Centre

Centre d'information pharnaceuti que

Hopi tal du Sacré Coeur de Montréal

5400, boul . Gouin ouest

Montréal QC H4J 1C5

fax: 514 338-3670; tel: 514 338-2961 or 338-2161 (collect calls accepted)

Nova Scotia, New Brunsw ck, Newfoundl and and Prince Edward I sl and
Atl antic Regional ADR Centre

Queen Elizabeth Il Health Sciences Centre

New Hal i fax Infirmary Building

Level 200, Drug Information Centre

1796 Sumrer St.

Hal i fax NS B3H 3A7

fax: 902 496-8612; tel: 902 496-7171

Ot her provinces and the territories
Adverse Drug Reaction Reporting Unit
Conti nui ng Assessnent Division
Bureau of Drug Surveillance

Drugs Directorate

AL 4103B1

Otawa ON K1A 1B9

fax: 613 957-0335; tel: 613 957-0337



The Canadi an Adverse Drug Reaction Newsletter is prepared and
funded by the Drugs Programme, Health Canada, and is published
regularly in CVAJ.

Pl ease Note: A voluntary reporting systemthrives on intuition,

| ateral thinking and openm ndedness. For these reasons, nost
adverse drug reactions (ADRs) can be considered only to be

suspi cions, for which a proven causal association has not been
establ i shed. Because there is gross underreporting of ADRs and
because a definite causal association cannot be determ ned, this
i nformati on cannot be used to estimate the incidence of adverse
reactions.

ADRs are neverthel ess inval uable as a source of potential new and
undocunent ed si gnal s.



