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Quality information in spontaneous reports

One inportant function of pharmacovigilance or drug safety
monitoring is to provide early warning signals of previously
unknown adverse effects of nedicines.<1> The Wrld Health
Organi zation (WHO defines a signal as “reported information on a
possi bl e causal relationship between an adverse event and a drug,
the rel ati onshi p bei ng unknown or inconpletely docunented
previ ously.”<2>

Spont aneous reporting systens play a ngjor role in the
detection of new adverse drug reactions (ADRs). In fact, in nost
instances it is the only early signalling nethod avail able for
new y marketed drugs and infrequently used drugs.<3> Usually nore
than a single report is required to generate a signal, depending
on the seriousness of the event and the quality of the
i nformati on. <2>

To ensure quality information for the assessnent of
i ndi vi dual ADRs, case reports should contain certain basic



2

information. To strengthen the ability to detect signals, specific
criteria have been proposed<4> including the suggestion that ADR
reports should contain the follow ng essential itens:

Source of case (e.g., reporting physician, Treatment dates
pharmacist) Reaction onset date

Case identification (patient's initials, All concomitant drugs, with doses
chart number) and dates

Sex of patient Indication for treatment

Age of patient Underlying diagnosis

Description of reaction Outcome

Name of drug, with brand name
whengver possible

Addi tional information valuable in the assessnment of the
report includes: relevant nedical history; response to dechall enge
(stopping the drug); and response to rechallenge (restarting the
drug) .

Al'l of these elenents are found on Health Canada's ADR
reporting form (available in the Conpendi um of Pharnmaceutical s and
Speci alties).

When a potential signal is detected, various actions may
occur. This may involve a search for simlar cases in other
dat abases such as the WHO dat abase. The WHO Programme on
I nternational Drug Monitoring, in which Canada is a participating
country, pools reports fromover 50 countries in one database.
Thi s pooling of data enhances the ability to conpare and identify
trends in ADR profiles, and to identify rare, serious, unexpected
reactions as early as possible. O her actions may include further
nmoni toring, postmarketing studies, |abelling changes, “Dear Health
Professional” letters, dissemnation of information through this
newsl etter or in nmedical journals, nmedia alerts or, inrare
situations, wthdrawal of the drug fromthe market.

Signals are essentially suspicions. Assessnent of al
avail able data is required to i nprove rational decision-making in
phar macovi gi | ance. Therefore, a good quality case report is
i nportant for the ongoing surveillance of drug safety.

Thisarticleisunder thedirection of: Amal Hélal, BSc Phm, Bureau of Drug Surveillance.
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Donepezil: suspected adverse reactions

Donepezil (Aricept®, a reversible cholinesterase inhibitor

i ndicated for the synptomatic treatnment of mld to noderate
denentia of the Alzheinmer's type, received its approval for

mar keting in August 1997. As of April 1998 the Canadi an Adverse
Drug Reaction Monitoring Program (CADRW) has received 43 Canadi an
reports associated with the use of donepezil, conprising 106
suspected reactions (67 expected and 39 not expected). Thirty-six
reports were classified as serious and 7 as non-serious; 10 of the
serious reports and 1 non-serious report did not nention
concomtant drug use or nedical conditions other than Al zheiner's
di sease. The 43 cases involved 25 wonen, 15 nen and 3 peopl e of
unknown sex. The nean age was 74.5 (range 51 to 90) years.

Three of the patients died. One patient experienced a massive
cerebrovascul ar accident 2 weeks after starting donepezil. In the
second case, donepezil was stopped after one dose when the patient
experienced extreme weakness and somol ence; 2 days l|ater the
patient died of unknown causes. In the third case, the patient
experienced syncope whil e taking donepezil; the patient died of
unknown causes within 2 nonths after donepezil was stopped. None
of the 3 reports nentioned any history of other serious nedical
conditions, and 2 did not report use of concom tant drugs. The
reports of reactions included the foll ow ng: cardiovascul ar:
arrhythma (1), cerebrovascul ar disorder (5), cardiac fibrillation
(1), heart block (1), nyocardial infarction (1), edema (1),
tachycardia (1) and thronmbophlebitis (1); gastrointestinal:
abdom nal pain (1), henorrhage (3), nausea (3) and vomting (4);
neurol ogi c: convul sions (4), dizziness (1), dyskinesia (1),
abnormal gait (1), headache (1), stupor (1) and trenmor (1);
psychi atric: aggressive reaction (1), anorexia (1), anxiety (2),
confusion (2), delirium (1), delusion (1), manic reaction (1),
schi zophrenic reaction (1) and sleep disorder (4); respiratory:
abnormal chest x-ray (1), cough (1), dyspnea (1), pneunonia (1),
pul nonary congestion (2) and respiratory insufficiency (1); other:
31 reactions.

Donepezil is netabolized by the cytochrone P450 enzynmes (CYP)
2D6 and 3A4. Currently only limted data are avail abl e regardi ng
the effect of drugs or food on the drug' s netabolism <1>
Theoretically, however, drugs that inhibit these 2 enzynes may
i ncrease the plasma | evel of donepezil. Eight reports described
reacti ons associated with donepezil in which concomtant drugs
were taken that inhibit CYP 2D6 or 3A4, including diltiazem
fl uoxeti ne, paroxetine and sertraline. Myst of the reported
reactions are noted in the product nonograph, and none is
i ndi cative of excessive plasma | evels of donepezil.

Sone of the 106 suspected adverse reactions may be associ at ed
with chronic illnesses coomon in elderly people, and certain
reactions (e.g., seizures and confusion) may be manifestations of
Al zheimer’s disease itself. In addition, the gastrointestina



reactions such as anorexia, nausea and vomting are expected
because of donepezil's cholinom netic effects. However, data are
l[imted on the use of donepezil in patients with renal or hepatic
i mpai rment and on its concomtant use with drugs that interact
with CYP 2D6 and 3A4. Therefore, these patients should be
nmonitored closely for adverse events. All adverse reactions should
be reported because data collected through ongoi ng

phar macovi gi | ance i nproves our know edge of donepezil's safety
profile.

Thisarticleisunder the direction of: Pascale Springuel, BPharm, Bureau of Drug Surveillance.
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A anzapi ne: hemat ol ogi cal reactions

A anzapi ne (Zyprexa® is a new antipsychotic drug indicated for
t he acute and mai ntenance treatnent of schizophrenia and rel ated
psychotic disorders. It is structurally simlar to clozapine, <1>
an anti psychotic drug approved for the managenent of
treatment-resi stant schi zophreni a. O anzapi ne has been found to
i nprove both the positive (hallucinations, delusions, hostility)
and negative (blunted affect, enotional and social w thdrawal)
synptonms of schi zophrenia and has a | ower propensity for causing
extrapyram dal synptons than does hal operi dol . <2, 3>

Wth clozapine, a major limtation of its use is the high
i nci dence of agranul ocytosis. This reaction has been reported to
occur in about 1% of treated patients per year and has
necessitated regul ar bl ood nonitoring.<4> It has been postul ated
that a reactive netabolite is responsible for clozapine-induced
agr anul ocyt osi s. <5> Al t hough ol anzapi ne has a simlar structure
that should oxidize to a reactive internedi ate, no cases of
agranul ocytosi s and no evidence of henotoxicity were seen during
the premarket clinical trials, which included approxinmately 2500
patients treated with ol anzapi ne. <3, 4>

d anzapi ne recei ved approval to be marketed in Canada in July
1996. As of April 1998 the CADRMWP had received 6 reports of
decreased hemat ol ogi cal val ues associated with the use of
ol anzapi ne.

In the first case a 35-year-old nman experienced a decreased
granul ocyte count with normal total white blood cell count (WBC)
1 1/2 nonths after starting ol anzapi ne therapy. The physician al so
suspected a viral infection as a potential causative factor. Over
1 year earlier he had had a decreased WBC count during cl ozapi ne
therapy. In the second case, a 75-year-old woman had a significant
decrease in WBC count 3 days after starting ol anzapi ne; the count
returned to normal 1 day after ol anzapi ne was stopped. Confoundi ng



factors in this case included the use of concom tant drugs
reported to rarely cause agranul ocytosis and a history of breast
cancer and |ynphoma. The third case involved a 46-year-old man in
whom pancyt openi a devel oped. The report indicated that the
reaction was due to a nedi cal probl em of negal obl astic anem a
secondary to vitamn B, and fol ate deficiency and not to the

ol anzapi ne. O anzapine therapy was restarted in this patient, with
no subsequent probl ens.

The remai ning 3 cases involved nen aged 34 to 66 years who
had had a decreased WBC count w th decreased granul ocyte count (2
cases) or neutrophil count (1 case) during clozapine treatnent.

Al t hough their hematol ogi cal values were still |ow, each patient
was switched to ol anzapi ne.

In 2 cases ol anzapine was started |less than 1 week after
stoppi ng the cl ozapi ne. The ol anzapi ne was stopped within 3 days
because the WBC count continued to decrease. Two nonths |ater the
WBC and granul ocyte counts returned to normal. This recovery tine
contrasts with data fromone study in which the nean tinme to
recovery from cl ozapi ne-i nduced agranul ocytosis (nho exposure to
ol anzapi ne) was 3 days.<6> No confoundi ng nedi cal conditions were
reported in these 2 cases.

In the third case the patient was switched to ol anzapi ne
within 3 weeks after receiving clozapine; he died after 2 weeks of
ol anzapi ne therapy. H s WBC and neutrophil counts had increased
after switching to the ol anzapine. Three days before death the
ol anzapi ne dosage had been increased to 20 ng, and the day before
deat h fever devel oped. Concom tant nedi cations incl uded
nmet hot ri meprazine (300 ng/d), and the addition of |ithium
(600 ng/d), lorazepam (2 ng/d) and chloral hydrate (2 g/d) the day
before he died. The cause of death was reported as unknown.

Pre- and postmarketing experience has shown that ol anzapi ne
does not appear to be associated wth a high incidence of
agranul ocytosis. However, certain authors have raised the
possibility that, when acute granul ocyte depression already
exists, early institution of ol anzapi ne nay del ay recovery. <6>
However, this evidence is currently based on |imted experience at
one clinical site.

Thisarticleisunder thedirection of: Claire-Marie Wray, PhD and Ann Sztuke-Fournier, BPharm, Bureau of
Drug Surveillance.
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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
sel ected on the basis of their seriousness, or the fact that the
reactions do not appear in the product nonograph. They are

i ntended to pronpt reporting.

Val proi ¢ acid (Depakene®

Three cases of pancreatitis occurring wwth the adm nistration of
val proic acid for the treatnment of seizures were recently reported
to the CADRWP. They involved 2 children (3-year-old boy and 14-
year-old girl) and 1 patient of unknown age and sex. The adverse
event was di agnosed 18 nonths after starting therapy in 1 patient
and 9 nonths after in another patient, who was al so taking

sucral fate, cisapride, oneprazole and chloral hydrate. Al 3
patients were admtted to hospital. At the tinme of reporting,

1 patient had not yet recovered;the outconmes of the other 2 were
not provi ded.

Cef acl or (Cecl or®

Noteworthy is the reported and published case of a 12-year-old
girl in whom hypersensitivity nyocarditis devel oped due to an
allergic reaction to cefaclor given to treat otitis nedia

(‘J Pediatr’® 1998; 132:172-3). The patient was admitted to hospital
with acute renal failure and a rash conpatible with erythema
multiforme 1 week after starting the antim crobial therapy.
Subsequent|ly, she showed signs of |ow cardiac output. The report
states that the patient had clinical and histol ogic features of
hypersensitivity nmyocarditis. The child' s condition dramatically
i nmproved within 48 hours after stopping the drug and starting
corticosteroids and i mmunogl obul i ns.

Lat anoprost (Xal atan™

Lat anoprost, a new prostaglandin, is indicated for the reduction
of intraocular pressure in the treatnment of glaucoma. Two reports
of serious suspected cardiovascul ar reactions were received in
1997. One case involved a woman who experienced a racing heart and
pal pitati ons. She was not taking any concom tant drugs and had no



hi story of drug allergy. The second involved a 71-year-old man
with a history of nyocardial infarction and of “nuch greater than
normal drug sensitivity.” Wthin 20 mnutes after instilling 1
drop of latanoprost diluted with distilled water to one-fifth its
strength, he experienced headache and, 12 hours |l ater, chest pain
and bronchial constriction lasting for 10 hours. MId chest

di sconfort then occurred for 24 hours. After the synptons subsi ded
| at anoprost was resuned at one-twenty-fifth its strength, with no
side effects.

Protease inhibitors —fat distribution

Four reports were received in 1998 describing reactions invol ving
fat distribution associated with the use of protease inhibitors in
the treatment of H V infection: breast enlargenent and abdom nal
distention (2), buffalo hunp (1) and “Crix” belly (weight gain
centred around the waist) (1). Three cases invol ved indinavir, and
one invol ved saquinavir. The patients (2 wonen, 1 man, 1 sex
unknown) ranged in age from38 to 45 years. The tinme to onset of
the reaction ranged from7 to 10 nonths. Commobn conconit ant

medi cations for all 4 patients included stavudi ne (d4T) and

[ am vudi ne (3TC).

Thissection isunder the direction of: Amal Hélal, BSc Phm, in collaboration with Carol LangloisBA, BPharm,
Pascale Springuel, BPharm, and Claire-Marie Wray, PhD, Bureau of Drug Surveillance.

If you have observed comparable cases or any
other serious events, please report them to the
Adverse Drug Reaction Reporting Unit, Continuing
Assessment Division, Bureau of  Drug
Surveillance, AL 4103B1, Ottawa ON K1A 1B9, fax
613 957-0335; or to a participating regional centre.

Newsletter Editors: Ann Sztuke-Fournier, BPharm, and Claire-Marie Wray, PhD, Bureau of Drug Surveillance.

We thank the Chair of the Expert Advisory Committee on Pharmacovigilance, and the staff of the Adverse Drug
Reaction Regional Centres and the Therapeutic Products Programme for their valuable comments.

This newsletter can be found on line, under Publications, at
www.hc-sc.gc.ca/hpb-dgps/therapeut




a.
Canad C The Canadian Adverse Drug Reaction Monitoring Newsletter is prepared and funded by the
Therapeutic Products Programme, Health Canada and published in the CMAJ regularly.

Please Note: A voluntary reporting system thrives on intuition, lateral thinking and openmindedness. For these
reasons, most adverse drug reactions (ADRs) can be considered only to be suspicions, for which a proven
causal association has not been established. Because there is gross undereporting of ADRs and because a
definite causal association cannot be determined, this information cannot be used to estimate the incidence of
adverse reactions.

ADRs are nevertheless invaluable as a source of potential new and undocumented signals.




