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Recent news about drug risks:
application to Canadi ans

A recent neta-analysis by Canadi an investigators Lazarou and
associ at es<1> on the incidence of serious and fatal adverse drug
reactions (ADRs) anong hospital patients in the US has raised
public concern regardi ng the nunber of serious ADRs that occur,
particularly those resulting in death. This study has generated
media attention in close to 300 newspapers across North Anmerica as
well as television and radi o coverage. <2> Since 1965 Heal th Canada
has had an ADR nonitoring programthat continually nonitors the
adverse effects of drugs available in Canada in order to protect
the health and safety of Canadi ans. Unfortunately statistics of
the type summari zed in the nmeta-analysis are not coll ected by
Heal t h Canada and are therefore not avail able for direct
conpari son

When a new drug reaches the market Canadi ans expect it to be
both safe and effective. Health Canada' s Therapeutic Products
Programme (TPP) approves drugs for sale in Canada only after



manuf acturers have submtted evidence that their products are
safe, effective and of high quality. However, all drugs have
associ ated risks that may or may not result in adverse effects. In
the drug review process, reviewers nust evaluate the drug's
docunented risks as well as its clained therapeutic benefits to
ensure that, in addition to being an effective therapeutic
product, the benefits outweigh the risks. Although the review
process is conprehensive, it is estimated that over 51% of
approved drugs have serious side effects not detected before

mar ket i ng approval . <3> This may be because the studies conducted
did not last |Iong enough for the effects to becone manifest or
because patients likely to experience problens are not always
enrolled in the trials. In addition, in clinical trials often
fewer than 3000 patients are given a new drug, making it likely
that an ADR with an incidence of 1 in 10 000 will remain
undet ect ed. <4> Because of these inherent limtations of any
premarketing review, the Canadi an Adverse Drug Reaction Mnitoring
Progranme (CADRMP), within the TPP's Bureau of Drug Surveill ance,
monitors the adverse effects of drugs distributed in Canada to
ensure that they remain safe, effective and of high quality.

The CADRMP works in partnership with industry, nedical and
phar maceuti cal associations and other regulatory agencies to
collect and nonitor ADR information submtted by health
prof essi onal s, drug manufacturers and consuners. About 4200
spont aneous ADR reports from Canadi an sources are received
annual ly. The data collected are entered into a database and
nmonitored on a continual basis to ensure that:

e the benefits of drugs distributed in Canada continue to
out wei gh the ri sks;

e health professionals and the public are kept informed about
significant adverse effects of drugs marketed in Canada; and

* Jlabelling and drug product information are continually updated.

Scientists and health professionals recognize that, although
nmoni toring prograns such as the CADRMVP that rely on spontaneous
reporting are not guaranteed to detect all new ADRs, they help to
protect the public fromhealth risks associated with marketed
drugs. <5> The diligence of health professionals, industry and
consuners in reporting ADRs and the quality of the information
received are the cornerstones of an effective nonitoring program
When significant new or unexpected ADRs are detected different
actions may be taken to protect Canadi ans (see "Quality
information in spontaneous reports” in the July issue of the
newsl etter [CMAJ 1998; 159(1):80]).

The ongoi ng col | ecti on and eval uati on of ADRs by the CADRWMP
is one neans of providing health professionals and the Canadi an
public with tinely information to assist themin making inforned
choi ces about therapeutic products. Know edge about the risks
associ ated with drugs and how they are managed in Canada al | ows us
to place informati on about drug risks in the appropriate context.

Written by: Vicky Hogan, M Sc, and Chris Turner, MD, Bureau of Drug Surveillance.



Ref er ences

1. Lazarou J, Poneranz B, Corey P. Incidence of adverse drug reactions in
hospitalized patients. JAMA 1998; 279(15):1200-5.

2. Wsong P. Drugs doi ng danage. Med Post 1998; 34(16): 1, 41.

3. Moore T, Psaty B, Furberg C. Tine to act on drug safety. JAMA
1998; 279(19): 1571- 3.

4. General policy topics —adverse drug reaction nonitoring. WHO Drug Info
1997; 11(1): 1- 4.

5. Edwards |. Who cares about pharnmacovigilance? Eur J Cin Pharnmacol

1997; 53: 83-8.

New Ontari o Regional ADR Centre

The CADRMP is pleased to announce the establishnent of the Ontario
Regi onal Adverse Drug Reaction (ADR) Centre. As of Sept. 1, 1998,
health care professionals who reside in Ontario are encouraged to
report ADRs to this new centre. Practitioners nay al so request
informati on on ADRs and obtain reporting forns directly fromthe
centre.

Ontario Regional ADR Centre
LonDI S Drug Information Service
London Health Sciences Centre
339 W ndernere Rd.

London ON N6A 5A5

tel 519 663-8801 (Monday-Friday 8:30-4: 30)
fax 519 663-2968
adr @ hsc. on. ca

Di sconti nuati on reactions associated with SSRI s

Wt hdrawal reactions follow ng the discontinuation of tricyclic
anti depressants are well known, and general guidelines reconmend
reduci ng the dose gradually.<1> However, adverse reactions have
al so been identified with the discontinuation of selective
serotonin reuptake inhibitors (SSRIs). The risk of SSRI
di sconti nuati on syndrone appears to be higher with SSRIs that have
short half-lives (e.g., paroxetine, fluvoxam ne and sertraline)
and when treatnent lasts 2 nonths or nore.<2> A recent published
review of articles up to Cctober 1996 identified 47 case reports
of SSRI discontinuation reactions, 30 involving paroxetine.<3> In
addition, a review of the Wrld Health Organi zati on dat abase of
“di scontinuation-rel ated” case reports (“w thdrawal syndrone,”
“w t hdrawal headache” and “w t hdrawal convul sions”) associ ated
with fluoxetine, sertraline and paroxetine fromthe US, the United
Ki ngdom and Australia found that the reporting rate (nunber of
reports per mllion defined daily doses sold per year) was hi ghest
for paroxetine.<4>

Hal | mark features of discontinuation syndronme associated with



SSRI s have been described as foll ows: <2>

« Discontinuation synptons are not attributable to other causes.
For exanple, they usually begin 1 to 3 days after cessation of
SSRI therapy, whereas signs of depression rel apse do not appear
for 2 or 3 weeks.

» They energe after abrupt discontinuation, frequent
nonconpl i ance (forgotten doses, planned "drug holidays") and,
| ess often, dose reduction.

* In nost cases synptons are mld and self-limted (lasting on
average 7 to 14 days), but they can be distressing.

* They resolve when the original drug is restarted or another
drug is given that is pharmacologically simlar.

e They are mnimzed by gradually tapering the dose or by
swtching to a drug wwth an extended half-life (e.g.,
fl uoxetine).

A variety of synptons have been associated with SSRI
di scontinuation. Mst synptons reported in the literature have
been somatic or physical in nature and may be classified into 5
groups: disequilibrium(e.g., dizziness, vertigo, ataxia);
gastrointestinal synptons (e.g., nausea, vomting); influenza-I|ike
synptons (e.g., fatigue, |ethargy, nyalgia); sensory disturbance
(e.g., paresthesia, sensations of electric shock); and sleep
di sturbance (e.g., insomia, vivid dreans).<2> Psychol ogi cal
synptons may al so occur, the nost commonly reported being anxiety,
agitation, crying spells and irritability. Synptons are usually
not nedi cally dangerous but may be very distressing and have a
significant inpact on quality of life and productivity.<5>
Synptons that appear to be unique to SSRI discontinuation are
di sequi librium sensory disturbances (notably el ectric-shock
sensation) and possibly aggressive and i npul sive behavi our. <2>

The CADRMP has received 26 reports of discontinuation
synptons for the 4 SSRIs nmarketed in Canada. Patient
characteristics and features of the reactions are sumarized in
Table 1. In 1 report synptons appeared during a dose reduction
(from 20 ng daily of paroxetine to 20 ng alternating with 10 ng
daily), and in 3 reports (paroxetine 2, fluoxetine 1) synptons
appeared while the dose was being tapered. Three of the 26 cases
resulted in hospitalization or prolonged hospitalization.

A variety of discontinuation synptons were reported
(Table 2). O the 85 reactions, the nost conmon were dizzi ness
(12), nausea (7), paresthesia (5) and headache (4).

In 3 of the 5 reports of paresthesia, the reaction was
described as an el ectric-shock sensation. These 3 reports invol ved
2 men (ages 37 and 42) and 1 wonan (age 33) who had been taking
paroxetine for at |l east 3 nonths for depression. The daily dose
ranged from 20 to 40 ng. The woman had been taking paroxetine 20
mg/ d for about 2 years when she began to experience the electric-
shock sensation. The dose was increased to 40 ng/d, with
alleviation of synptons. Six nonths |ater, the paroxetine was
st opped. The foll ow ng day she noted an el ectric-shock sensation



again. Treatnment with fluoxetine was started the same nonth and
given for 2 nonths, after which she took St. John's Wrt. Synptons
inproved with the initiation of fluoxetine but persisted for about
5 nonths. In the other 2 cases “electric-shock” synptons began
about 3 days after stopping the paroxetine; synptons abated in
both patients when the paroxetine was restarted. The 42-year-old
man di scontinued the paroxetine abruptly several nore tinmes, with
a return of synptons, and eventually decided to take no

medi cation. Hi's synptons have persisted on no nedication 4 years
after the initial event.

Frost and Lal <6> reported 3 cases of electric-shock sensation
foll ow ng discontinuation of paroxetine (2 cases) and sertraline
(1 case); the sensation persisted for 3 weeks in 1 case
(paroxetine) and for 13 weeks in another (sertraline). Synptons
first appeared 1 to 2 days after the |last dose, and in 1 of the
patients taking paroxetine the synptons appeared despite gradual
tapering of the drug over 3 weeks.

Rosenbaum and Zaj ecka<5> suggested the foll ow ng strategies
to manage synptons associated with the discontinuation of SSRIs:

* Reassure the patient that synptons are usually mld and
transient. In nost cases they will resolve in 7 to 14 days.
 Gadually taper all SSRIs except fluoxetine. The final tapered
dose should be less than the initial mninmmtherapeutic dose.

e |If acute synptons appear during tapering or persevere despite
tapering, restart the original agent and slow the rate of
t aper.

 |If synptons are severe and the patient is unable to discontinue
the SSRI despite tapering, consider switching to fluoxetine
(1 ong-acting).

Di scontinuation synptonms may appear when SSRI therapy is
stopped or the dose is reduced. Patients should be counselled to
avoi d abrupt discontinuation of SSRI therapy and to avoid taking
“drug holidays.” Tapering the dose before discontinuation is
recomended, but patients should be advised that synptons may
still appear.

Written by: Lynn Macdonald, BSP, Bureau of Drug Surveillance.
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Table 1: Characteristics of patients and features of reactions to discontinuation of SSRIs reported to
the CADRMP as of June 30, 1998

Characteristic Paroxetine Sertraline Fluoxetine Fluvoxamine
No. of patients* 17 4 3 2
Mean patient age

(and range), yr 35 (23-43) 40 (35-49) 36 (36) 30.5 (22-37)
Female:male ratio 15:2 3:07 3.0 1:1
Duration of SSRI therapy,

mo 3to>48 2 to 24-36 5t0 12 61013
Mean duration (and range)

from discontinuation 3(1-14) 4 (1-14) 23 (21-26) 1

to onset of symptoms, d n=14 n=4 n=2 n=1
No. of patients in whom

drug was restarted / 10/6 4/3 0 11
symptoms abated (4 unknown) (1 partial relief)

Note: SSRI = selective serotonin reuptake inhibitor, CADRMP = Canadian Adverse Drug Reaction
Monitoring Programme.

*These data cannot be used to determine the incidence of ADRs because neither the prescribing rates
nor the amount of time the drug was on the market have been taken into consideration.

tSex unknown in 1 case.



Table 2: Symptoms reported with discontinuation of SSRIs

SSRI; no. (and %) of reactions

Symptom Paroxetine Sertraline Fluoxetine  Fluvoxamine Total

Disequilibrium* 14 (29) 2 (11) 2 (22) - 18 (21)
Gastrointestinal disturbancet 6 (12) 4 (22) - 2 (22) 12 (14)
Influenza-like symptomz 2 4 2 (11) 1 (11) 2 (22) 7 (8
Sensory disturbance§ 5 (10) - - - 5 (6)
Sleep disorderq 1 (2 1 (6) - - 2 (2
Psychiatric disturbance** 10 (20) 7 (39 2 (22) 2 (22) 21 (25)
Other 11 (23) 2 (11) 4 (45) 3 (33 20 (24)
Total 49 (100) 18 (100) 9 (100) 9 (100) 85 (100)

*Ataxia, dizziness, abnormal gait, vertigo.

tAbdominal pain, diarrhea, dyspepsia, nausea, vomiting.

FAsthenia, chills, fatigue, fever, lethargy, myalgia, malaise.

§Paresthesia.

finsomnia.

**Aggressive reaction, agitation, anxiety, impaired concentration, confusion, aggravated depression,
depersonalization, hallucination, manic reaction, paranoid reaction, somnolence, suicidal tendency.

COVMUNI QUE

The purpose of this section isto increase awareness of recently reported ADRs. The following cases have been selected
on the basis of their seriousness, or the fact that the reactions do not appear in the product monograph. They are intended
to prompt reporting.

Amant adi ne and warfarin: increased |NR

I ncreased INR (international normalized ratio) val ues were
reported after the start of amantadine therapy in patients
receiving warfarin.

Pant oprazol e (Pantoloc™: “heart attack”
Epi sodes of chest pain and “heart attack” were reported during
pant opr azol e t her apy.

| f you have observed conparabl e cases or any other serious
events, please report themto the Adverse Drug Reaction Reporting
Unit, Continuing Assessnent Division, Bureau of Drug
Surveillance, AL 4103B1, Otawa ON K1A 1B9, fax 613 957-0335; or
to a participating regional centre.



British Columbia

BC Regional ADR Centre

c/o BC Drug and Poison
Information Centre

1081 Burrard St.

Vancouver BC V6Z 1Y6

tel 604 631-5625

fax 604 631-5262

adr@dpic.bc.ca

Saskatchewan
Sask ADR Regional Centre
Dial Access Drug Information
Service
College of Pharmacy and Nutrition
University of Saskatchewan
110 Science Place
Saskatoon SK S7N 5C9
tel 306 966-6340 or
800 667-3425
fax 306 966-6377

Ontario

Ontario Regional ADR Centre
LonDIS Drug Information Centre
London Health Sciences Centre
339 Windermere Rd.

London ON N6A 5A5

tel 519 663-8801

fax 519 663-2968
adr@lhsc.on.ca

Québec
Quebec Regional ADR Centre
Drug Information Centre
Hopital du Sacré Coeur de
Montréal
5400, boul. Gouin ouest
Montréal QC H4J 1C5
tel 514 338-2961 or
888 265-7692
fax 514 338-3670
cip.hscm@sympatico.ca

New Brunswick, Nova Scotia,
Prince Edward Island and
Newfoundland

Atlantic Regional ADR Centre

Queen Elizabeth Il Health
Sciences Centre

Drug Information Centre

Rm. 2421, 1796 Summer St.

Halifax NS B3H 3A7

tel 902 473-7171

fax 902 473-8612

rxklsl@qe2-hsc.ns.ca

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.

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

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.




