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Updat e on cal ci um channel bl ockers

The Therapeutic Products Directorate recently undertook a
conprehensi ve review of the safety of cal cium channel bl ockers
(CCBs), wth advice obtained froman i ndependent Ad Hoc Expert
Advi sory Commttee (EAC) convened especially to assist in this
revi ew.

As a result of this review, a "Dear Doctor Letter" was issued
on June 25, 1997, which reenphasi zed the approved uses of CCBs in
Canada. It affirnmed that i mredi ate-rel ease nifedi pine capsules are
not indicated in the managenent of essential hypertension and that
CCB preparations, when approved for the treatnent of hypertension
in Canada, are limted to second-line therapy after diuretics
and/ or $-bl ockers, for which beneficial clinical outcone data
exist. CCBs are not indicated for the treatnent of congestive



heart failure or unstable angina, or imediately follow ng
myocardi al infarction.

Use of i medi ate-rel ease nifedipine capsules is not
recommended for the acute reduction of bl ood pressure. \Wen used
inthis way, the tinme course and magni tude of bl ood pressure
response i s unpredictable. Serious adverse events, including
myocardi al infarction, stroke and death, have occurred in this
setting. <1>

Furthernore, attention should be drawn to the route of
bi otransformati on of CCB preparations, nanely by the cytochrone-P-
450 system This is particularly relevant for dihydropyridine
CCBs, such as nifedipine, nicardipine and fel odi pi ne, which are
nmet abol i zed primarily by the CYP 3A4 isoenzyne and which may
therefore interact significantly with other conpounds that are
nmet abol i zed by this sanme enzyne or that affect its activity. In
general, the potential clinical significance of drug interaction
wi th these di hydropyridines varies inversely with their absolute
bi oavail ability. For details, please consult relevant product
nonogr aphs.

Grapefruit juice, in quantities equivalent to a norma
breakfast glassful, effectively inhibits the isoenzyme CYP 3A4 up
to at least 24 hours after ingestion. Therefore, it is prudent to
avoi d the ingestion of grapefruit juice or grapefruit when a
di hydropyridine is being taken.<2>

The Ad Hoc EAC al so recomended that thorough nonitoring and
data eval uati on be conducted for bl eeding episodes in all ongoing
and future clinical trials in patients treated with CCBs, because
prelimnary evidence exists that indicates a possible association.
In order to allow us to evaluate this potential adverse drug
reaction nore fully, we welconme and encourage you to provide us
wWith reports of any suspected drug reactions with CCBs, including
t hose associated wth bl eedi ng.
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Severe iatrogenic hepatitis associated with azithronycin

The Canadi an Adverse Drug Reaction Mnitoring Program ( CADRVP)
reviewed 2 reports of severe iatrogenic hepatitis in patients on
azithromycin. Both patients received 500 ng as a single dose on
the first day foll owed by 250 ng once daily for 4 subsequent days.
The first patient, a 45-year-old man, was di agnosed with
severe iatrogenic toxic hepatitis. The patient had been given
azithromycin for an epi sode of acute bronchitis; he had not been



t aki ng any concom tant drugs. No other nedical problens were
reported. Wthin 7 weeks after begi nning the course of

azi thronycin, mal ai se, anorexia, fatigue, nyal gia and nausea had
devel oped, followed by fever and jaundice. On adm ssion to
hospital, he was icteric. The results of antinuclear antibody test
and the serology tests for hepatitis AL B and C were negative. H's
liver enzynme levels were elevated as follows: ALT 1091 UL (nornma
range 0-35), AST 1750 UL (normal range 0-35) and al kali ne
phosphat ase 232 UL (normal range 30-120). His bilirubin I evel was
565 unol /L (normal range 2-18). Liver biopsy was consistent with a
massi ve necrosis (nostly centrolobular), infiltrated and enl arged
portal tracts w th nunmerous eosinophils and nononucl ear el enents.
He subsequently underwent a liver transplantation 78 days after
conpleting his treatment with azithronmycin and was recovering at
the tinme of reporting.

The second patient, an 85-year-old nan with a history of 3
myocardi al infarctions in the last 5 years, atrial fibrillation,
ul cers, urinary problens and asthma, was treated for bronchitis
with azithromycin. Wthin 6 weeks after begi nning azithronycin he
becane ill and was hospitalized because of acute hepatitis. He was
on 12 concomtant drugs including acetylsalicylic acid, enalapril,
furosem de, glyburide, |ovastatin, onmeprazole and terazosin. Sonme
of these drugs have the potential to cause liver injury. Liver
bi opsy showed hepat ocel | ul ar danage conpatible with a drug
reaction, and his bilirubin |l evel was greater than 300 wnol /L.
When he started his treatnment with azithronycin, 52 days before
his death, there was no indication of |iver dysfunction.

Results fromcontrolled clinical trials reveal that the
overall incidence of adverse events associated with azithromycin
is about 12% <1> The current product nonograph indicates that
i ncreased |liver enzyne values are potential side effects in
patients receiving azithromycin. Rare but potentially serious side
effects, including cholestatic jaundice, have occurred. The
monogr aph al so states that drug-induced hepatitis and hepatic
necrosi s "have been reported in patients under conditions (e.g.,
open trials, marketing experience) where a causal relationship is
uncertain or in patients treated with significantly higher than
t he recommended doses for prol onged periods.”

The first case rem nds health professionals that azithronycin
t herapy has the potential to be associated with centrol obul ar
necrosis in patients with no history of liver disease. These 2
cases al so enphasi ze the need for awareness of serious hepatotoxic
effects and to ensure that the prescribing of azithromycin should
be undertaken with caution in patients with significant hepatic
di sease.
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Satisfaction with the Canadi an ADR Newsl etter —survey results

A questionnaire (English and French) was included in the Cctober
1996 i ssue of the Canadi an Adverse Drug Reaction Newsletter, with
a viewto evaluating the newsletter's useful ness and obtai ni ng
suggestions for inprovenent. The distribution occurred over a
period of approximately 5 to 6 nonths because of the mailing
schedul es of the various pharmaci st |icensing authorities.

The survey contai ned questions on the content of the
newsl etter, relevance to practice, satisfaction wth the type of
information, satisfaction with the mailing schedul e and neans of
distribution, as well as denographic data. Questions were either
of the Yes/No type or based on a 4-point Likert scale anchored
with [ evels of interest between None and H gh. There al so were
opportunities to nake comments.

Anal ysi s

Dat a capture was done using the software Epi Info (Centers for

Di sease Control and Prevention, Atlanta), and statistical analyses
were done using SAS software (SAS Institute, Cary, NC . For ease
of interpretation the 4-point Likert scale was divided into 2
categories (H gh and Mbderate v. Low, None and O her).

Resul ts

A total of 410 conpleted questionnaires were returned by Apri

1997. There were responses from 325 pharmaci sts, 66 physicians, 1
dentist, 5 nurses and 13 nonspecified respondents. One hundred and
ei ght respondents practised in an institution, and 221 practised
in the conmunity.

Over 90% of the respondents considered the newsletter
relevant to their practice, its distribution satisfactory and its
| engt h adequate (99.8% 93.9% and 90. 0% respectively). About 70%
did not want a change in the quarterly distribution. O the 108
who di d suggest a change, 96% were pharnmaci sts. About 46%
suggested a nonthly newsletter, and about 42% every second nonth.

When asked about interest in content, nore than 90% i ndi cat ed
the following ADR topics: for new drugs (less than 5 years on the
mar ket), for older drugs, for individual drugs, and for a class of
drugs. For these topics, the proportion of respondents did not
differ much between the 3 main groups (pharnacists, physicians and
ot hers) except for ADRs for a class of drugs, which was chosen by
5% nore pharnmaci sts than physicians. The highest rate of interest
was for ADRs for new drugs (98.1%.

Sonme topics received md-level interest scores (overall 70%
to 89% . These were: articles on specific reactions, ADR profiles,
list of Drugs of Current Interest, changes in labelling of ADRs in
product nonographs, specific topics (e.g., switch to over-the-
counter status), and an annual index. Wen conpared with the



previous topics (of interest to 90% or nore of the respondents)
the difference in proportions between the groups was larger, with
nor e pharmaci sts than physicians indicating interest. The | argest
difference (75.1%v. 54.6% was found for an annual index.

The | east popul ar topics (chosen by |less than 70% overall)
were for: information on international safety issues, insertion of
an ADR reporting formin the newsletter and editorials on the
CADRMP

Di scussi on

Results must be interpreted with caution because of the snal
nunber of respondents. The survey was included in an issue of the
newsl etter, and there was no individual followup, but only a
brief remnder in the Jan. 1, 1997, issue.

The response rate may have been affected by the neans of
di stribution. Because the newsletter is sent as an insert in a
professional journal, or is included in information nmailed out by
the provincial licensing body or professional associations of
phar maci sts, the notivation to respond to the questionnaire may be
less than if the questionnaire had been nmail ed separately.
Nevert hel ess, the results provide val uable infornmation. Mst of
t he respondents were pharmaci sts. Accordingly, interpretation of
this data is swayed by this particular group. It may al so nean
t hat pharnmaci sts have nore interest in receiving information on
ADRs than other health care professionals.

Approxi mately one-quarter of the respondents provided witten
coments. Several conplinents on the articles were nmade; the
newsl etter was described as a useful tool that provided inportant,
relevant informati on on ADRs. There were suggestions for an index,
nmore tinmely distribution and direct mailing.

I n conclusion, the survey results showed that the main
interest is in ADRs for new drugs. Quarterly distributionis
satisfactory, although neans of distribution could be inproved.

The results will be used with other information being
collected, to plan and inplenent further changes.

Prepared by Carol e Bouchard, BPharm Frances Laffey, Msc, and Wkke Wal op, PhD. The
contribution by Patricia Leblanc is greatly appreciated.

Comruni qué

The purpose of this new section is to increase awareness of
recently reported ADRs. The foll ow 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 intended to pronpt
reporting.



Pr ot ease i nhibitors

The Therapeutic Products Programme (TPP) is aware of approxi mately
152 cases worl dwi de of new or exacerbated diabetes nellitus and
hyperglycema in H V-infected patients receiving protease

i nhibitors. The Canadi an reports received include 6 for Crixivan®
(indinavir sulfate) and 2 for Invirase™ (saquinavir nesylate).
Three patients recovered from hyperglycema, 1 started insulin

t her apy, but hyperglycem a persisted, 1 died fromsepsis, and 3
cases were of unknown outcone. In 4 of these 8 cases, the patients
were known to have di abetes. However, there is no concl usive
evidence to establish a causal relationship between protease

i nhi bitor therapy and these events. Health Canada w || be
monitoring the situation closely as further information becones
avai l able. An information sheet has been issued by the TPP in this
regard. <1>

Vi gabatrin (Sabril ®)

A nunber of reports of ophthal nol ogi cal abnormalities including
visual field constriction, bilateral optic disc pallor, subtle
peri pheral retinal atrophy and optic atrophy associated with the
use of vigabatrin have been collected fromvarious countries by
Hoechst Marion Roussel in the course of international
post mar ket i ng surveillance. <2>

Terconazol e (Terazol ™ 3 vagi nal ovul es/ cream

A 25-year-old woman gradual | y devel oped erythema mul tiforne
covering 90% of her body surface a few days after intravagi na

adm ni stration of terconazol e ovul es and suspected topical

adm ni stration of terconazole vaginal cream The situation
progressed to Stevens—Johnson syndrone and toxic epidermal
necrolysis within 24 hours. Sepsis devel oped, and the patient died
fromsevere conplications follow ng acute renal failure and
subsequent cardiac arrest. Concom tant nedication use included the
contraceptive Otho® 1/35. The patient had used a Lactobacill us
herbal preparation 4 to 5 days before using the terconazol e.

Fen—phen (a conbi nati on of fenfluram ne and phenterm ne)

The TPP has been infornmed that 33 cases of cardiac val vul opat hy
have been reported to the US Food and Drug Adm nistration
foll ow ng the use of fen—phen. In Canada, 1 case or possibly 2
cases of adverse cardiac events were reported to the CADRM

Al t hough the drugs (Ponderal ® and Pondi m n® [fenfl uram nej,
Fasti n® and | onam n® [ phenterm ne] as well as Tenuate®

[ di et hyl propi on]) have been approved for use as individual agents
for short-termuse (no |onger than 3 nonths) in the managenent of
obesity, their concomtant use has not been approved either in



Canada or in the US. However, it is known that physicians may
prescribe these products in conbination. There is no definitive
causal relationship that has yet been confirned between val vul ar
heart di sease and the conbi ned use of these products; however, the
trend is considered to be serious enough to warrant early
intervention. Accordingly, the TPP has issued an information
sheet <3, 4> advi si ng physi ci ans agai nst prescribing any conbi nation
of anti-obesity drugs until further information becones avail abl e.

*New devel opnents have arisen since submtting the Newsletter for
printing. Please refer to Health Canada's Warning letter dated
Septenber 15, 1997, Warning not to use products containing
fenfluram ne (Ponderal, Pondi mn) or dexfenfluram ne (Redux), for
updat ed i nformati on.

Public Inquiries: (613) 957-2991

Heparin

A cluster of reports of retroperitoneal bleeding associated with
the use of heparin products has been received. Henorrhage is the
mai n adverse effect of heparin therapy. This risk may be increased
in certain patients, such as the elderly and those taking

medi cation affecting the clotting cascade. The package insert
shoul d be consulted for instructions regardi ng proper use of
heparin, including nonitoring of coagul ati on paraneters and the
adj ust nrent of dosages as required. Different assay nethods exi st
for nmeasuring and expressing the potency of heparin products. The
2 major units are USP Units and International Units. However, they
are not equival ent<5> and thus cannot be used interchangeably at
equi val ent doses.

Par oxeti ne (Paxil ®)

A 13-nmonth-old boy with prenatal exposure to paroxetine exhibited
del ayed gl obal devel opnent. No ot her drugs had been taken by the
not her; as well, no other obvious causative factors were
i dentifi ed.

A fermal e infant born at 35 weeks' gestation had
intraventricul ar and subarachnoi d bl eedi ng. The nother had been
t aki ng paroxetine fromthe 16th week of pregnancy until delivery.
The baby recovered fromthe bl eeding, but according to the
physi ci an per manent neurol ogi cal damage may occur.

A 29-year-old woman, whil e taking paroxetine, experienced a
m scarriage during the first trinmester of pregnancy (at 8 weeks).
No ot her drugs were taken concomtantly.
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| f you have observed simlar cases, please report to the ADR
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. (Check the CPS din-Info section
on ADR reporting for conplete addresses and to obtain a copy of
the reporting form)

This newsl etter can be found on |line, under Publications, at the
fol |l ow ng new address:

www. hc-sc. gc. cal/ hpb-dgps/t her apeut
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