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• What has changed in the past year?
Each year we review therapeutic issues covered in
the past and identify new clinical trials that reinforce
or change our recommendations. Our last Review
and Update, Letter 9, was in September 1995. In
this issue we review thirteen recent clinical
trials that pertain to nine previous Letters.

• H. pylori and Gastro-esophageal
Reflux. Letter 2, 3 & 13: Nov. & Dec.’94,
Mar/Apr ‘96
Many antibiotic regimens have been tested for the
eradication of H. pylori. Thus far none have
achieved superior eradication rates to our original
recommendation, the one week course of triple
therapy (Fig. A). Other one week regimens which
have achieved >90% eradication rates are also
shown (Fig. B ).

The new proton pump inhibitor lansoprazole has
been shown in a randomised controlled trial (RCT) to
be similarly effective in doses of 15 mg or
30 mg daily for the maintenance treatment
of reflux esophagitis.1
The potential risks of long-term proton pump inhibitor
therapy was demonstrated in a cohort study2 com-
paring patients with reflux esophagitis treated with
fundoplication (a surgical technique to prevent
reflux) or chronic omeprazole, 20-40 mg daily.
Patients were followed for an average of 5 years;
severity of histologic gastritis worsened overall and
atrophic gastritis developed in 30% of patients in the
omeprazole group who were H. pylori positive at
baseline. Atrophic gastritis did not develop in any of
the patients treated with fundoplication whether or
not they were infected with H. pylori at baseline
(p<0.001). Long-term acid suppression with
proton pump inhibitors is associated with

worsened H. pylori induced inflammatory
gastritis, leading to atrophic gastritis and
possibly to increased risk of dysplasia
and gastric cancer. 
In a large cohort study3 of peptic ulcer patients,
followed for an average of 9 years, the risk ratio
for gastric cancer among patients with gastric
ulcer and duodenal ulcer was 1.8 (1.6 to 2.0) and
0.6 (0.4 to 0.7), respectively. This creates a seem-
ing paradox since both gastric and duodenal
ulcers are associated with H. pylori infection. One
explanation (see Editorial3) is that infection with H.
pylori in childhood leads over time to atrophic
gastritis, low acid production, and increased risk
of gastric ulcer and gastric cancer in adulthood,
whereas infection with H. pylori as an adult leads
to increased acid secretion, an increased risk of
duodenal ulcer, and initially a decreased risk of
gastric cancer.

• Treatment of Angina and
Hypertension. Letters 6,7, 8, & 9:
May-Sept. ‘95.
Seven recent studies pertaining to calcium channel
blockers (CCBs) add to the previous suggestive evi-
dence that CCBs increase the risk of myocardial
infarction as compared to beta blockers (Letter 9).
Five of these studies demonstrated an increased
risk of CCBs as compared to other antihyperten-
sives or placebo, one study showed no difference
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as compared to placebo, and one study showed a
benefit as compared to placebo. The magnitude of
the risks and benefits are shown in the Table. These
studies suggest that there are significant
additional risks associated with CCBs:
mortality, hemorrhage, and cancer, but they
do not distinguish between the different CCBs. The
designs of the 7 trials are listed below.
The isradipine vs hydrochlorothiazide
(MIDAS) trial is a randomised double-blind trial of
883 patients (average age 58.5 yr.) with mild hyper-
tension.4 The primary outcome measure, ultrasound
evidence of atherosclerosis in carotid arteries was
not different (p=0.68) in the two treatment groups.
There was a higher incidence of vascular
events and procedures in the patients
receiving isradipine, an intermediate acting
CCB (see Table).
The nimodipine trial was a randomised double-
blind, placebo controlled trial designed to deter-
mine whether nimodipine (a short acting CCB)
administered perioperatively reduces the incidence
of new neurological deficits associated with cardiac
valve replacement.5 New deficits were observed in
77% of the nimodipine group (p=0.55) versus 72%
of the placebo group. Because of increased mortal-
ity in the nimodipine patients (see Table) the study
was terminated early. Five of the 10 deaths in the
nimodipine group were associated with major
bleeding. All CCBs interfere with blood coag-
ulation by inhibiting platelet aggregation.
The three prospective cohort studies6,7,8

demonstrate the potential risks of CCBs (including
short acting verapamil, diltiazem and nifedipine) in

an elderly (>70 yr) North American population between
1985 and 1992. These cohorts were followed for differ-
ent periods to quantitate the different outcome measures
shown in the Table. The postulated mechanism whereby
CCBs increase risk of cancer is by inhibition of apopto-
tis, a natural method by which cells sacrifice themselves
to prevent cancer. The same outcomes in patients
taking ACE inhibitors (not shown) were not
significantly different from those in patients
taking beta blockers. 
The amlodipine trial (PRAISE) compared amlodipine
(a long acting CCB) with placebo in patients with
severe CHF already treated with digoxin, diuretics,
and ACE inhibitors.9 Amlodipine caused a statistically
significant 2 mmHg drop in blood pressure, however
there was no statistically significant difference in the pri-
mary endpoints (see Table). In a subgroup analysis all
the benefit occurred in the patients with nonischemic
dilated cardiomyopathy (RR 0.69) with no effect in
patients with ischemic heart disease (RR 1.04).
As a result a follow-up trial has been initiated in patients
with nonischemic dilated cardiomyopathy (PRAISE-2). 
The Shanghai trial of nifedipine (10-30 mg BID) in
the elderly (STONE) has a number of flaws in design and
process that could lead to bias: single-blind, alternate
(not random) allocation, reallocation of 74 patients from
placebo to nifedipine group, unequal distribution of men
and women (p<0.01) and many patients lost to follow-
up (16.5% in the nifedipine group and 21.4% in the
placebo group at 24 months). The results in the Table are
based on the incidence of terminating events in the group
of patients actually receiving nifedipine or placebo thera-
py. There was no significant difference in MI, total deaths
or in cardiovascular deaths, between the two groups. 
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Table: Recent trials of risks and benefits of Calcium Channel Blockers (CCBs) 

RR=relative risk  RRR=relative risk reduction   ARI/R=absolute risk increase/reduction   NNH/T=number needed to harm/treat
CCT=clinical controlled trial    RCT =randomised control trial     ∆=not significant
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The weight of evidence at the present time suggests that
CCBs (both short and long acting varieties) at best pro-
vide less benefit than other available antihypertensive
drugs, including thiazides, beta blockers and ACE
inhibitors, and that they may be conferring unnecessary
risks to our patients. It is therefore important to
reevaluate patients taking CCBs and continue
them only if there is no satisfactory alternative
therapy.

• What has been the response of
BC physicians to the calcium channel
blocker (CCB) controversy?
Information about the potential risks of CCBs was first
presented in the Spring of 1995. Since that time clini-
cians and the public have been exposed to large
amounts of information surrounding the controversy. Up
to and including 1994, there was a steady increase in
the number of prescriptions for CCBs. In 1995 this
increase plateaued, and in 1996 (Jan.-Jun.) there
was a 14% decrease in the number of patients
receiving CCBs as compared to 1994. If one iden-
tifies new patients,  66 years and over prescribed one of
the 4 major classes of antihypertensives, there has been
a 40% decrease of CCB prescriptions in 1996 as com-
pared to 1994. However, CCBs still account for 14.5%
of first line therapy to new patients 66 years and over,
and they remain second only to the diuretics in total num-
ber of prescriptions of cardiovascular drugs in 1996. 

• Changing concepts in the management
of asthma. Letter 12: Jan-Feb. ’96.
In the Asthma letter we reported that the administration
of regularly scheduled fenoterol is associated with wors-
ening of asthma control as compared to when it is taken
on an as needed basis. In North America fenoterol is not
commonly used and salbutamol (albuterol) is the most
common β2-agonist. In a recent RCT, regularly scheduled
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salbutamol was compared with as needed use for
mild asthma.11 Over a 16 week treatment period
measures of asthma control were not significantly
different between the two schedules; it is clear
that β2-agonists should be prescribed on
an as needed basis for most patients. 

• Menopausal Hormone Therapy.
Letter 14: May-July ’96.
There were two cohort studies published shortly
after our Hormone Therapy Letter. The first is a fur-
ther analysis of the Nurses Health cohort study,
extending the follow-up to 16 years.12 The only
new data from this study is that the patients who
took estrogen plus progestin had if anything a
lower risk of coronary heart disease than women
taking estrogen alone. Hormone therapy was asso-
ciated with a non-statistically significant increased
risk of stroke. When the benefits and risks
were related to dose,  the patients on the
lower doses of conjugated estrogens (0.3
and 0.625 mg) consistently did better
than those on higher doses. The second
cohort study measured the risk of Alzheimer’s
Disease in 1124 elderly patients in New York
city.13 In the 12.5% of these patients who reported
taking estrogen after menopause there was a sig-
nificantly reduced risk 0.4 (0.22-0.85) of
Alzheimer’s disease. Data from cohort studies
is useful for generating testable hypotheses,
but should not be used as justification for
prescribing hormone therapy. Fortunately,
randomised controlled trials have been initiated to
test these hypotheses.
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PRE REGISTER NOW for
Friday & Saturday
April 18-19, 1997

New for 1997:
• Small group “Meet the Professor” breakfast & luncheons
• Optional workshops for special interest topics
• Each talk will have a clear, concise, practical “Take Home Message”.
• New compact syllabus designed to be used as a reference booklet
• Each presentation will be “Evidence Based”
• Presentation time lines will be adhered to

Topics will include
• Drug Literature - How to keep current
• Drug Data - From the studies to your patients
• Infectious Disease - All invaders
• Practical Toxicology Therapies - For the "On Call" physician
• Diabetes - Progress & Barriers
• Pediatric Asthma - Steroids vs. β agonists
• H. pylori - The bottom line
• Hypertension - Under vs. over treatment
• Methylphenidate (Ritalin) and ADD Therapy - Latest guidelines
• "Old Drug Friends" - And useless relatives
• Statin Trials - Summary of them all
• Allergic Drug Reactions - More than scratching the surface
• Drug Therapy and the Law - Are you liable to be liable

To be held at the
Waterfront Centre Hotel

Vancouver BC

If you are missing a Therapeutics Letter or have not received our binder please contact the
Therapeutics Initiative at one of the numbers on the bottom of this page.

PRE REGISTER NOW
to reserve your place at the 1997 Drug Therapy Decision Making Course
Tuition fee for 1997 is $300.00 - You do not need to pay until March 1997
Fax: 1-800-446-3616 or Phone (toll free) 1-604-918-2701 or E-mail: therapy@unixg.ubc.ca

Sponsored by the Therapeutics Initiative and the Department of Pharmacology & Therapeutics at UBC


