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Letters to the Editor

Calcium and cardiovascular risks

Editor, - The recent article on calcium and
cardiovascular risks (Aust Prescr 2013;36:5-8)
deserves some comment. The largest meta-
analysis on the antifracture efficacy of calcium
and vitamin D showed that the benefit of this
combination in 68 500 participants was very
significant.! The original Women’s Health Initiative
study of 36 682 postmenopausal women showed
no significant increase in the risk of myocardial
infarction or death due to coronary heart disease
in those taking calcium and vitamin D compared to
those taking the placebo.? A recent review by the
National Institutes of Health on 388 229 men and
women aged 50-71 years concluded that a high
intake of supplemental calcium is associated with
an excess risk of cardiovascular death in men but
not in women.® Another relevant paper on the use
of vitamin and mineral supplements in 38 772 older
women showed that calcium supplementation,
unlike other mineral supplements, was associated
with decreased mortality.

Dr Sunethra Devika Thomas

Staff specialist
Endocrine and Metabolic Unit

Professor BE Christopher Nordin
Emeritus endocrinologist

Royal Adelaide Hospital
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Mark Bolland, Andrew Grey and lan Reid, the
authors of the article, comment:

C] Our discussion of the evidence for fracture
efficacy of calcium and/or vitamin D included

the DIPART meta-analysis.! The claim of very
significant antifracture efficacy of co-administered
calcium and vitamin D in this meta-analysis is not
supported by even superficial scrutiny. There was an
8% relative risk reduction in total fractures with
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calcium and vitamin D, with a number needed to
treat of 213 to prevent one fracture over three years.
For hip fractures, the relative risk reduction was 16%
and the number needed to treat was 255 to prevent
one hip fracture over three years. However, the hip
fracture results were heavily dependent on one
cluster randomised controlled trial,? the results of
which are problematic to interpret. When this trial
was excluded the relative risk reduction was only 3%.’
Thus, the DIPART meta-analysis does not provide
compelling evidence for the antifracture efficacy of
calcium and vitamin D.

The Women’s Health Initiative study permitted
widespread use of non-protocol vitamin D

and calcium?® which obscured both adverse
cardiovascular risks and potential benefits on
cancer incidence.* The Women'’s Health Initiative
investigators have now repeated our analyses on
the complete dataset and have produced very
similar results to ours.® Given this, we do not think it
is credible to claim that the original analysis provides
reassurance about cardiovascular risks for patients.

Observational studies are hypothesis-generating, not
hypothesis-testing. There are numerous examples
of discrepant results between observational studies
and randomised clinical trials, when positive benefits
of drugs observed in observational studies are

not observed in clinical trials. Examples include
hormone replacement treatment and cardiovascular
risk, vitamin D and various outcomes, and folic

acid and antioxidants and cardiovascular disease
and cancer. It is therefore unwise to emphasise the
results of observational studies when there is a large
database of randomised controlled trials that shows
clear, consistent evidence of modest increases

in myocardial infarction and stroke from calcium
supplement use.

However, we acknowledge the correspondents’
point that the recent very large National Institutes
of Health-sponsored observational study from the
USA® as well as similar large observational studies
from Europe’? report increases in cardiovascular
effects in association with calcium use.

Finally, our conclusion aligns with the recent
recommendation of the US Preventive Services
Task Force, whose members are free from both
commercial and academic conflicts of interest, that
vitamin D and calcium should not be administered
for primary prevention of fractures in non-
institutionalised postmenopausal women.”®
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Editor, - | find information in the recent article on
calcium and cardiovascular risks (Aust Prescr
2013;36:5-8) is opposite to the current
recommendation from Osteoporosis Australia,!
especially the section on implications for practice
which says ‘recommendations for the widespread
use of calcium supplements are no longer
appropriate’ and ‘dietary calcium intake does not
require close scrutiny for most people’.

The current Osteoporosis Australia guidelines
recommend that calcium intake for adults is

1000 mg/day. This increases to 1300 mg/day for
women over 50 and men over 70. For people who
do not obtain adequate calcium through their diet, a
supplement of 500-600 mg may be required. There
is no additional benefit of calcium intake being
higher than recommended levels.
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Should Osteoporosis Australia, Therapeutic
Guidelines and the Australian Medicines Handbook
update their recommendations for osteoporosis
prevention and treatment?

Tina Nguyen

Accredited consultant pharmacist

Fairfield, NSW
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Mark Bolland, Andrew Grey and lan Reid, the
authors of the article, comment:

We think that our article accurately

summarises evidence from existing
randomised controlled trials. In a recent meta-
analysis of the effect of calcium supplements on
fractures (with or without vitamin D),' 15 of the
16 studies with fracture as an endpoint administered
at least 750 mg/day of calcium supplement, and the
total calcium intake from diet and supplements
ranged from 1230 to 2300 mg/day. Thus, the
beneficial skeletal effects of calcium have only been
demonstrated in trials evaluating the same doses of
calcium that also increase risk of myocardial
infarction. There is no robust evidence that calcium
supplements in doses less than 1000 mg/day
prevent fractures.

We agree that the role of calcium in osteoporosis
management should be reconsidered by individual
healthcare practitioners as well as organisations
issuing guidelines on osteoporosis management.

REFERENCE

1. Tang BM, Eslick GD, Nowson C, Smith C, Bensoussan A.
Use of calcium or calcium in combination with vitamin D
supplementation to prevent fractures and bone loss in
people aged 50 years and older: a meta-analysis. Lancet
2007;370:657-66.

Editor, - | am writing to you on behalf of the
Osteoporosis Australia Medical and Scientific
Advisory Committee about the recent Australian
Prescriber article (Aust Prescr 2013;36:5-8)
strongly calling for the use of calcium
supplementation to be reconsidered, under the
heading ‘Implications for practice’. This is one

side of a highly debated issue and a view that is
predominantly expounded by one New Zealand
group of academics. It is certainly not the consensus
amongst Australian experts. Furthermore, the
publication of such an unbalanced article, with
such a strong conclusion, is both misleading and
potentially very confusing both to your readers and
the general public.

Full text free online at www.australianprescriber.com

75


www.australianprescriber.com
http://www.ncbi.nlm.nih.gov/pubmed/20068257
http://www.ncbi.nlm.nih.gov/pubmed/20068257
http://www.ncbi.nlm.nih.gov/pubmed/20068257
http://www.ncbi.nlm.nih.gov/pubmed/20068257
http://www.ncbi.nlm.nih.gov/pubmed/15040824
http://www.ncbi.nlm.nih.gov/pubmed/15040824
http://www.ncbi.nlm.nih.gov/pubmed/15040824
http://www.ncbi.nlm.nih.gov/pubmed/15040824
http://www.ncbi.nlm.nih.gov/pubmed/15040824
http://www.ncbi.nlm.nih.gov/pubmed/21505219
http://www.ncbi.nlm.nih.gov/pubmed/21505219
http://www.ncbi.nlm.nih.gov/pubmed/21505219
http://www.ncbi.nlm.nih.gov/pubmed/21505219
http://www.ncbi.nlm.nih.gov/pubmed/21505219
http://www.ncbi.nlm.nih.gov/pubmed/21880848
http://www.ncbi.nlm.nih.gov/pubmed/21880848
http://www.ncbi.nlm.nih.gov/pubmed/21880848
http://www.ncbi.nlm.nih.gov/pubmed/21880848
http://www.ncbi.nlm.nih.gov/pubmed/23208074
http://www.ncbi.nlm.nih.gov/pubmed/23208074
http://www.ncbi.nlm.nih.gov/pubmed/23208074
http://www.ncbi.nlm.nih.gov/pubmed/23208074
http://www.ncbi.nlm.nih.gov/pubmed/23208074
http://www.ncbi.nlm.nih.gov/pubmed/23381719
http://www.ncbi.nlm.nih.gov/pubmed/23381719
http://www.ncbi.nlm.nih.gov/pubmed/23381719
http://www.ncbi.nlm.nih.gov/pubmed/23381719
http://www.ncbi.nlm.nih.gov/pubmed/23381719
http://www.ncbi.nlm.nih.gov/pubmed/19394167
http://www.ncbi.nlm.nih.gov/pubmed/19394167
http://www.ncbi.nlm.nih.gov/pubmed/19394167
http://www.ncbi.nlm.nih.gov/pubmed/19394167
http://www.ncbi.nlm.nih.gov/pubmed/19394167
http://www.ncbi.nlm.nih.gov/pubmed/22626900
http://www.ncbi.nlm.nih.gov/pubmed/22626900
http://www.ncbi.nlm.nih.gov/pubmed/22626900
http://www.ncbi.nlm.nih.gov/pubmed/22626900
http://www.ncbi.nlm.nih.gov/pubmed/22626900
http://www.ncbi.nlm.nih.gov/pubmed/22626900
http://www.ncbi.nlm.nih.gov/pubmed/23403980
http://www.ncbi.nlm.nih.gov/pubmed/23403980
http://www.ncbi.nlm.nih.gov/pubmed/23403980
http://www.ncbi.nlm.nih.gov/pubmed/23403980
http://www.ncbi.nlm.nih.gov/pubmed/23403980
http://www.ncbi.nlm.nih.gov/pubmed/23440163
http://www.ncbi.nlm.nih.gov/pubmed/23440163
http://www.ncbi.nlm.nih.gov/pubmed/23440163
http://www.ncbi.nlm.nih.gov/pubmed/23440163
http://www.australianprescriber.com/magazine/36/1/5/8
http://www.australianprescriber.com/magazine/36/1/5/8
http://www.ncbi.nlm.nih.gov/pubmed/23373498
http://www.ncbi.nlm.nih.gov/pubmed/23373498
http://www.ncbi.nlm.nih.gov/pubmed/23373498
http://www.ncbi.nlm.nih.gov/pubmed/17720017
http://www.ncbi.nlm.nih.gov/pubmed/17720017
http://www.ncbi.nlm.nih.gov/pubmed/17720017
http://www.ncbi.nlm.nih.gov/pubmed/17720017
http://www.ncbi.nlm.nih.gov/pubmed/17720017
http://www.australianprescriber.com/magazine/36/1/5/8

LETTERS

Members of the Osteoporosis Australia Medical and
Scientific Advisory Committee have reviewed all

of the published literature on this topic, including
the studies referred to in the article. While we
acknowledge this is an area of ongoing research and
debate, we do not believe the evidence is conclusive
enough to make such strong recommendations.

Our current position statement on calcium
supplementation remains unchanged. This
recommends a total daily intake of 1000 mg to
1300 mg of calcium per day (recommended dietary
intake or RDI), depending on age and sex. Ideally,
the RDI should be achieved by consuming a diet
rich in calcium. When the RDI cannot be achieved
through diet alone, supplements may be required.
In these circumstances, Osteoporosis Australia
recommends a supplement of 500-600 mg of
calcium!.

A recently published extensive evidence-informed
review of calcium, vitamin D and exercise to
optimise bone health throughout life has similar
conclusions.?

Instead of adding clarity, printing articles such
as this creates confusion. We are disappointed
that Australian Prescriber elected to publish this
story without a broader review of the published
literature and without seeking input from expert
organisations, including Osteoporosis Australia.
Professor Peter R Ebeling

Medical director
Osteoporosis Australia

Osteoporosis Australia receives limited funding from
Pfizer Consumer Healthcare and Swisse, both of
which are manufacturers of calcium supplements.
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Mark Bolland, Andrew Grey and lan Reid, the
authors of the article, comment:

O The claim that the view that the role of
calcium supplementation should be
reconsidered is only held by one New Zealand
group is incorrect. Several publications in
international medical journals written by authors
from various countries, including Australia, reached
similar conclusions.® Most recently, the

US Preventive Services Task Force, whose members
are free from both commercial and academic
conflicts of interest, concluded that vitamin D and
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calcium should not be administered for primary
prevention of fractures in non-institutionalised
postmenopausal women.’

We are surprised that our article is described as
unbalanced as we reviewed the best available
evidence on the efficacy and safety of calcium
supplements. Six large randomised controlled trials
with fracture as the primary endpoint have been
undertaken. Their results have been incorporated
into systematic reviews of the efficacy and safety
of calcium supplements that include both trial-level
and patient-level meta-analyses. The results of all
these analyses were discussed in our article. The
evidence is clear - calcium supplements reduce
total fractures slightly, do not prevent hip fractures
in community-dwelling individuals, and increase
cardiovascular events. Within this large clinical

trial dataset, the cardiovascular risks of calcium
supplements outweigh the skeletal benefits.®?

The position statement of Osteoporosis Australia

is not supported by the available evidence. There

is substantial overlap in authorship of the position
statement and the ‘white paper’ cited by Professor
Ebeling, which explains the similar conclusions.

In a recent meta-analysis of the effect of calcium
supplements with or without vitamin D on fractures,®
15 of the 16 studies with fracture as an endpoint gave
at least 750 mg/day of calcium supplements, and
the total calcium intake from diet and supplements
ranged from 1230 to 2300 mg/day, well above the
levels recommended by Osteoporosis Australia.
There is no robust evidence that calcium supplements
in doses less than 1000 mg/day or that increasing
dietary calcium intake to 1000-1300 mg/day prevents
fractures. In fact, observational studies of dietary
calcium intake fail to generate a hypothesis of skeletal
benefit from achieving dietary calcium intakes at the
level recommended by Osteoporosis Australia.?
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Editor, - | read the article on calcium supplements
(Aust Prescr 2013;36:5-8). Nowhere did it mention the
form of calcium that was studied. My understanding
is that calcium carbonate is the dangerous form with
respect to heart attacks and strokes, but that other
forms such as calcium citrate are not.

Sylvia Hicks

Clinical manager

Older Persons Mental Health Community Team
ACT Health

Mark Bolland, Andrew Grey and lan Reid, the
authors of the article, comment:

C] There is no evidence that cardiovascular risks
differ substantially between calcium
supplement types. In our patient-level meta-analysis
of calcium monotherapy, there was no relationship
between the risk of myocardial infarction with
calcium and supplement type (calcium carbonate:
hazard ratio 1.24, calcium citrate:hazard ratio 1.60,
p=0.4 for difference in risk between supplement
types).” There was also no relationship between the
risk of stroke with calcium and supplement type
(p=0.5)!
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Editor, - | have read the article on calcium and
cardiovascular risk (Aust Prescr 2013;36:5-8) and |
was puzzled by the paragraph about the re-analysis
of data on users and non-users of personal calcium
(page 6).

If I am interpreting the statement correctly, there
was a cardiovascular protective effect when calcium
was being taken before being allocated to add
calcium and vitamin D, compared to when they
were not taking calcium beforehand.

This seems to contradict the article’s conclusion that
calcium supplements increase cardiovascular risk, as
the opposite might be expected if they were already
on calcium.

Robert Gates

Consultant physician
Sydney

Mark Bolland, Andrew Grey and lan Reid, the
authors of the article, comment:

We disagree with this interpretation. In

women not using their own calcium
supplements, co-administered calcium and vitamin D
increased cardiovascular risk. In women already
using their own calcium, taking additional calcium
supplements did not further increase cardiovascular
risk. In this latter subgroup, participants in both
treatment groups were taking calcium, thus
inferences about whether calcium supplements
might alter cardiovascular risk (compared to not
taking calcium) cannot be drawn. The findings do
suggest that there is no dose-response relationship
with calcium supplements and cardiovascular risk at
doses used in current practice. Women taking lower
doses of calcium supplements thus have a similar
cardiovascular risk to those taking higher doses, and
this risk is elevated compared to women not taking
calcium supplements.

Editor, - What happens to institutionalised elderly
women once vitamin D levels are replete? Are they
now at increased cardiovascular risk if vitamin D and
calcium are continued?

Can this statement be applied to elderly frail men?

Mark Raines

General practitioner

Kangaroo Island Medical Centre
Kingscote, SA

Mark Bolland, Andrew Grey and lan Reid, the
authors of the article, comment:

C] Current trial data do not suggest there are
important differences in cardiovascular risk
between the use of co-administered calcium and
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LETTERS

vitamin D and the use of calcium monotherapy.’
Although two trials of frail, institutionalised elderly
women prescribed calcium and vitamin D reported
reductions in fracture risk,%* cardiovascular event
data were not reported. The balance of risk and
benefit from calcium and vitamin D in these studies
cannot be established. However, a more recent
Australian trial in elderly nursing home residents
reported that adding calcium to sunlight exposure
increased cardiovascular risk,** suggesting that the
balance between risk and benefit may be
unfavourable.

We think that elderly frail men and women at high
risk of marked vitamin D deficiency should be
treated with vitamin D supplements or sunlight
exposure to prevent osteomalacia. They should also
be assessed for fracture risk. If it is high, appropriate

treatment to prevent fractures should be considered.
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Drug treatment of acne

Editor, - In the article on drug treatment of acne
(Aust Prescr 2012;35:180-2), Dr Jo-Ann See has
omitted the important role of azithromycin in
treatment of acne. In cases of severe inflammatory
and papulopustular acne, azithromycin pulses

(for example three days every week for up to

8-12 weeks) with or without systemic isotretinoin
have been found to be safe, well tolerated, effective
and promote patient compliance.” In fact, in a
randomised study, pulsed azithromycin treatment
for acne vulgaris was as effective and safe as daily
doxycycline for two weeks.® Tetracyclines (including
doxycycline and minocyclin) cannot be combined
with isotretinoin because of the risk of the shared
adverse effect of raised intracranial tension. This is
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not the case with macrolides, and early in therapy,
when isotretinoin may cause an initial flare in some
patients, concomitant azithromycin can be safely
used.

Secondly, it should be emphasised that a patient
who is taking oral isotretinoin should not donate
blood during and for up to one month after
completion of therapy, as the blood may be
transfused to a female of child-bearing age.
Naveen Kumar Kansal

Department of Dermatology and Venereology
Gian Sagar Medical College and Hospital

Ram Nagar

Patiala

India
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Jo-Ann See, author of the article, comments:

O Many thanks for your interest in the article on
drug treatment of acne. The aim was to
outline a ‘first-line’ approach for acne treatment in
Australian general practice. Azithromycin is not
commonly used for acne in Australia and the
intermittent dosing, while effective, may be
questioned from an adherence point of view. There
have also been recent safety concerns about
azithromycin and arrhythmia. The combination of
azithromycin with oral isotretinoin was outside the
scope of the article. GPs do not prescribe oral
isotretinoin, so the discussion of it was aimed at
supporting GPs who may have patients they are
considering for specialist referral or patients taking
isotretinoin who they co-manage with a
dermatologist.

As every medicine has potential adverse effects,

[ have not written about the plethora of potential
interactions or concerns that oral isotretinoin may
have, including blood donation. It is routine practice
for the Australian Red Cross to interview potential
blood donors. Donors are also given a questionnaire
about medicines taken in the previous 12 months.
This would identify any potential risks regarding
blood transfusion.
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