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High density lipoprotein cholesterol is not a major risk factor for ischaemic heart disease in British men

SIR,—Dr S J Pocock and colleagues (22 February,
p S15) found significantly (p<0-001) lower high
density lipoprotein (HDL) cholesterol values in
men who subsequently developed ischaemic heart
disease than in those who did not. By the con-
ventional criteria, therefore, HDL cholesterol is a
risk factor for ischaemic heart disease in British
men. The question of whether or not HDL
cholesterol is an “independent.” and therefore
possibly causal, risk factor in this population has
not been answered by this investigation. After
multivariate analysis the negative trend between
ischaemic heart disease and HDL cholesterol
persisted. Although this failed to achieve statistical
significance, failure to confirm an association at an
arbitrary level of significance is not the same as
showing the absence of that association, and for
this reason I believe that the title of their paper may
be misleading.

There are aspects of the laboratory procedures
used in the British Regional Heart Studv which
may undermine the confidence of some lipidolo-
gists in its outcome with respect to HDL values.
The precision of measurement of HDL cholesterol
under conditions similar to those used by Dr
Pocock and colleagues can be considerably lower
than that of plasma total cholesterol. This was
demonstrated in the Speedwell study by the inclu-
sion of “‘blind duplicates” in the batches of serum
sent from the place of collection to the laboratory.
A similar exercise in the Caerphilly and Speedwell
collaborative heart disease studies” has produced
similar results (Sweetnam PM, personal com-
munication). Furthermore, others have found
that the unmodified phosphotungstate-magnesium
method used in the British study’ is less reliable
than the heparin-manganese procedure (used in
most other prospective studies of HDL), owing
in part to precipitation of some of the HDL by
the reagents.”® For this reason Kostner er al
recommended a reduction of the reagent concen-
trations.®* The change in the cholesterol assay

procedure about half way through the British
studyv will have further aggravated the problem of
precision.

When discussing their results Dr Pocock and
colleagues failed to mention several important
studies in which HDL was found to be of predic-
tive value for ischaemic heart disease (table). In the
Lipid Research Clinics follow up study the risk
ratio for ischaemic heart disease between the top
and bottom quintiles of HDL was 3-0.* In the
Procam studyv the bottom quintile contained 64%
of ischaemic heart disease events." In the Lipid
Research Clinics coronary primary prevention trial
the 1schaemic heart disease-HDL association was
seen in both the placebo and cholestyramine
groups.” The sample sizes in all of the studies
listed were much greater than those in the two
essentiallv negative studies”'' included by Dr
Pocock and others in their fig 2. Both of these
investigations used electrophoresis to measure
HDL. and the Minnesota study shared in common
with the British study the use of two different
cholesterol measurement methods.

It is also important to clarify a number of points
concerning two other studies referred to by Dr
Pocock and colleagues. It is not true that the only

Five recent prospective studies in which HDL cholesterol
was found to be a predictor of risk of ischaemic heart
disease in men

No of Follow
subjects No  up

Study Year Country  of events ivears

Oslo study 1982 Norway 113539 S
Lipid Research Clinics

follow up study® 1985 USA 415278 84
Lipid Research Clinics

coronary primary

prevention trial” 1985 USA 3806 478 74
MRFITY 1985 USA 6257 420 7
Procam study ' 1986 West 1674 45 N

Germany

prospective data on HDL to have been reported
from Oslo were obtained using frozen sera. In a
second investigation fresh sera were used (see
table).” On this occasion the standardised regres-
sion coefficient for ischaemic heart disease on
HDL cholesterol was significant at p<0-01 and
exceeded that for total cholesterol. The large case-
control difference seen in Tromse ™ was not due to
any “‘publication bias,” as the Tromse group had
no other data on HDL and all results were included
in the report. It can probably be explained by the
relatively short follow up period of two years,
compared with 4-25 years used in other prospec-
tive studies.

N E MILLER

Department of Chemical Pathology and Metabolic Disorders.
St Thomas's Hospital Medical School,
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