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tests of allergy function do not point to any
specific disturbance.

Acute bruceliosis contracted at work is a
compensable condition. Claims for com-
pensation for so-called chronic bruceilosis
by workers in the meat industry stopped
after a study showed that the symproms it
allegedly caused were more common in bus
drivers.! The diagnosis of chronic fatigue
syndrome can, in the absence of organic or
psychiatric disease, be given e any partient
whose symproms include tiredness. The
condition has been well reviewed by Abbey
and Garfinkel,” who regard it as 3 madern
variety of neurasthenia.

So-called muitiple chemical sensitiviry,
atieged formalin or mercury poisoning,
chronic candidiasis and hypoglycaemia are
sffered as explanations for non-specific
svmptoms, depending on the circumstances
n which they occur. Sufferers find their way
o practitioners of clinical ecology who may
1se a variety of investigative and therapeu-
ic techniques not ye: scientifically valid-
ted.?

Although some doctors try to give their
atients a diagnosis of a culturally approved
rganic iilness by pursuit of possible viral
nd immunological causes, it is apparent in
rany cases that psychosocial factors play a
ominanit role and include dissatisfacrion,
isappointment and disillusionment with
aricus domestic and occupational condi-
ons. While some sufferers of these condi-
lons continue to work, especially if
elf-employed, the availability of an altern-
tive source of income in the form of supes-
nnuation or disability insurance may
ontribute to a decision to seek a certificate

f unfitness.,

The similarity of the clinical pictures of
ese nebulous entities is more than can be
tributed to coincidence; they appear to be
art of the one disturbance. Whether it is
alled neurasthenia, somatisation or a psy-
wosocial disturbance, it does patients no
rvice to foster their belief that they have a
affling illness, .
Derek Meyers, MD, FRACP
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Gynaecomastia and amlodipine

To the Editor: Gynascomastia has been well
recognised as an uncommon side effect of
certain calcium channel blockers, including
verapamii, nifedipine and diltiazemn. We
TEPOTL 3 Case associaling gynaecomastia and
the new agent amlodipine.

A 46-year-old man with a 15-year history
of hypertension and chronic renal failure
secondary to focal glomeruloscierosis devel-
oped progressive symptoms of uraemia in
1993, He has since used continuous ambu-
latory peritoneal dialysis while awaiting
renal transplantation.

He started taking amlodipine (i0mg
daily} in late October 1993 for blood pres-
sure controf. Subseguently, he noticed
increasing symptoms of breast swelling
and discomfort. There was no asscciated
galactorrhoea or hepatic dysfunction. Con-
current medications included caltrate, allo-
purinol and flucloxacillin.

Physical examination revealed bilareral
tender nodules of subaureoiar tissue meas-
uring 3 cin in diameter. No other hepatic or
hormonal signs were elicited.

Investigations revealed a mildly elevared
alkaline phosphatase level {115 [U/L; normal
range, 36-95 IU/L}, hypoalbuminaemia and
an elevated creatinine level (908 umol/L;
normal range, 50-120pumol/L). These
resuits were consistent with measurements
obtained before the introduction of amiodip-
ine. Prolactin levels are elevated in some
cases of drug-induced gynaecomastia,! but
were not measured in this case,

Ramipril was substituted for amlodipine
in January 1994. Symptoms of gynaeco-
mastia were duly noted 1o subside over the
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next five days. At review in one month he
was sympiom free,

This case describes a temporal relation-
ship between amiodipine use and gynaeco-
mastia. Rechallenge is required o fully
define this iink, bur wouid be ethically inap-
propriate, Renal failure must be considered
a compounding factor in view of its inde-
pendent association with gynaecomastia. In
this case, however, renal function had
been stable on dialysis for twe months
before the onset of symptoms and the
patient had not had previcus difficulties
with gynaecomastia throughout his long his-
tory of renal failure.

Of the calcium channel blocking agents,
verapamil has been impiicated as most fre-
quently causing gynaecomastia,? but it has
also occurred with nifedipine and diltiazem.
No physiological mechanism adequately
explains this phenomencn.’ Our case sug-
gests that amiodipine is another calcium
channel blocker that can cause gynaeco-
mastia,
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HIVY western blot test

To the Editor: As a clinician, [ have prob-
lems reconciling certain aspects of the HIV
western blot (WB) test. The specificity of
the HIV WB is widely accepted to exceed
99.5% and a positive WB is regarded as syn-
onymous with HIV infection. WB results
are interprered according to the presence of
combinations of particular antigen/antibody
bands, but there are a number of different
criteria used to define a positive result. For
example, in the United States the Food and
Drug Administration (FDA) requires the
presence of antibodies 1o the following HIV
proteins (p) and glycoproteins (gp): p24,
p3Z and gp4l or gpl20/gpl60. The Con-
sortium for Retrovirus Seroiogy Srandard-
ization {CRSS) requires an antuibody profile
to: pld or p32, and gpdl or gpl20/gp 160,
Other North American institutions, for
example, the Association of State and Ter-
rirorial Public Health Laboratories Direc-
tors, Department of Defense and Centers
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for Disease Control, require any two bands
chosen from p24, gpil and gpi20/gplto,
while the World Health QOrganization
requires the presendcs of ar least two of gp4t,
gpl20and gpl6C. Laboratories also recog-
nise rwo wiher categories: WB negatve (that
is, no bands whatsoever, including no
reactivity to bands which do not represent
HIV proteins) znd WB indeterminate
(\WBT) (that is, neither pOositive nOT NEga-
tive). The CRSS defines WBI as "any bands
present, but paitern does not meet the cri-
reria for positive .

The WBI category poses unexplained
dilemmas. [ndividuals tesung positive in one
laboratory may be indeterminate 1n another.
Quite reasvnably, such individuals may wish
to know f they are HIV infected or not.
Since the first few vears after the discovery
of HIV, diagnosnc criteris have altered so
thar, if patients are retested and found to
possess the same WB bands. they may no
longer be categorised as WB positive.
Haemophiliacs rested before 1987, many of
whom were reported 1o be HIV positive but
who are very unlikely to develep AIDS, may
face these uncertames.

If we consider the FDA criteria, the pres-
ence of a p24 and 2 gpl band is considered
\WEL while the “addition” of p32 band is
considered WB positive. What is the explana-
rion for the presence of the p24 and gpt!
bands in an individual with the indeterm-
inare result? If not because of specific HIV
antibodies, then what is the scientific ratio-
nale for a positive result when the same 024
and gp41 bands are accompanied by a p32
band? Logicatly this either s, or is not, due
1o the presence of spedific an-HIV anti-
bodies in the individual’s serum. If due to
specific ann-HIV anribadies, what is the sci-
entific rationale for classing the result as
“indeterminare” when the same p2d and
gpdl bands, accompanied by 2 p32 band,

_are considered positive? The same gquestion
could also be asked in relanoen 1o the 1000
of 1200000 healthy rmulitary recrmits who
rested WB negative after wo positive
resules for HIV with enzvme-iinked
immunosorbent assay (ELISAY screening
and the S0 of 1 200 000 who had two pos-
ive ELISA results, an initial positive WB
result but a negative second WB result.?

If the justification for each WIB catggory
from a particular insnunon s dependent on
observanonal data s 1o the presence or the
eventual development of ALDS, then, leav-
ing aside 1he problem of interinstitutional
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{49%>), while 127 of 1306 low risk individ-

uals (including bloed donors) were positive
(10%)7?
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Comment: Turner's letter highlights some of
the deficiencies of the western blot test
[NUB), but these should be ptaced in the
context of 1994,

LTV infection is usually diagnosed by the
presence of anti-HIV antibodies in an indi-
vidual's serum, specificaily by the presence
of appropriate Teactivity in at least two 1ests
which are selected so that nonspecific reac-
tivity is minimised. However, for screening
rests to be highly sensitive they are neces-
sarily of lesser specificity {that is, specific
and non-specific antibody will be identi-
fied}. A positive result on screening must be
followed by a supplemental test OF eSS 10
identify specific antibodies — traditionaily,
the supplemental test of choice has been the
WB.

W Bs were developed using viral lysates
and in the early days many of the antigen
preparations were quite crude, Further, the
glveoproteins {envelope proteins) were
poorly ransferred onte nitrocellulose strips
from the electrophoresis gels and often gave
relativelv poor reactivity. Manufacturers of
WBs have addressed these technical defi-
ciencies bur, more importantly, testing
strategies and quality control procedures
have been developed which have led 1o
improved standardisation of blot perform-
ance. The WB is not the only test used as a
supplemental assay. Positive diagnoses are
made on a consensus of resules from at least
wo different tests.

Up to 0.6% of sera from people not
infected with HIV will be repeatedly 1 .active
on screening by enzyme immunoassay. We
know these sera are Hiely 1o contain ¢ross-
reactive antibody demonstrable on WB and
therefore show an indeterminate result. As
a scTeening test WB demonstrates reactiviry
in z large proportion of sera. As a supple-
mental 1est to distinguish true from false
pasitve screening results, the WB, with the

application of stnct nterpretation criternia,

Termminate results mav be mimmised

by the use of the highly specific screening
tests available and the careful choice of assay
sequences used for supplemental testing
(the testing strategy). So many assays other
than the WEB are now available thar it is pos-
sible to generate strategies using tesis
employing differing antigens and technolo-
gies, thereby minimising indeterminate
results. This approach has developed greatly
cince 1988, when Burke et al. commented
on the screening results in US army
recruits.!

Turner points out thar a number of dif-
farent criteriza have been developed 1o
interpret the WB. The number of ¢riteria
ceflect some of the confusion that occurred
in the early days of testing? but criteria now
are more uniform. The glycoprotein bands
(gp4l, gpl20 and gpl6d} are critical in
interpretation because it has been demon-
strated over time and in a large number of
tlots that the presence of these bands 15
nighly prediczive of specific anti-HIV ant-
body. The inclusion of other bands in the
criteria ephances the specificity of intes-
pretaiion.

The different interpretation criteria have
become much closer and the number of
samples that have divergent diagnoses are
very few. However, indeterminate patterns
may vary according to the type of blotg, the
operator and the conditions. Very few
indererminate blots demonstrate glycopro-
tein bands? and the rare occurrence of these
is usually because the screening and sup-
plemental assays used favour the selection
of non-specific bands in the glycaprotein
area.

Clinical statistics overwhelmingly support
the fact that individuals have been exposed
to HIV if their sera demonstrate reacuviry in
sequentially performed anu-HIV tests that
have been carefully selected and interpreted
with rime-trialied criteria. While the WB is
not the complete answer 10 HiV-testing, it
is a stalwart in anm-HIV testing strategies.

Elizabeth Dax, MD BS, PhD
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