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the authors reply: 

 

Our investigation, which was
an outcome study, clearly showed that antiretrovi-
ral therapy has a benefit that is enormous relative
to the risk of cardiovascular or cerebrovascular dis-
ease (Fig. 1). Some clinical studies have suggested

that HAART has only a small effect or no effect on
this risk, but these studies had a small number of
events or short follow-up or failed to correct for se-
lection or the amount of drug exposure.
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 Our con-
clusions were no different for the approximately
1000 patients treated with protease inhibitors for
48 months or more. Ascertainment may have affect-
ed the point estimates but probably did not change
over time in a way that would attenuate a putative
drug effect. Furthermore, we obtained similar re-
sults from national death-index data.

We reported the stage of disease at first presen-
tation and the treatment for risk factors, accounting
for the appearance of an atypically healthy popula-
tion. We found that traditional risk factors increased
risk. We join Klein and colleagues in encouraging
risk reductions when appropriate. We also look for-
ward to analyses of our outcome and clinical-study
data bases and those of others as they mature.
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Ethics and Genetics

 

to the editor: 

 

Clayton’s description of the case of
Sierra Creason misrepresents the facts (Aug. 7 is-
sue).

 

1

 

 The thyroid values were not “abnormally low.”
Thousands of unaffected newborns had the same
negative results. The case was not one of congeni-

tal hypothyroidism, but rather one of hypopituita-
rism with multiple medical problems. Although the
case was defensible on medical grounds, the Attor-
ney General’s office decided that newborn screen-
ing was such an important public health policy that

 

Figure 1. Rates of Death and of Death or Admission for Cardiovascular or Cere-
brovascular Disease.

 

The rate of the combined end point is only slightly higher than the rate of death 
alone, and declines in the former mirror declines in the latter.
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the state should be protected from suits for discre-
tionary, non-negligent screening decisions. The de-
cision was just, ethical, and in the public’s interest.

 

George Cunningham, M.D., M.P.H.

 

California Department of Health Services
Richmond, CA 94804
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Clayton EW. Ethical, legal, and social implications of genomic
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to the editor: 

 

Clayton states that advisory bodies
say “no” to the disclosure of a patient’s genetic infor-
mation to relatives, but many do allow such disclo-
sure to benefit relatives under conditions short of
“a last resort.”

 

1,2

 

 Furthermore, geneticists can fa-
vor such disclosure, even without the patient’s con-
sent and despite the patient’s refusal.
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 And there are
earlier cases that address such a duty to disclose.

 

4,5

 

Although court decisions recognize a duty to dis-
close genetic information to relatives, the require-
ment for disclosure is quite low.

 

1,2

 

 The court in 

 

Safer

 

v. 

 

Pack

 

 required “reasonable steps,” and the court in

 

Pate

 

 v. 

 

Threlkel

 

 required only that the patient be in-
formed of the genetic nature of the disease.

Although obtaining a patient’s consent to dis-
close genetic information to relatives can obviate
many of the legal and ethical problems of genetic
privacy, patients can deny disclosure for both trivial
and substantial reasons.
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 Furthermore, relatives
may not want to know of their genetic propensity
for disease and could sue the physician who disclos-
es the information for invasion of privacy, an addi-
tional risk of this “least risky option.”
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to the editor: 

 

As the rationale for “creating the
necessary legislative and regulatory responses” to
genetic discrimination, Clayton offers only the pop-
ular misperception that people “tend to see genetic

information as more definitive and predictive than
other types of data.” But as she herself concedes,
genetic information is in fact much less definitive
and predictive than knowledge of an established
disease process. This reality is reflected in the con-
sistent finding that purely genetic discrimination
in employment and insurance is so rare as to be
undetectable.

 

1,2

 

 Moreover, Plantinga et al.

 

3

 

 found
that once patients are specifically questioned on
the subject, they have very similar attitudes about
the confidentiality of genetic and nongenetic in-
formation.

It is becoming increasingly apparent that the
current policy focus on genetic discrimination is
artificial and arbitrary. Those who advocate legis-
lative “solutions” have been unable to articulate
convincingly the problem that they seek to correct.
As genomics becomes integrated into mainstream
medicine, perhaps the utility of genetic discrimi-
nation as a distinct entity ought to be reexamined.
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dr. clayton replies: 

 

When Sierra Creason was born,
California’s newborn screening program, which Dr.
Cunningham directs, did not report actual test val-
ues, as commercial and hospital laboratories would
have done, and reported as “unproblematic” the low
levels of thyroxine and thyrotropin that should have
led her physicians to pursue further evaluation for
hypothyroidism. According to the California Su-
preme Court, “During his deposition, Dr. Cunning-
ham admitted that the ‘Negative’ test report for
plaintiff Sierra inaccurately purported to cover po-
tential ‘congenital hypothyroidism,’ rather than
‘primary’ congenital hypothyroidism.”

 

1

 

 Prompt di-
agnosis of Sierra’s secondary but nonetheless con-
genital hypothyroidism, a part of her hypopituita-
rism, might not have ameliorated all her medical
problems, but those issues should have been sub-
ject to proof at trial.

In response to Dr. Deftos, most advisory groups
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concur with the President’s Commission for the
Study of Ethical Problems in Medicine and Biomed-
ical and Behavioral Research in concluding that
patients’ confidentiality should almost always be
respected. The commission states that it is permis-
sible to warn relatives of genetic risks

only if . . . (1) reasonable efforts to elicit
voluntary consent to disclosure have failed;
(2) there is a high probability both that harm
will occur if the information is withheld and
that the disclosed information will actually
be used to avert harm; (3) the harm that iden-
tifiable individuals would suffer is serious;
and (4) appropriate precautions are taken to
ensure that only the genetic information need-
ed for diagnosis and/or treatment of the dis-
ease in question is disclosed.

 

2

Clinicians understandably view the Safer v. Pack
and Pate v. Threlkel cases, which I have argued were
wrongly decided,3 as more onerous than Dr. Deftos
suggests. Unlike Dr. Deftos, I believe that patients
will usually share information, given enough time
and support. Finally, if a physician gave the relative
of a patient information about a serious but avert-

able risk and that information saved the relative’s
life, it is hard to believe that a jury would be sympa-
thetic if the relative then sued for invasion of privacy.

The data regarding the incidence of genetic dis-
crimination are not as unequivocal as Dr. Nowlan
suggests.4 Patients’ fear of discrimination dramati-
cally affects their willingness to seek genetic serv-
ices. Dr. Nowlan is appropriately concerned with
genetic exceptionalism. His desire to reexamine “the
utility of genetic discrimination as a distinct enti-
ty” is consistent with my argument that even when
genetic variations do exist, deciding whether they
should affect access to social goods inevitably re-
quires competing social values to be weighed.

Ellen Wright Clayton, M.D., J.D.
Vanderbilt University
Nashville, TN 37232-0165
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Molecular Mechanisms of Amyloidosis
to the editor: In the review article by Merlini and
Bellotti (Aug. 7 issue),1 familial Mediterranean fe-
ver was listed as one of the common periodic-fever
syndromes that may lead to reactive (amyloid pro-
tein A, or AA) amyloidosis. However, there is no cor-
relation between the frequency and severity of peri-
odic febrile attacks and AA amyloidosis.2 The serum
level of amyloid protein A is not constantly elevated.
Some patients with frequent periodic febrile attacks
are spared from the development of amyloidosis,
whereas in other patients there is very early amyloid
deposition. The major effect of colchicine seems to
be the prevention of the formation and deposition
of amyloid A.

Cem I. Sungur, M.D.
Bayindir Hospital
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csungur@ttnet.net.tr
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to the editor: Merlini and Bellotti highlight AA
amyloidosis as a complication of the hereditary pe-
riodic fever syndromes (in Table 1 of their article),
and they specifically list the hyper-IgD periodic-
fever syndrome (HIDS). Although AA amyloidosis
is indeed a frequent complication of familial Medi-
terranean fever (affecting 10 to 37 percent of pa-
tients),1 the tumor necrosis factor receptor–asso-
ciated periodic syndrome (affecting 14 percent of
patients),2 and the Muckle–Wells syndrome (affect-
ing 35 percent of patients), it has never been report-
ed in patients with HIDS, nor has it been seen in any
of the patients listed in the international Nijmegen
HIDS registry. This registry contains clinical data
on 195 published and unpublished cases worldwide
(information is available at http://hids.net). 

HIDS is a periodic-fever syndrome caused by a
genetic defect in mevalonate kinase.3 Despite a fre-
quent, often persistent,4 and vigorous acute-phase
response similar to that seen in patients with other
periodic-fever syndromes, amyloidosis does not de-
velop in patients with HIDS. This intriguing find-
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