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4, 5, and 6) resulting in hyper-IgD, hyper-IgE, or
both. This effect has not been reported in humans,
and at this time, this observation pertains to data
collected in studies of our and Hoffmann’s mu-
rine model3 of mevalonate kinase deficiency that
were not cited in the Perspective.
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More on Severe Cutaneous Reaction with Radiotherapy
and Cetuximab

TO THE EDITOR: In their letter to the editor, Bu-
dach et al. (Aug. 2 issue)* report on two patients
with squamous-cell carcinoma of the head and
neck who had severe radiation dermatitis while re-
ceiving a combination of radiotherapy and cetux-
imab, a regimen found to be superior to radiother-
apy alone in our proof-of-concept phase 3 trial.2
Severe radiation dermatitis can occur after irra-
diation alone, but grade 4 dermatitis is rarely ob-
served. In reviewing the case histories of the pa-
tients, Budach et al. note that Patient 1 had
previously received etoposide-based therapy and
Patient 2 had previously received a full course of
radiotherapy to the head and neck. Furthermore,
both patients had cirrhosis, and one had renal in-
sufficiency. Whether these coexisting conditions
altered the pharmacodynamics of cetuximab and,
when confounded by the preexisting occult che-
motherapy- or radiotherapy-induced dermal injury,
predisposed the patients to the development of
more severe radiation dermatitis is difficult to as-
sess. The absence of a cetuximab-induced macu-
lopapular rash in Patient 1 might argue against
any critical role of cetuximab in exacerbating ra-
diation dermatitis in this patient.
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THE AUTHORS REPLY: We agree with Bonner and
Ang that severe radiation dermatitis may occur af-
ter irradiation alone but that grade 4 lesions are
rarely observed. Previous chemotherapy is unlikely
to explain the severe reaction in our patients, since
Patient 1 had received her radiotherapy for breast
cancer after induction chemotherapy without an
enhanced skin reaction, and Patient 2 had not
received chemotherapy at all. Both patients had
Child-Pugh class A cirrhosis. Pharmacokinetic
studies of cetuximab have shown that Child—Pugh
class A cirrhosis does not modify serum levels of
the drug or enhance cutaneous side effects.? In
the absence of marked proteinuria, negligible re-
nal elimination of antibodies occurs. However, glo-
merular or tubular damage may markedly increase
renal protein loss, which may include loss of im-
munoglobulins.># Hence, renal insufficiency with
polyuria and proteinuria, as observed in Patient 1,
would be more likely to result in a loss of antibod-
ies than in antibody retention. We believe these
findings argue for a causal relationship between
this treatment protocol and the observed cutane-
ous side effects, but more data are needed to help
determine how often and in what clinical situa-
tions this complication may occur.
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Myocardial Infarction Induced by Appetite
Suppressants in Malaysia

TO THE EDITOR: During the past 10 years, there these reports, 20 have involved antiobesity medi-
has been a precipitous rise in the number of re- cations, of which only phentermine and orlistat
ports of adverse drug reactions in Malaysia.® Of are legally available. Sibutramine, whose approv-
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Figure 1. Electrocardiographic Changes Indicating Acute Anteroseptal Myocardial Infarction in Patient 1 (Panel A)
and Acute Inferior Myocardial Infarction in Patient 2 (Panel B).
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