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Editors’ Note: Hung argues that the association between

the HLA-B*1502 genotype and Stevens-Johnson syndrome

(SJS)/toxic epidermal necrolysis (TEN) differs depending

on whether patients are taking carbamazepine vs

phenytoin and that cost estimates for the long-term

sequelae of SJS/TEN are overlooked in the study by

Dong et al. The authors explain the rationale of

considering both drugs together and why the high cost of

SJS/TEN treatment makes genotyping cost-effective.

Droogsma and colleagues identify a potential selection

bias in the study by Pariente et al., “Effect of treatment

gaps in elderly patients with dementia treated with

cholinesterase inhibitors,” and suggest that clinicians

should not discontinue treatment too readily as this may

affect cognition.
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COST-EFFECTIVENESS OF HLA-B*1502
GENOTYPING IN ADULT PATIENTS WITH NEWLY
DIAGNOSED EPILEPSY IN SINGAPORE

Shuen-IuHung,Wen-Hung Chung, Taipei, Taiwan:
Dong et al.1 reported that HLA-B*1502 genotyping
is cost-effective in preventing both carbamazepine
(CBZ)- and phenytoin (PHT)–induced Stevens-
Johnson syndrome (SJS)/toxic epidermal necrolysis
(TEN) in Singaporean Chinese and Malays. However,
we would like the authors to consider some issues. First,
HLA-B*1502 genetic association with PHT-SJS/TEN
is not strong enough to be clinically valuable compared
with CBZ, although CBZ and PHT are structurally
similar with a potential cross-hypersensitive reaction.2–4

In our large-scale study, HLA-B*1502 was present in
only 30.8% (8/26) PHT-SJS/TEN compared to 8% (9/
113) PHT-tolerant controls (odds ratio 5.1; 95% confi-
dence interval 1.8–15.1; p 5 0.0041).3 Almost 70% of
PHT-SJS/TEN patients cannot be predicted by HLA-
B*1502 genotyping even in Chinese patients so the cost-
effectiveness analysis for PHT should be separated.
Secondly, cost estimates for the long-term sequelae
of SJS/TEN were overlooked. The authors based costs
on the discharge data of 20 cases without follow-up.
In our previous study of antiepileptic drug–
induced SJS/TEN, 22.08% of cases developed eye
complications and required long-term treatment after

the discharge. The long-term medical care for sequelae

of SJS/TEN was the most expensive part.5

Author Response: Di Dong, Cynthia Sung, An-
drew Finkelstein, Singapore: We thank Hung et al.
for their comments. We acknowledge that our model
was populated largely based on CBZ-SJS/TEN. We
modeled CBZ and PHT together because both drugs
are used interchangeably in Singapore as first-line drugs
for epilepsy. In addition, both drugs have a significant
association with SJS/TEN in HLA-B*1502 carriers.
However, as Hung et al. correctly indicate, the magni-
tude of the effect is much lower for PHT. The model is
flexible and if data are available, it would be helpful to
conduct separate analyses for PHT as suggested. We
also recognize the importance of future research to bet-
ter characterize the genetic risk factors for PHT-SJS/
TEN.

Some patients will have eye complications ranging
from dry eye syndrome to blindness, which would
incur long-term costs. Occasionally, very sophisticated
and expensive procedures such as osteo-odonto-kerato-
prosthesis have restored vision for SJS/TEN patients in
Singapore. To simplify, we did not model long-term
eye-related complications. Instead, we modeled a
lump sum cost, which we assume can represent the pre-
sent value of long-term costs, and conducted sensitivity
analysis to examine the influence of the SJS/TENman-
agement cost on incremental cost-effectiveness ratio. As
our sensitivity analysis showed, a higher cost for SJS/
TEN treatment strengthens the conclusion that geno-
typing is cost-effective.
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EFFECT OF TREATMENT GAPS IN ELDERLY
PATIENTS WITH DEMENTIA TREATED WITH
CHOLINESTERASE INHIBITORS

Erika Droogsma, Leeuwarden; N.J.G.M. Veeger,
Groningen; P.E. van Walderveen, S.M. Niemarkt,
D.Z.B. van Asselt, Leeuwarden, the Netherlands:
Pariente et al.1 concluded that “Treatment gaps do not
compromise the outcome of patients treated with cho-
linesterase inhibitors in a real-life setting.” However,
their conclusion is based on the effect of treatment gaps
on risk of institutionalization and death, rather than on
disease-specific endpoints. It has been shown that the
beneficial effect of cholinesterase inhibitors on cogni-
tion, an important disease-specific endpoint, disappears
within 3 weeks of discontinuation.2,3 In addition, as
mentioned by Pariente et al., treatment gaps are likely
to occur in patients in whom reinitiation of treatment is

worthwhile. From this, we infer that selection may have
played a role, consequently limiting the generalizability
of the study to a real-life setting.4 This study is welcome
because the authors address an important issue. How-
ever, because of these caveats, clinicians should not
discontinue treatment too readily, as discontinuation
of treatment does affect cognition, thereby compromis-
ing the outcome of patients.
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