








Table 3. The German Registry. Number of probable and definite cases of SJS and TEN defined daily dose and
incidences for the most important NSAID within the German market with use within 2 weeks of onset of SJSrrEN
(1992-2000).

Drug Cases* Defined Daily Doses (DOD), millions Incidence***

Oxicams II 348 0.032 .

Ibuprofen 10 788 0.013
Diclofenac** 36 3041 0.012
Indomethacin 5 312 0.016
Carbamazepine 38 955 0.040
Allopurinol** 79 2744 0.029
Amoxicillin** 14 468 0.030

* Community cases ascertained prospectively. ** Includes prescription of combination agents. *** Per 1,000,000
DOD.
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the US are not widely used in Germany or other countries
that participated in the International Case-Control Study. As
a result, quantification of the risk of agents largely used in
the US is lacking.

Given the high frequency of use of these medications and
their use for fever and malaise that can be early symptoms
of SJS or TEN, different reaction rates among NSAID are
strong evidence that at least some NSAID are true risk
factors for the development of SJS and TEN. This finding
was common to the 2 studies that provide quantification of
the risk of SJS and TEN - a large international case-control
study and a German academically based enhanced surveil­
lance system. Piroxicam, a NSAID widely used in both
Europe and the US, showed consistently high relative risks
in both quantitative studies. To identify NSAID widely used
in the US but not Europe that have risks of SJS and TEN
comparable to those for piroxicam, we compared sponta­
neous reporting rates for all NSAID widely prescribed in the
US with the rate for piroxicam. We identified 4 NSAID
widely used in the US with spontaneous reporting rates
comparable to those of piroxicam: diflunisal, sulindac,
oxaprozin, and etodolac.

---A-diffenmee-in-ifltlieat-ioos---fflr--tlse-or-in--the-eharacteris= ­
tics of users is unlikely to account for differences in risk of
SJS and TEN among NSAID. In the International Case­
Control Study the oxicams, which had the highest risk, were
most often used for arthritis and joint pain, indications
unlikely to represent the earliest phase of SJS and TEN.

The risk associated with one of the other oxicams
marketed only in Europe (tenoxicam) appears comparable to
that for piroxicam. Both the International Study and the
German Registry data suggest substantially lower risks
associated with ibuprofen and diclofenac compared to the
oxicams. In both European studies, the risk for ketoprofen,
another propionic acid derivative, was not significantly
different than that for ibuprofen, the most widely used
NSAID in this class. Low prevalence of use observed for
other propionic acid derivatives precluded further intraclass
comparisons.
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The US spontaneous reporting system does not include >1
controls or other means to measure absolute or relative drug:;
exposure in the population. It also lacks uniformity in
methods of case-ascertainment, as well as the blinded, stan­
dardized review process used in the European studies to
confirm the diagnosis. Therefore, quantification of relative
risk from this source is likely to be subject to greater error
than from the case-control and enhanced surveillance
system that we conducted in 5 European countries and
Germany, respectively.

Although significantly and substantially elevated relative
risks of SJS and TEN are apparent for some NSAID, the
excess risk associated with these drugs is low. For oxicams,
the International Case-Control Study predicts an excess risk
for SJS and TEN of one per 100,000 new users or less
during the initial 8 weeks of therapy. The excess risk of SJS
and TEN during an initial 8 week period of use for the propi­
onic acid derivatives and diclofenac is probably less than
one-tenth as high.

A comparison of the relative risk of NSAID with
different usage patterns is difficult. The risk of SJS and TEN
appears to be highest for most drugs during the initial weeks
of UeatilielIt9:--'fln;(Jermani~..e~nt1fiesexposure ih­
defined daily doses. As a result, the relative risk of drugs
such as antiepileptics used on a longterm basis are likely to
be underestimated relative to drugs such as antibiotics and
NSAID that are often used for shorter courses. When these
biases are considered, our findings suggest that the risks for
SJS and TEN during the initial 8 weeks of oxicam use are
likely to be comparable to those for carbamazepine anG
allopurinol.

The risk of SJS and TEN in association with various
NSAID should be considered along with the risk of other
toxicities associated with NSAID use. Together, this infor­
mation is helpful in determining whether the differences in
risk of SJS and TEN among NSAID should be a clinically
important consideration in determining the optimal NSAID
in the individual patient. Data collection for our study was
completed before the introduction of the COX-2 specific
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inhibitors. For NSAID of the types assessed here, the inci­
dence of ulcer complications and symptomatic gastroin­
testinal (GI) ulcers 6 months after use is likely to exceed
5%19,20. For oxicams, the NSAID with the highest risk, we
estimate the risk is about one per 100,000 or less during an
8 week initial course of therapy. In Denmark, only 30/0 of
deaths attributable to NSAID use were dermatological reac­
tions21 . Therefore, compared to the risks of GI toxicity, the
excess risk of SJS and TEN in association with pre-COX-2
specific inhibitors is very low. The risk of SJS and TEN does
not increase greatly with age6, but 01 side effects associated
with NSAID do increase with age21 . Although other safety
and efficacy considerations should in most cases govern the
choice among alternative NSAID, differences in SJS and
TEN should also be considered. However, 01 risks should
be the primary risk consideration in prescribing the NSAID
agents assessed in this report, particularly among older
persons. Although infrequent, given the severity and life­
threatening potential of SJS and TEN and the substantial
incidence of other cutaneous side effects .of NSi\ID ­
including urticaria and morbilliform reactions - patients
should be warned to discontinue NSAID should they
develop any rash, fever without an alternative explanation,
or mucosal symptoms l ,2,7.
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