©
2019 2021

Risk of progression to autoimmune disease In severe drug eruption patients:
identification of risk factors and trial for risk factor-guided stratification
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3,300,000

(DIHS)
DIHS risk factor biomarker
/
Treg/Th17 risk factor
(Mizukawa Y et al., J Invest Dermatol, 2022).

DIHS

The risk factors/biomarkers are key to uncover the etiology and pathogenesis

of autoimmune disease. Drug-induced hypersensitivity syndrome (DIHS)/drug reaction with
eosinophilia and systemic symptoms (DRESS) is likely the best prototypic example for the analysis of
events leading to autoimmune disease. The combination of increase in lymphocyte counts, severe
liver damage, a rebound increase in globulin levels, long-lasting reactivations of Epstein-Barr
virus and human herpesvirus 6, and low serum interleukin (IL)-2 and IL-4 levels at the
acute/subacute phases, were significant biomarkers for the future development of autoimmune disease.
We established a scoring system by which we could identify high-risk patients of autoimmune
disease. Our data provide novel insights into autoimmune biology and represent the first scoring
system that can identify patients at a high-risk of developing autoimmune disease.
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Parameters Grade/Extent Score
Acute phase
Number of lymphocytes (/ul) >2,400 1
Liver dysfunction (ALT) (1U/) 80-300/>300 1/2
Serum IL-2 ( < 0.3 pg/ml) and IL-4 Yes 2
(< 2.8 pg/ml)
Subacute phase
Pulse prednisone’ Yes 1
IVIg infusion Yes 2
Increase in liver enzyme (ALT) (1U/I)* 100-400/>400  1/2
Increase in globulin’ >0.7 2
EBV and/or HHV-6 reactivation for >3 EBV or HHV-6/  1/2
months* both

Abbreviations: ALT, alanine aminotransferase; DiHS/DRESS, drug-
induced hypersensitivity syndrome/drug reaction with eosinophilia and
systemic symptoms; EBV, Epstein—Barr virus; HHV-6, human herpes virus-
6; IVIg, intravenous Ig.

Each variable parameter was determined at the acute (<10 days after
initial presentation) and subacute (11-36 days) phases and on an as-
needed basis.

'Intravenous methylprednisone use for >500 mg/day for 3 days.

ALT value at the subacute phase — ALT value at the acute phase.
3Globulin value at the subacute phase — globulin value at the acute phase.
“*Persistent viral reactivations were defined when both viruses’ reac-
tivations were confirmed in both samples obtained >3 months apart.
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