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Henoch-Schonlein purpura
associated with pidotimod
therapy

Sirs,

Henoch-Schonlein purpura (HSP) is a
small-sized vasculitis affecting mainly
children and young adults. The mean age
of patients is six years; 90% of patients are
under ten years of age (1, 2).

A wide variety of drugs, pathogens and oth-
er environmental exposures have been asso-
ciated with HSP. Although the precise eti-
ology of the disease is unknown, it is clear
that antigenic stimuli causing elevation of
circulating Immunoglobulin A (IgA) have a
pivotal role in the pathogenesis of HSP (3).
The clinical manifestations of HSP are a
consequence of widespread vasculitis re-
sulting from IgA deposition in vessel walls
and the renal mesangium (3, 4). HSP is
characterized by palpable, non-thrombocy-
topenic purpura, arthritis and/or arthralgia,
abdominal pain, gastrointestinal haemor-
rhage and/or nephritis (2).

We report the first case of HSP associated
with treatment with pidotimod.

A nine-year-old female came under our
observation in January 2007 for a non-pru-
ritic palpable purpuric rash with lower limb
predominance, diffuse abdominal pain and
arthritis involving knees and ankles; the ar-
thritis was painful and inhibited walking.
Laboratory analysis showed a white blood
cell count of 8.45x10%/mm® and a platelet

count of 357x10%mm?®. Serum IgA were
slightly increased. C-reactive protein, eryth-
rocyte sedimentation rate, kidney function
and urine sediment were normal. Antistrep-
tolysin was not increased. Antinuclear anti-
bodies, cryoglobulins and antineutrophilic
cytoplasmic antibodies (perinuclear and
cytoplasmic patterns) were negative.

The patient had started treatment with pi-
dotimod 400 mg per day eight days before
her visit due to recurring tonsil infections
and adenoid-tonsillar hypertrophy.

She had had her last infection three months
earlier, and she was living with her parents
who were in good health.

Pidotimod  ((R)-3-[(S)-(5-ox0-2-pyrrolidi-
nyl)  carbonyl]-thiazolidine-4-carboxylic
acid, PGT/1A, CAS 121808-62-6) is a syn-
thetic biological response modifier which
acts by stimulating cell-mediated immunity
(5) and which has been shown to enhance
several immune parameters in humans,
both in vitro and in vivo (6, 7). Pidotimod
is active on T-lymphocytes in early matura-
tion stage (8) and is able to enhance periph-
eral blood mononuclear cell proliferation
through an increased interleukin-2 produc-
tion (IL-2) (7). IL-2 has been shown to in-
duce interleukin-5 (IL-5) production by T-
lymphocytes, in a dose-dependent manner,
and IL-5 induces IgA production from B-
lymphocytes and is also recognized by its
activity as an IgA-enhancing factor (9).
She was diagnosed with drug related HSP
and discontinuation of the drug led to a
complete resolution of the disease; abdomi-
nal pain was resolved in four days, purpuric
rash disappeared within ten days and arthri-
tis improved over the following two weeks.
The occurrence of HSP was probably re-
lated to pidotimod therapy.

There was a close temporal relationship
between drug ingestion and onset of symp-
toms and when its intake was interrupted
the patient’s clinical picture improved.

For this reason, and on the basis of the
Naranjo algorithm (10), adverse drug reac-
tion could be considered possible and we
believe that our patient may represent the
first clear evidence of a relationship be-
tween HSP and pidotimod treatment.
Although this is the first report of HSP as-
sociated with pidotimod, clinicians should
be aware of a possible association between
HSP and the intake of pidotimod; it is also
possible that the intake of cell mediated
immunity stimulating drugs may trigger
the development of cell mediated immu-
nity diseases in genetically predisposed
patients.
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