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patient administered with
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An identical group of disorders has been called “interstitial granulomatous
dermatitis” and “palisaded neutrophilic and granulomatous dermatitis.” In
addition, a drug-induced subset of this condition has been named
“interstitial granulomatous drug reaction (IGDR).” More recently, “reactive
granulomatous dermatitis (RGD)" has been proposed as an umbrella term
encompassing these three disorders. A considerable number of RGD cases
are associated with systemic conditions, including autoimmune diseases, such
as rheumatoid arthritis and systemic lupus erythematosus, inflammatory bowel
disease, and malignancies. IGDR has also been shown to be caused by certain
medications. We present a case of a 74-year-old Japanese man showing an
asymptomatic, well-demarcated erythema eruption on the bilateral inguinal
region extending to the lower abdomen and proximal thigh area. He had
hyperlipidemia and had been taking pravastatin for 4 years. A biopsy
specimen taken from the erythematous lesion revealed infiltration of
lymphocytes and histiocytes in the upper and lower dermis. Interstitial
infiltrates of histiocytes and lymphocytes were found as they were dispersed
between collagen bundles. Immunostaining showed CD68* macrophages
intermingled with CD4* and CD8* T cells. Based on the clinical and
histologic findings, the eruption was diagnosed as RGD. Because of the
possibility of IGDR, pravastatin was stopped. His eruption completely
disappeared within 6 months after the discontinuation. The list of drugs that
cause RGD includes angiotensin-converting enzyme inhibitors, antihistamines,
B-blockers, antidepressants, anticonvulsants, tocilizumab and ustekinumab. In
addition, various statins have been reported to induce drug eruptions. The
eruption types are mainly eczematous or lichenoid reactions, with psoriasiform
or ichthyosiform reactions occurring rarely. There was only one report
documenting that RGD occurred in patients administered rosuvastatin, with
annular, violaceous plaques distributed on the extremities, proximal trunk and
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intertriginous areas. Pravastatin induces lichenoid eruption, but RGD has not
been documented. Our case suggests that RGD is underestimated as an adverse

effect of statins possibly because of its unusual cutaneous manifestations.
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Introduction

An identical group of disorders has been called “interstitial
granulomatous dermatitis” and “palisaded neutrophilic and
granulomatous dermatitis” [1]. In addition, a drug-induced
subset of this condition has been named “interstitial
granulomatous drug reaction (IGDR)”. More recently,
(RGD)” has

proposed as an umbrella term encompassing these three

“reactive granulomatous dermatitis been
disorders [2, 3]. A considerable number of RGD cases are
associated with systemic conditions, including autoimmune
diseases, such as rheumatoid arthritis and systemic lupus
erythematosus, bowel  disease, and
malignancies [1, 2]. Drugs are another cause, as represented
by IGDR [1-3]. Here, we report a case of RGD showing a

unique skin eruption induced by pravastatin.

inflammatory

Case description

A 74-year-old Japanese man was referred to us because of a 6-
month history of an asymptomatic tinea-like erythematous eruption
on the right inguinal region. It had been growing centrifugally at a
rate of approximately 2 cm per month and had gradually extended
to the left inguinal area and lower abdomen. He had hyperlipidemia
and had been taking pravastatin sodium, an inhibitor of HMG-CoA
reductase, 5 mg daily, for 4 years. His family history was
unremarkable. On examination, the patient had a well-
demarcated erythema on the inguinal and proximal thigh areas
(Figure 1A), extending to the lower abdomen (Figure 1B). The
surface was smooth with no scaling or papules. No fungi were
observed in the potassium hydroxide preparation. Sensory
perception was not disturbed. Blood chemistry, including liver
enzymes and hemoglobin Alc, were all within normal limits.

FIGURE 1
Clinical presentation and histopathological findings. On the initial examination, the patient had a well-demarcated erythema on the right (A) and

left (B) inguinal region, extending to the thighs. Histopathology (H&E stain), showed an infiltration of lymphocytes and histiocytes in the upper and
lower dermis [(C), x50)], mainly between collagen bundles. Interfacial dermatitis with lymphocytes is noted [(D), x200]. Histiocytes and lymphocytes
are dispersed between collagen fibers ((E), x200), Immunostaining for CD68 shows positive histiocytes in the infiltrate [(F), x200]. The clinical
picture shows the disappearance of the eruption on the right inguinal region 6 months after discontinuation of pravastatin (G).
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T-cell interferon-y production tests for tuberculosis, antinuclear
antibodies, and anti-SS-A or -SS-B antibodies were negative. The
lymphocyte transformation test with pravastatin was negative.

A biopsy specimen taken from the erythematous lesion
revealed infiltration of lymphocytes and histiocytes in the
upper to lower dermis (Figure 1C). Interface dermatitis was
present (Figure 1D), but neither tissue eosinophilia nor atypia
of lymphocytes were observed, suggesting that our case was more
likely a granulomatous reaction. Interstitial infiltrates of
histiocytes and lymphocytes were found scattered between
collagen bundles (Figure 1E). No mucin deposition or frank
necrobiosis of collagen was noted. Ziehl-Neelsen staining did not
reveal any positive microorganisms within the histiocytes,
excluding the possibility of tuberculosis or Hansen’s disease.
Immunostaining revealed CD68" macrophages (Figure 1F)
intermingled with CD4" and CD8" T cells. Based on the clinical
and histologic findings, the eruption was diagnosed as RGD.

Because of the possibility of IGDR, pravastatin was stopped.
The patient’s eruption gradually improved, and 6 months after
the discontinuation, it completely disappeared (Figure 1G).

Discussion

The list of drugs that cause RGD includes angiotensin-converting
enzyme inhibitors, antihistamines, p-blockers, antidepressants,
anticonvulsants, tocilizumab, and ustekinumab [4, 5]. In addition,
various statins have been reported to induce drug eruption, such as
simvastatin, pitavastatin, atorvastatin, and fluvastatin, and, with equal
frequency, lovastatin, pravastatin and rosuvastatin [6]. The eruption
types are mainly eczematous or lichenoid reactions [6], with
psoriasiform or ichthyosiform reactions occurring rarely.

There was only one report documenting that RGD occurred
in patients administered rosuvastatin, with annular, violaceous
plaques distributed on the extremities, proximal trunk, and
intertriginous areas [7]. Pravastatin induces lichenoid eruptions
[8], but RGD due to pravastatin has not been documented so far.
The mechanism underlying pravastatin-induced RGD remains
unclear. Since RGD is caused by different categories of drugs,
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the pathogenesis appears to be unrelated to the drug action. Instead,
we speculate that drugs, such as pravastatin, immunologically
activate histiocytes to proliferate in the skin or monocytes to
infiltrate into the skin. Our case suggests that RGD is
underestimated as an adverse effect of statins possibly because of
its unusual cutaneous manifestations.
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