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Abstract: Interstitial granulomatous drug reaction (IGDR) is a drug-related disease with distinctive clinical and histopathological
features uncommon in clinical practice. Chemotherapeutics-related IGDR has rarely been reported. Here, we describe one case of
interstitial granulomatous drug reaction due to chemotherapy.
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Introduction

Interstitial granulomatous drug reaction (IGDR) is a drug-related disease with distinctive clinical and histopathological
features uncommon in clinical practice. Magro et al reported and named IGDR firstly in 1988.The pathogenesis of IGDR
remains elusive, but it is considered to be related to the drug hypersensitivity of the body. Currently, multiple drugs that
can induce IGDR have been reported, including calcium ion channel (CaV channel) blockers, angiotensin-converting
enzyme inhibitors (ACEI), p-blocker, hypolipidemic drugs, antihistamines, antidepressants (imipramine),' antiepileptic
drugs (tropoelastin),” diuretic drugs (hydrochlorothiazide),® Chinese herbal preparation,* and immune checkpoint
inhibitor.> IGDR is an uncommon inflammatory drug reaction to a wide range of drugs. Chemotherapeutics-related
IGDR has rarely been reported. Patients with IGDR related to chemotherapeutics may face a challenge whether to
discontinue the previous chemotherapies. Here, we describe one case of interstitial granulomatous drug reaction due to
chemotherapy.

Case Report

A 58-year-old man visited our hospital for sustaining erythematous papules and plaques in his face, neck, and hands for
one week, with mild tenderness to palpation and expanding rashes. Two weeks before the illness onset, the patient was
diagnosed with stage IVB classic nodular sclerosis Hodgkin lymphoma, and thus ABVD chemotherapy (adriamycin,
bleomycin, vinblastine, and dacarbazine) was administrated. He had no history of other diseases and previous drug
allergic reactions. Dermatological examination showed multiple erythematous papules and plaques symmetrically
distributed in both upper eyelids, cheeks, dorsal and palms of both hands, and the posterior neck; there were a few
white scales on the surface of the lesions (Figure 1). The histopathology of the skin lesions revealed approximately
normal epidermis, but diffuse interstitial and perivascular histiocytic infiltrates with scattered neutrophils, nuclear dust,
and eosinophils (Figure 2A and B). Complete blood count and urinalysis were normal and he tested negative for ANA,
ENA, ANCAs. IGDR was diagnosed based on clinical history and clinical, pathological features. After 3 weeks of
treatment with topical 0.1% mometasone furoate once daily, the rashes gradually improved without further exacerbation.
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Figure | Clinical presentation of the patient: multiple erythematous papules and plaques symmetrically distributed in both upper eyelids, cheeks, dorsal and palms of both
hands, and the posterior neck; there were a few white scales on the surface of the lesions.

Figure 2 Histopathology: approximately normal epidermis, but diffuse interstitial and perivascular histiocytic infiltrates with scattered neutrophils, nuclear dust, and
eosinophils. (A) hematoxylin-eosin x40. (B) hematoxylin-eosin x100.

Discussion
IGDR generally spans a long time from drug intake to IGDR onset (occurrence of skin lesion), which was reported to be
between 4 weeks and 25 years (mean: 5 years). In the patient reported here, rashes occurred 2 weeks after receiving
chemotherapeutics. The latency period was shorter than that reported in the literature, which might be attributable to the
patient’s specific condition, the drugs administrated, and environmental factors.

As IGDR is rare in clinical practice, no investigations on the high-risk population have been performed. Patients often
present with red to purplish plaques after IGDR onset, common in the popliteal and axillary areas, and can also occur in
the proximal extremities, palms, and soles. Other manifestations include scaly erythematous plaques of psoriasis,’
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infiltrated erythematous papules/plaques,’® erythrodermic lesions, erythema nodosum-like lesions, generalized erythema-
tous papules/patches, and painful palmoplantar papules/plaques.’ Its various clinical manifestations determine the need to
differentiate it from other diseases with similar manifestations such as psoriasis and autoimmune diseases. The
histopathology and hematologic examination can help differentiate between these conditions.

Histopathologically, IGDR leads to diffuse infiltrations of interstitial histiocytes and lymphocytes in the dermis,
sometimes with granulomas and multinucleated giant cells accompanying denatured collagens and elastin fibers.
Additionally, there is a 50% chance of eosinophil infiltration and lymphocyte atypia (epidermotropic, interstitial, or in
the dermal-epidermal junction), as well as interface dermatitis changes and necrotic keratinocytes. No vasculitis or mucin
deposition is reported generally.

The diagnosis of IGDR is mainly based on the clinical presentations, histopathological findings, and medication
history of patients. In histopathology, IGDR should be distinguished from interstitial granulomatous dermatitis (IGD) and
interstitial granuloma annulare. Some scholars have believed that IGDR is a disease independent of drug-induced IGD.
IGD is usually accompanied by arthritis or joint pain with concomitant system diseases, such as rheumatoid arthritis and
systemic lupus erythematosus. Although histopathologically, eosinophil infiltration and lymphocyte atypia are not
common. Interstitial granuloma annulare is generally present with skin-colored or red papules that can form annular or
non-annular plaques or sometimes patches. Pathologically, the lesions are focal with shallow invasion, and no vacuolar
degeneration of basal cells, lymphocyte atypia, or epidermotropic phenomenon is presented. Histological features that
favor IGDR include vacuolar interface dermatitis with diffuse interstitial infiltrate of histiocytes and lymphocytes,
prominently eosinophils, with or without lymphoid atypia.

After the withdrawal of implicated drugs, skin lesions can subside gradually within 1-40 weeks (mean: 8 weeks),’
and the period is substantially longer than the conventional drug reaction time. Thus, prompt identification and
withdrawal of related drugs is conducive to the remission and resolution of skin lesions. If the causative drug is
necessary or cannot be withdrawn because of various causes, or there is no alternative, topical glucocorticoids, or oral
glucocorticoids, dapsone, and Alitretinoin may have some role in relieving IGDR.>° For our patient, he could not stop
chemotherapy to control his primary disease and topical corticosteroid was effective.

Conclusion

Chemotherapeutics can result in interstitial granulomatous drug reaction. We give a case report help clinicians to better
diagnose this entity. A careful history and histological findings are crucial for diagnosis. The most important treatment
for IGDR is withdrawal of offending medication. But treatment with topical corticosteroids may be effective for patients
who cannot discontinue the chemotherapeutics to treat primary malignant diseases.
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