GRAFT-VERSUS-HOST-LIKE DRUG REACTION
INDUCED BY PD-1 INHIBITOR NIVOLUMAB
INTRODUCTION:
The use of immune checkpoint inhibitors to treat cancer has led to considerable progress since the approval of the anti-CTLA-4 agent
ipilimumab in 2011 for the treatment of advanced melanoma. Subsequently, antibodies targeting the programmed death-1 receptor and its
ligand have been also approved for many types of cancer. Many inflammatory and/or autoimmune side effects have been described so far.
The most common immune related adverse events (irAEs) are rash, colitis, hepatitis and endocrinopathies. Rare but serious irAEs have been
also identified, but limited data are available regarding the graft-versus-host reaction as an irAE.
CASE DESCRIPTION:
A 63-year-old man was diagnosed with recurrent inoperable B2 thymoma and
underwent irradiation and chemotherapy with ADOC (cisplatin, doxorubicin,
vincristine, cyclophosphamid). 6 years later lymph node and lung metastases
were found and anti-PD-1 treatment was started. One week later, after one
single dose of nivolumab he developed extensive grade 3 lichenoid drug rash
which was accompanied by worsening fatigue and muscle weakness and a rise in
liver function tests, total bilirubin and creatine phosphokinase. Despite the
initiation of high dose systemic corticosteroid therapy, the rash did not improved
and serious mucositis occured. His condition required intensive therapeutic care.
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May be due to cytokine release by
activated T cells
May be unfamiliar to clinicians
Requires a multidisciplinary approach
Can be serious
Requires prompt recognition and
treatment

Skin biopsy was performed, and the histopathology report described abnormalities, such as hyperkeratosis, parakeratosis, hydropic
vacuolisation, lymphoid exocytosis, keratinocyte necrosis and follicular involvment, that can also be seen in organ transplanted patients.
Based on the histological and the clinical findings the diagnosis of graft-versus-host-like drug reaction was made (Lerner Grade II-III).
After the accurate diagnosis the patient was given micophenolat mofetil. The cutaneous symptomes temoprarily improved, but the patient’s
general condition became progressively worse, myocarditis and pneumonia was developed and 4 weeks later the patient died due to the
complications of the immune-related adverse events.
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Skin symptoms: similar with those seen in organ-transplant patients
Histology: focal or diffuse hydropic vacuolization in the basal layer, apoptotic and dyskeratotic keratinocytes in
every layer, intraepidermal lymphocyte satelliosis, cytoid bodies, lymphoid exocytosis, follicular involvement,
rarely spongiosis, blood vessel wall demage, perivascular lymphocyte infiltration, bilirubin in the stratum corneum!
Differential diagnosis: erythema multiforme (EM), toxic epidermal necrolysis (TEN), lichen planus (LP),
eruption of lymphocyte recovery
Grading (Lerner):
I.
Focal or diffuse vacuolar degeneration
II.
Vacoular alteration, spongiosis, dyskeratocytes
III.
subepidermal gap, dyskeratosis, spongiosis
IV.
Epidermal necrosis

CONCLUSION:
As the indications for use of immune checkpoint inhibitors continue to expand, one should be aware of the potential toxicities in different
clinical settings. There are a broad spectrum of well described side effects, but it is important to be aware of rare and potentially fatal
autoimmune adverse reactions for the accurate diagnosis and prompt management of these patients.
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