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• Immune checkpoint inhibitors target either cytotoxic T-

lymphocyte-associated protein-4 (CTLA-4) or programmed

cell death protein-1 (PD-1) and its ligand (PD-L1).

• Pembrolizumab is an engineered humanized monoclonal

antibody that blocks the PD-1 protein receptor.

• This disruption in immunologic tolerance can cause

immunologic side effects such as colitis, hepatitis and

pneumonitis etc.

• We present an exceedingly rare case of development of

granulomatous/sarcoid-like reactions in a patient on

Pembrolizumab for metastatic melanoma.

• 64-Year-old male with melanoma on his back

• The melanoma was Breslow thickness 4.0 mm, Clark’s

level IV, dermal mitotic rate of 3 mitoses/mm2 with the

presence of vertical growth

• The patient underwent wide excision with sentinel lymph

node biopsy and axillary dissection, revealing lymph node

metastasis.

• He was found to have Stage IIIc melanoma with PET-CT

scan and was started on every 3-week Pembrolizumab.

• Six-months later he developed weight loss, fatigue and

shortness of breath.

• He was found to have mild anemia with hypercalcemia. CT

scan of chest showed multiple bilateral subcentimeter lung

nodules.

• Wedge resection of nodules revealed non-caseous

granulomatous sarcoid-like pneumonitis.

• Pembrolizumab was discontinued. He was started on oral

steroids with complete resolution of lung nodules and

symptoms.

Introduction

Case Report

• Sarcoid-like post-immunotherapy granulomatosis has been noted in up to 5% to 7% of patients on checkpoint-inhibitor therapy. It 

is more common with Ipilimumab therapy.

• Pembrolizumab can be associated with sarcoidosis or granulomatous-like diseases. 

• Till now, only a handful number of cases of Pembrolizumab-associated sarcoid-like reaction have been described in literature.

• As more patients are being started on Pembrolizumab, physicians should have a high degree of suspicion of  autoimmune 

phenomenon if a patient develop non-specific type-B symptoms, lung nodules, and other features suggestive of sarcoidosis. 

• Physicians should also be vigilant for other side effects of Pembrolizumab, which are primarily inflammatory or autoimmune-like,

involving multiple organ systems such as skin reactions, colitis, and hepatitis etc.

Conclusion
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• Possible mechanism: Uncontrolled T-helper-1–

mediated immune response resulting from

enhanced immune responses by immune-

checkpoint blockade.

• Diagnosis by typical clinical and radiological

presentation, with histologically confirmed

noncaseating granulomas.

• Prudent to exclude alternative diseases such as

tuberculosis.

• Radiologists can sometime mistaken label these

lung nodules to metastatic disease.

Discussion
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