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Brief report (NCH-autopsy #SN24-001).

An autopsy case of hemophagocytic syndrome following the combination therapies with

immune checkpoint inhibitors to hepatocellular carcinoma

Nagaoka Central Hospital, Molecular pathologist,

Toshihiko Ikarashi

key words and abbreviation:

CDDP: cisplatin,

CSS: cytokine storm syndrome

CTLA: cytotoxic T-lymphocyte-associated protein,
G-CSF: granulocyte-colony stimulating factor,
HCC: hepatocellular carcinoma,

HLH: hemophagocytic lymphohistiocytosis, (=HPS),
HPS: hemophagocytic syndrome, (=HLH),

ICIL: immune checkpoint inhibitor,

irAE: immune-related adverse events,

MMT: molecular targeted therapy,

NCH: Nagaoka Central Hospital,

PDL1: programmed cell death 1 ligand 1,

PSL: prednisolone,

TACE: transcatheter arterial chemo-embolism therapy,
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TKI: tyrosine kinase inhibitor,

VEGFR: vascular endothelial growth factor receptor,

Abstract:

We have experienced one case of HCC accompanied by HPS (HLH) after ICI
combination therapy. MTT with ICI consisted of anti-PDL1 (atezolizumab) with anti-
VEGF (bevacizumab) and anti-PDL1 (durvalumab) with anti-CTLA-4 (tremelimumab).

Clinical history: 1) —1 year 10 months before autopsy: 70 y/o male was diagnosed
as HCC, S6,7, tumor infiltration: hepatic vein, IVC, stage I1IB, and progressed with
pulmonary metastasis in spite of the treatments with multi-TKI against VEGFR 2 and 3
(Lenvvatinib) and TACE with CDDP. (2) —1 year 2 months: the first ICI combination
therapy with anti-PDL1 (atezolizumab) and anti-VEGF (bevacizumab) followed by
Lenvatinib was done, but failed to prevent the aggravation of pulmonary metastasis. 3) -7
months: the second ICI combination therapy with anti-PDL1 (durvalumab) and anti-
CTLA-4 (tremelimumab) was performed, but failed in progressive disease with the neck
node metastasis, treated by palliative neck radiation (30 Gy). 4 -2 months: pancytopenia
by bone marrow hypoplasia without bone marrow involvement progressed and was treated
by PSL. (® -2 weeks: he experience fever in spite of antibiotics and serious G-CSF-resistant

pancytopenia.

Autopsy findings: (6) HCC, poorly differentiated type, had shrunk to 30% in
volume with viable tumor cells found in primary area and metastatic foci, including lungs,
lymph nodes, adrenals, jejunum, and colon. (7)) Candidiasis was found in stomach, left renal
pelvis, and urinary bladder. bone marrow hypoplasia and hemophagocytosis in bone
marrow and spleen with splenomegaly (150g), interstitial pneumonia, lymphocytic

infiltration in subsided chronic hepatitis C with alcoholic fatty change.

Consideration: This case revealed secondary HPS (HLH, CSS), bone marrow

hypoplasia, splenomegaly, interstitial pneumonia, and lymphocytic infiltrate, which should
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be induced by HCC, infection, or ICI treatment. We estimate that ICI therapies most likely
contribute to the pathogenesis of HPS as irAE on the basis of the episodes #2)—(@), and (®.

Fig. 2. bone marrow, dominant histiocytes with hemophagocytosis, HE stain, x600.
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