Introduction

Non clear cell renal carcinomas
comprise 25% of renal cell
carcinomas. Previous studies
have shown that ferritin may be a
possible tumor marker for renal
cell carcihnoma and may be
associated with higher with
greater tumor volume. We have

not yet seen a case report of

nonclear cell renal carcinoma with
hemophagocytic
lymphohistiocytosis (HLH).

Table 2. Histiocyte Society HLH-2004 diagnostic criteria.

The diagnosis HLH requires that either 1 or 2 below are fulfilled:
(1) A molecular diagnosis consistent with HLH

(2) Diagnostic criteria for HLH fulfilled (5 out of the 8 criteria below)
(A) Initial diagnostic criteria

Fever

Splenomegaly

Cytopenias (affecting > 2 of 3 lineages in the peripheral blood):
Hemoglobin <90 g/L (in infants < 4 weeks: hemoglobin < 100 g/L)
Platelets < 100 x 109/L

Neutrophils < 1.0 x 109/L

Hypertriglyceridemia and/or hypofibrinogenemia:

Fasting triglycerides > 3.0 mmol/L (i.e., > 265 mg/dL)

Fibrinogen < 1.5 g/L

Hemophagocytosis in bone marrow or spleen or lymph nodes

(B) New diagnostic criteria

Low or absent NK-cell activity

Ferritin > 500 mg/L

Soluble CD25 (i.e., soluble IL-2 receptor) > 2400 U/mL

Case Description

41 year old male with SDHB
gene mutation presented to the
ED for tachycardia, fatigue, and
daily fevers for two months and
increased right hip pain for the
past week.

Impending right femoral neck
fracture was treated with
intramedullary nail fixation.

Because of concerns for cord
compression on Iimaging, he
was started on
Dexamethasone. This was later
discontinued due to concern for
pheochromocytoma.

Due to consistent tachycardia,
CT angiography was done and
revealed bilateral subsegmental
pulmonary emboli.

He remained febrile and
tachycardic after several days
with repeated Dblood cultures
negative. HLH was suspected.

Dexamethasone resolved his
tachycardia and fever.

The patient was started on
Cabozantinib and planned for
further outpatient treatment.
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Results

Temperature

Figure 1. Temperature throughout hospitalization.

Notable lab results:

Lab Value ___|Date

Free <0.10 8/9/23
metanephrine

normeta- <0.10 8/9/23
nephrine

Hgb 7.1 g/dL 8/15/23
Triglycerides 155 mg/dL 8/17/23
Ferritin 8536 ng/mL  8/17/23
IL-2 R 2010.3 pg/mL 8/17/23
IL-6 128 pg/mL 8/16/23
Fibrinogen 885 mg/dL 8/17/23

Table 1. Pertient labarotary findings.

* Intraoperative bone  biopsy
revealed nonclear renal caell
carcinoma.

« CT abdomen/pelvis did not
reveal splenomegaly.

 Blood and urine cultures were
negative throughout the
hospitalization.

Discussion

Secondary HLH is associated
with an underlying condition
(malignancy) that  causes
Immune dysregulation.

No specific criteria for adult
HLH, so pediatric diagnostic
criteria have been used.

While previous reports have
shown elevated ferritin in cases
of renal cell carcinoma, HLH in
this population has not been
extensively reported.

While fever and tachycardia are
broad symptoms, HLH should
remain higher on the
differential.

We wonder if hyperferritinemia
or HLH correlates with a poorer
prognosis in nonclear cell renal
carcinoma.
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Conclusions

Although a correlation between
renal cell carcinoma  and
increased ferritin levels has been
previously reported, we have not
yet seen case reports or studies
that have documented nonclear
cell renal carcinoma with elevated
ferritin or HLH syndrome.
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