Fatal HLH in a 5 year old girl as a complication of secondary histiocytic sarcoma
treated with trametinib and chemotherapy
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Background

» Challenging diagnosis due to nonspecific clinical
presentation, often mimicking infections or
systemic disorders

* No randomized clinical trials in children

- Local resection w/ radiotherapy if solitary lesions

* Chemotherapy in disseminated disease

- Targeted therapy if targetable mutations

* Poor prognosis if secondary to a hematological
malignancy

- Histiocytic sarcoma (HS) = rare, aggressive Ca Se repO rt
malignancy arising from mature histiocytes

5 year old girl with T-ALL
ALLtogether, IR low risk
in maintenance phase

Fever + malaise + left sided
chest pain, elevated inflammatory markers,
mild thrombocytopenia and a left shifted
leukocyte count

D443 T-ALL

showing fibrinous mass

deterioration on PICU,

imminent intubation,
malignant cells in

pleural effusion NOS

Good response Before IVA

48h after IVA

omprehensive work-up pleural effusion Bone marrow biopsy showing
Extensive microbial, viral and fungal testing negative |-C'“Ste|rS of histiocytic sarcoma
IHC: high-grade malignant proliferation & strong expression of
D68, CD163, CD45, CD4, suggesting histiocytic sarcoma
enomic alterations in MAPK pathway (BRAF, KRAS)
Disappearance of an initial NRAS mutation from the T-ALL

CR gene rearrangement analysis showed clonal relationship
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Conclusions D53 - death due to

» Necrotizing pleuropneumonia as a overwhelming HLH

rare presentation of histiocytic
sarcoma

 T-ALL clone transdifferentiation with
the same TCR rearrangement

« Accumulation of multiple MAPK
pathway mutations

* Favourable tumor response during
treatment with trametinib

* HLH as a complication of disease
progression and/or due to
treatment-induced maturation of
histiocytic cells?

» Classic HLH treatment proven
ineffective

LH treatment
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Dexamethasone 10D

Trametinib 7D
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HLH diagnosis supported by bone marro
PET-CT and blood work-up
Daily transfusion needed for platelets and erythrocytes

Soluble CD25 21000 pg/mL
Ferritin 1200 ug/L - hepatosplenomegaly
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Contact Abbreviations:

— Yoni Aelvoet CY = cytarabine / ’
U Z L1 Pediatric Hematology and Oncology CPM = cyclophosphamide
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www.uzgent.be [VA = ifosfamide, vincristin, actinomycin

Clinical deterioration despite IV
antibiotics and antifungal therapy

Necrotizing left-side

.
and hypermetabolic activity in spleen and liver, bone marrow
showing numerous histiocytes without atypical characteristics

Trametinib 0.032 mg/kg/d
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