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With the development of novel techniques of
concurrent radiochemotherapy, the expected
5-year overall survival of patients with stage III
non-small-cell lung cancer is about 30%, with
local and regional control up to 80% and 90%,
respectively.! Since 40% to 50% of patients fail
at distant sites, many options for consolidation
systemic treatment have been investigated. Dur-
valumab is a selective human monoclonal anti-
body blocking programmed cell death ligand 1,
enhancing host immune response against can-
cer. The pivotal PACIFIC study showed a 3-year
overall survival of 57% and 44% for durvalum-
ab and placebo, respectively.? However, activa-
tion of the immune system by immune check-
point inhibitors (ICIs) may induce a broad spec-
trum of immune-related adverse events (irAEs).
The most frequently affected organs are the skin,
lungs, intestines, endocrine glands, and liver.?
As opposed to chemotherapy, hematotoxicity of
ICIs is anecdotal.

We present a case of a 60-year-old woman
diagnosed with cT3N2MO squamous cell carci-
noma of the right lung in March 2018. She was
administered intensity-modulated radiothera-
py (dose, 60 Gy/30 fractions) concurrently with
cisplatin and etoposide (FIGURE 1A and 18). Due to
esophageal mucositis after the first cycle of che-
motherapy, radiotherapy was interrupted for 1
week. After completion of radiochemotherapy,
the patient received 16 cycles of consolidation
durvalumab (10 mg/kg every 2 weeks; Supple-
mentary material, Table S1).? Treatment was
complicated by profound neutropenia result-
ing in neutropenic fever. In view of the normal
neutrophil count before treatment, neutropenia
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was considered an irAE. The patient was pre-
scribed prednisone (1 mg/kg), antibiotics (amox-
icillin/ clavulanic acid, clarithromycin), and gran-
ulocyte colony-stimulating factor (G-CSF). Bone
marrow biopsy showed all hematopoietic cell
lines without significant dysplasia, cellularity
between 25% and 30%, absent fibrosis, plasma
cell level of 3%, and no cancer infiltration. Af-
ter immunosuppressive treatment and 2 weeks
of G-CSF therapy, the absolute neutrophil count
increased, enabling slow tapering of prednisone.
Chest computed tomography showed partial re-
gression of the tumor (FIGURE 1¢). After 2 years
of follow-up, the patient is doing well, without
cancer progression or persistent neutropenia.

Postulated mechanisms of ICI-induced neutro-
penia include T-cytotoxic cells infiltration, hema-
topoietic dysfunction, and autoimmunization.”
Differential diagnosis of possible causes of neu-
tropenia include medications, sepsis, rheumato-
logic disorders, bone marrow malignancies, vita-
min deficiency, autoimmunization, and viral in-
fections (parvovirus B19, Ebstein-Barr Virus, cy-
tomegalovirus, HIV, hepatitis).® In our case, base-
line autoimmune diseases, HIV and hepatitis B
and C infections, as well as potentially myelotox-
ic drugs were excluded.

Hematologic irAEs of ICIs have been reported
occasionally (incidence of 1%), but may be fatal.**
The primary management of ICI-induced neutro-
penia includes ICI discontinuation and immu-
nosuppression with steroids as a backbone. Sal-
vage options include immunosuppressive agents
(eg, tocilizumab or cyclosporine) and intrave-
nous immunoglobulins.? Since febrile neutropenia
could lead to fatal bacterial or fungal infections,
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essential elements of treatment are prompt anti-
microbial therapy and G-CSF support.®*

To our knowledge, this is the first reported
case of profound neutropenia after consolidative
treatment with durvalumab. In the PACIFIC tri-
al, drug-induced neutropenia did not occur in any
of the 473 patients taking durvalumab.? The in-
cidence of immune-related neutropenia may in-
crease in the future due to the sharply rising use
of durvalumab and other ICIs.

SUPPLEMENTARY MATERIAL

Supplementary material is available at www.mp.pl/paim.
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