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Abstract
Introduction: Immunotherapy with the anti-cytotoxic T-lymphocyte antigen-4 monoclonal antibody ipilimumab
has been shown to improve overall survival in previously treated and treatment-naïve patients with unresectable
stage III or IV melanoma. Consistent with its proposed immunomodulating mechanism of action, the most common
toxicities associated with ipilimumab therapy are immune-related in nature and include those related to the skin
and gastrointestinal tract, with endocrine and hepatic events also frequent. Other rare adverse events, including
haematological aberrations, may also occur and can have serious consequences if unrecognised. Here we describe
three patients who developed serious haematological adverse events during or after treatment with ipilimumab.
Case presentation: Three Caucasian patients (two women aged 68 and 49 years and one man aged 70 years) with
metastatic melanoma experienced anaemia and/or leukopenia (neutropenia) with toxicity of various grades during
or after treatment with ipilimumab, without significant changes to other haematological values. Two of the patients
stopped treatment after the third ipilimumab dose, one because of severe anaemia that required blood transfusion
and the other due to febrile neutropenia that was treated with antibiotics and granulocyte-macrophage
colony-stimulating factor stimulation. The third patient developed anaemia and leukopenia after treatment during
the follow-up period. The results of autoimmunity tests performed were positive and corticosteroids were used
to treat these events as per side-effects treatment algorithms specifically developed for the management of
immune-related adverse events associated with ipilimumab, an approach that was safe and effective.
Conclusions: Haematological toxicity is a rare but potentially serious immune-related side effect of ipilimumab
therapy. However, if promptly recognised and treated, haematological toxicity is manageable and can be reversed
with standard corticosteroid treatment as recommended for other ipilimumab immune-related side effects.
Keywords: Anaemia, CTLA-4 blockade, Immune-related adverse events, Immunotherapy, Ipilimumab, Leukopenia,
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Introduction
Immunotherapy with the anti-cytotoxic T-lymphocyte antigen-4 (anti-CTLA-4) monoclonal antibody ipilimumab has
been shown to improve overall survival in previously
treated and treatment-naïve patients with unresectable
stage III or IV melanoma [1,2]. As a result of these findings, ipilimumab has become a new standard of therapy
for metastatic melanoma, being approved as first- and
second-line treatment in Europe, the USA and elsewhere.
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However, because CTLA-4 plays a key role in regulating
tolerance to self-antigens, ipilimumab can result in autoimmune damage of various organ systems, leading to
sometimes life-threatening or fatal immune-related adverse
events. Increasing use of ipilimumab in clinical practice
has resulted in improved knowledge of its safety profile
with the most frequent toxicities now well known, in particular cutaneous, gastrointestinal, endocrine and hepatic
side effects [3]. Other less common adverse effects can also
occur. For instance, a recent review of ipilimumab-related
adverse events in 702 patients included previously unreported toxicities such as drug rash with eosinophilia and
systemic symptoms, ischemic gastritis, granulomatous inflammation of the central nervous system, and aseptic
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meningitis [4]. In addition, although uncommon, haematological toxicities have also been previously documented,
with reports in the literature of anaemia and neutropenia
associated with ipilimumab therapy [5-7]. If unrecognised
and not promptly treated, these side effects can have serious consequences. Here we describe three patients who
participated in the Italian Expanded Access Programme
(EAP) [8] and who developed serious haematological
adverse events with ipilimumab at the recommended
dose of 3mg/kg.

Case presentation
Case report 1

A 68-year-old Caucasian woman presented with metastatic disease of an unknown primary melanoma, with disease characterised by in-transit lesions that were treated
with repeated surgery. Six years later disease progression
comprising a bilateral renal mass was diagnosed, at which
time she started chemotherapy with temozolomide. After
progression 1 month later, she was started on ipilimumab
3mg/kg. There were no significant side effects for the first
three ipilimumab doses. However, before the fourth dose,
she experienced symptoms of fatigue and mild dyspnoea.
A blood test showed an acute decrease in her haemoglobin (Hb) level, with a value of 6.0g/dL. She was
discontinued from the EAP and hospitalised. Crosstesting for blood transfusion showed positivity; anaemia of
autoimmune origin was suspected. This diagnosis was
confirmed through laboratory evaluation involving: haematology tests (haematocrit 16%; white blood cell (WBC),
9200/μL; platelets 235,000/μL) with reticulocyte evaluation (elevated, 0.2% with absolute count 1.9K/μL); assessment of serum iron (normal, 215μg/mL), serum ferritin
(high, 900ng/mL), total bilirubin (elevated, 2.5mg/dL, with
indirect fraction also high, 1.5mg/dL), and lactate dehydrogenase (elevated, 580U/L); peripheral blood smear
(spherocytes and normal WBCs and platelets); and a positive direct Coombs test. A bone marrow biopsy was not
considered necessary in this case, given that her WBC and
platelet counts were normal and so not suggestive of bone
marrow invasion and because other diagnostic tests were
sufficient to indicate haemolytic autoimmune anaemia.
Due to this diagnosis, she was started on high-dose methylprednisolone (125mg twice a day) before a selective
blood transfusion was performed with washed red cells.
Her Hb level increased by 2g/dL in the first 24 hours and
then progressively over the course of a week. High-dose
corticosteroids were continued until her Hb level increased and was maintained at the higher level for 1 week;
corticosteroids were then tapered over a 4-week period.
She was monitored with a haematology test once a week
for the first month. Her Hb returned to normal ranges
without showing any other alterations. Tumour assessment by a computed tomography (CT) scan showed stable
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disease that has been maintained until the present time
(December 2013).
Case report 2

A 49-year-old Caucasian woman presented with a diagnosis of stage IIIC melanoma of the trunk. The first evidence
of disease progression was detected 7 months later with
metastases to her bone and brain. A bone marrow biopsy
showed lymphocyte infiltration without evidence of other
malignant cells. Chemotherapy with fotemustine for two
cycles was initiated, but she developed progressive metastatic disease to her brain. After a further 2 months, she
underwent CyberKnife® radiosurgery, after which she
started ipilimumab at 3mg/kg. After the third dose of ipilimumab, she developed severe leukopenia and neutropenia
(WBC count 1×103/μL, neutrophils 1%) with fever (39°C).
Blood tests showed no infection and other haematological
values were normal. She was promptly hospitalised and
treated with antibiotics, granulocyte-macrophage colonystimulating factor (GM-CSF) and high doses of intravenous methylprednisolone (2mg/kg twice a day) until
improvement and resolution after 10 days. Her methylprednisolone dose was tapered over 8 weeks. Subsequent
brain magnetic resonance imaging and whole-body CT
scans showed a partial response in her brain and bone.
She maintained this partial response with normal blood
tests for 13 months, after which rapid brain disease progression occurred and she died.
Case report 3

The third patient was a 70-year-old Caucasian man who
received a diagnosis of ocular melanoma, with the first
recurrence to laterocervical lymph nodes being excised
after 2 years. After a further 2-year period, he developed
bilateral lung metastases and started chemotherapy with
fotemustine for three cycles, with stable disease for 2
years. Progressive disease metastatic to his lungs was
then diagnosed and he received ipilimumab 3mg/kg for
four cycles, with stable disease after 12 weeks. The only
side effect of ipilimumab was mild pruritus that resolved
itself after treatment was complete. At week 48 (from initiation of ipilimumab), assessment of his tumour showed
a complete response. During follow-up, he developed severe anaemia (Hb 7.0g/dL) and leukopenia (WBC 900/μL,
neutrophils 32%) without fever. Tumour restaging still
showed a complete response. A bone marrow biopsy was
performed and showed lymphocyte infiltration without
evidence of other malignancies or melanoma cells while a
peripheral blood smear showed an absence of blasts or
fibrosis and normal cellularity. His WBCs and red blood
cells (RBCs) were normal even though CD4 and CD8 lymphocytes were increased in both bone marrow and peripheral blood. No cytogenic alterations were found and no
haemolysis was observed. He was successfully treated with
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oral corticosteroids (prednisone 1mg/kg/day as per sideeffects treatment algorithm) and GM-CSF for 1 week. His
haematological test results returned to normal and prednisone was tapered over 4 weeks. To date, he maintains a
complete response with no other haematological alterations.

Discussion
Haematological toxicity may potentially involve all blood
cell types due to autoimmunity, but the three patients described here have anaemia and/or leukopenia (neutropenia)
with toxicity of various grades without significant changes
to other haematological values. Two of the patients stopped
treatment after the third ipilimumab dose, one because of
severe anaemia that required blood transfusion and the
other due to febrile neutropenia that was treated with antibiotics and GM-CSF stimulation. The third patient developed anaemia and leukopenia during the follow-up period.
In patients who develop haematological toxicity during
treatment, the first steps are to exclude other causes
through bone marrow biopsy to assess metastatic involvement or other primary malignancies, autoimmunity tests
(anti-nuclear, anti-cardiolipin and anti-thyroglobulin antibodies) and haemolysis tests (reticulocytes, Coombs tests).
A CT scan and blood stool analysis are also necessary to
exclude disease progression. A severe acute reduction in
Hb, reduction in haematocrit and RBC levels with an
increase in reticulocytes, elevated indirect bilirubin and a
positive direct Coombs test are all suggestive of autoimmune anaemia. Our suggested work-up for suspected
autoimmune anaemia and leukopenia is shown in Figure 1.
All three of these patients were hospitalised and studied
to exclude other causes for haematological changes. The
results of autoimmunity tests performed were positive and

corticosteroids were used to treat these events as per sideeffects treatment algorithms specifically developed for the
management of immune-related adverse events associated
with ipilimumab [9]. High doses of intravenous methylprednisolone at 1 to 2mg/kg twice a day (in case of grade
4 or severe toxicity) or 1mg/kg a day of oral prednisone
(in case of grade 3 toxicity) are the recommended corticosteroid choice with the support of antibiotics, GM-CSF
and blood transfusion. This approach has been shown to
be effective and safe.
A possible explanation for this autoimmune anaemia
is that ipilimumab increases the production of autoantibodies against RBCs, as has been observed in some
patients receiving another anti-CTLA-4, tremelimumab
[10]. In two previous cases in the literature that describe
anaemia [5] or neutropenia [6] associated with ipilimumab treatment, both reported aplasia/hypoplasia of cells
in bone marrow biopsy with ipilimumab-related pathogenesis thought to be due to lymphocyte infiltration.
Although we observed lymphocyte infiltration in two of
our patients (cases 2 and 3), no aplasia/hypoplasia was
detected. Moreover, unlike our patients, these previously
reported cases were not responsive to corticosteroids. In
our third case, the patient had no haemolysis and anaemia
was normochromic and normocytic with a negative Coombs
test. Thus, we suggest that ipilimumab-related haematological toxicity may be mediated by different autoimmunity mechanisms that result in different toxicities (for
example the development of RBC auto-antibodies causing
anaemia with a positive Coombs test or ipilimumabstimulated lymphocyte infiltration of the bone marrow,
resulting in a lymphocyte ‘traffic jam’ block with subsequent lymphopenia with or without anaemia).

Clinical presentaon, symptoms
Anaemia

Leukopenia

Medical history (autoimmune diseases, sepsis, renal pathologies)
Laboratory exams: haematological test (with recolocytes count), biochemistry,
blood culture (in case of febrile leukopenia)
Peripheral blood smear
Tumour assessment to exclude tumour progression (CT scan, stool blood, colonscopy, EGDS)
Coombs test
Autoimmunity panel: ANA, pANCA, Ab an -ASMA
Bone marrow biopsy (to exclude tumour invasion of the bone marrow)

Figure 1 Work-up for suspected autoimmune anaemia and leukopenia. ANA, anti-nuclear antibodies; pANCA, anti-neutrophilic cytoplasmic
antibodies; Ab anti-ASMA, anti-smooth muscle antibodies; EGDS, esophagogastroduodenoscopy.

Simeone et al. Journal of Medical Case Reports 2014, 8:240
http://www.jmedicalcasereports.com/content/8/1/240

Immune-related adverse events associated with CTLA-4
blockade typically occur during treatment within 12 weeks
of initial dosing [11]. The occurrences of haematological
toxicities in two of our patients were consistent with these
findings, with onset after the third ipilimumab dose. However, our third case indicates the possibility of a late or
delayed toxicity that can occur a considerable time after
cessation of treatment. This suggests there is a need to
continue complete blood count assessments during longterm follow-up of ipilimumab-treated patients.
Early ipilimumab trials suggested an association between
development of immune-related adverse events and clinical
response [12]. Although no such correlation was seen in
the Italian EAP, with disease control rates of 35.3% in patients with and 33.9% in those without immune-related
side effects [13], all three patients with haematological toxicity described here had a response to ipilimumab.

Conclusions
In conclusion, these reports suggest that, although uncommon, haematological toxicity can occur both during
and after treatment with ipilimumab. If promptly recognised and treated, this toxicity is manageable and can be
reversed with standard corticosteroid treatment as recommended for other ipilimumab immune-related side effects.
As such, clinicians should be aware of the possibility
of these less frequent types of immune-related adverse
events with ipilimumab.
Consent
Written informed consent was obtained from the patients
(case 1 and 3) and patient’s next-of-kin (case 2) for publication of this case report and any accompanying images.
A copy of the written consent is available for review by
the Editor-in-Chief of this journal.
Abbreviations
CT: Computed tomography; CTLA-4: Cytotoxic T-lymphocyte antigen-4;
EAP: Expanded Access Programme; GM-CSF: Granulocyte-macrophage
colony-stimulating factor; Hb: Haemoglobin; RBC: Red blood cell; WBC: White
blood cell.
Competing interests
ES received honoraria from Bristol Myers-Squibb. PAA received research funding
from Bristol Myers-Squibb, Roche-Genetech and Ventana. He also has/had a
consultant or advisory role for Bristol Myers-Squibb, Roche-Genentech,
Glaxo SmithKline, Ventana and Novartis. He received honoraria from Bristol
Myers-Squibb, Roche-Genentech, and GlaxoSmithKline. All the other authors
have no competing interest.
Authors’ contributions
ES, AMG, AE, MC, MaP, MiP and PAA performed all clinical analyses.
ES, AMG, and NM helped to draft the manuscript. ES and NM participated in
the design of the study. PAA conceived of the study and drafted the
manuscript. All authors read and approved the final manuscript.
Acknowledgements
The authors would like to thank Alessandra Trocino for providing an
excellent bibliography service and assistance. Special thanks to the
Fondazione Melanoma Onlus for partially funding the present work.

Page 4 of 5

Author details
1
Unit of Melanoma, Cancer Immunotherapy and Innovative Therapy, Istituto
Nazionale Tumori Fondazione “G. Pascale”, Via Mariano Semmola, 80131
Napoli, Italy. 2Department Melanoma and Soft Tissue Cancer, Istituto
Nazionale Tumori Fondazione “G. Pascale”, Napoli, Italy.
Received: 10 February 2014 Accepted: 7 April 2014
Published: 1 July 2014

References
1. Hodi FS, O’Day SJ, McDermott DF, Weber RW, Sosman JA, Haanen JB,
Gonzalez R, Robert C, Schadendorf D, Hassel JC, Akerley W, van den
Eertwegh AJ, Lutzky J, Lorigan P, Vaubel JM, Linette GP, Hogg D,
Ottensmeier CH, Lebbé C, Peschel C, Quirt I, Clark JI, Wolchok JD, Weber JS,
Tian J, Yellin MJ, Nichol GM, Hoos A, Urba WJ: Improved survival with
ipilimumab in patients with metastatic melanoma. N Engl J Med 2010,
363:711–723.
2. Robert C, Thomas L, Bondarenko I, O’Day S, Weber J, Garbe C, Lebbe C,
Baurain JF, Testori A, Grob JJ, Davidson N, Richards J, Maio M, Hauschild A,
Miller WH Jr, Gascon P, Lotem M, Harmankaya K, Ibrahim R, Francis S, Chen
TT, Humphrey R, Hoos A, Wolchok JD: Ipilimumab plus dacarbazine for
previously untreated metastatic melanoma. N Engl J Med 2011,
364:2517–2526.
3. Ibrahim R, Berman D, de Pril V, Humphrey RW, Chen T, Messina M, Chin KM,
Liu HY, Bielefield M, Hoos A: Ipilimumab safety profile: summary of
findings from completed trials in advanced melanoma. J Clin Oncol 2011,
29(Suppl). Abstract 8583.
4. Voskens CJ, Goldinger SM, Loquai C, Robert C, Kaehler KC, Berking C,
Bergmann T, Bockmeyer CL, Eigentler T, Fluck M, Garbe C, Gutzmer R,
Grabbe S, Hauschild A, Hein R, Hundorfean G, Justich A, Keller U, Klein C,
Mateus C, Mohr P, Paetzold S, Satzger I, Schadendorf D, Schlaeppi M,
Schuler G, Schuler-Thurner B, Trefzer U, Ulrich J, Vaubel J, et al: The price of
tumor control: an analysis of rare side effects of anti-CTLA-4 therapy in
metastatic melanoma from the ipilimumab network. PLoS One 2013,
8:e53745.
5. Gordon IO, Wade T, Chin K, Dickstein J, Gajewski TF: Immune-mediated red
cell aplasia after anti-CTLA-4 immunotherapy for metastatic melanoma.
Cancer Immunol Immunother 2009, 58:1351–1353.
6. Akhtari M, Waller EK, Jaye DL, Lawson DH, Ibrahim R, Papadopoulos NE,
Arellano ML: Neutropenia in a patient treated with ipilimumab
(anti-CTLA-4 antibody). J Immunother 2009, 32:322–324.
7. Wei G, Nwakuche U, Cadavid G, Ajaz A, Seiter K, Liu D: Large granular
lymphocytosis with severe neutropenia following ipilimumab therapy for
metastatic melanoma. Exp Hematol Oncol 2012, 1(1):3.
8. Queirolo P, Spagnolo F, Altomonte M, Chiarion-Sileni V, Pigozzo J, Del
Vecchio M, Di Guardo L, Ridolfi R, Scoppola A, Ferrucci PF, Ferraresi V,
Bernengo MG, Guida M, Marconcini R, Mandalà M, Parmiani G, Rinaldi G,
Aglietta M, Simeone E, Ascierto PA, Italian cohort of ipilimumab expanded
access programme (EAP): Efficacy, safety, and correlation with mutation
status in metastatic melanoma patients. J Clin Oncol 2013, 31(Suppl).
Abstract 9070.
9. Weber JS, Kähler KC, Hauschild A: Management of immune-related
adverse events and kinetics of response with ipilimumab. J Clin Oncol
2012, 30:2691–2697.
10. Ribas A, Kefford R, Marshall MA, Punt CJ, Haanen JB, Marmol M, Garbe C,
Gogas H, Schachter J, Linette G, Lorigan P, Kendra KL, Maio M, Trefzer U,
Smylie M, McArthur GA, Dreno B, Nathan PD, Mackiewicz J, Kirkwood JM,
Gomez-Navarro J, Huang B, Pavlov D, Hauschild A: Phase III randomized
clinical trial comparing tremelimumab with standard-of-care chemotherapy
in patients with advanced melanoma. J Clin Oncol 2013, 31:616–622.
11. Weber JS, Dummer R, de Pril V, Lebbé C, Hodi FS, MDX010-20
Investigators: Patterns of onset and resolution of immune-related
adverse events of special interest with ipilimumab: detailed safety
analysis from a phase 3 trial in patients with advanced melanoma.
Cancer 2013, 119:1675–1682.
12. Lutzky J, Wolchok J, Hamid O, Lebbe C, Pehamberger H, Linette G, de Pril V,
Ibrahim R, Hoos A, O’Day S: Association between immune-related adverse
events (irAEs) and disease control or overall survival in patients (pts)
with advanced melanoma treated with 10mg/kg ipilimumab in three
phase II clinical trials. J Clin Oncol 2009, 27(Suppl). Abstract 9034.

Simeone et al. Journal of Medical Case Reports 2014, 8:240
http://www.jmedicalcasereports.com/content/8/1/240

Page 5 of 5

13. Di Giacomo AM, Grimaldi AM, Ascierto PA, Queirolo P, Del Vecchio M,
Ridolfi R, De Rosa F, De Galitiis F, Testori A, Cognetti F, Bernengo MG, Savoia
P, Guida M, Strippoli S, Galli L, Mandala M, Parmiani G, Rinaldi G, Aglietta M,
Chiarion-Sileni V: Correlation between efficacy and toxicity in pts with
pretreated advanced melanoma treated within the Italian cohort of the
ipilimumab expanded access programme (EAP). J Clin Oncol 2013,
31(Suppl). Abstract 9065.
doi:10.1186/1752-1947-8-240
Cite this article as: Simeone et al.: Serious haematological toxicity
during and after ipilimumab treatment: a case series. Journal of Medical
Case Reports 2014 8:240.

Submit your next manuscript to BioMed Central
and take full advantage of:
• Convenient online submission
• Thorough peer review
• No space constraints or color ﬁgure charges
• Immediate publication on acceptance
• Inclusion in PubMed, CAS, Scopus and Google Scholar
• Research which is freely available for redistribution
Submit your manuscript at
www.biomedcentral.com/submit

