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An Autoimmune Haemolytic Anaemia
Secondary to Ipilimumab Treatment
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Summary

Background: Melanoma is one of the fastest growing neoplasms worldwide. Treatment of me-
tastatic disease has swiftly shifted in the last decade from generally ineffective chemother-
apy regimens to highly effective targeted treatments or immunotherapy, with a range of side
effects that differ completely from those of previous treatments for this disease. Case: We pre-
sent a case of a 71-year-old man with diagnosis metastatic melanoma. This patient was treated
with anti-CTLA-4 antibody ipilimumab. Despite minor skin toxicity, the regimen was well to-
lerated until he developed hemolytic anemia, an autoimmune side effect of ipilimumab. The
treatment was withdrawn and steroids were administered until the issue was resolved. Conclu-
sion: Immunotherapy has become the standard of care for many tumors, and its side effects are
completely different from those of chemotherapy, meaning that oncologists must be aware of
this to avoid a potentially life-threatening situation and arrive at an early diagnosis and imple-
ment prompt treatment.
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Souhrn

Uvod: Melanom je jednim z nejrychleji rostoucich nador( po celém svété. V poslednich 10 le-
tech se lé¢ba metastatického melanomu rychle pfesunula od obecné neucinné chemoterapie
k vysoce uc¢innym cilenym terapiim nebo k imunoterapii, s fadou vedlejsich ucinkd, které jsou
zcela jiné, nez u diive pouzivanych postupl. Pfipad: Prezentujeme pfipad 71letého muze s
diagn6zou metastatického melanomu. Tento pacient byl [é¢en protilatkou anti-CTLA-4 ipilimu-
mabem. Navzdory mensi toxicité kiize byl tento rezim dobre tolerovan, dokud se nerozvinula
hemolytickd anémie, jako autoimunitni vedlejsi ucinek zplisobeny ipilimumabem. Lécba byla
zastavena a byly nasazeny steroidy do vyfeSeni problému. Zdvér: Imunoterapie se stala standar-
dem péce pro mnohé nadory, ale vedlejsi Gcinky této 1écby jsou zcela odlisné od chemoterapie.
To znamen3, ze onkologové musi davat vétsi pozor, protoze ¢asna diagnéza a okamzitd lécba
maze zachrariovat Zivot.
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A 71-year-old male presented with an ul-
cerated lesion on the right hallux, skin no-
dules on the right leg and a right inguinal
mass in September 2014. Incisional bi-
opsy revealed an undifferentiated epithe-
lioid cell malignant neoplasm. Immuno-
histochemistry favored the diagnosis of
melanoma, with positivity for S100 and
A103 and negativity for cytokeratins.
BRAF mutation analysis was negative.

"®F-FDG-PET-Scan in 10/11/2014 de-
monstrated anomalous enhancing in
a 15mm right external iliac lymph node,
alargerightinguinal mass (21 x 4.5 X 6cm),
a subcutaneous nodule in the right leg
(9mm) and the right hallux lesion. CT scan
showed two non-enhancing suspicious
lung nodules (6 and 8 mm resp.).

In January 2015, the patient initiated
palliative chemotherapy with dacarba-
zine 250 mg/m?’ from days 1 to 5 each
28 days, while awaiting for approval of
ipilimumab (Yervoy®). He had a MRI-con-
firmed reduction in the inguinal mass
after four cycles of dacarbazine.

Ipilimumab was then started at the
standard dose of 3mg/kg each 3 weeks,
and after four cycles (24/06/2015), he
had additional decrease in the inguinal
mass, while chest CT evidenced stable
lung nodules, suggestive of granulomas.

He was reevaluated by the surgical on-
cologist who performed a complete re-
section of the remaining lesions (right
hallux, satellite nodules and iliac mass
and lymph nodes) in 24/08/2015. He was
treated with a 14-day parenteral antibio-
tic course after surgery due to surgical
site infection. After recovery, he received
44 Gy of adjuvant radiation to the groin
and pelvic region until January 2016.

In 27/05/2016, he visited the emer-
gency department due to an increasing
asthenia in the preceding couple weeks.
Physical exam revealed pallor and jaun-
dice, with a normal cardiopulmonary
evaluation and no hepatosplenomegaly.

Laboratory revealed a slightly macro-
cytic anemia, with normal leukocyte
and platelet counts. Liver function tests
and vitamin B,, levels were normal, but
lactate dehydrogenase and indirect bili-
rubin levels were high, raising suspicion
of hemolytic anemia.

Further testing revealed a low hapto-
globin level, positive direct Coombs test

(IgG and monoclonal C3d) and eleva-
ted reticulocyte count. Antinuclear and
anti-DNA antibodies were negative, and
urine and serum protein electrophoresis
were normal.

There was no history of medica-
tion use or respiratory, urinary or gas-
trointestinal infections in the preceding
4 months.

Chest and abdominal computed to-
mography were normal, as well as the
upper endoscopy and colonoscopy.

Bone marrow biopsy revealed an ery-
throid hyperreactive marrow, excluding
aplastic anemia.

He was started on daily prednisolone
at 1mg/kg, and a rise in erythrocyte
count ensued in two weeks. Steroids
were maintained for eight weeks, with
normalization of blood and reticulocyte
counts and bilirubin and lactate dehyd-
rogenase levels. Subsequently, the ste-
roids were gradually tapered.

Discussion

Treatment with immune checkpoint in-
hibitors is associated with toxicity dis-
tinct from that seen with cytotoxic
chemotherapy, the so-calledimmune-
-related adverse events (irAEs) [1-9].
Interest in the prevalence, detection and
management of such phenomena is
growing, consonant with the rise in pre-
scriptions of these medications.

Ipilimumab is an antibody that tar-
gets and inhibits the immune check-
point called cytotoxic T-lymphocyte
associated antigen 4 (CTLA-4), result-
ing in T-cell activation and prolifera-
tion and enhancing the host’s antitu-
mor response [3,4,7-12]. It has been
approved for the treatment of unre-
sectable metastatic melanoma since
2011 [2,3,12], being the first therapy
to actually prolong survival in these
patients [1,2,5,7-9,11,12].

With standard dosage, serious (CTCAEs
grade 3 or higher) adverse events occur
in approximately 15-20% of patients,
mostly dermatologic, gastrointestinal,
hepatic or endocrine [1-4,6,8,9]. Hema-
tologic events are uncommon [1,5,6,
10,13], even with higher doses in recent
adjuvant trials [3,4,7,11]. There are two
case reports of ipilimumab-associated
anemia with red cell aplasia [10,13], and

only one case of autoimmune hemoly-
tic anemia [5].

Hemolytic anemia needs to be con-
sidered in any patient with pallor and
jaundice, especially if accompanied
by macrocytic anemia and indirect bi-
lirubinemia. High LDH and haptoglo-
bin and reduced haptoglobin corro-
borate and positivity in either direct
Coombs or anti-C3d confirms the diag-
nosis. In a minority of cases, an asso-
ciated disorder can be present, mainly
viral infections, autoimmune disor-
ders (mainly lupus), lymphoprolifera-
tive disorders, certain drugs and blood
transfusions [14].

Management of irAEs involves, de-
pending on the grade of the event, dis-
continuing of the drug and steroid
usage (event. other immunosupres-
sors in rare cases), overlapping with the
treatment recommendations of autoim-
mune hemolytic anemia [14]. Mild and
early toxicity can be completely rever-
ted, as happened to our patient [1,3-5].
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