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We present a 49-year-old man with severe haemophilia A diagnosed with Diffuse Large B-Cell
lymphoma (DLBCL) having presented with 7-year history of asymptomatic right-sided neck swelling.
His past medical history included congenital severe haemophilia A with no inhibitor and successfully
treated tuberculosis and hepatitis C. He was Hepatitis B immune via inoculation and HIV negative.
Following diagnosis of lymphoma he commenced R-CHOP chemo-immunotherapy. He had 670
disease free days. Two years later during a routine follow up and detection of lymphadenopathy he
underwent a CT scan, which showed recurrence, this was confirmed with lymph node biopsy.
Patient was commenced on R-ESHAP chemo-immunotherapy and proceeded to autologous stem
cell transplant. All three cycles were administered as inpatient during which he received daily
prophylactic recombinant factor VIII. Following treatment he was noted to be in complete metabolic
remission. Following cycle three he proceeded to high dose BEAM conditioning therapy followed by
stem cell rescue. He received daily prophylactic recombinant factor VIII, followed by infusion at
160units/hr after initial loading dose of 3,000 units when platelet count fell below 50. Target factor
VIl levels were maintained between 60-100%. There was no haemophilia related bleeding during
that time. He had 126 disease free days following haematopoietic stem cell transplant. Following
second disease relapse he was referred and approved for CAR-T cell therapy with axicablegene
ciloleucel. Following re-infusion of cells his recovery was complicated by neutropenic fever, cytokine
storm syndrome treated with tocilizumab and central venous line sepsis. As of publication date he
continues to be in remission.

Immune function modulation due to factor administration even in the absence of chronic viral
infection contributes to increased risk of malignancy in patients with haemophilia. Haematomas can
also be easily mistaken for tumours and vice versa in patients with haemophilia. The difference in
management of patients with haemophilia is the added risk of bleeding due to congenital factor
deficiency; however, with appropriate prophylaxis there was no observed increase in bleeding
episodes in literature. Our patient did not have any unexpected bleeding that was related to
haemophilia during his treatment, including his CAR-T therapy. Treatment of lymphoma especially
DLBCL is given with curative intent, therefore dosing regiments should not be reduced based solely
on background of haemophilia.



There is not much literature about patients with haemophilia being excluded from clinical trials,
however the issues with participation appears to be related to patients’ willingness to participate in
clinical trial, rather than their diagnosis of haemophilia being an exclusion criteria. Deranged
coagulation profile is not an exclusion criteria to participate in the CAR-T cell therapy trial, which
our patient was consented for. Patients have also reported in questionnaires that if they had no
knowledge about clinical trial they were less motivated to participate and that physicians should
provide patients with clear and unbiased information on the clinical research and communicate
better. This would improve patient understanding of different clinical research steps, why
participation is required, including expected benefits to either patient himself or benefiting society
as a whole.
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