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Abstract

Background and aims. Aplastic anemia (AA) is a rare but life-threatening disease. The
introduction of immunosuppressive treatment (IST) and hematopoietic stem cell
transplantation (HSCT) has considerably improved the outcome of patients with AA.
However, modern-day population-based data are limited. This thesis aimed to
retrospectively analyze the incidence, treatment modalities, survival, and immune
markers in the bone marrow of patients diagnosed with AA in Sweden from 2000-2011.

Patients and methods. Patients were included via the National Patient Registry and
diagnosed according to the Camitta criteria. All data were collected from medical charts.
In paper 1V, immunohistochemistry was used to obtain data on regulatory T cells and
macrophages in the bone marrow.

Results and conclusions. We identified 257 confirmed cases, with an overall incidence
of 2.35 cases per million inhabitants per year. The 5-year overall survival (OS) was
>90% in patients aged up to 39 years but 38.1% in patients aged >60 years. Multivariate
analysis showed that age >40 years, very severe AA, and no specific therapy were
independent risk factors for inferior survival. First-line IST treated patients (n=158)
showed a 47% response rate with no difference regarding the age groups or anti-
thymocyte globulin (ATG) formulation. The response was significantly associated with
the severity grade at the time of treatment initiation, and very severe AA patients
exhibited a response rate of 22%. Sixty-eight patients underwent HSCT with a 5-year
OS of 86.8%. The graft-versus-host-disease-free, relapse/rejection-free survival at 5
years was 69.1%. Patients aged 240 years had higher transplant-related mortality that
translated into a lower 5-year OS. In paper IV, we found lower numbers of FOXP3-
positive regulatory T cells in AA patients without predictive value for IST response and
that patients with a higher number of CD163-positive macrophages had a better 5-year
OS, but this benefit was only observed in the non-severe AA group. In conclusion,
younger patients have very good long-term survival regardless of the choice of therapy,
whereas the outcome for patients >60 years remains poor. Very severe AA patients
respond poorly to ATG, which indicates the need for a different treatment approach.
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