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Patient’s and family medical history and clinical examination

= Acute or chronic hemolytic anemia
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Direct Antiglobulin Test (DAT)
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All negative

If the diagnostic flow chart is negative for congenital
reconsider acquired hemolytic causes and vice-versa.

Consider also atypical AIHA (DAT-negative, warm lgM)
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Table 2. Main immunological abnormalities involved in AIHA pathogenesis

Pathogenic mechanism

Autoantibodies

lgG (all subclasses) antibody-dependent cellular cytotoxicity (ADCC)
lgG1 and 1gG3 complement activation
lgM strong complement activation

Complement system membrane attack complex (MAC)

phagocytosis of C3b-opsonized erythrocytes

Cellular immunity increased cytotoxicity of natural killer cells
activated autoreactive CD4+ T helper 1
Increased number of Th17 cells
Reduced peripheral CD4+ T-reg

Immonoregulatory cytokines high serum levels of IL-1a, IL-2/IL-2R, IL-6, IL-21
increased production in culture of IL-2, IL-4, IL-6, IL-10, IL-12, IL-13,
IL-17

reduced interferon-yin cultures
increased production in culture of TGF-3 in active patients
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Table 1. Pathogenesis of complement-mediated diseases

Disease Mutation Consequence
PNH FIGA Loss of CD35 and CD38 from
hematopoietic cells
aHUS C3,B Activates APC
H, I, MCP,TM Activates APC
DGK Unclear
Congenital CD59  CD59 Loss of CD58 from all cells
deficiency
CAD Unknown Agglutination of red cells
TP ADAMTS13 (autoantibodies  Accumulation of high-molecular-
are maore commaon) Willebrand multimers
Typical HUS None Shiga-toxin mediated effects
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Figure 1. Treatment algorithm for warm AIHA in adults. SR: sustained response

defined as maintenance of Hb values >10 g/dL over time; NR:
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criteria for initiating drug therapy are:
. symptom-producing anemia,
. transfusion dependence, or
. disabling circulatory symptoms

protective measures {clothing)

Steroids effective in 14-30% of cases but usually require unacceptably high doses

Splenectomy usually ineffective

Rituximab now recommended as the first-line treatment

effective in ~ 50% of cases (CR 5-10%), response duration 1 yr, median TTR 1-2 month
(Berentsen et al, 2006; Schollkopf et al, 2006)
more recently, reported effective in ™~ 70%, with a longer response duration {median 2 yrs)
(Swiecicki et al, Blood 2013, Barcellini, Blood 2014)

Internationial Consensus Meeting on
Autoimmune Hemolytic Aner
Vienna, Novéember 16th & 17th 2017
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Cold agglutinin mediated AIHA
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Am J Hematol. 2016 Dec 29. doi: 10.1002/ajh.24618. [Epub ahead of print]

Clinical evolution of autoimmune cytopenias to idiopathic cytopenias/dysplasias of uncertain
significance (ICUS/IDUS) and bone marrow failure syndromes.

Barcellini W' Fattizzo B, Zaninoni A", Valli v, Ferri V!, Gianelli U*, Cortelezzi A2,
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Am J Hematol. 2017 Dec 23. doi: 10.1002/ajh.25020. [Epub ahead of print]

Prognostic impact of bone marrow fibrosis and dyserythropoiesis in autoimmune hemolytic

anemia.

Fattizzo B, Zaninoni A2, Gianelli U*, Zanella A2, Cortelezzi A', Kulasekararaj AG*, Barcellini W=.
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