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Table 1 Laboratory data of the patient before azacitidine treatment

WBC 3,300 /ul CRP 0.11 mg/di Fe 286 ug/dl
Bl 4.0 % TP 70 g/dl Ferritin 369.1 ng/ml
Stab. 3.0 % Alb 4.1 g/di Vit B12 653.8 pg/ml
Seg. 45.0 % Cr 047 mg/dl Folic acid 6.5 ng/ml
Mono. 40 % UA 5.1 mg/d! 1gG 1,355 mg/d!
Lym. 44.0 % Total-bilirubin 4.82 mg/dl IgA 306 mg/dl

RBC 191 x10* /! Direct-bilirubin 0.18 mg/di IgM 83 mg/dl

Hb 6.9 g/dl AST 54 mU/ml WT1 mRNA 21,000 copies/pug RNA

Ht 20.8 % ALT 35 mU/ml

Platelets 71x10* /ul LDH 484 mU/ml

Reticulocyte 46 % ALP 174 mU/ml

IPF 51 % Na 142 mmol/ml

APTT 276 sec. K 3.6 mmol/m]

Fib. 259 mg/dl Cl 109 mmol/m!

FDP 2.0 ug/ml Ca 8.6 mg/dl

D-dimer 04 pg/ml

IPF: Immature platelet fraction WTI1: Wilms tumor gene
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Fig. 1 Bone marrow aspiration at the time of diagnosis. (A) The bone marrow showed an increase in num-

bers of erythroblasts (Wright-Giemsa, original magnification X 600). (B) An erythroblast containing three

nuclei and two myeloblasts are shown (Wright-Giemsa, original magnification X 600).

Table 2 Hemolysis-related examination findings

Direct Coombs test (=)
Indirect Coombs test (=)
Specific direct-coombs
anti-IgG (=)
anti-IgA (=)
anti-IgM (=)
anti-C3b3d (=)
Cold agglutinin X 64
Ham test (=)
Sugar-water test (-)
Haptoglobin <10 mg/d!

203 molecules/RBC
(normal range: 33 =13 molecules/RBC)

Erythrocyte-associated IgG
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Fig. 2 Clinical course

Ir-RCC-LR: Irradiated red cells concentrates-leukocytes reduced

Ir-PC-LR: Irradiated platelet concentrates-leukocytes reduced

Plt: Platelet
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Abstract:

Myelodysplastic syndrome (MDS) is a hematopoietic disorder characterized by both bone marrow failure and
hematopoietic malignancies. It has been shown that autoimmune diseases accompany MDS in 10%-30% of patients.
Autoimmune hemolytic anemia (AIHA) is caused by production of autoantibodies against mature erythrocytes, and
is diagnosed using the direct Coombs test. Although rare, there are Coombs-negative AIHA patients. In these cases,
determination of the level of erythrocyte-associated 1gG is critical for diagnosis. Here, we present a case of Coombs-
negative AIHA associated with MDS. We treated the patient with the DNA demethylating agent azacitidine for
MDS, and consequently, pancytopenia was markedly improved. In addition, myeloblasts in peripheral blood disap-
peared and the level of Wilms tumor gene mRNA, a marker of MDS progression, became undetectable. Interestingly,
during the courses of azacitidine treatment, hemolysis markedly improved, suggesting that azacitidine was also effec-
tive in treating AIHA. Coombs-negative AIHA is rare, but it is important to evaluate erythrocyte-associated IgG if
the direct Coombs test is negative in patients with hemolytic anemia associated with MDS. Our findings in the pre-
sent case also suggest the efficacy of azacitidine for ATHA, and thus it is of interest to clarify the mechanism underly-
ing the effect of azacitidine.
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