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Five to ten percent of patients with autoimmune hemolytic anemia (AIHA) have

a negative finding on the direct antiglobulin test (DAT) and are difficult to diagnose. Most of
these AIHA patients have amounts of red blood cell-associated 1gG below the cut-off value of DAT.
Comprehensive diagnosis and classification of DAT-negative AIHA can be made with additional tests of
low-affinity 1gG and IgA/IgM autoantibodies. However, 17% of patients with DAT-negative AIHA show
negativity on all the above tests and are diagnosed with * clinically diagnosed DAT-negative AIHA'
following exclusion of other hemolytic anemias and responsiveness to steroids. This percentage could
decrease to 4% if tests were done before treatments. Patients with this AIHA show relatively worse
prognosis_than patients with low-affinity 19gG. When treating a patient with DAT-negative hemolysis,
DAT-negative AIHA should be considered and tested in reference laboratories, especially before

treatment.
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Clinical characteristicsand labor atory measurementsin patientswith idiopathic DAT-negativewar mAIHA

L ow-affinity Clinically
Tube DAT- Double DAT- 109G type diagnosed p value
negative AIHA  negative AIHA AIHA AIHA (p<0.05)
Number 12 19 25 12
Age (years) 63+24 68+21 65+21 63+30 0.919
Female (%) 58 68 44 58 0.436
Evans syndrome (%) 17 16 8 50 0.039
WBC (/uL) 8019+5593 5190+1828 632243518 6875+5261 0.276
Hb (g/dL) 7518 8.0£2.0 82424 95426 0.164
%Retic (%) 7.1£6.9 5.5+4.0 9.5£11.6 4.7£2.9 0.266
MCV (fL) 96.8+11.5 99.249.5 99.3+11.0 94.5+7.8 0.521
Platelets (><104/“L) 12.249.2 16.9+£10.0 20.3+11.0 7.3£8.3 0.003"
TP (g/dL 6.6+0.8 6.2+0.7 6.9+0.8 6.1£0.9 0.012"
Alb (g/dL) 32404 3.540.8 41+0.6 3409 0.002"
IgG (mg/dL) 17834956 1393544 1321%525 1198+318 0.109
LDH (U/L) 1024+745 4444347 788+599 538+493 0.027"
IDBIL (mg/dL) 35437 23425 2.8+2.7 1.8x1.7 0.449
Hp (mg/dL) 0.3+0.5 8.2+17.2 5.0+17.1 0.9+2.9 0.359
RBC-bound 1gG
103+63 124491 62+54 30+16 0.0006"
(moleculessRBC)
1-year survival rate after
58% 83% 92% 75% 0.113
diagnosis
Treatment with steroids alone n =10 (83%) n = 13 (68%) n = 165 (60%) n =11 (92%)
Efficacy of steroids 91% 71% 88% 91% 0.487
Remission within 4 weeks 55% 31% 71% 60% 0.188
Maintenance steroid (<15
75% 63% 83% 67% 0.738
mg/day)
1-year surviva rate after
58% 79% 94% 73% 0.140

diagnosis

(Kamesaki T, Transfusion, 2022 )
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