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Dear Editor, 

We read the recent report by Kumar BV et al., with great interest 
[1]. They have reported an interesting case of elevated haemoglobin 
F and mentioned it as a possible diagnosis of heterozygous 
delta-beta–thalassaemia [1]. In fact, the diagnosis of delta-beta 
thalassaemia can be difficult. In the case of delta-beta thalassaemia, 
the clinical appearance is usually of thalassaemia intermedia with 
only abnormal haematological findings and hypochromic microcytic 
anaemia [2]. Based on a study from Brazil, the incidence of these 
abnormalities is less than 1:10,000 [3]. However, in a report from 
Thailand [4], the prevalence of carrier of this disorder is as high as 
4%. The main haematological finding of delta beta thalassaemia 
is “absent or reduced synthesis of adult haemoglobin (HbA) and 
increased synthesis of fetal haemoglobin” [5]. Nevertheless, this 
finding can also be seen in another haematological disorder namely 
hereditary persistence of fetal haemoglobin. To differentiate delta 
beta thalassaemia from hereditary persistence of fetal haemoglobin 
it requires good laboratory testing. The main difference between 
hereditary persistence of fetal haemoglobin and delta beta-
thalassaemia can be confirmed by alpha-beta-globin chain synthesis 
ratio and DNA analysis. However, this is not easy for simple screening 
[5]. The use of haemoglobin electrophoresis might be useful for 
detection of fetal haemoglobin and applied in screening. However, 
the cost for performing haemoglobin electrophoresis is not cheap. 
In our setting, Thailand, where thalassaemia is very common, 
the screening is proposed as national policies. The use of simple 
screening such as DCIP (Dichlorophenol-indophenol) and Osmotic 
Fragility (OF) test is implemented for screening of common disorders 
such as alpha thalassaemia, beta thalassaemia and haemoglobin 
E disorder [6]. For the delta beta thalassaemia, the combination 
between DCIP and OF tests might help to screen but not definitively 
diagnose the case [6]. According to the local reports from Thailand, 
the screening test had a good sensitivity. The sensitivity of the 
technique to detect the cases with abnormal high haemoglobin F 
level including delta beta thalassaemia is 100% [7,8]. However, the 

positive predictive value is extremely low (about 0.02% –1%) due 
to the fact that the test can also help screen other kinds of more 
common haemoglobin disorders [6]. The definitive diagnosis for any 
test positive case usually requires “molecular characterization and 
PCR detection” [2]. For a case of “hereditary persistence of fetal 
haemoglobin”, a more complex situation “gamma delta beta” or 
“zero thalassaemia is also to be ruled out [9]. The validation and 
tests on possible usefulness of screening tests for the cases with 
abnormal high fetal haemoglobin levels in different settings should 
be done. Finally, for any case with final confirmation for abnormal 
fetal haemoglobin level, family studies on both parents must be 
done.
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