Low fetal hemoglobin rates in patients carrying
Thai (5p)°deletion and Turkish (64)°deletion/
inversion strengthen the hypothesis that the 5’6
BCL11A binding site plays a major role in

its fetal hemoglobin inhibitory regulation.
Response to “The 12.6 kb-deletion in the -globin
gene cluster is the known Thai/Vietnamese
(0p)*-thalassemia commonly found in Southeast
Asia”

We read with interest the letter by Chalaow et al." con-
cerning 12.6 kb-deletion in the beta(f)-globin gene cluster
known as the Thai/Viethamese (6f)-thalassemia com-
monly found in Southeast Asia. The main purpose of our
study’ was not to report the discovery of new deletions
but to focus on the impact of the loss of a regulatory ele-
ment in the increase in fetal hemoglobin (HbF) by using
short deletions. From the deletions described in our work,
the 12610 pb del was claimed to be reported for the first
time. However, it appears that this deletion was actually
described under various names and referenced as: i) Thai
(8B)°-deletion’® (5" breakpoint : 35432-35620 and 3’break-
point: 23090 on NCBI_AC104389.8 co-ordinates;" ii)
Laotian deletion (assumed to be a similar deletion, with
stated 5’ breakpoint between 775-781 in IVS2 of the 8-glo-
bin gene and 3’ breakpoint laying 4.7kb downstream of
the B-globin gene);’ iii) Vietnamese (8f3)°-deletion (56009-
68592del on Genbank HUMBB co-ordinates);® iv) SEA
(9p)’-deletion (55989-68573del on GenBank U01317 co-

ordinates).” Clearly, we had not sufficiently searched the
GenBank or compared our results with these data.

Thus, it would be more appropriate to report that, in a
patient from India, we had identified a deletion known as
being likely to be present more frequently in South-East
Asian populations (Thailand, Laos and Vietnam). The lack
of a standardized and exhaustive database of the known -
globin locus deletions is one reason for the mistake in
identifying a known deletion as a new discovery.
Moreover, since deletion mapping was performed in mid-
2011, the breakpoint sequence loaded on the GenBank
browser was not identified as being that of a previously
known deletion. So, we propose to submit this deletion to
the HbVAr database, with a table summarizing its main
features, and including all the publications that have
described this event with a unified co-ordinate. We will
carry out this submission using the table presented here
(Table 1) that summarizes the main features of patients
described in these publications.

Interestingly, when we look at the phenotypes reported
in these publications, we find that the fetal hemoglobin
(HDbF) rates are very close to those reported in our data
(Table 1), i.e. Thai (3p)’-del patients: mean HbF in meta-
analysis 1.95 g/dL (standard deviation, SD=0.75); Turkish
del/inv patients: mean HbF in meta-analysis 1.06 g/dL
(SD=0.50). Then, the global low HbF rates observed in
meta-analysis for all patients with both deletions (1.69
g/dL; SD=0.79) are in agreement with our statement that
the loss of BCL11A 5’-3 binding site is a key element in the
resulting increase in HbF observed in patients carrying
deletions removing this site, highlighting the major role of

Table 1. Summary of publications describing patients displaying the Thai (3(3)°-deletion or the Turkish del/inv patients.
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Hgb MCV MCH A2 Hb F Hb F HbF quantifying method
(g/dL) (fl) (pg) ) ) (g/dL)
Trent® Thai (3f)"-del 122 74 23 2.1 9.9 1.20 modified Betke method
1988 1 heterozygote patient
Zhang’ Thai (6f3)"-del 124 71 22.8 3 115 143 not reported
1988 1 heterozygote patient
Craig’ Thai (8f3)"-del 138 76 26 2.5 20 2.76 Hb electrophoresis at
1994 1 heterozygote patient pH8.9 cellulose acetate,
HbF measured by alkaline
denaturation
12.1 70 22 25 13 1.573
Turkish del/inv 10.9 67 23 2.2 124 1.3516
4 heterozygote 12.8 62 20 2.8 6.8 0.87
patients 10.8 58 19 3 4.2 0.4536
Thai (5p)"-del 10.9 76 25.2 22 222 241
3 heterozygote 117 73 23.8 2 23.9 2.19
patients 13 73 23 2.9 158 2.054
Fucharoen® Thai (3f)"-del 6.5 70 22.3 1.9 91.7 5.96 cation exchange
2001 compound heterozygote chromatography in
(cd 41/42 CTTT) severe conjunction with gradient
thalassemia intermedia patient elution (Hb Gold, Drew
scientific Ltd, UK)
Thai (6f3)"-del 12.3 64 20 483 5.9
compound heterozygote
HbE 13.9 69 22.5 49.8 6.92
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that BCL11A binding site in its HbF inhibitory regulation.
We would like to express our sincere thanks to Chalaow

et al. for their letter' that we received following our publi-

cation,” and for the interest they have shown in our data.
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