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Abstract

Objective: To further define the genetic basis of clinical variability in sickle cell anemia (SCA), we focus on the
known functional polymorphisms of MCP-1 and CCR2 and we also discuss their associations with complications of
SCA including vaso-occlusive crisis (VOC) and infection.

Methods: 100 SCA patients were enrolled in this investigation. The sample of patients was divided into two
groups according to the presence or the absence of each complication. Polymorphisms studied namely:
MCP-1-2518 A/G and CCR2 —V64I| were genotyped for all subjects using PCR/RFLP. To test for trait association
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polymorphisms (SNPs) identified in exon3 of which the major
functional polymorphism V641 and its underlying G to A non-
synonymous mutation at position 190, is the most common in the
Caucasian population [18]. Furthermore, V64l polymorphism appears
to result in a reduced binding of MCP-1 [19].

In this paper, we intend to study the impact of MCP-1-2518 A/G
and CCR2 -V641 on the occurrence of VOC and infection for the first
time among SCA Tunisian children. SCA is the second sickle cell
hemoglobinopathy after b-thalassemia in Tunisia, representing a real
public health problem. The average frequency of the trait in our
country is 1.89% [20].
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V641 of CCR2 F: TTGTGGGCAAC
R : TGAAGAAGAT"
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0.12 (0.020-0.530)

7.510-3 0 5 0.313
0.05 (0.05-0.603)
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A 0.82 0.50 1* 0.81 0.794 1*

G 0.17 0.50 2.910-4 0.18 0.206 0.300
(0.087-0.506)

CCR2-V64

GG 55 6 1* 29 52 1*

GA 26 6 0.372 4 10 0.538

AA 3 4 7.110-3 1 4 0.659
12.32 (1.551-98.474)

G 0.80 0.56 1* 0.92 0.86 1*

A 0.19 0.43 4.910-3 0.07 0.14 0.425

1.269(1.04-1.55)

P: index of significance; RR: Relative-Risk; 1*: reference group; VOC: vaso-occlusive crisis.
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