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                SIR â€“ Fibromyalgia (FM) is a common syndrome consisting of diffuse aching, pain, or stiffness in the muscles or joints, accompanied by multiple tender points on examination and the clinical profile includes many comorbid psychiatric symptoms as well as an atypical personality profile characterized by high harm avoidance (HA) and low novelty seeking (NS).1, 2 We have reported a higher frequency of the short promoter region of the serotonin transporter (HTTLPR), associated in some studies with both anxiety-related personality traits and stress-related depression, in FMS patients confirming a previous study.2, 3 A second gene widely studied in personality genetics is the dopamine D4 receptor (DRD4), characterized by a highly polymorphic repeat (2â€“9 repeats of 48â€‰bp) region in its third exon; the 7 repeat was initially associated with NS in some4, 5 but not all studies.6 Reduced NS scores in FM patients,2 prompted us to characterize the DRD4 exon III repeat region in a group we had previously investigated regarding HTTLPR.2 Altogether, we genotyped 81 female patients and 458 female control subjects.
As we predicted, a significant decrease in the frequency of the 7 repeat genotype was observed in the FM patients (Ï‡2=29.91, P=0.008, 14 df) (Table 1, Part a). Note that the two most common genotypes are the 4/4 repeat followed by the 4/7 repeat as has been observed in most Caucasian populations. No difference in the frequency of the 7 repeat was observed in the control group when grouped by ethnicity (data not shown: likelihood ratio=2.39, P=0.302 comparing Ashkenazi Jews, non-Ashkenazi Jews and Bedouin). When the genotype was collapsed into subjects with at least one 7 repeat vs â€˜all othersâ€™ (no 7 repeat) the frequency of the 7 repeat was significantly reduced (39.5 vs 27.2%) in the FM subjects (data not shown: Ï‡2=4.478, P=0.034; OR=1.62 95% CI {1.025â€“2.56}). Finally, we cross tabulated both polymorphisms by diagnosis (Table 1, Part b) and observed a significant association of the DRD4 exon III repeat region and FM solely in subjects with the HTTLPR short deletion (Ï‡2=16.56, P=0.01, 2 df) but not with the promoter long insertion (Ï‡2=3.86, P=0.70, 2 df).
Table 1 Cross tabulation of DRD4 and HTTLPR genotypes by diagnosisFull size table
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