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Letters to the Editor
Soluble Fas and soluble Fas 
ligand in the joints of patients 
with rheumatoid arthritis and 
osteoarthritis: a Tunisian 
case-control study

Sirs,
Rheumatoid Arthritis (RA) is a chronic 
infl ammatory autoimmune disease charac-
terized by abnormal synovial hyperplasia 
associated with local infi ltration of various 
infl ammatory cells leading to cartilage and 
bone destruction. A defi cit in the physi-
ological apoptotic process could be at the 
origin of rheumatoid synovitis (1, 2). The 
soluble form of Fas (sFas) and those of Fas 
ligand (sFasL) antigens are involved in ap-
optotic regulation (3-5) in RA. Conversely, 
in osteoarthritis (OA), there are no apop-
tosis abnormalities mediated by Fas/FasL 
interaction.
The objective of this study is to appreciate 
the role of apoptosis in the pathogenesis 
of RA through the comparison of sFas and 
sFasL concentrations in sera and in knee 
synovial fl uid (SF) among 2 groups of pa-
tients, one with active form of RA, and an-
other with fl are-up of OA. 
A case-control study was carried out, during 
the period from January 2001 to May 2003, 
by the department of Rheumatology of La 
Marsa hospital in collaboration with the 
Immuno-histology laboratory of the Faculty 
of Medicine of Tunis. The fi rst group of 27 
patients with active form of RA, according 
to the FDA and to the 1987 revised ACR 
criteria, is composed of 24 women and 3 
men, with a median age of 48 years and 
median disease duration of 99.25 months. 
The second group of 8 patients, with fl are-
up of OA, is composed of 5 women and 3 
men, with a median age of 50 years. All pa-
tients were enrolled after informed consent. 
Finally and to insure sFas and sFasL dos-
age validity in sera, a healthy control group, 
composed of 20 blood donors matched for 
age to the study groups, was selected. Con-
centrations of sFas and sFasL in sera and in 
SF have been determined using an Enzyme-
Linked Immuno-Sorbent Assay (ELISA). 
Non parametric tests are used to compare 
the median concentrations, Mann-Whit-
ney among 2 groups, and Kruskal-Wallis 
among 3 groups. A p value below 0.05 is 
considered as signifi cant.
All results are summarized in Table I. In 
sera, sFasL and sFas levels in RA and OA 
groups are signifi cantly higher than in the 
healthy controls group (both Kruskal-Wallis 
p = 0.000).
When comparing RA and OA groups, SF 
sFasL is signifi cantly higher in the RA group 
(p (p ( = 0.000) while SF sFas, sera sFasL and sera 
sFas are not statistically different (respect-
ively p = 0.985, p = 0.203 and p = 0.580). We 
can notice that, for both groups, sFasL levels 
are higher in SF than in sera (e.g. Fig. 1).

Table I. sFasL and sFas concentrations for each group of study.

Apoptotic markers Study group Valid cases Median p value
   (25th – 75th percentiles)

RA 23 380.00
   (253.00 – 433.00) 0.203  
sFasL in sera (pg/ml) OA 8 270.00   0.000**

   (260.00 – 317.50)   
 Healthy controls 20 166.50
   (144.25 – 197.50)
  

RA 23 5.70
   (3.70 - 7.20) 0.580  
sFas in sera (ng/ml) OA 8 5.10   0.000**

   (3.725 - 5.675)  
 Healthy controls 20 2.35
   (1.76 - 3.00)
  
 RA 27 870.00
sFasL in SF (pg/ml)   (730.00 – 975.00)  0.000** 

 OA 8 390.00
   (300.00 – 517.50)

 RA 27 9.40
sFas in SF (ng/ml)   (7.60 – 11.20)  0.985
 OA 8 9.20
   (7.075 – 11.500)

NB: ** p value highly signifi cant.
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Fig. 1. Sera and SF 
sFasL levels com-
parisons among study 
groups.
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Our most important fi nding is that the SF 
sFasL levels of RA group are higher than 
those of OA group. Hashimoto et al. (6) 
fi nd elevated levels only for SF sFasL in 
RA and OA groups. Whereas, Hasunuma 
et al. (7) report a higher concentration of 
SF sFas in RA group when compared to OA 
group but have found no difference in sera 
sFas concentrations.
Asahara et al. (8) consider that an over 
expression of FasL, on the surface of acti-
vated T lymphocytes located in the rheuma-
toid synovium, contribute to the induction 
of apoptosis in RA. The addition of anti-Fas 
IgM monoclonal antibodies (MAb) to cul-
tured synoviocytes, obtained from RA and 
OA samples, leads to apoptosis only in RA 
patients (9). These fi ndings show a sensi-
tivity of rheumatoid synovium to anti-Fas 
IgM MAb and suggest that its therapeutic 
use might reduce the synovitis through ap-
optosis induction (10).
In conclusion, the increase of sFasL levels 
in SF appears to characterize active RA. As 
sFasL is an apoptotic marker, we might ask 

whether an elevated level of the SF sFasL 
could not be an expression of the synovium 
proliferation observed in active RA?
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Erratum corrige
In an article in our previous issue, T. Nakamura et al. 2007; 25(4): 518-522, the authors have brought to our attention a mistake in Table I, 
page 520, under the column: SAA1 gene polymorphism. Here below is Table I with the corrected fi gures in bold. 

Table I. Patients’ characteristics.

Patient/ Disease duration SAA1 Prior Associated Organ                  Proteinuria                  Serum creatinine Follow-up
Age/ RA/Amyloidsis gene DMARDs Prednisolone involvement                (g/day)                    (mg/dl)  (weeks)
Sex (years) polymorphism  (mg/day)  Initial*     Last** Initial*    Last**

        
1/53/F 12/11 1.3/1.3   CYC, MTX 0 Kidney 2.6 0.6 4.3 4.5 68
     BU, SASP       BU, SASP       BU, SASP
        
2/57/F 25/2 1.1/1.3   CYC, MTX 5 Kidney 3.2 1.2 5.3 3.6 56
   GST, CyA  Digestive tract
   TCR, SASP  Thyroid
        
3/70/M 43/5 1.3/1.3   GST, BU 10 Kidney 1.9 1.7 2.3  2.2 20
     MTX, AU     
        
4/60/F 37/9 1.5/1.3   MTX, IM  2 Kidney 1.8 0.3 0.9 0.9 37
   CYC, BU  Heart, thyroid
   LEF, SASP  Bladder 
     Digestive tract   Digestive tract   Digestive tract
          
5/59/F 6/2 1.5/1.3   BU, D-p, AU 5 Kidney 2.5 1.2 4.0 3.8 32
   TCR,  CYC   Thyroid
   MTX   Digestive tract
        
6/72/F 4/2 1.3/1.3   CYC, MTX 10 Kidney 1.2 0.3 0.5 0.4 37
     BU, CyA     
        
7/54/F                 15/4 1.3/1.3   BU, MTX 3 Kidney 2.9 0.8 2.6 2.4 54
   SASP, TCR  Thyroid
   CYC   Digestive tract
        
CYC: cyclophosphamide; MTX: methotrexate; BU: bucillamine; SASP: sulfasalazine; GST: sodium aurothiomalate; CyA: cyclosporine; TCR: tacrolimus; AU: auranofi n; 
IM: azathioprine; LEF: lefl unomide; D-p: D-penicillamine.
*,** The value of initial (before etanercept) - and last (the index time) - visit following treatment with etanercept between follow-up periods.


