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Letter to the Editor

Variability of the RNase L Isoform Ratio (37 Kilodaltons/83 Kilodaltons) in
Diagnosis of Chronic Fatigue Syndrome

Chronic fatigue syndrome (CFS) is a disorder characterized
by debilitating fatigue whose etiology and pathophysiology re-
main unclear. Previous studies showed abnormalities of the
RNase L pathway in peripheral blood mononuclear cells
(PBMC) from patients with CFS (1, 2). The ratio of RNase L
isoforms (37 kDa/83 kDa ratio [37/83 R]) has therefore been
proposed as a potential biochemical marker of CFS, with a
sensitivity of 91% and a specificity of 71% when the cutoff ratio
was 0.4 (3).

In order to evaluate the variability and reproducibility of the
37/83 R in the diagnosis of CFS, we assayed it in duplicate as
described by Demettre et al. (2) once a month for 3 months
with nine patients fulfilling CFS criteria (mean age *+ standard
deviation = 43.1 + 10.4 years). The accuracy of this ratio in the
diagnosis of CFS was also tested and correlated with a clinical
tool, the Multidimensional Fatigue Inventory (MFI) score, in a
case-control study involving 28 CFS patients (mean age, 43.1
10.4 years; MFIL 60.9 = 14.6) and 24 healthy volunteers (mean
age, 40.5 = 9.9 years; MFI, 27.1 = 7.7).

The results of these two assays were correlated by the Spear-
man test for each sample; the means of the results of the assays
were calculated, and the results from 3 consecutive months
were correlated. Sensitivities, specificities, and positive and
negative prognostic values were calculated with different
threshold ratios of RNase L isoforms (0.4, 0.45, and 0.5).
Ninety-five percent confidence intervals (95% Cls) were esti-
mated. The ages of subjects in the two groups were compara-
ble, and the MFI scores of the CFS group were higher than
those of the control group (Mann-Whitney U test; P < 0.05).

The correlation between two 37/83 R assays from the PBMC
sample was lower for the CFS group than for the control
group. Moreover, the correlation decreased with time (r =
0.69, 0.69, and 0.33 at the first, second, and third months,
respectively) for the CFS group while staying unchanged for
the control group (r = 0.95). The correlations between two
average results of 37/83 R at two different months were low.
The correlations between the two first two months, the second
and third months, and the first and third months were 0.16,
0.14, and —0.03, respectively. The 37/83 R cutoff of 0.4 yielded
the best discrimination of CFS patients from controls, with
78.6% sensitivity (95% CI, 20.5 to 46.1%) and 33.3% specificity
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(95% CI, 46.2 to 72.8%). The positive and negative prognostic
values were 59.5% (95% CI, 67.5 to 89.7%) and 53.3% (95%
CL 39.7 to 66.9%), respectively. Finally, the correlations be-
tween the MFI and 37/83 R were very weak: 0.14 at the first
month, 0.51 at the second month, and -0.3 at the last month.

Our data suggest a high variability and poor reproducibility
of the 37/83 R for CFS patients and variations of the 37 kDa/
83kDa R results while fatigue remains stable. This variability
might be due to the increased proteolytic activity reported for
PMBC of patients with CFS (2). Thus, we draw attention to the
use of this test. The small sample size of this study could have
lowered some correlations, but could not have lowered the
variability results.
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