Letters to the Editors

Reply to comment on:
Unexpectedly high prevalence of
primary immune deficiency in
fibromyalgia: serologic features
and clinical correlates

Sirs,

I appreciate the opportunity to respond to
Inan et al. (1) “Letter to the Editor” regard-
ing our recent publication, “Unexpectedly
high prevalence of primary immune defi-
ciency in fibromyalgia: serologic features
and clinical correlates” (2). Regrettably,
this reply will emanate only from me as my
long-time colleague and co-author, Dr Earl
F. Winter, died shortly before the formal
publication of ther article.

Inan ez al. asks that we better identify the
subtypes of primary immune deficiency
(PID) seen in our FM subjects and men-
tion that, “After IgA deficiency CVID is the
most common PID in adults” (1). It should
be noted, however, that while IgA deficien-
cy is more prevalent in United States Cau-
casians than other types of PID (30%), IgG
subclass deficiency is a close second (26%);
our FM population deficiencies followed a
similar pattern (3). Further, the prevalence
of CVID in the USA (15%) is relatively
lower than in certain European and extra-
European countries (likely 22-28%) (3, 4).
Additionally, as mentioned in our paper’s
Discussion section, we recognise that the
lack of formal identification of CVID cases
and longitudinal follow up of our FM cohort
remain drawbacks in our study, but such a
research design was beyond the scope and
resources of our study. Despite these limi-
tations, our FM subjects, as a group, did
indeed report a greater history of infections
[Fig. 3 in (2)], particularly sinus infections,
a common feature of PID (5).

The reader may also find it of interest that
during daily clinical duties we routinely
find that a portion of our FM subjects ful-
fil CVID criteria, usually based on a clini-
cal history of recurrent infections and de-
monstrable vaccine non-responsiveness.
Certain of these patients require standard
IVIg supplementation (1 gram/kg) for their
protection; this approach, however, differs
from the therapeutic use of IVIg in FM that
we have described previously (2 grams/kg)
(6). I also try to keep in mind that our study
was not an attempt to describe all the trees
in the forest, but rather to simply point out
that a forest exists at all.

Inan et al. also asks whether any pre-exist-
ing rheumatologic or general illness might
represent a hitherto underappreciated vari-
able in assessing our subjects’ clinical pres-
entation. To this I would only point out that
the clinical and serologic evaluation of the
FM cohort described in our Methods section
followed a strategy we have successfully
used before (7) that excludes FM subjects
with any history, “... thought to be clini-
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cally relevant, autoimmune, or chronically
infectious in nature.” Concomitant rheuma-
toid arthritis, which is usually seronegative
(SNRA), was an exception because I be-
lieve, like some others, that SNRA should
be viewed as a fundamentally different dis-
ease than seropositive rheumatoid arthri-
tis (SPRA) (8); further, I also believe that
SNRA may be tied to FM more intimately
than has been previously appreciated.

Inan et al. also points out that our FM sub-
jects’ immunodeficiency might be consid-
ered secondary ID (SID) if they had any
of several disorders they listed, including,
“... HIV infection, lymphatic malignancies,
malnutrition, renal failure, hepatic disease
or hypogammaglobulinemia secondary to
loss as in protein-losing enteropathy, or
nephrotic syndrome or severe burns...”.
As we pointed out in our Methods section,
and have mentioned above, none of our
subjects had any of these conditions. Inan
et al. also mention that certain drugs may
induce SID; their list of drugs included
the following: rituximab, glucocorticoids,
carbamazepine, phenytoin, captopril, fen-
clofenac, sulfasalazine, penicillamine, and
gold salts and antimalarial agents. All our
FM subjects were originally referred for
evaluation of widespread pain, and none
had been previously diagnosed with, or
treated for, RA; more specifically, none of
our FM subjects had a history of exposure
to any of these medications. Further, all im-
munoreactant (i.e. [g and MBL) levels were
determined at the subjects’ original office
visit, prior to any anti-rheumatic drug treat-
ment. We do suspect that some subjects had
previously undergone local “trigger point
injections” with standard corticosteroid
preparations by other practitioners as this
is a common FM therapy in the USA. It
is also possible that some had previously
been exposed to captopril or another ACE
inhibitor, a group of blood pressure medica-
tions that are popular in the United States.
Fenclofenac, however, is not approved for
use in the USA and I have been unable to
identify any credible reports of the popular
antirheumatic agents, hydroxychloroquine
or chloroquine, causing SID. Further, none
of our subjects gave a history suggestive
of a typically catastrophic, hematopoietic
stem cell destructive process, as might be
seen in drug induced “aplastic anaemia” (9)
or a more subtle drug induced hypogamma-
globulinaemia (10).

T appreciate Inan et al.’s questions regarding
IgA and IgE inclusion in our report. Recent
studies have suggested a role for the distal
ileum, an area of the gut protected by IgA,
particularly IgA subclass 1, and IgG sub-
class 1, in the generation of several autoim-
mune diseases [reviewed in greater detail in
our paper’s Discussion section (2)] and our
data demonstrated a positive correlation be-
tween serum total IgA, IgA subclass 1, and
IgG subclass 1 vis-a-vis epidermal nerve

fiber density (ENFD), an important periph-
eral marker recently described in FM (6).
Additionally, IgE deficiency (we defined
this as <7 IU / ml) may be used as a clue to
the presence of PID, as it often accompa-
nies that condition (11, 12). Inan et al. are
mistaken when they dismiss mannose bind-
ing lectin (MBL) deficiency as irrelevant to
our FM cohort evaluation because it is seen
in “up to 5%” of the general population. As
pointed out in our Table II (2) the finding of
a prevalence of 25% deficiency in our co-
hort is unlikely to be seen through chance
alone (i.e. differences in the prevalence of
MBL deficiencies in the two populations
were highly significant; p-value <0.0002).
I do agree, however, and it is pointed out in
our paper’s Discussion section, that MBL
deficiency is considered more likely to be
clinically important when it is combined
with other Ig deficiencies (13). None of our
FM cohort subjects demonstrated isolated
MBL deficiency. That is, all subjects with
MBL deficiency also had another identifi-
able Ig deficiency [Fig. 1 in (2)].

In summary, then, I conclude that a sub-
stantial proportion of FM subjects, with or
without coincident RA, have serologic and
clinical evidence of PID. In our FM subject
cohort these findings cannot be explained
by a pre-existing medical illness, medica-
tion exposure, or other toxic or infectious
environmental agent. Appreciation of this
phenomenon may help in the identification
of FM subjects and open new avenues into
understanding FM clinical manifestations
and immunopathogenesis.
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