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Rheumatoid arthritis 
and thyroid disease

Sirs,
The usefulness of screening for the early
detection of thyroid disease (TD) is a very
important issue, because even subclinical
forms of thyroid dysfunction may con-
tribute to morbidity in a number of patho-
physiological states. However, because of
the significant costs associated with T D
screening, identifying patients at risk for
TD is mandatory. In particular, it is still
unsettled whether or not patients with rheu-
matic autoimmune diseases are at increased
risk for TD and therefore need thyroid
screening. On the other hand, the existence
of associations between different diseases
may provide clues to their as yet not clearly
understood pathogenesis.
The co-occurrence of rheumatoid arthritis
(RA) and TD has been investigated with
conflicting results (1-4). The recent report
of a high prevalence of anti-thyroid anti-
bodies (AT Ab) in a cohort of Italian pa-
tients (5) prompted us to communicate our
data on a large cohort of patients from
northern Italy.
We determined the prevalence of AT Ab
(anti-peroxidase, anti-TPO and anti-thyro-
globulin, anti-TG) and measured circulat-
ing fT3, fT4 and TSH in 91 consecutive
out-patients (78 females), aged 55 ± 16 yrs,
fulfilling the American College of Rheuma-
tology criteria for RA (6). One hundred
consecutive osteoarthritis (OA) patients (81
females) aged 59 ± 11 yrs, coming from the
same geographic area, served as controls.
In agreement with the results of Del Puente
et al. (5), circulating fT3 and fT4 were
within the normal range in both groups
(fT3: 3.2±0.8 and 3.5±0.8 pg/ml; fT4: 11.7
±3.0 and 9.7±2.3 pg/ml, RAand OA). Thy-
roid dysfunction, albeit only subclinical,
was found in 12 RA and 11 OA patients
(13.2% and 11.0%). Subclinical hypothy-
roidism was the primary dysfunction (19
subjects, 9.9%), with no significant differ-
ences between RA(11 patients, TSH: 4.5 –
11.5 mU/l) and OA (8 patients, TSH: 4.7 –
20.2 mU/l). Subclinical hyperthyroidism

was found in 1 patient with RA and in 3
with OA. The prevalence of AT Ab in our
RA patients (23.1%) was lower than that
reported by Del Puente et al. (5), but similar
to what was observed in our OA patients
(18.0%) and in previous studies (7, 8). No
differences were found for anti-TG (10.2%
and 10.4%, RAand OA), but a slight signif-
icant difference was seen for anti-TPO
(23.2% versus 11.1%, RA versus OA, p <
0.05). We obtained similar results when
considering only women, as Del Puente (7)
(Table I).
We did not find any relationship between
the prevalence of ATAb or hypothyroidism
and the presence of rheumatoid factor (RF).
In fact, 57.1% of AT Ab-positive patients
had RF, and subclinical hypothyroidism
was found in 12.3% of RF-positive and in
12.1% of RF-negative RApatients. Further-
more, the frequency of anti-TPO positive
women with TSH >6 mU/L, a condition
associated with an increased risk of devel-
oping overt hypothyroidism (9), was simi-
lar in RA (4 out of 78 RA women, 5.1%)
and OA(4 out of 81 OAwomen, 4.9%).
In conclusion, although the different areas
(southern versus northern Italy) from which
Del Puente’s and our patients came from, as
well as the RAdrugs that our patients were
receiving, might be relevant (5, 10), we do
not recommend thyroid screening for RA
patients.
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Reply
Sirs,
We acknowledge the interesting contribu-
tion of Marasini and colleagues. The auth-
ors did not find any significant relationship
between evidence of thyroid disease (TD)
and rheumatoid arthritis (RA) as compared
to a control group of patients with osteoarth-
ritis. Their data, obtained in a Northern
Italy population, further stimulate our inter-
est in evaluating this relationship and its po-
tential determinants (1). In fact, populations
with varying disease frequencies are of in-
terest because they offer the possibility of
identifying characteristics or factors that pre-
dispose to unusual frequencies of the di-
sease or condition.
Our geographical area, for example, is char-
acterized by mild to severe iodine deficien-
cy (2). It will be of interest to evaluate if
this could be one of the factors which may
predispose to a higher prevalence of autoim-
mune TD in subjects who already suffer
from a systemic autoimmune disease (3).
From this point of view it is also relevant to
outline that subjects of our study were all
with a first diagnosis of RA (1). This ele-
ment may additionally affect interpretation of
d a t a . Finally, comparison of data from dif-
ferent populations, surely prompt to collab-
orative studies.
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Subclinical Anti- Anti-
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OA 81 9.9 19.8 11.3*

* p < 0.05
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Gabapentin in the treatment
of bipolar depression in
patients with systemic lupus
erythematosus
Sir,
Bipolar disorder is frequently associated
with systemic lupus erythematosus (SLE)
(1) and the nature of this connection is still
unclear. A recent review showed that pa-
tients with SLE or rheumatoid arthritis (RA)
exposed to psychological stressors have a
poorer cytokine reaction than healthy con-
trols (2). Some rheumatologic manifesta-
tions (such as hypothyroidism secondary to
autoimmune thyroiditis) increase the risk of
developing a mood disorder. Oomen et al .
(3) found thyroid dysfunction to be associ-
ated with resistance to anti-depressant treat-
ment and rapid cycling in patients with
bipolar disorder.
It is also important to consider the possible
involvement of the central nervous system
due to vasculitis or other causes in patients
with SLE. Pain symptomathology has also
been demonstrated to cause depression. On
the other hand, it has been shown that de-
pression influences the intensity of pain
symptoms (4). Moreover the drugs used to
treat autoimmune diseases have been de-
monstrated to influence mood. Corticoster-
oids may induce manic or dysforic symp-
toms in predisposed patients, whereas their
interruption is associated with depressive
syndromes. Therefore depressed patients
with concomitant SLE have a high risk of
manic switches due to concomitant corti-
costeroid therapy. 

Carbolithium or lamotrigine, which was
demonstrated to be effective in bipolar de-
pression, frequently cannot be used in pa-
tients with SLE because of their general
medical condition. Moreover these mood
stabilizing drugs can interact dangerously
with those used to treat SLE. Therefore a
mood disorder associated with SLE is quite
a difficult condition to treat.
Recently, Carta et al. (5) reviewed the effi-
cacy of gabapentin (GBP) in the treatment
of bipolar spectrum disorders, showing that
it was well tolerated and useful, especially
during depressive phases. The aim of the
present study was to evaluate gabapentin
efficacy in the treatment of bipolar depres-
sion in patients with SLE.
Four female patients suffering from Bipolar
Disorder II (according to the DSM-IVcrite-
ria, 6) and SLE (according to ACR criteria,
7) were recruited. The average age was 38.5
± 9.1. Patients were treated with gabapentin
at a dose of 900 mg/day over a 9-month
period. The severity of the psychopathology
was assessed using the Clinical Global
Impression Severity scale (CGI) (8) at base-
line and after 1, 3 and 9 months. Depressive
symptoms were evaluated using the Hamil-
ton Depression Rating Scale (HDRS) (9) at
baseline and after 9 months.
Two patients were treated with GBPmono-
therapy. In the other 2 patients, GBP was
added to the anti-depressant and mood sta-
biliser treatment after 2 months of no re-
sponse. Specifically, one patient was treated
with GBP, fluoxetine (20mg/day) and car-
bamazepine (600 mg/day), whereas the
other was treated with GBP, clomipramine
(75 mg/day) and pimozide (2 mg/day).
CGI and HDRS scores during the follow-up
period are shown in Table I. The average re-
ductions in the CGI and HDRS scores after
9 months were 27.8% and 36.4%, respec-
tively. It is worth noticing that the improve-
ment was not immediate: the CGI and
HDRS scores were substantially unmodi-
fied at the first month after the titration con-
clusion and one patient worsened at the 3rd
month. The CGI and HDRS improvement
became statistically significant comparing
the baseline scores with the scores at 9th
month.
Moreover, at the 9th month all patients re-

ported a subjective reduction of pain. This
may be explained by the central analgesic
action of GBP and the improvement in de-
pressive symptomatology previously demon-
strated by Brown et al. (10). In conclusion,
the present report suggests the potential
efficacy of GBP in the treatment of bipolar
depression in patients with SLE. Further
randomized controlled studies will be nec-
essary to confirm the utility of GBP sug-
gested by the present report.
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Table I. Clinical Global Impression Severity scale (CGI) and Hamilton Depression Rating
Scale (HDRS) scores during the follow-up period.

Patient Baseline 1st Month 3rd Month 9th Month

CGI HDRS CGI CGI CGI HDRS

A 5 27 5 5 4 18

B 5 23 5 4 3 15

C 4 19 4 5 3 13

D 4 21 4 3 2 11


