
Letters to the Editor

404

Blood TNF- and combination
therapy for rheumatoid arthritis

Sirs,
I believe that the report by Giacomelli and
colleagues (1) leaves some questions open
regarding what the study actually demon-
s t rated and how the findings should be
applied. 
The authors suggest that the gre ater de-
crease of circulating tumor necrosis factor
(TNF)-α levels in the group given combina-
tion therapy with prednisone, methotrexate,
and cyclosporine A reflected a more potent
immunosuppressive and anti-inflammatory
e ffect of the tre atment as compared to
patients who received prednisone and meth-
otrexate without cyclosporine A. However,
blood concentrations of TNF-α did not cor-
relate with any clinical or laboratory param-
eter of disease activity at baseline nor, it
may be assumed, throughout the study even
though data have not been shown. To con-
fuse the issue further, expression of mes-
senger RNA for the cytokine was not affect-
ed by either of the therapeutic regi m e n s
despite the decreased T N F -α c o n c e n t ra-
tions in culture media from mitogen-acti-
vated mononuclear cells.
The use of blood T N F -α as a surrogat e
marker of disease activity in immune dis-
eases remains questionable. Except for the
Ja ri s ch-Herxheimer reaction (2-4) or the
“ cy t o k i n e - release syndro m e ” a s s o c i at e d
with the in vivo administration of therapeu-
tic monoclonal antibodies such as OKT3
and Campath-1H (5), there is no other con-
vincing evidence from studies published in
p e e r- rev i ewed journals that measuri n g
blood levels of TNF-α or other pro-inflam-
matory cytokines may represent a helpful
tool for monitoring the clinical activity of
inflammatory diseases or the response to
treatment. This view is reinforced by clini-
cal experience with anti-TNF-α monoclon-
al antibodies. Indeed, treatment with inflix-
i m ab dow n - m o d u l ates infl a m m ation and
i m p roves the clinical course of pat i e n t s
with rheumatoid arthritis or Crohn’s disease
by eliminating TNF-producing cells rather
than neutralizing blood TNF-α (6, 7).
In my opinion, when equivalence in terms
of efficacy and safety has been demonstrat-
ed between two different therapeutic regi-
mens for rheumatoid arthritis, any further
s t atement favo ring either regimen that is
based solely on blood concentrations and in
v i t ro p roduction of T N F -α or any other
cytokine could generate confusion with the
risk of misleading implications for clinical
practice.
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The successful use of i.v. 
gammaglobulin for Guillain-
Barré syndrome following gold
therapy in an RA patient

Sirs,
A 28-ye a r-old woman suffe ring fro m
r h e u m atoid art h ritis (RA) re c e ived tre at-
ment with injectable gold 50 mg weekly for
the first time. After 10 weeks of therapy she
complained of the progressive onset of the
following symptoms: numbness and tingl-
ing dysesthesia of the hands and feet start-
ing from the tips of her toes and spreading
up her lower legs, a “wooden” feeling in the
feet and rap i d ly progre s s ive, s y m m e t ri c,
ascending motor weakness. Fever and con-
stitutional symptoms we re absent. Gold
therapy was stopped and she was admitted
to our service. She had no history of smok-
ing, alcohol abuse, toxin exposure or recent
vaccination. Her past medical history was
negative.
Neurological examination showed general-
ized motor weakness in both the upper and
lower limps, gait ataxia, difficulty walking

on her heels, foot drop, hypesthesia in the
distal portions of all extremities and deep
tendon are fl exia. Plantar responses we re
normal. The rest of the physical examina-
tion was unremarkable.
Laboratory studies revealed no abnormali-
ties. Blood and urine cultures were sterile.
I m mu n o l ogical tests and antibodies to
C M V, E B V, V Z V, H I V, H C V, HBV and
Borrelia burgdorferi were negative. Cere-
b rospinal fluid (CSF) analysis reve a l e d :
cells 0/µl; glucose 57 mg/dl; LDH 76 U/l;
protein 487 mg/dl; IgG index and protein
e l e c t ro p h o resis normal; gram stain nega-
tive; and CSF cultures negative. Nerve con-
duction tests on the first day of hospitaliza-
tion showed no pathologic findings. Mag-
netic resonance imaging of the brain and of
the cerv i c a l , t h o racic and lumbar spine
revealed no abnormalities.
On the basis of the characteristic clinical
pattern of rapidly evolving, symmetric, as-
cending motor weakness, areflexia and sen-
sory impairment, and the distinctive CSF
findings (albumino-cytologic dissociation),
the diagnosis of Guillain-Barré syndrome
(GBS) was made. Intravenous gammaglob-
ulin (IVGG) (400 mg/kg daily) for 5 days
was administered. At the end of the treat-
ment course, the patient was able to walk
and her sensory disturbance gra d u a l ly
improved. No other treatment for GBS was
a d m i n i s t e re d. One year later the pat i e n t
remains in an excellent clinical condition
with no pathological findings on physical
examination.
In this rep o rt a female patient with RA
d eveloped neuro l ogical manife s t ations 3
months after initiation of gold therapy. The
d i agnosis of GBS was confi rmed by the
ch a ra c t e ristic clinical and CSF fi n d i n g s .
GBS as a neurological complication due to
gold therapy is very rare. It has been report-
ed only in 7 case r eports in the English and
French literature (1-7). In our patient GBS
d eveloped soon after starting gold tre at-
ment. In other reports the cumulative gold
dosage and the interval between the initia-
tion of therapy and the onset of GBS mani-
festations varied greatly (1.5 months to 1
year) (4,7). The pathogenetic mechanisms
that have been proposed for gold-induced
GBS are a direct toxic effect of gold on the
nerves or an immunological hypersensitivi-
ty reaction (4,6,7). We consider the immu-
nological mechanism to be the more likely
pathogenetic theory. 
In our pat i e n t , t re atment with high dose
IVGG was used for gold-induced GBS and
resulted in a dramatic clinical improvement
in a short time. In previous case reports the
t h e rapy consisted of cort i c o s t e roids or a
c o u rse of plasmap h e resis. In ra n d o m i s e d
trials IVIG therapy has been shown to be as
effective as plasma exchange in GBS treat-


