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malisation of acute phase reactants. 
N eve rt h e l e s s , t a chy c a rdia and irri t ab i l i t y
o c c u rred spontaneously 6 months lat e r,
while the patient was still taking this treat-
ment. She had no diarrhoea or trembling.
Weight and joints remained stable. Biologi-
cal ex a m i n ation (Bayer Immu n o - o n e ;
i m mu n o - e n z y m atic pro c e d u re) detected
hyperthyroidism: the ultrasensitive thyroid-
s t i mu l ating hormone concentration wa s
0.05 mIU/l (normal: 0.6-6) and the free T4
concentration was 23 pmol/l (normal: 11-
24). Clinical examination and scintigraphy
showed the thyroid gland to be normal. We
investigated possible autoimmunity: rheu-
matoid factor was as previously detected
(ELISA: 20 IU - Normal < 10), but no sig -
nificant quantities of anti-nuclear (50 IU) or
anti-thyroglobulin or anti-peroxidase anti-
bodies were detected. 
Propranolol (40 mg/day) was introduced as
a symptomatic treatment with success, and
e t a n e rc ept was continu e d. All cl i n i c a l
symptoms disappeared within a few weeks
and one month later, thyroid function was
normal (usTSH: 0.6 and fT4: 16.8). 
We believe that this patient had transient
mild hyperthyroidism with clinical and bio-
logical manifestations, possibly facilitated
by tumour necrosis factor alpha antagonist. 
An association between autoimmune thy-
roiditis and RA has long been suspected,
but remains a subject of debate (2). Tumour
necrosis factor alpha (TNF- ) antagonists
are an important new addition in RA treat-
ment. Etanercept is a recombinant fusion
protein consisting of the soluble TNF re-
ceptor (p75) linked to the Fc portion of
human IgG1, produced in a hamster cell
line. Safety analysis has demonstrated tha t
this treatment is well tolerated. However,
the production of non-neutralising antibod-
ies directed against the etanercept molecule
has been observed in ≈16% of patients tak-
ing the drug. In addition, antibodies against
double-stranded DNA have been detected
in 15% of treated patients and anti-nuclear
antibodies in 11% (3). Furt h e rm o re, p a-
tients re c e iving etanerc ept may deve l o p
anti-animal antibodies that interfe re with
l ab o rat o ry monoclonal antibody assay s .
Thy ro i d - s t i mu l ating hormone and T 4
abnormalities, in particular, may have been
underestimated for this reason (3). Similar-
ly, a u t o i m munity may result from cro s s -
re a c t ive immu n ogenicity with these anti-
bodies. The thyroid seems to be very sensi-
t ive to autoimmu n i t y. Th u s , t hy roid dy s-
function and thyroiditis have already been
reported with various immunological treat-
ments for multiple sclerosis, such as inter-
feron beta-1a and pulses of humanised anti-
CD52 monoclonal antibody (4), and also
with the use of recombinant human TNF
receptor: IgG chimera (rhu TNFR:Fc; Im-

munex) in combination with interleukin 2
for metastatic cancer (5).
This is the first report of a case of transient
hyperthyroidism in a patient with rheuma-
toid arthritis treated by etanercept. Thyroid
function should be taken into account in
patients receiving this treatment.
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Minor but important symp-
toms and signs in pri m a ry
hy p e rt rophic osteoart h ro p at hy

Sirs,
Hypertrophic osteoarthropathy (HOA) is a
syndrome characterized by clubbing fingers
and pro l i fe rat ive periostitis of the long
bones. HOA may be classified as either pri-
mary (PHOA) or secondary, and is most
often associated with neoplastic or infecti-
ous diseases. Th e re are three incomplete
forms of HOA: clubbing fingers, periostitis
without cl u bbing fi n ge rs , and pachy d e r-

moperistosis with so-called “minor mani-
fe s t ations”. Minor manife s t ations incl u d e
s y n ovial eff u s i o n , s eb o rr h e a , fo l l i c u l i t i s ,
hy p e r hy d ro s i s , hy p e rt rophic ga s t ro p at hy
and acroosteolysis. Some of the minor signs
and symptoms of PHOA are not included in
present diagnostic criteria, but may be help-
ful in establishing the diagnosis of HOA.
We present the results of our study regard-
ing the prevalence of these symptoms and
signs in patients with primary HOA. 
At the Department of Rheumatology of the
University Hospital “Sestre milosrdnice” in
Z agreb - C ro at i a , d u ring the period 1970-
1996 we diagnosed pri m a ry HOA in 76
p at i e n t s , 71 men (93.5%) and 5 wo m e n
(6.5%). We fo l l owed up the majority of
these patients for several years,and some of
them for more than 2 decades (11± 8.4 yrs).
The patient history and results of clinical
ex a m i n ations we re re c o rded in a simple
chart designed in our department. The aver-
age age of the patients was 38.7 ye a rs
(range 18-64 years). The disease started in
childhood (up to age 14) in 62 patients and
in adolescence in 14 patients.
The fre q u e n cy of minor symptoms and
signs are presented in Table I. Palmar and
p e riungual erythema is accompanied by
ve l ve t - l i ke and thickened skin, wh i l s t
ex c e s s ive swe ating is accompanied by a
strong and penetrating odour. Changes re-
garding the angle between the nail and nail-
bed regi o n , and accord i n g ly ch a n ges in
shape are dependent on the phase of club-
bing. Apart from changes in shape (convex-
ity in all directions), the nails have longitu-
dinal grooves and white dots. Stiffness in
the hands and feet (lasting no longer than
30 minutes) we re mainly present in the
eve n i n g. Pe ri a rticular edema was pre s e n t
mostly in the ankle joints, and occasionally
in the wrists and knees. Pathohistological
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Table I. Minor symptoms and signs present in
patients with primary hypertrophic osteoarthro-
pathy (n = 76).

Symptoms and signs No. %

Fatigue 18 23.7
Palmar & periungual erythema 37 48.1
Enlarged fingers 52 68.4
Sense of warmth and burning 

in hands and feet 76 100.0
Deeper nasolabial fold 76 100.0
Loss of mimics 64 84.2

Leonine face 15 19.7
Cutis verticis gyrata 28 36.8
Arthralgia 30 39.5
Periarticular edema 40 52.6
Erythematous skin over joints 7 9.2
Gynaecomastia 3 3.9
Delayed sex development 51 67.1
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findings performed on 9 patients revealed
edematous synovium with mild infiltrations
of lymphocytes, and no hyperplasia.
Various signs and symptoms can be found
in HOA. The presence of digital clubbing
and periostitis of the long bones is the min-
imum for the diagnosis of HOA. A detailed
h i s t o ry and physical ex a m i n ation enabl e
one to find other signs and symptoms of the
disease. Some of the so-called minor symp-
toms are not always present, and are mostly
associated with progression of the disease.
These are erythema, hyperhydrosis, velvet-
like skin, edema of periungual tissue, skin
changes over the affected joints, and an un-
pleasant odour of pers p i ration. Pe ri o s t e a l
reaction is the most dependent factor for
less stable symptoms and signs of HOA. On
the other hand, hypotonia and ge n e ra l
fatigue, lionel face and cutis verticis gyrata,
if pre s e n t , a re constant symptoms. Other
constant signs are tight skin and a sensation
of warmth and burning in the hands and
deeper nasolabial fold. 
In conclusion minor symptoms and signs of
primary HOA can be divided into variable
and stable ones. Their duration and level of
expression depend on the progression of the
disease. More stable signs and symptoms
are more reliable in the diagnosis of HOA,
but both can be helpful in establishing the
diagnosis.
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P ro s t aglandin E1 re s t o res the
l evels of vWF and ACE in
ch ronic critical limb isch e m i a
in systemic scl e ro s i s

Sirs,
Systemic sclerosis (SSc) is a multisystem
disease that induces tissue fi b rosis and
involves mainly the microvascular system
leading to endothelial damage and profound
modification of the control of the vascular
tone (Ray n a u d ’s phenomenon) (RP). Th e
modification of the vessel wall provokes a
progressive reduction of vessel patency that
leads to chronic critical limb ischemia. The
i n j u ry to the endothelium is re flected in
changes in the circulating levels of endothe-
lial cell markers such as von Willebrand
factor antigen (vWF) and angiotensin con-
verting enzyme (ACE). 
P rostanoids have been successfully em-
ployed in the management of RP and in par-
ticular in the control of ulcers of the finger-
tips and lower limbs. In particular, pros-
taglandin E1 (PGE1) has been employed in
the tre atment of ch ronic critical limb is-
chemia in several diseases (1) and in RP in
SSc (2). A potent vasodilator effect, as well
as the inhibition of platelet adhesion and
aggregat i o n , m ay explain the signifi c a n t
increase in peripheral blood flow after in-
travenous infusion of PGE1. However, des-
pite the rapid and almost complete removal
of PGE1 after lung passage, the molecule
still has beneficial long-term effects. The
drug has also been demonstrated to reduce
circulating immunocomplex levels in con-
n e c t ive tissue diseases (3) and to inhibit
superoxide generation (4). The aim of our
work was to evaluate the influence of PGE1
on the plasmatic levels of the markers of
endothelial cell injury in SSc. We report the
efficacy of PGE1 in obtaining the significant
restoration of vWF and ACE in SSc patients
suffering from RP and fingertip ulcers.
Fo rt y - five SSc patients (mean age 42.4
ye a rs , mean disease duration 9.5 ye a rs )
with disabling attacks of RP complicated by
digital ulcers, were selected for the study.
After a week of wash out, PGE1 (Prosta-
vasin®, Scwarz Pharma) was infused intra-
venously every day (60 g) for 5 days:
after consent was obtained, blood wa s
drawn on the first day before starting the
treatment and on the day after the end of the
treatment. vWf and ACE levels were mea-

s u red with an ELISA and a fl u o ri m e t ri c
method, respectively. The patients reported
the number of at t a cks of RP befo re and
i m m e d i at e ly after the tre atment. Th e
unpaired Student’s t-test was used for statis-
tical evaluation.
In SSc, vWF was signifi c a n t ly incre a s e d
and ACE significantly lowered with respect
to the controls. Five days after the infusion
of PGE1 both ACE and vWF returned to
normal levels (Table I). The number of RP
attacks was significantly reduced, from 5.2
attacks per day before the infusion to 1.1
attacks per day after the treatment.
These data confirm the decrease of ACE
and increase of vWF in SSc and show that
P G E1 infusion may not only reduce the
number of attacks of RP but may also sig-
nificantly affect the levels of some markers
of endothelial injury. Recently, PGE1 has
been demonstrated to re d u c e, after a 4-
week treatment, the levels of plasma endo-
thelin in patients with intermittent claudica-
tion (5). PGE1 acts in particular on vascular
tone, but may also exert a protective effect
on endothelial cells. The mechanism that
mediates the protective action of PGE1 on
the endothelium with the potential reversal
of endothelial injury is a matter of debate
and may involve different pathways. PGE 1
plasma levels may protect the endothelium
against reperfusion injury (6),or against the
damaging potential of reactive oxygen spe-
cies (7) and protease neutrophil cytotoxicity
(8). Indeed, P G E1 m ay inhibit leuko cy t e
a d h e rence and transendothelial migrat i o n
(7-9); it may modulate humoral immune re-
sponses such as B cell activation or anti-
body production as well (15). Indeed, PGE1
has been shown to be effective in prevent-
ing vessel restenosis after vascular surgery
and angioplasty (10).
The evidence that PGE1 restores the levels
of markers of endothelial injury may sup-
port its frequent use in the management of
early SSc before the damage to the endothe-
lium is irreversible. 
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Table I.

Before PGE1 After PGE1 p

VWF 260  ± 35 % 170  ± 44 % P <  0.01

ACE 2.9  ±  0.6 pM/ml/min 6.6 ± 1.1 pM/ml/min P < 0.001


