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— 3l Raynaud’s Precedes Autoantibodies’
Onset in Juvenile Systemic Sclerosis

BY NANCY WALSH rates, Dr. Francesco Zulian report-  the University of Padua (Italy).

New York Bureau ed at a congress on skin, rheuma- The average age of systemic sclerosis
' tism, and autoimmunity. onset was 8.1 years, and the disease dura-
ABANO TERME, ITALY — According to data from the Padua  tion at diagnosis was 1.9 years. The female

Childhood-onset systemic sclerosis  international database that includes  to male ratio was 3.6:1.0, and 139 of the
L 5y is different from adult-onset scle- 1,000 juvenile patients with various patients had the diffuse subtype of sys-

Capillaroscopy changes typical of juvenile systemic roderma, typically being charac- types of scleroderma, 153 have sys- temic sclerosis, he said. The limited sub-

sclerosis usually appear after Raynaud’s phenomenon terized by less internal organ in-  temic sclerosis, said Dr. Zulian of the  type is more common among adults.

and the appearance of serum autoantibodies. volvement and lower mortality pediatrics/rheumatology division at The first manifestation of systemic scle-
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levels are at least partly associated with impaired ETg
receptor-mediated clearance.” Furthermore, the long-
term administration of a selective ETg receptor antagonist
was found to have unfavorable effects on vascular :

Selectivity to the ET, receptor™7*

remodeling.* This is in sharp contrast to the benefits of |‘B°SEN_‘“" ;
selective ET, antagonism.™ ]
THE DIFFERENCE LIES IN ET, SELECTIVITY , , , , _
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. . . . ET, SELECTIVITY RATIO 1
Vasoconstriction, cellular proliferation, and vascular

remodeling are the hallmarks of PAH.” Studies have
demonstrated that selective ET, antagonists play a pivotal
role in the regulation of ET-1 levels in PAH and have been
beneficial for vascular remodeling.*”*®

*Based on in vitro studies.
"BQ-123 is a peptide probe used to measure ET, selectivity of agents.

Figure 3

Effect of ET, receptor selectivity on ET-1 levels® ™"

ET-1 AND RECEPTOR-MEDIATED ACTIVITIES

Highly selective ET, blockade maintains ET-1 clearance, INCREASED
NO and PGl, levels, and reduces or maintains circulating Less selective agents
ET-1 levels, resulting in vasodilation, increased blood
flow, and repair of remodeled vasculature compared to
less selective agents.>”* (See Figures 1,2)
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HOW SELECTIVE TO ET, SHOULD
TREATMENT BE?

Note: Studies in patients with cardiovascular disease and healthy volunteers.
'BQ-123 is a peptide probe used to measure ET, selectivity of agents.

The more selective, the better. One should always be Figure 4

aware of the varying degrees of selectivity, as they decrease ET-1 levels or leave them unchanged.®®”
equate to differences in blockade of the ET, and ETy The benefits of ET, selectivity are being recognized.
receptors and resulting levels of ET-1.2"" Figure 3 illustrates
the difference between a less selective agent and highly
selective agents. These in vitro selectivity ratios demonstrate

TOWARD BETTER OUTCOMES IN PAH

the stark differences in ET, selectivity. Figure 4 depicts
how agents with low selectivity of the ET, receptor
(<2400) increase ET-1 levels whereas highly selective ETx

Currently, there are no highly selective ET, antagonists
available for the treatment of PAH. In vivo studies have
shown that highly selective ET, antagonism may lead to

receptor (>2400) antagonists have been shown to better overall outcomes.”® "
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rosis in children typically is Raynaud’s
phenomenon. This is followed by the ap-
pearance of autoantibodies, and then cap-
illaroscopy changes.
The pattern of autoantibodies is differ-
ent from that seen in adults with sclero-
derma. Antinu-
Skin involvement  clear antibodies

accounts for 60%  Were scen in

) ) 81% of the pe-
of juvenile diatric patients,

systemic compared with
y . 94% of adults,
sclerosis whereas anti-

symptoms in $c1—70 antibo.d—
ies were seen in

children, which is 349, vs. 43%,
much lower than ~ respectively, Dr.

. Zulian said.
that found in Rheumatoid

adults. factor was

found in 17% of
the children, compared with 23% of the
adults, he added.

Anticentromere antibodies were found
in 7.1% of children in the database, com-
pared with 23% of adults, which reflects
the lower prevalence of the limited sub-
type of systemic sclerosis in children, he
said.

The most frequent manifestations were
Raynaud’s phenomenon, which was seen
in 84% of the juvenile patients, and skin
induration, which was found in 76%. Ab-
normal lung function tests were seen in
40% of the patients and pulmonary fi-
brosis in 25%.

Skin involvement accounts for 60% of
symptoms in children, which is much low-
er than in adults. It is also more difficult
to make the diagnosis in young patients,
Dr. Zulian said.

Musculoskeletal involvement also was
quite common, with arthralgias reported
by 36%, arthritis by 27.5%, and muscle
weakness by 24.2%. Gastroesophageal re-
flux was found in 30%, but small-bowel in-
volvement was rare.

“In 127 patients we have enough data to
make some conclusions about outcome,”
Dr. Zulian said. At present, 15 (11.8%) of
the patients have died, 10 of cardiac fail-
ure, 2 of renal failure, 2 of respiratory fail-
ure, and 1 of septicemia. Of these 15, 4
died within the first year after diagnosis,
and 11 within 5 years of diagnosis. “This
means that there is a group of patients
who have a very aggressive course of dis-
ease and who did not respond to treat-
ment,” he said.

Organ involvement is the major predic-
tor of poor outcome, so those who present
with early respiratory, cardiac, or gas-
trointestinal involvement must be evalu-
ated and treated aggressively, he said. =
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