L ettersto the Editor

Familial M editerranean fever
and Behget's disease

Sirs,

In the editorial on the association between
familial Mediterranean fever (FMF) and
Behget's disease (BD) (1), Drs. Ben-Chetrit
and Yazici bring to light the prevalence of
BD in a healthy Moslem community in
Israel (2) to support their notion that the
prevalence of BD in Isragl is high. The pre-
valence of 12:10,000 that is quoted, howev-
er, is till significantly lower than the 16:
4000 found by us, or the 2: 355 reported by
Ben-Chetrit in FMF (3, 4). A recent finding
of the Turkish FMF study group confirms
the very high prevalence of BD in 2838
FMF patients studied (p < 0.001 compared
to the general population) (5). | hope that
this finding, which brings the population of
FMF patients, screened to determine the
rate of BD, to more than 7000, will termi-
nate the debate and skepticism on thisissue
and alow Drs. Ben-Chetrit and Yazici to
face the facts. It should also be noted that
the critical remarks on the absence of
appropriate controls is just repeating the
discussion of our origina paper on the asso-
ciation between FMF and BD (6), where al
the points raised in the editorial were
addressed and answered one by one.

A. LIVNEH, MD, Prof.

Heller Ingtitute of Medical Research, Sheba
Medical Center, Tel Hashomer 52621, |srael
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Reply

Sirs,

In our agonising reappraisal to “face the
facts’, as Dr. Livneh has kindly asked usto
do, we came across the following:

1. The initial report that described the BD-
FMF association from Dr. Livneh's group
was published in 1997, on the occasion of
the first International Conference on FMF
(1). The patient recruitment in this report
was based on 3 sources:

a. A survey of a computerised database of
about 4000 patients with FMF;

b. FMF-BD patients “known to the person-
nel” who worked in the unit the report orig-
inated from;

¢. FMF-BD patients seen within 2 years of
the manuscript's preparation — new patients
or patients from the database who were
seen during the same time period.

No numbers were provided for the patients
ingroupsb or c.

2. This same study later became the sub-
stance of a peer-reviewed publication (2).
At this stage the following can be noted.

a The FMF-BD patient subgroup “known
to our personnel” no longer exists.

b. The authors do not still give the numbers
for the new patients with FMF seen during
this period. What they do say is that they
have seen 60% of their data base of 4000
patients over a time period of 2 years and
examination of this group “confirmed that
most of the BD patients in our FMF popula-
tion were identified by the computer search”.
¢. There are two control groups, not report-
ed intheinitial work. Oneisagroup of 100
consecutive FMF patients and the second
consists of 29 BD patients, both groups
were seen for follow-up during the 2-year
period. These patients constitute the com-
perators for the clinical features of the
authors FMF-BD patients. The circular
argument used in the selection of these con
trol groups apparently does not bother the
authors. If you pre-select a group of “pure”
FMF patients and then compare their clini-
ca findings with those from a group of
FMF-BD patients from the same origina
pool of patients, it will be surprising only if
you do not find some clinical differences
between the two groups. This point, not
strictly relevant to the issue of the frequen-
cy of BD among FMF patients, is neverthe-
less a good indicator of the quality of the
data at hand.

3. Dr. Livneh citesarecent abstract (3) from
Turkey published in this journal to back up
his point that FMF and BD coexist to ahigh
degree in Turkey as well. A statistic of p <
0.001 is quoted for the significance of the
high prevalence of BD, i.e. 0.5%, among
FMF patients in Turkey. It is not stated in
the abstract what the comparator group was
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in the statistical analysis. Personal commu-
nication with the senior author reveals that
the comparator group was represented by a
survey of 46,813 children in Turkey among
whom not a single case of Behget's was
found (4). On the other hand, we know from
another abstract (5) in the same issue that
the mean age of the FMF patients reported
in reference 3 was 23 (range: 2-87 years).
In other words, in addition to the paediatric
cases, there were also hundreds of adult
FMF patients in this report, rendering the
quoted stetistic rather meaningless.

These are some of the facts that make us not
only sceptical about the soundness of the
data at hand, but also quite surprised at the
insistence of our correspondent to stand by
them.

H.YAzicl, MD
E. BEN-CHETRIT, MD

Address corrrespondence to: Hasan Yazici MD,
Cerrahpasa Medical Faculty, Istanbul Universi-
ty, Cerrahpasa, Istanbul 34303, Turkey. E-mail:
hyazi ci @attglobal .net
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Salivary gland lymphocytic
infiltrates and Helicobacter pylori
serology in anti-SSA/Ro positive
patientsin Italy

Sirs,

Sjogren’s syndrome is a chronic autoim-
mune disorder involving the sdlivary and

lacrimal glands with lymphocytic infiltra-
tion, glandular destruction and an increased
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risk of low-grade lymphoma (1). Antibodies
to SSA/Ro are not specific for this disorder;
however they are found in the majority of

patients with primary SS and may antedate
sicca symptoms (2). The mechanisms re-

sponsible for the development of SSare till

imperfectly known; some MHC alleles
associated with the production of autoanti-

bodies to SSA/Ro and SSB/La might act as
predisposing factors (1) and several infec-

tious agents, such as Epstein-Barr virus or
hepatitis C virus, have been regarded as pu-

tative inciting agents (3, 4).

Some studies have also focused on Heli -
cobacter pylori (Hp) since this infectious
agent may be associated with both autoim-

mune phenomena and lymphomas involv-

ing the salivary glands (5, 6). A higher than
expected frequency of antibodies to Hp was
reported in Italian patients with SS (7),

athough arecent survey from Sweden fail-

ed to show any relationship between SS and
Hp serology (8). These differences might
reflect either genetic differences or differ-

ences in Hp infection in these countries
since the seroprevalence of Hp in Sweden
was lower than that found in Italy both in
SS patients and controls. Also, as recently
reviewed (8), the presence of Hp in gastric
biopsies was detected in 71% of SS patients
in Italy and in 31% in Scandinavia.

We carried out a study on 65 consecutive
Italian subjects with a positive test for anti-

SSA/Ro antibodies (by the double immun-

odiffusion technique) who were referred to

our outpatient clinic for autoimmune rheu-

matic disease based on routine diagnostic
procedures including minor salivary gland
biopsy. 38 were classified as SS according
to the European criteria revised in 1996 (9)

while 27 had other connective tissue dis-

eases or no definite diagnosis (3 cases). Cir-

culating antibodies against Hp were detect-
ed by competitive ELISA based on a mono-
clonal antibody against a 64-kDa Hp anti-
gen, as previously described (10).

Table | shows the correlation of anti-Hp
antibodies with the presence of SS and the
different features of SS. All of these fea
tures except for the Schirmer’s test and
rheumatoid factor were significantly associ-
ated with a positive anti-Hp test. However,
the closest association was found with the
presence of focal glandular lymphocytic
infiltrates. SS patients also had anti-HP
antibody titres higher than those seen in
non-SS patients (23,700 + 21,000 U/ml vs
12,150 + 24,000 U/ml; p < 0.05) and a sig-
nificant correlation was found between the
anti-Hp antibody titer and the salivary gland
focus score (r = 0.47; p < 0.05).

The possibility of false positive results of
the anti-Hp assay in SS due to the presence
of rheumatoid factor was excluded in our
patients since the frequency and titre of RF
was similar in Hp-positive and Hp-negative
patients. As expected, the mean age was
dlightly higher in the SS group than in anti-
SSA/Ro positi ve patients without SS (53.8
+ 14 and 46.9 * 17); however this does not
explain the strikingly different distribution
of anti-Hp antibodies. Furthermore, the
mean age of patients with salivary gland
lymphocytic infiltrates was almost identical
to that of patients without infiltrates (51.7 +
15 and 50.8 + 17) despite a strong differ-
ence in Hp serology.

We cannot say whether Hp may act as a
trigger for salivary gland lymphocytic infil-
tration in immunologically predisposed pa-
tients (such as those with anti-SSA/Ro anti-
bodies). Conclusive evidence of a causal
role of Hp infection in SS is dtill lacking
and we cannot rule out the possibility that a

Tablel. Seroprevalence for Hp in anti-SSA/Ro positive patients according to the different

variablesrelated to §jégren’s syndrome.

Parameter Hp positive Hp negative Pvalue
Pos. Neg. Pos. Neg. OR (95%Cl)
Sjogren’s syndrome 33 8 5 19 < 0.0001
(European criteria) 15.67 (4.5-54.8)
Salivary gland biopsy 35 6 7 17 < 0.0001
(focal score? 1) 14.17 (4.1-48.7)
Anti-SSB/Laantibodies 20 21 4 20 0.01
4.76 (1.4-16.4)
Sdlivary flow rate 30 11 11 13 0.03
(<15ml) 32(1.1-9.3)
Schirmer’s test 24 17 11 13 0.44
(< 5mm) 1.66 (0.6-4.7)
Rheumatoid factor 29 12 16 8 0.78
1.2(0.4-3.5)

OR: Odd'sratio; Cl: confidence interval.
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high frequency of antibodies reacting to Hp
antigens in SS might merely represent an
epiphenomenon. Nevertheless our results
are consistent with a link between Hp im-
munisation and salivary gland involvement
in Italian patients with anti-SSA/Ro anti-
bodies and this could merit further studies.

R. CAPORALI C.A. SCIRE
O. EpPIs E. SoLcia
R. NEGRINI? C. MONTECUCCO

IRCCSPoliclinico S. Matteo e Universita di
Pavia, Pavia, and Laboratorio Analisi,
Spedali Civili di Brescia, Italy.

Address cor respondence to: Roberto Capo-
rali, MD, Unita Operativa di Reumatologia,
IRCCSPaliclinico S Matteo, 27100 Pavia,
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