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Abstract. Twenty-one patients with Beh<;et's disease were 
typed for HLA antigens. The controls were 50 subjects 
randomly chosen from a local population and 24 appar­
ently healthy subjects of the same ethnic groupings as 
those of the patients. The study revealed significant dif­
ferences in the frequencies of various antigens in the 
above three groups, the most obvious of them related to 
HLA-85 and HLA-Bw35, HLA-85 was demonstrated in 
71 % of the patients as compared with 18% in the local 
population group and 12.5% in the ethnically related 
healthy subjecls. The incidences of HLA-Bw35 were 
66.7%, 32% and 37.5% respectively. In 86% of the pa­
tients, at least one of these two antigens was present. It is 
suggested that besides contributing to the understanding 
of the disease process, the determining of associated 
specific antigens may constitute a further diagnostic acid 
in doubtful cases of Beh1,et's disease. 
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The geographical distribution of Beh9et's disease, 

its racial predilection, as well as the occurrence of 

the disease in a number of siblings together with 
male predominance (I, 2, 5, 8), are all suggestive of 
a genetic susceptibility. 

We consider, therefore, that a study of the 
histocompatibility system in different groups of pa­
tients with this malady may shed some light on this 
question. 

SUBJECTS AND METHODS 

Twenty-one patients with Beh<;et's disease (19 males and 3 
women) were typed for HLA antigens. Their ages ranged 
from 21 to 61 years and the duration of their disease vari ed 
from 3 to 34 years. The diagnosis in these cases was based 
upon the presence of at least two of the cardinal and one of 
the other symptoms recognized as part of the disease 
picture. The hyperreactivity of the skin to intracutaneous 

injection of saline solution (7) and the recurrent nature of 
the symptoms have also been taken into consideration in 
establishing the diagnosis. 

Nine of the 21 patients presented the complete disease 
picture and 12 belonged to the incomplete type. All the 
latter cases lacked the ocular symptoms. In two instances, 
the patients were brothers. 

There were 9 Israel-bom Arabs (7 Moslems and 2 Chris­
tians); 9 Nonh African Jews (7 from Morocco, 1 from 
Egypt and I from Tunis); 2 Israel-bom Jews (I of Syrian 
and 1 of Moroccan origin). The remaining patient was a 
Jew bom in Poland. 

The control groups consisted of (I) 50 subjects ran­
domly chosen from our local population, (2) 24 apparently 
healthy subjects related to similar ethnic groups as those 
of the patients. 

Blood samples from patients and controls were col­
lected in heparinized tubes. Lymphocytes were isolated 
according to the method of Thorsby & Bratilie (15), using 
a Ficoll-Urografin mixture (Urografin, Schering A. G. 
Berlin, Oermany) instea<l of Ficoll-lsopaque. 

Histocompatibility antigens were determined by the 
microlymphocytotoxicity test, NIH standard technique 
(12). The typing reagents were obtained from the National 
Institute of Health ((NIH) Serum Bank. 

The following antigens were determined: 
First locus: HLA-A l, A2, A3, A.9, AI0, Al I, A28, Aw29, 

Aw30. 
Second locus: HLA-B5, 87, 88, B 12, B 13, B 14, B 18,827, 

Bw15, Bw16, Bw17, Bw21. Bw22, Bw35 and Bw40. 
The statistical analysis included a parametric test (test 

for proportions) and non-parametric test (X' test). Yates' 
correction was applied in our study. 

RESULTS 

The frequencies of HLA antigens in the three tested 
groups are shown in Table I. 

As compared with the control groups, patients 
with Behyet's disease reveal a significant increase in 
the frequencies of HLA-85 and HLA-Bw35 (a is 
very small) and a decrease in those of HLA-A I, 
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Table I. Frequencies of HLA antigens 

No. of population group: 50; no. of ethnically related group: 24; no. of patients: 21. N.S.=not significant 

Subjects 

Popula-
Antigens tion % Healthy %

HLA-AI 17 (34) 11 (45) 
HLA-A2 18 (36) Il (45) 
HLA-A28 4 (8) I (4.16) 
HLA-A3 9 (18) 4 (16.6) 
HLA-A9 15 (30) 7 (29) 
HLA-AIO 10 (20) 6 (25) 
HLA-AII 7 (14) 4 (16.6) 
HLA-Aw29 3 (6) I (4.76) 
HLA-Aw30 I (2) 0 (0) 
HLA-Aw31 3 (6) 3 (12.5) 

HLA-B5 9 (18) 3 (12.5) 
HLA-Bw35 16 (32) 9 (37.5) 
HLA-Bl8 6 (12) I (4.16) 
HLA-Bwl5 4 (8) 0 (0) 
HLA-B7 7 (14) 3 (12.5) 
HLA-B8 9 (18) 4 (16.6) 
HLA-Bl2 7 (14) 7 (29) 
HLA-Bl3 3 (6) 3 (12.5) 
HLA-Bl4 7 (14) 2 (8.3) 
HLA-Bwl7 5 (10) I (4.16) 
HLA-B27 2 (4) 0 (0) 
HLA-Bw40 4 (8) I (4.16) 
HLA-Bwl6 3 (6) 0 (0) 
HLA-Bw21 0 (0) 0 (0) 
HLA-Bw22 I (2) 0 (0) 

HLA-A3, HLA-B7 and HLA-B8. HLA-B5 is dem­
onstrated in 71  % of the patients as compared with 
18 % in the local population group and 12.5 % in the 

ethnically related healthy subjects. The incidences 

ofHLA-Bw35 are 66.7%, 32% and 37.5% respec­

tively. 
The frequencies of antigens A2, A28, Aw29, 

Aw30, Aw31, Bw40, B18, Bw l7 and B27 differ in 

the group of patients as compared with those in the 

local population, whereas in the ethnically related 
groups they are the same as in the group of patients. 

DISCUSSION 

In analysing the results, we tested the hypothesis 

that each of 25 antigens examined is shared, more 

or less equally among the investigated groups. The 

number of patients examined is the minimum re­

quired for statistical purposes and may thus lead to 

slightly biased results. 
The study reveals a significant increase in the 

frequencies of antigens HLA-85 and HLA-Bw35 in 

patients with Beh9et's disease. This is in agreement 
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Significance 

Test for 
Patients % proportion x2 test 

5 (23 .8) 2% N.S. 
11 (52 .4) 6% N.S. 

I (4.76) N.S. N.S. 
0 (0) 6% N.S. 
6 (28.6) N.S. N.S. 
2 (9.5) 4% N.S. 
2 (9.5) N.S. N.S. 
1 (4.76) N.S. N.S. 
0 (0) N.S. N.S. 
3 (14.3) N.S. N.S. 

15 (71.4) Sign. for all Sign. for all 
14 (66.7) 2% Sign. for 10% 

I (4.76) N.S. N.S. 
0 (0) N.S. N.S. 
0 (0) 3% N.S. 
I (4.76) 5.8% 5% 
4 (19) N.S. N.S. 
I (4.76) N.S. N.S. 
0 (0) N.S. N.S. 
I (4.76) N.S. N.S. 
0 (0) N.S. N.S. 
1 (4.76) N.S. N.S. 
1 (4.76) N.S. N.S. 
1 (4.76) N.S. N.S. 
1 (4.76) N.S. N.S. 

with the results of investigations made in a group of 
Japanese patients ( 10, 11). 

No association of HLA specificities with the se­

verity or type of lesion was noted. It is of interest to 

mention the differences detected in the frequencies 

of certain antigens between the patients and the 

local population group, while the same antigens oc­

curred with equal frequency in the patients and the 

ethnically related groups. We may speculate that 

these differences in frequency between the patients 
and the local population group are due to both the 
illness and to ethnic causes. When using the ethni­
cally related healthy subjects as a control, the eth­

nic factor was neutralized and the remaining differ­

ences were due (possibly) to the disease alone. 

The exact mechanism of the association of the 
antigens HLA-B5 and HLA-Bw35 is unknown. A 

large number of genes are present in the HLA re­

gion, which have a variety of functions (3). The 
action of HLA may be indirect, by an epistasis 
phenomenon, or direct by antigenie cross reaction 
favouring the penetration of an etiological agent. It 

is also possible that HLA is merely a genetic marker 



linked with a locus-governing immune reaction (13). 

Behi;:et's disease is now known to be a systemic 

disease affecting a number of organ systems (2, 6). 

Consequently there exists some degree of overlap­

ping with other systemic disorders. This has re­

sulted in considerable controversy regarding the 

diagnostic criteria needed to establish a finn 

diagnosis (4, 9, 14). 
We feel justified in believing, therefore, that the 

finding of associated specific histocompatibility 

antigens may constitute an aid in the diagnosis of 

doubtful cases of this polysymptomatic process. 
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