The Gulf Journal of Dermatology & Venereology

BEHCET’S DISEASE - A REVIEW

K

MOHAMMED MOHY EL DIN
SELIM, MD

Consultant Dermatologist

HASSAN ALIALABDULLA, MD

Chairman of the Department of Dermatology
Hamad Medical Corporation
Doha, Qatar:

The triple symptom complex of oral genital ul-
ceration and relapsing uveitis is named “Behcet’s
Disease” (B.D.) after the Turkish dermatologist
Huluci Behcet (1889-1948) who described the com-
plex in 1937™. Ever since BD has been seen in many
parts of the world and is reported to be more preva-
lent in the Mediterranean, Middle East and Japan.
The prevalence rate per 100,000 population was
found to be 10 in Japan®, 190 in North Turkey®, 6
in Britain®, 5 in Minnesota - USA®, 0.3 in Scot-
land® and was also reported in South African
Blacks”. The disease usually affects adults 20-40
years of age®™ and is not uncommon in children and
patients over 70 years old®. BD is more commonly
seen in men with a male to female ratio ranging from
2102.3t04.9:19%10_ In the Kingdom of Saudi Arabia
(KSA) this male to female ratio was reported to be
3.4:1%?. More than one member of the same family
may be affected (314,

The past 6 decades witnessed the increase in re-
porting the relapsing manifestations of BD which
included mucocutaneous lesion®>!9, occular('”, neu-
rologic®!%1920) gastrointestinal 1921222329 cardjopul-
monary 20272829, muscles and joints®?, vascu-
lar®h32333% and genito urinary tract®s»,

AETIOPATHOGENESIS

The aetiopathogenesis of BD which is not clearly
understood involves genetic predisposition together
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with a defect in the humoral and or cell mediated
immunoregulation. Some races are more prone to
BD as in Turkey and Japan®®. Genetic factors ap-
pear to be important and there is a significant asso-
ciation with HLA-B51¢9, In familial BD the asso-
ciation with HLA-B51 was 55%9. It was further
delineated that BD is more closely associated with
HILLA-BW51 which is derived from HLA-B5 anti-
gen®”. In a Japanese family HLA-B51 was found
in affected and non affected members and so it is
likely that not only HLLA but also other factors may
be involved in pathogenesis of BD®®, HLLA-B51and
HIL.A-B12 were more associated with mucocutane-
ous BD®*9, The HLA-B51 molecule itself may be
responsible at least in part for the neutrophil hyper-
function seen in BD“Y because neutrophil hyper-
function was found in HLA-B51 in human pheno-
type regardless of the presence of the disease. HILLA-
B5 was more frequently associated with BD genital
ulcers and also in occular BD“*3 and its frequency
was 92% in patients with family incidence of occular
BD®>%43) The association of HLA-B5 and HLA-
B51 is 3 to 6 times more likely among
Mediterraneans and Japanese“49, HILA-B27 was
more frequent in arthritic BD®” which has to be dif-
ferentiated from HLA-B27 positive patients with
sacroileitis of Reiter’s disease and entropathic ar-
thritis. BD has not been found to link with HLA-
DR or HLA-D antigen loci®.

BD is classified as one of the artretides“®. The
underlying pathologic process in BD is a multifocal
vasculitis involving veins, capillaries and arteries®V.
The vasculitis has been demonstrated in mucocuta-
neous lesions, cardio-pulmonary, gastrointestinal,
renal, neural, skletal muscle and joint lesions. The
morphologic appearance of the vasculitis varies from
necrotizing vasculitis to lymphocytic vasculitis. The
pattern is perhaps modulated by the susceptibility
of the host and the shock organ, the environmental
influences and other unidentified factors®?.

The host is genetically predisposed to BD and an
abnormal humoral and or cell mediated immune re-
action (CMI) may be initiated by antigens structur-
ally homalogous to human antigen®’®. Such anti-
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gens include environmental microbial factors such
as streptococcus pyogenes, streptococcus faecalis,
streptococcus sanguis, streptococcus salvarius,
herpes simplex virus type I, Epstein Barr virus and
organic chemicals'®474959  The antigens of the in-
fectious agents are structurally homologous to my-
cobacterial Heat Shock Protein (HSP) of 65 KDa
and to the endogenous autoantigens of the host which
are produced under stress of heat or infection'®. The
microbial antigen with its HSP like structure pen-
etrate to blood and lymphoid tissue leading to T cell
sensitization and antibody production. It was found
that sensitized T cells from BD patients respond to
a greater degree when stimulated by HSP irrespec-
tive of HLA type®?.

Herpes simplex type I virus (HSVI) may be a
triggering factor in BD as evidenced by the pres-
ence of its specific antibodies and the finding of the
virus genome by polymerase chain reaction in T lym-
phocytes from patients with BD. Another evidence
supporting the role of Herpes Simplex virus Type I
in BD is the invitro hyperactivity of T8 suppressor
cytotoxic cells taken from BD patients in response
to herpex simplex antigens“".

Study of the immunity status in 38 uveitis pa-
tients with BD revealed depressed lymphocyte pro-
liferative response to mitogen in 58.8% of patients;
hyperimmunoglobulinemia IgA & IgM in 63.3% and
increased level of circulating immune complexes
(CIC) in 78.3% and the presence of cryoglobulins
in 57.1%. These results indicated infection of the
patients with herpes virus, streptococcus and
toxoplasmosis®?.

Other immunological studies demonstrated au-
toantibodies against oral mucosa and impaired func-
tion of T8 suppressor cells leading to increased B
cell activity®?, reduced T helper cells®?, increased
number of T8 cells®?, reduced T4/T8 ratio“?>3) and
lymphocytotoxic antibodies were detected ©.

Delayed hypersensitivity reaction to the group of
streptococcal bacteria was found in BD. Biopsies
taken from mouth ulcers and erythema nodosum like
lesions of BD showed immunofluorescence to
antistreptocccal group D antibodies in lesional ves-
sel walls together with inflammatory infiltrate com-
posed mainly of T cells, macrophages and natural

killer cells (NK)®?. NK cell number was found to
be increased in active BD®® but their function and
their natural cytotoxicity was lower than in control
group®”. NK cell activity was augmented when al-
pha interferon was added to them and this suggests
that in the active stage of BD a factor which acti-
vates NK cells is lacking®®.

The sensitized T-lymphocytes cross react with the
epithelial autoantigens leading to cell mediated de-
layed immune hypersensitivity reaction with
lymphocytotoxicity to the epithelial cells and ini-
tiate epithelial damage with the release of antigens
which combine with autoantibodies forming im-
mune complexes (IC). Autoantibodies to oral mu-
cosa were found in 70-80% of BD patients®?. Anti-
bodies level to endothelial cells was reported to be
high in BD®?. Plasma endothelin-1 (ET-1) was sig-
nificantly increased in active BD and its level corre-
lates with disease activity ©?.

The formed immune complexes (IC) lead either
to:

A) Activation of complement leading to poly-
morphonuclear cell infiltration. C3 and C4 are re-
duced in the active stage while C9 and C- reactive
proteins (CRP) are increased“”*®. C9 may have a
role in cell lysis. CRP modulate T cells and activate
complement and promote phagocytosis.

B) Phagocytes fail to clear IC leading to accu-
mulation of IC which will circulate leading to mul-
tifocal deposition of 1C with activation of comple-
ment as in step( A). The titer of (CIC) may correlate
with disease activity®?. The multifocal damage seen
in BD lesions is the result of CIC and cell mediated
immune reaction (CMI)®"Y and is characterized
histopathologically by an early infiltration with T
lymphocytes with production of cytokines
(IL1,IL6,1L.8 and Granulocyte Monocyte Colony
Stimulating Factor GMCSF)©263) and promotion
of tissue neutrophilia. The enhancement of neutro-
phil migration is due to a heat stable serum factor
and the cytokines produced by cell mediated im-
mune reaction and is related to HLA-B51¢9,

Antineutrophil cytoplasmic autoantibodies were
detected in BD patients®°°- There is also increased
phagocytosis and increased release of lysosomal
enzymes®). The antioxidant enzyme activity of PMN
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is decreased leading to increased level of free OXYy-
gen©? which causes tissue destruction with more
production of autoantigens and more CIC. More
than 50% of patients have high CIC and there is a
relation between disease activity and the level of CIC
in 50% of patients.

The histologic features of mucocutaneous lesions
show predominant PMN cell vascular reaction and
diffuse extravascular mononuclear cells with C3
deposited in blood vessels®?. Jorizzo et al®® stressed
the importance of perivascular neutrophilic reaction
around blood vessels as the only diagnostic finding
that characterizes oral and genital aphthae and other
skin lesions in BD as they are all variants of an im-
mune complex mediated vessel based reaction,
In the same analysis Jorizzo et al found that speci-
mens from pustular lesions in 14 out of 22 showed a
varying degree of neutrophilic vascular reaction and
only 3 out of 22 showed only mononuclear cell in-
filtrate in perivascular pattern and they suggested
that this mononuclear cell reaction may represent
an early stage in a later neutrophilic reaction. They
suggested that histologic changes should be included
as a diagnostic criterion for BD and that skin biopsy
should be required"®. The mononuclear cell
vasculitic reaction with or without thrombosis may
be predominantly lymphocytic. The neutrophilic
vascular reaction has a sweet syndrome like pattern
characterized by erythrocyte extravasation and no
fibrin deposition. This histopathologic pattern has
to be differentiated from sweet syndrome, pyoderma
gangrenosum, idiopathic pustular vasculitis and
bowel associated dermatoses syndromes. Vascular
thrombosis independent of the degree of inflamma-
tion is frequently seen and blood high lipoprotein
(a) level is a thrombogenic risk factor in BD®®,
Vascular thrombosis is attributed to antibody medi-
ated endothelial injury and protein C or S deficiency,
factor XII deficiency, inhibition of plasminogen ac-
tivator and circulating lupus anticoagulant®7:53:69.70),
From these finding it is suggested that delayed hy-
persensitivity cell mediated immune reaction to-
gether with antigen antibody mediated cytotoxicity
followed by accumulation of PMN cells have a role
in pathogenesis of BD®536:57:58.59.62) " EFibrinolytic sys-
tem may be involved in the development of BD.
Nada et al 1992¢% stated that the increased level of
fibrinogen and fibrinogen degradation products were
found in BD and that fibrinolytic system abnormali-

ties are most probably secondary event.

The mechanism underlying the production of BD
may be summarized in the following points@9:40.47:48)

L. BD patients are genetically predisposed as sug-
gested by the association of the disease with ceratin
HILA antigens.

2. epithelial autoantigens are formed and cross
react with environmental antigens which may be mi-
croorganisms, viruses or chemicals. These antigens
trigger an immunologic reaction with formation of
antibodies and sensitized lymphocytes. Cell medi-
ated reaction occurs and initiate epithelial damage
with the release of more autoantigens which com-
bine with autoantibodies forming immune com-
plexes (epithelial autoantigen or microbial cross re-
acting antigens —> sensitized lymphocytes and
antibodies —> initiate epithelial damage —> release
of antigens which combine with antibodies —> im-
mune complex).

The occurence of cell mediated immune reaction
is confirmed by
a) characteristic light and electron micro
scopic histopathologic pattern
b) reduced natural killer cell activity and
reduced T4/T8 ratio
¢) lymphocytotoxicity to oral epithelium

3. Cytokines are released from monocytes (IL1,
[L.6, IL8, GHCSF, TNF) these cytokines recruite ac-
tive PMN cells which causes vasculitis and tissue
destruction with more release of antigens that com-
bine with antibodies forming more IC.

4. Soluble immune complexes directly activate
complement (C3a, C5a, C56789) leading to poly-
morph infiltration, cell lysis and oral ulcers. or

5. IC are not phagocytosed because of defective
phagocytosis by PMN cells. IC accumulate and cir-
culate and activate complement resulting in multi
system lesions. The difference in size of CIC ex-
plains the multifocal involvement in BD. Light and
electon microscopic immunofluorescent studies sup-
port the occurence of neutrophilic vasculitis and
vessel damage (Type 11l immune reaction) in
vasculitic lesions of BD.
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Diagnosis of BD:

The clinical presentation of BD usually permits
correct diagnosis:

The diagnostic criteria suggested by Mason and
Barnes”Y, the international study group® and re-
search committee of Japan”® may be used as guide-
lines for diagnosis of BD. These criteria in general
should provide an acceptable level of sensitivity,
specificity and good bases for definite diagnosis®.
When we compare the criteria of the international
workshop® (Table 1) with other 4 sets of diagnos-
tic criteria published 19920 (Table 2) and the point
scoring system suggested for BD diagnosis'?. The
diagnosis of BD was found to require:

1. According to the international group!®: the

presence of oral ulceration plus any two of
a) genital ulceration c¢) typical skin lesion
b) typical eye lesion d) positive pathergy

2. according to Mason and Barnes(table 2):
a) 3 major oOr
b) 2 major + 2 minor

3. according to the Japanese group(table 2):
a) 4 major to diagnose complete BD
b) 3 major or 2 major and 2 minor to diag
nose incomplete BD

4. according to O Duffy(table 2):
Oral or genital ulceration + 2 other major
5. according to Chang and Zhang(table 2)
a) three major or 2 major plus 2 minor to
diagnose complete BD
b) Two major only or one major and 2 mi
nor to diagnose incomplete BD

6) According to the arbitrary point scoring sys
temU? fourteen to 22 points are needed to di
agnose BD (Table 3).

In diagnosing BD non invasive diagnostic tech-
niques are sometimes made use of to detect and find
out the extent of life threatening systemic lesions
particularly vascular and neurological involvement.
Brain Single photon Emission Computed
Tomography (SPECT), MRI may provide useful
information about cerebral cortical, mid brain and
Pons lesions in neuro Behcet’*’?. Recent advances
in the diagnosis of vasculo-Behcet’s disease have
been achieved by the use of radio-nucleotide

venography for deep vein thrombosis and computed
tomography for arterial lesions’®. Doppler ultrasonic
techniques and strain gauze plethysmography can
accurately evaluate arterial occlusion, CT and
MRI may depict vascular stenosis, obstruction and
aneurysm in B.D.G%  Digital subtraction
angiography (DSA) is needed as it is important to
diagnose small vessel lesions and valuate the de-
gree and extent of the vasculitis®” - Plasma
thrombomodulin level is high in BD and its mea-
surement may evaluate vasculitis lesions®?.

Clinical Picture of BD:

B.D. may begin at any site. The starting lesion
represents a phase in wide-spread multisystem dis-
order. The first presenting lesion in BD may re-
main for days, months or years before another or-
gan or other location or system is affected. The
longer the follow up the greater will be the chance
for additional organ or system affection. The le-
sions are not morphologically specific for BD and
are seen in other diseases. The diagnosis of B.D. on
the basis of such early stage lesion is difficult be-
cause of absence of specific diagnostic test. It is
only when multiple lesions appear that the clinical
presentation allows correct diagnosis. The incidence
of the commonest lesions in B.D.“® are oral ulcers
99%, genital ulcers 87%, eye affection 68%, skin
lesions 69%, joint affection 44%, thrombophlebitis
24% and affection of CNS 10%.

Oral ulcers in BD are painful and recurrent at
irregular intervals. It is considered the main diag-
nostic feature of BD. However 3% of patients may
not have oral ulcers®? and diagnosis of BD may be
permitted in absence of oral ulcer”. Oral ulcers are
described as:

Minor: small ulcers usually affecting the mu-
cosa of the lips, cheeks and sides of the tongue. They
last 4-14 days and recur at 1-4 months interval.

Major: are single large ulcers involving orophar-
ynx, dorsum of tongue and last 10-30 days and heal
with scarring and recur at less than monthly inter-
vals.

Herpetiform: appear as numerous small ulcers
grouped on oral mucosa and may coallesce to form
single irregular ulcer and last from 7-14 days.

Oral ulcers are reported to be the first presenting
sign of BD in 27% of cases“® or 25-75% in other
publication®. There is no difference in the clinical
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appearance of Behcet’s oral ulcers and recurrent
aphthous ulcers, regarding the clinical appearance,
duration, age of onset, frequency of recuurence and
history of family incidence. Chronic recurrent
aphthous mouth ulcers are more prevalent and are
estimated to affect 10% of normal population while
BD has much less incidence.

About 8-12% of patients with recurrent oral
aphthous ulcers have iron or folate or B12 deficiency
and 2% suffer from coeliac disease and 2 percent
get the aphthae premenstrually.

However the increased number of ulcers, the con-
current variation in size from that of herpetiform to
major ulcers and the involvement of the soft palate
and pharynx together with the diffuse erythema
around the ulcers are all pointers to Behcet’s oral
ulcers®?,

In absence of pathognomonic clinical picture and
pathognomoniclaboratory tests®” the histopathology
of oral ulcers may have characteristic features of
vasculitis which still overlaps with major catego-
ries of vasculitis®” more over a positive biopsy is
helpful but a negative one does not exclude the di-
agnosis of BD because the vasculitis may be focal
and segmental.

Oral ulcers must be differentiated from other
causes of mouth ulcers such as herpes simplex,
Steven Johnson syndrome, recurrent aphthous
stomatitis, pemphigus, lupus erythematosus, syphi-
lis, lichen planus, pernicious anemia, Sjogren syn-
drome and rheumatoid arthritis. HLA-antigen typ-
ing may help in diagnosis®©®3739,

It was found that the most common sign of BD
in children is oral ulceration®. The average time be-
tween oral lesions in children and the second major
manifestaiton was 8.8 years after which the third
and fourth organs became affected within 1-2 years.
So oral ulceratin should not be neglected in chil-
dren®.

In our experience one adult male (57 years old)
kept having recurrent major aphthous ulcers every
2 weeks for 18 years before he showed occular, cu-
taneous vascular and neural manifestions of BD.

Cutaneous Lesions:

Skin lesions are reported to occur in 44-88% of
patients and is the first sign in 5% of cases™® In
Kingdom of Saudi Arabia (KSA) skin lesions oc-
curred in 57% of patients"® and in children the skin
lesions were reported to occur in 72.5% to 77.6% of
children®®). The skin lesions may be erythema
nodosum like and is usually mainly in females,
thrombophlebitis, pseudofolliculitis, papulopustular
lesions, acneiform nodules in post adolescent pa-
tients not on steroid treatment, pyoderma, pyoderma
gangrenosum, Sweet’s syndrome, bullous eruption.

The skin lesions are more commonly found bi-
laterally on lower extremities. Acral purpuric papulo
nodular lesions were reported® Henock Schoenlein
purpura like rash was reported representing a flare
up of BD®9,

Recurrent genital ulcers have the incidence of
87% of patients“®. The ulcers may affect the scro-
tum, penis, perineal region in males and vulva and
vagina in females. The ulcers are round circum-
scribed deep and painful. They may be 2-3 cm in
diameter and heal leaving atrophic scar. They recur
less frequently than oral ulcers. In children genital
ulcers occur in 82.8% of affected children®>. Geni-
tal ulcers are reported to be the first presenting sign
of BD in less than 1% of patients™®,

Occular lesions:

Eyes are affected in 70-85% of BD patients®?,
They present as first sign of the disease in 29% of
cases? but most cases are usually preceeded by
other organs affected by several years. The incidence
of eye affection is 65% in KSA®? and is 27.5% in
children®™. Children uveitis represent 2-6% of all
cases of uveitis in an ophthalmologic clinic and BD
i1Is among the systemic diseases which cause such
uveitis®”?. The usual eye affection in BD is recur-
rent episodes of anterior and posterior non
granulomatous uveitis, hypopyon, painful
iridocyclitis and marked reduction of binoccular vi-
sion®. Other occular lesions that may occur are re-
current occlusive episodes of retinal veins, viterous
haemorrhage, optic neuritis, optic nerve atrophy,
cataract, secondary glaucoma, scleritis, keratitis and
panophthalmitis®,

Prognostic risk factors in patients with occulo BD
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were studied by Sakamato et al®®. Thirty two fac-
tors taken from clinical records were used to select
statistically significant risk factors for visual loss. It
was concluded that skin lesions, arthritis and poste-
rior uveitis are linked to loss of vision while female
sex, disease interval and anterior uveitis attacks are
related to retainment of vision®®,

The damage caused by BD in the eyes is possi-
bly due to cell mediated immune vasculitis and hu-
moral immune mechanisms do not have a major role
in the occular immunopathology®”. Human T cell
lines and clones specific to retinal antigens will pro-
vide the framework necessary to examine the events
that lead to occular involvement and inflamma-
tion®?,

Skin Hyper-reactivity Response (Pathergy) in
BD:

Pathergy or the development of pustular vasculitic
lesions after non specific minor trauma to the skin
is unique feature in B.D. The cutaneous pathergy in
BD could be elicited by a needle prick or
intracutaenous injection of saline or histamine and
the result is read after 24-48 hours®?. Pathergy was
positive in 9 out of 11 and 45 out of 46 BD patients
in Israel®V. The cutaneous pathergy was elicited in
17.5% of patients in KSAY?, in 25-75% of patients
in Japan and Turkey and was infrequent in North
America and North Europe®. Pathergy test appears
to be highly sensitive in diagnosis and follow up of
BD®. Histopathologically there is PMN leucocyte
infiltration followed by influx of large number of
mast cells. The reaction is the result of augmented
PMN chemotaxis. Histopathologic pathergy testing
is a useful adjunct to the diagnosis of B.D.®?.

In a retrospective study of BD in our area 3 pa-
tients presented with skin pathergy long before the
symptom complex of BD appeared. The first was a
male patient who presented with acute swelling and
inflammation of his hands 24 hours following fish
fin prick and was diagnosed as erysipaloid. The sec-
ond patient was a female who presented with
cellulitis of her foot following a needle prick. The
third patient was a female who wounded herself
while shaving the suprapubic and perineal hairs. She
developed a chancriform lesion on the labia majora
at the site of the superficial injury. The diagnosis
was only possible after other manifestation of BD

became clinically manifest.
Other clinical criteria reported in BD include:-

1. Vascular lesions

The incidence of vascular lesions ranges betwen
7-29%. Four types of vascular leisons, in BD are
recogniszed, arterial occlusion, aneurysms, venous
occlusion and variceal development®. Vessels of
any size can be affected veins more than arteries.
Thrombophelebitis is a major manifestaiton of
BD®”. Reviewing the literature on vascular involve-
ment of BD the most common lesions were subcu-
taneous thrombophlebitis and venous occlusion of
upper or lower extremities®?. Although vascular
lesions are not mentioned among the major diag-
nostic criteria yet it was found that it occurs in 25%
of patients®®. In BD vascular involvement has been
attributed to an antibody mediated endothelial in-
jury, protein C or S deficiency, factor XII deficiency,
inhibition of plasminogen activator and circulating
lupus anticoagulant®. It is advisable to investigate
BD patients who have venous thrombosis by esti-
mating levels of protein C and S and anti thrombin
I11.

The artery most commonly affected is the aorta
followed by the pulmonary artery, Virtually no ar-
tery, small or large is spared including coronary ar-
teries. Two thirds of the lesions are aneurysms and
the rest are occlusions’Y, Aneurysms of major
arteries reported include aneurysm of aortic artery
with massive incompetence of aortic valves®?, aor-
tic regurgitation®, superior mesenteric artery an-
eurysm®®, bilateral iliac artery aneurysm®?, pulmo-
nary artery aneurysm®?, The appearance of pul-
monary artery aneurysm represent poor progno-
sisU?_ Slow progressive arterial involvement may
occur in BD in absence of significant symptoms?b,
Rupture of arterial aneurysm is the leading cause of
death in BDU?), In KSA arterial thrombosis and an-
eurysm occured in 18% of cases and deep vein
thrombosis in 18%42.

Arteries may be affected by thrombo-occlusive
episodes - occlusion of subclavian lead to pulseless
disease, renal artery stenosis lead to hypertension,
femoral artery stenosis lead to femer head necrosis
and intermittant claudication.
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2. Arthritic symptoms: (arthralgia, swelling,

redness)

‘The symptoms are usually subacute self limiting
and non deforming. It is linked with disease activ-
ity and is frequently associated with fever. The joints
affected are the knees, ankles, elbows and wrists.
Joint affection is seen in 44 to 60% of cases®@10)
and may be the presenting sign in 12% of cases®®.
Articular lesions are seen in 31.7% of children®®.

3. Gastro Intestinal lesion

Clinical symptoms of entero-Behcet’s disease
include, diarrhoea, constipation, abdominal pain,
vomiting, melena, intestinal ulceration from
vasculitis. In Scotland gastrointestinal affection
(GIT) is seen in 50% of cases®. GIT affection
amounted to 50% in children® and 4% in KSA(2.
Intestinal BD simulating Crohn’s disease was re-
ported”??). Colitis in BD tends to localize in
ileococcal region with deep ulceration. Perforated
ileal ulceration with massive bleedin g may occur due
to intestinal angiitis, periphlebitis, venous
thrombosis and end arteritis/®®. Erosions of the
oesophagus, perforation of ulcer, oesophagitis and
severe stenosis®" and oesophageal varicies second-
ary to occlusion of both caval veins'%9, small bile
duct damage resembling sclerosin g chalangitis with
enteritis and pancreatitis due to vasculitis were re-
ported in BD05:22),

4. Neuro Behcet has the incidence of 18%@%
and represent 0.9% of total neurological admissions.
Men are affected more than women and 81% pre-
sented with signs and symptoms indistinguishable
from idiopathic intracranial hypertension and asep-
tic intracranial venous occlusive disease®, Usu-
ally neuro Behcet’s disease appear 2 months to 27
years after the extra neural signs“?, but is reported
to be the first presenting sign in 5-10%, of cases®®.
Two of our patients presented with meningo en-
cephalitis (unpublished data). C.N.S. involvement
in BD included meningo encephalitits, confusion,
mental disorder which are related to secondary dys-
function of the frontal cortex due to damage of sub-
cortical structure mainly the brain stem. Acute dis-
seminated encephalomyelitis mimicking temporal
lobe tumor. Neuro Behcet with facial palsy, gait
disturbance, pathological reflexes and psychiatric
symptoms, unilateral sensori neural hearing loss and
bilateral hearing loss were reported in

B.D.(108.109.110.110) — MRJ and brain stem auditory
evoked potentials are useful in detecting the pres-
cnce and assessing the degree of neurologic involve-
ment in Behcet’s disease®). Evoked potential study
in BD might be helpful to separate neuro Behcet’s
disease from other disorders with similar
symptomatology and to disclose sub-clinical CNS
involvement and to evaluate and monitor CNS dis-
case activity and provide objective measures of treat-
ment response!?),

S. Cardio Pulmonary

Intrathoraxic involvement includes
thromboembolism of superior vena cava and or other
mediastinal veins, aneurysm of aorta and pulmonary
arteries, pulmonary infarction and haemorrhage,
pleural effusion, rarely myocardial infarction, peri-
cardial involvement and hilar or mediastinal
lymphadenopathy. Angiography and venography
should be avoided because aneurysm may develop
at site of arterial puncture and veins get quickly
thrombozed. CT and MR angiography are the
imageing techniques of choice in B.D.(113). Right
ventricular thrombosis is also reported in BD also
congestive cardiomyopathy, left ventricular disabling
dysfunction, endocarditis with affection of bicuspid
or aortic valves, chylo-thorax and chylopericardium
were diagnosed in BD secondary to thrombosis of
superior vena cava, the innominate and subclavian
veins®?,

6. Genito Urinary Tract

Kidneys may show asymptomatic focal
glomerulonephritis and secondary amyloidosis.
Epidydimitis, orchitis, ulceration of scrotum and
penis, and urethro vaginal fistula were reported®,

7. Occurence of myositis and the presence of a
positive family history of oral ulcer or BD are con-
sidered as minor criteria.

Treatment of BD

Progress in treatment of BD depends on the in-
crease of knowledge about its aetiopathogenesis, the
new immunosuppressants, new antiinflammatory
drugs, antithrombotic, anticoagulants and results of
new treatment trials. Drugs that are currently used
to treat BD are:-

1) Steroids have been used effectively in the
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dose of 60 mg of prednisolone daily. Steroids may
be required to control ophthalmic or neuro BD®?.
Steroids are used alone or in combination with
immuno suppressive drugs which have beneficial
effect and are steroid saving agents. The choice of
immunosuppressive therapy is between alkylating
agents and drugs that inhibit interleukin 2 produc-
tion"!,

2. Methotrexate is usually given in combina-
tion with prednisolone. It has an immunomodulatory
and an anti-inflammatory effect. It inhibits neutro-
phil chemotaxis, C5a induced inflammation and
leukotriene B4 induced dermatoses. It inhibits the
number of OKT6 dendritic cells in the epidermis
and suppresses interleukin binding to T cell recep-
tors. Methotrexate given in the dose of 15mg weekly
with prednisolone resulted in improvement and
prednisolone was tapered to zero and BD cleared in
one year\19,

3. Azathioprine is given either alone or in com-
bination with systemic steroid. It is given in the dose
of 1- 2.5 mg/kg body weight per day®®*?, It sup-
presses both cellular and humoral immunitya n d
has an anti inflammatory effect. It has serious side
effects as: liver cirrhosis, myelotoxicity and can in-
duce sterility and opportunistic infection due to im-
Mmunosuppression.

4. Cyclophosphamide (Cytoxan) is a deriva-
tive of nitrogen mustard. The recommended
dose is 2-3 mg/kg body weight per day orally until
leukopenia occured and then dose is reduced to
maintenance therapy®”. Pulse cyclophosphamide is
given as 1 gm per meter square surface area of body
intravenous once per month with 0.5 mg
prednisolone per kg. body/weight per day. This treat-
ment isreported to give significant results and is well
tolerated“?.

5. Chlorambucil was recommended to treat
BD in daily dose of 6-8 mg per day (0.1-0.2 mg/kg
body weight/day). It is effective in  occular, geni-
tal, oral, cutaneous and arthritic lesions of BD. In a
series of patients treated with this drug for 2-18 years
leukopenia occured in 59%, thrombocytopenia in
38%, major infection in 8%, malignancies in 8%
and amenorrhoea in 63% of premenopausal women.
The drug was discontinued after control of the dis-

ease in 68% of patients and because of lack of effi-
cacy in 14%“9.

6. FK 506"'7!"9is an immunosuppressive agent
used to treat uveitis in BD. Five out of 8 patients
improved. The major side effects were sensation of
warmth, hypomagnesemia, renal dysfunction, glu-
cose intolerance and disorders of CINS.

7. Cyclosporine A (CA) : It blocks synthesis
and or release of IL1 from macrophages and IL2
from helper T cells. It has an immunosuppressive
effect without myelotoxicity. CA when given
in the dose of 5 mg per kg body weight per day for
24 months clinical remission occured in 87.5% of
patients after 6-12 months!'?.CA can be continued
at low dose for unspecified time and if the disease
does not resolve combination with low dose st e -
roid should be considered’”. Combined CA and
prednisolone therapy is effective and less toxic
than treatment with CA alone!?V, CA 5 mg/kg body
weight/day combined with prednisolone 0.2-0.6 mg/
kg body weight/day were given for 4-32 months
(average 19.5 months). It is known that the higher
the dose of CA the more rapid the improvement and
the more apparent the benefit during treatment*>
and improvement is dose dependant.

Side effects of CA included rise of creatinine in
45% and in  bilirubin in 27% and hypertension in
4.5% of patients. These side effects disappeared
as dose was tapered?® . Other side effects known
are hirsutism, urea retension, gynaecomastia, and
hypertrophy ofgums. Reactivation of the disease
occurs when the drug is stopped or reduced*?,

CA 5mg/kg/day was tried versus cyclophospha-
mide 1 gram 1.V. monthly.In the first 6 months vi-
sual improvement was better in CA treated group
however the follow up of patients for 24 months
suggested that the initial improvement in the first 6
months was not sustained¥,

There has been no evidence of a permanent drug
induced remission of BD. For this reason and be-
cause CA can produce irreversible kidney toxicity,
long term treatment must be cautiously done and
well monitored. CA is a vasoconstrictor and a re-
duction in the renovascular tone after withdrawal of
CA could increase renal blood flow and the glom-
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erular filtration rate, such increases could lead to
decline in serum creatinine level to normal in ab-
sence of anyreversal of tissue damage.

Renal biopsy after initiation of treatment by
13 months showed stripes of interstitial fibrosis with
tubular atrophy and arteriolar alteration which is
commonly associated with azotemia and twofo 1l d
increase in serum creatinine concentration(!22.

8. Interferon Alpha 2b

Interferon Alpha 2b was used to treat refractory
occular BDU#>129_Interferon alpha 2b is a glycopro-
tein produced by cell in response to viral infection.
It has antiviral, immunomodulatory, antiproliferative
and an antitumor properties. Treatment of BD with
interferon alpha 2b starts with 3 million units given
subcutaneous 3 times per week and gradually in-
creased to 12 million units - a total dose of 216
million is reached in 2 months and 9 million is given
once monthly. All patients became symptom free
after 2 months®??,

9. Colchicine
Itis an alkaloid isolated from the meadow Safron
(autumn crocus, colchicum autuminale). It inhibits

may lead to burning throat pain, bloody diarrhoea,
shock, hematuria, oligurea and ascending CNS de-
pression. Colchicine affects the microtubules of
PMN cells and leads to clinical improvement in cu-
taneous and occular lesions of BD including severe

uveitis and gastrointestinal Behcet’s manifesta-
tion(ﬁ'&?,ﬁﬂ..lzﬂj_

10. Thalidomide

It 1s a useful therapeutic option to treat severe
oral and genital ulceration that failed to respond to
other treatments(??, It is reported to cure BD asso-
ciated with pyoderma gangrenosum3®, The physi-
cian should be aware of the danger of axonal
neuropathy and teratogenesis at all times during
thalidamide therapy. Thalidamide is given in the dose
of 200 mg/day and results in complete resolution
of ulcers in 81% of patients within one month and
20% did not need further thalidomide treatment and
the remainder were maintained on small daily doses
of thalidamide ranging 7-200 mg.

Symptomatic neuropathy occured in 13.5% and
a further 13.5% had asymptomatic neuropathy. The
incidence of thalidamide neuropathy may be be-
tween 21-50%. In-

polymorphonuclear
chemotaxis which is
thought to be over
active in BD. It also
blocks the ability of
serum to enhance
neutrophil migra-
tion®”, It is useful in
treatment of BD in
the dose of 1 mg/day
for a period of 2
monthsto 2 years®?,
It may be given in
the dose of 0.6mg 2/
day. Oneof t h e
disturbing side ef- 3)
fects is diarrhoea
which may be ac-
companied by nau-
sea, vomiting and
abdominal pain.
These side effects
also occur after
parenteral adminis-
tration. Over dose

Plus 2 of
1) Recurrent genital ulceration

2) Eye lesions
Anterior uveitis
Posterior uveitis

(ophthalmologist)
Skin lesions

reliably reported by patient
Pseudo folliculitis
Papulopustular lesions

corticosteroids.
4) Positive pathergy test

Table (1)
Ref 72
International criteria for Classification of BD

Recurrent oral ulceration (minor aphthous, major aphthous or herpetiform

ulceration observed by a physician or reported reliably by patient)
Recurrent at least three times in one 12-month period

Recurrent genital aphthous ulceration or scarring, especially males,
observed by physician or reliably reported by patient.

Cells in vitreous on slit lamp examination
or Retinal vasculitis observed by qualified physician

Erythema nodosum-like lesions observed by physician or

or Acneiform nodules consistent with Behcet’s disease - observed
by a physician and in post-adolescent patients not receiving

To be read by a physician at 24-48 h, performed with oblique.
insertion of a 20-gauge or smaller needle under sterile conditions.

dividual suscepti-
bility with possible
genetic predisposi-
tion seem to be
more important
than the daily dose
and duration of tha-
l1idomide
therapy31,

Other Lines of
Treatment©%41,128)
Transfer factor
obtained from lym-
phocyte of healthy
persons and given
as subcutaneous in-
jection caused im-
provement in 3 out
of 5 BD patients®?,
Poliomyelitis vac-
cine bymouth,
nonsteroidalanti
inflammatoryagents,
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prostacycline, Dap-sone, levamesole, Azelastine hy-  tokinase, stanozolol) are beneficial in controlling
drochloride, ecozapen-taenoic acid, sulfapyridine, deep vein thrombosis””. Prostaglandins, ticlopidine
plasma exchange therapy, I.V. high doses of immu- and low dose aspirin as an antiplatelet alleviate
noglobulin G and acyclovir. Anticoagulants and fi- thrombophlebitis and erythema nodosum and reduce
brinolytic agents (ethylestrenol; phenformin, strep-  frequency of symptoms®?.

Table -2
Ref (7%
Manifestations of Disease Mason & Barnes Japanese O’Duffy Cheng & Zhang
(1969) (1987) (1974) (1980) -
ﬂ

Oral ulceration Major Major Major Major
Genital ulceration Major Major Major Major
Eve lesions Major Major Major Major

Uveitis + hypopyon * » % y:

Iridocyclitis *

Chorioretinitis *

corneal ulceration &

retrobulbar neuritis <
Skin lesions Major Major Major Major

pustules "

ulceration 2

erythema nodosum ¥ s ¥ i

erythema multiform : *

subcutaneous ¥

thrombophelebitis ‘ *

hyperirritability (pathergy) x ¥

folliculitis/acne-like

lesions
Arthritis/arthralgia Minor Minor Major Minor
Gastrointestinal ulceration Minor Minor Major Minor

ileocaecal lesions %

colitis »
Vasculitis/thrombophlebitis Minor Minor Major Minor

large vessel arteritis * ¥
CNS lesions Minor Minor Minor Minor
CVS lesions Minor
Epididymitis Minor Minor Minor
Pulmonary - Minor
haemoptysis/fibrosis
Renal-ulceration/haematuria Minor
Family history Minor

C4 Major Oral or Genital | C3 Major or 2 Major+2
Diagnosis requires: 3 Major or 13 Major or 2 Ulceration+2 Minor I 2 Major Or 1
2 Major+2 Minor Major+2 Minor | other Majors Major+2 Minor

*Indicates specific features listed in the published diagnostic criteria set: C. ‘complete’ disease: I, ‘incomplete’ discase

COMPARISON OF DIAGNOSTIC CRITERIA SETS
BRITISH JOURNAL OF THE RHEUMATOLOGY
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TABLE - 3

Conclusion:

After this review we find as previously stated
by Chaple 1992“® that Behcet's disease still re-
tains its mysteries regarding its actiopathogenesis,
the lack of definitive diagnostic laboratory tests
and the uncertain prognosis of its treatment.

ARBITRARY POINT SCORING

Ref 10

SIGN

SCORE

SIGN

SCORE

B

Oral ulceration CNS 2

Genital ulceration 4 Cardiovascular 2
Occular

inflammation -+ Gastrointestinal 2
Retinal vasculitis 2 Kidney 1
Erythema nodosum 2 Lungs 1
Joint affection 2 Pathergy 1
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