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Bphqet’s disease is classically described as featuring 
rrrurrent aphthous ulcers in the mouth and genital or- 
gans and relapsing iritis.l Other manifestations involve 
thr 5kin. joints, cardiovascular and central nervous sys- 
tems, and gastrointestinal tract.! 
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Hippocrates was the first physician to describe pa- 
tients with orogenital ulcerations and chronic inflamma- 
tion of the eyes.l Between 1908 and 1931, similar cases 
were often described in the literature and attributed to 
syphilis, staphylococcal infection, streptococcal hyper- 
sensitivity, or tuberculosis allergy. In a series of publica- 
tions beginning in 1937, Hulusi Behcet, a Turkish der- 
maioiogist, described a clinical entity, which now bears 
his name, characterized by transient and recurrent ul- 
cerations in the mouth and genitalia and relapsing 
uveitis.’ The ocular involvement sometimes was com- 
plicated by pus in the anterior chamber of the eye 
(hypopyon). 

During the ensuing 45 years, the broad, multisystem 
nature of this disease has been recognized; in addition to 
the characteristic findings, intestinal, articular, vascular, 
and neurologic involvement has been noted in some 
patients.2 Despite intensive study, the etiology of 
Behcet’s disease is unknown. 

The diagnosis of Behcet’s disease is based on clinical 
grounds because there are no pathognomonic labora- 
tory features.3 Unfortunately, neither is there any single 
sign or symptom that is sufficiently specific to establish 
the diagnosis. Each is  seen alone or in combination with 
others in a variety of disorders. The fact that the signs 
and symptoms of Behcet’s disease can remit spontane- 
ously and are often separated from one another by years 
has resulted in diagnostic confusion in more than one 
patient. Table 1 lists the most common findings in 
Behcet’s disease. A list of differential diagnoses includes 
Stevens-Johnson syndrome, Reiter’s syndrome, systemic 
lupus erythematosus, recurrent aphthous stomatitis, in- 
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flamrnatory bowel disease, and aphthous stomatitis with 
vulvitis in girls and young w o ~ n e n . ~ . ~  

The disease has a peculiar distribution: most cases 
have been reported in patients from the Mediterranean 
basin, the Middle East, and Japan.5 The prevalence in 
Japan is 1 in 10,000, with an estimate in 1979 of 1 1,000 
affected persons in that country alone.z In Yorkshire, En- 
gland, the prevalence i s  about 1 in 150,000, and in 
Olmsted County, Minnesota, the prevalence is about 1 
in 300,000.2.5 The disease occurs more often in men 
than in women in most series, but in North America, 
Britain, and Australia, women are in the m a j ~ r i t y . ~ . ~  The 
mean age of onset is in the third d e ~ a d e . ~  

Clinical Manifestations 

Findings in Behcet’s disease have been grouped into 
major and minor criteria (Table 1). The diagnosis may be 
made with confidence if all four major symptoms appear 
in the clinical course of the patientz; however, combina- 
tions of major and minor criteria have been proposed by 
various authors as reasonably specific for Behcet’s 
d i~ease.~.~.  ’ 
Aphthous Stomatitis 

Recurrent aphthous stomatitis occurs in nearly all pa- 
tients diagnosed as having Behcet’s disease (Fig. 11.3 The 
oral ulcers are the first manifestations of the disease 
process in 75% of patients.8 Preferential sites of ulcera- 
tion are the mucous membranes of the lips, the gingiva, 
buccal mucosa, and tongue.R At an early stage, there is a 
circular red area.2 In 1 or 2 days, a shallow round or 
oval ulcer develops that is 2-1 0 mm in diameter and has 
discrete erythematous  border^.^*^** A white or yellowish 
necrotic pseudomembrane usually covers the surface of 
the ~ l c e r . ~ . ~  Lesions heal within 10-14 days, usually 
without scarring.2mB The ulcers appear either as single or 
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multiple lesionsR and recur at irregular intervals (several 
days to several months).2.' 

Genital Ulcers 

Aphthous ulcers similar to the mouth ulcers also occur 
as genital lesions, usually on the scrotum, glans penis, 
vulva, vagina, and perianal area.2.3.9 They usually are 
small, punched-out, and deeper than the oral  one^.^.^ 
They tend to be more painful in men and may leave 
scars in both sexes2 In most patients, recurrences of the 

FIG. 1. Aphlhous ulcerations on the lower lip. 

genital ulcerations are less frequent than recurrences of 
the oral 0nes.j 

Other Cutaneous lesions 

Nodular lesions on the lower extremities resembling 
erythema nodosum are often found in Behcet's disease.' 
The nodules tend to be small, few in number, sometimes 
grouped and ulcerated, bluish in color, and 
They tend to disappear in 10-1 4 days, but recurrences 
are Clinically, the lesions in Behcet's disease 
correspond closely to erythema nodosum; however, the 
Behcet lesions differ histologically from classic erythema 
nodosum because they lack histiocytic granulomas.4 

A characteristic, although not pathognomonic, finding 
in Behcet's disease i s  pathergy or skin hyperreactivity, 
believed to be secondary to increased chemotaxis.z.'o 
Twenty-four to 48 hours after a sterile needle prick or an 
intradermal injection of saline, saliva, or genital ulcer 
extract, the patient develops a tuberculinlike reaction, 
with erythema and edema.2 Aseptic pustules often occur 
as well. Histologic findings are time-dependent: at 6 
hours, an inflammatory exudate composed mainly of 
polymorphonuclear leukocytes is seen; after 24 hours, 
there i s  a dense polymorphonuclear infiltration along 
with mononuclear cells and large numbers of mast 
cells.1° The percentage of Behqet patients with a positive 
pathergy test varies. Studies in this country show 
pathergy to be uncommon.1**12 In the Mediterranean 
countries, including Israel and Turkey, however, there i s  
a 40-88% prevalence of pathergy in patients with 
Behcet's d i ~ e a s e . ~ - ' ~ - ' ~ - ~ ~  A study conducted in Turkey in 
1980 revealed a positive pathergy test in 88% of 84 
patients with the disease, compared with no reaction in 
20 healthy controls and positivity in only 7% of 102 
diseased controls (patients with recurrent aphthous 
stomatitis, iridocyclitis, herpes genitalis, idiopathic ery- 
thema nodosum, or rheumatoid arthritis).1° 

Other associated skin lesions include papules, pus- 
tules, vesicles, abscesses, folliculitis, pyodermas, and er- 
ythema m u l t i f ~ r m e . ~ - ~ - ~ ~ ~  An eruption resembling acne 
vulgaris i s  sometimes seen (Fig. 2).2 Thrornbophlebitis is 
not uncommon in patients with Behqet's disease.*.' 

Ocular System 

Commonly, the most serious problem in Eehcet's syn- 
drome i s  ocular involvement.2 Recurrent attacks of an- 
terior and posterior uveitis can lead to b l i n d n e s ~ . ~ . ~ ~ ~  
lridocyclitis and hypopyon are common in the anterior 
chamber and are usually transient with no apparent 
long-term sequelae (Fig. 3).s*e Manifestations in the pos- 
terior ocular structures include chorioretinitis, retinal 
vessel arteritis or phlebitis, optic papillitis, and vitreous 
hemorrhage>s8 Recurrent attacks in the posterior struc- 
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FIG. 2 .  Acneiform eruption of the face. 

tures can lead to blindness in 5-6 years.2S8 Glaucoma 
and cataracts also can occur.R Severe ocular involve- 
ment occurs with particular frequency in Japanese vic- 
tims of Behqet's disease: 50-80% of Japanese patients 
suffer partial loss of vision? In fact, Behcet's disease is a 
leading cause of acquired blindness in Japan, account- 
ing for about 12% of all acquired blindness before the 
age of 50 years.' 

joint Manifestations 

More than one-half of the patients will develop signs 
or symptoms of joint involvement during the course of 
the disease.' Usually, these include arthralgias, ery- 
thema, and swelling; the knees, wrists, elbows, and an- 
kles are the most frequently involved joints.2.4.a The 
synovial fluid is  of the inflammatory type with a pre- 
dominance of polymorphs, and it forms a poor mucin 
~ l o t . ~ . j  Destruction and atrophy of bone and cartilage 
can occur occasionally.' 
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FIG. 3. Hypopyon iritis. (Courtesy of Alan Sugar, M.D., Depart- 
ment of Ophthalmology, University of Michigan Hospitals.) 

Gastrointestinal Tract 

Serious involvement of the digestive tract can occur, 
with ulcers being observed throughout the alimentary 
tract, usually involving the terminal ileal, colonic, and 
rectal muc0sa.2-~ The ulcers are shallow with normal 
intervening mucosa.2*4 There is no formation of abscesses 
or granulomata. In at least 50% of patients, some gas- 
trointestinal symptoms are present, including vomiting, 
abdominal pain, flatulence, diarrhea, and constipation? 

Central Nervous System 

Neurologic involvement occurs in 25% of the pa- 
tients,' usually in the 2nd-Sth years of the disease.s 
Meningoencephalitis, cerebellar symptoms, pyramidal 
tract, and extrapyramidal tract signs may appear.2-4s8 

Other Systems 

The cardiovascular system, lungs, kidneys, liver, and 
testicles occasionally are involved, with arterial occlusions, 
venous occlusions, aneurysms, pulmonary opacities, 
glomerulonephritis, hepatomegaly, and epididymitis.2 

Course and Prognosis 

The clinical course of the disease is variable. Typi- 
cally, oral aphthous ulcers and ocular lesions appear 
first, followed by genital ulcers, skin lesions, and arthri- 
tis.*.4 Nervous-system or vascular involvement begins 
later.z Frequent attacks early, with a slower rate of at- 
tacks after 3-7 years, characterizes the course of the 
disease in many patients. Eye symptoms tend to become 
chronic during this later period, with loss of visual acuity 
and, ultimately, blindness.'-' Without central nervous 
system, bowel perforation, or large artery involvement, 
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the prognosis for life is good." Generally, young men 
have the worst prognosis.2 Some investigators think that 
the progression ot the disease may be altered with 
therapy, particularly with immunosuppressive agents.3. '' 

Etiology and Pathogenesis 

The cause and pathogenesis of Behcet's disease are 
unknown; some of the theories about the pathogenesis 
o i  Behcet's disease are presented below. 

Genetic Studies 

A genetic predisposition has been postulated because 
of the three- to fourfold increased frequency of HLA-€35 
in Behcet's disease patients in some c o ~ n t r i e s . ~ * ~ - ~ * " ~ ~  
This has been observed in japan, Turkey, Israel, and 
Southern France, but not always in England or the 
United  state^.^-^.^-^ HLA-B5 seems to be particularly 
associated with ocular disease."." The occurrence of 
HLA-B12 also is increased in Behget's disease, espe- 
cially in association with mucocutaneous involve- 
ment.8-16 In several studies from England, the prevalence 
of HLA-527 was increased and was associated with 
arthriti~.'.~. l6 

Immunologic Findings 

Allergies reportedly play a part in initiating the onset 
of Behcet's di~ease.2.'~ There is  evidence that ingestion 
of certain foods, such as English walnuts, exacerbates 
oral ulcerations in Behcet's di~ease.'~ A reduced in vitro 
T cell reactivity to both walnut extract and candidal 
antigens in both Behget patients and controls within 2 
days after ingestion of 100 grams of walnuts has been 
observed, with associated increases in the frequency and 
severity of typical Behcet lesions in the former17; how- 
ever, it i s  reasonable to speculate that oral mucosal 
trauma by nut spicules i s  the inciting event for the well- 
documented postwalnut  flare^.^ 

In 1963, Oshima et al showed antibodies against 
human mucous membranes in 42% of 40 patients.I8 
Several years later, O'Duffy et a1 demonstrated eleva- 
tions of serum immunoglobulins A (4 of 9 patients), M (4 
of 9 patients), and G (1 of 9 patients).ll Markedly de- 
creased levels of both free and bound secretory compo- 
nent of IgA in the saliva of four patients with Behcet's 
disease have been demonstrated. Secretory IgA i s  impor- 
tant for host defenses at the mucous membrane level, 
and the secretory component i s  needed for local IgA 
binding.lg This supports the theory that an antigenic sub- 
stance (ie, virus) exists in the oral cavity and is able to 
gain transmucosal access because of impaired IgA bind- 
ing with resultant stimulation of antibody formation and 
an immune complex diseases 

Immune complexes may be important in the 
pathogenesis of this disease,20 because many of the clin- 
ical manifestations of Behcet's disease, such as erythema 
nodosum, arthritis, and uveitis, have been attributed to 
immune complexes.2' lmmunofluorescence confirms 
the deposition of IgM and IgC in vascular walls, espe- 
cially in the venules.2 Elevated levels of circulating im- 
mune complexes were shown in one study to be present 
in up to 60% of patients? In another series, 44% of 
patients were found to have significantly elevated levels 
of immune complexes by the Raji-cell assay and 50% by 
the Clq-binding assay.20 In both studies, a good correla- 
tion was shown between the disease activity and the 
measured amount of immune complexes.' It has also 
been shown that the levels of immune complexes are 
higher in the neuroocular and arthritic types of Behget's 
disease than in the mucocutaneous variety.22 

Complement components have also been studied in 
Behget's disease. The total complement level as well as 
C9 usually are elevated in patients with this disease; 
however, there i s  a significant reduction of C2, C3, and 
C4 just before an attack of uveitis due to activation of the 
classical pathway.2l Biopsy of oral ulcers reveals deposi- 
tion of C3 and C9 in blood vessel walls and of C9 in the 
basement rnembrane.I6 Complement components ap- 
pear to play a part in the lysis of affected cells in Behqet's 
disease. Lehner and coworkers found membrane frag- 
ments from an unknown source by electron microscopic 
examination, as well as IgG immune complexes in the 
blood of The results suggest that the im- 
mune complexes might activate the C5-C9 sequence, 
resulting in cell l ~ s i s . ~ ~  

Lymphocytes from patients with Behcet's disease 
show cytotoxicity to homogenates of oral r n u ~ o s a , ~ ~  and 
significant lymphocyte transformation i s  induced by 
homogenates of fetal oral epithelium in recurrent oral 
ulceration (which some investigators consider a forme 
fruste of Behcets' disease).25 Other observations include 
an enhanced chernotactic activity of polyrnorphonu- 
clear leukocytes, an elevated erythrocyte sedimentation 
rate, and a transient elevation in acute phase reactants, 
such as C-reactive protein, during  relapse^.^.^ It i s  poss i -  
ble that C-reactive protein modulates the immunologic 
mechanism by inhibiting T-lymphocytes, promoting 
phagocytosis, and activating cornplernent.2e 

The common antigenic determinants shared among 
the skin and the mucous membranes of the mouth, gas- 
trointestinal tract, conjunctiva, and external genitalia 
may play some part in the involvement of different or- 
gans in Behcet's disease'; however, a coherent basis for 
autoimmunity i s  lacking as long as the specific antigen 
remains unidentified? It should also be noted that most 
of the immunologic abnormalities lack specificity; for 
example, many of them occur in uncomplicated recur- 
rent aphthous stoma ti ti^.^ 
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Virologic Studies 

Many studies throughout the years have lent support 
to a viral etiology in Behqet’s disease. Behget himself 
saw viruslike particles in exudate from ulcers and hypo- 
pyon fluid.’.5 Alm and Oberg injected cerebrospinal 
fluid from patients with Behcet’s disease into rabbits by 
the cisternal route. Four subsequent untreated genera- 
tions of the injected rabbits developed focal en- 
cephalitis, optic neuritis, uveitis, keratitis, and 
conj~nctivitis.~’ 

Sezer described the isolation of an agent from the vit- 
reous body and subretinal exudates that he thought was 
a virus. This agent produced pock lesions on the 
chorioallantoic membranes of fertile eggs and, some- 
times, death of the embryo. It produced signs of en- 
cephalitis in mice, and a disease in rabbits similar to the 
human disease. Antibodies to the agent could be dem- 
onstrated by complement-fixation tests at the 1 : 16 to 
1 : 128 level in the sera of 11 of 12 patients with Behcet’s 
disease and in 3 affected rabbits but not in 16 human 
and 3 rabbit controls.28 A further study on 20 patients 
confirmed his previous  observation^.^^ 

Evans and co-workers reported that they too had re- 
covered a virus by chorioallantoic inoculation with 
material taken from the anterior chamber and brain of a 
patient with fatal Behcet’s disease. This agent produced 
pock lesions on the egg membrane and was maintained 
for 21 consecutive passages.30 Mortada and lman re- 
ported similar results.31 

Using the principles that a cell already infected by a 
virus may be refractory to superinfection by the same or 
closely related strains of virus and that chromosomal ab- 
normalities are common in viral infections, one recent 
study indirectly tested the hypothesis that Behget’s dis- 
ease i s  caused by a virus. They showed that herpes sim- 
plex virus type I had impaired replication on lympho- 
cytes cultured from 37% of the patients with BehGet‘s 
disease and that lymphocytes were chromosomally ab- 
normal in 42% of patients.3’ This study provided support 
for a viral etiology in Behcet’s disease. 

Studies designed to investigate further the role of vi- 
ruses, including inoculation of subhuman primates, are 
in progress. 

Nevertheless, numerous other workers have failed to 
i ate a virus, i ,  Y,  :XI - 36 Arguments against a viral etiology 
are that infectivity i s  not a marked feature of Behcet‘s 
disease, immunity is  absent, the disorder does not occur 
in epidemics, and only rarely has more than one case in 
a family been de~cribed.~.’~ 

Miscellaneous Findings 

Heavy metals, such as zinc, and toxic substances, 
such as organophosphate pesticides, have been impli- 
cated in the etiology of Behqet’s Climatic fac- 
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tors have been claimed to be important, based chiefly on 
evidence suggesting increased prevalence in colder cli- 
mates and occurrences of ocular attacks in greater num- 
bers during and immediately after the passage of icy 
winds across Japan.2 

Treatment 

Many different treatment schedules have been tried 
with varying success. The treatment of BehGet’s disease 
i s  difficult to evaluate because of the many spontaneous 
exacerbations and remissions that mark the course of the 
disease. The problem is increased further by the rarity of 
the disease and the limited experiences of most inves- 
t i g a t o r ~ . ~ ~  Most studies are uncontrolled. Side-effects of 
the treatments are significant in most instances. Topical 
and systemic corticosteroids are the mainstay of treat- 
ment for Behcet’s disease. 

Topical Therapy 

All of the topical therapeutic agents used in recurrent 
aphthous ulcers have also been used in Behcet’s disease 
with mucocutaneous manifestations. 

Topical Steroids. Topical corticosteroids are useful in 
aphthous ulcers if they are applied during the prodromal 
stage of ulceration. The most useful preparations are 
triamcinolone cream 0.1 % in Orabase, 2.5 mg tablets of 
hydrocortisone sodium succinate, and 0.1 mg tablets of 
betamethasone valerate?’ The steroid tablets can be 
made into a slurry with water. Topical steroids should be 
applied three to four times daily.21 Suppression of ocu- 
lar inflammation also has been achieved with topical 
steroids.’ l 

Tetracycline. Tetracycline is the drug of choice in the 
treatment of the oral ulcers.21 The mode of action i s  
uncertain, but it does have antibacterial, antimycoplas- 
mal, and antiviral properties.21 The results of a double- 
blind trial of tetracycline versus placebo in 25 patients 
with recurrent aphthous oral ulcerations revealed signif- 
icant reduction in ulcer size, duration, and pain in the 
tetracycline group.3g Such treatments are accomplished 
by dissolving the contents of one 250 mg capsule in 
about 5 ml of water or flavored syrup. The patient holds 
the solution in the mouth for about 2 minutes, then swal- 
lows it; this i s  repeated four times daily.:’Y This represents 
a combination of topical and systemic therapy. 

Miscellaneous Agents. Patients with severe ulcera- 
tions find it difficult to maintain their oral hygiene and 
may accumulate large deposits of bacterial plaque. 
Mouthwashes used once or twice daily can be helpful.2’ 
Chlorhexidine used as a mouthwash once or twice daily 
has been tried in a small double-blind trial with some 
resolution of the ulcerations.’” 

Treatment of uveitis with mydriatics has been reported 
to be partially effective.41 
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Systemic Therapy 

Immunosuppressive and Antiinflammatory Agents. 
Systemic Corticosteroids. Although it is at best pallia- 

corticosteroid therapy is the mainstay of therapy 
for all manifestations of Behcet's disease, especially 
cutaneous, ophthalmic, and neurologic disease and pro- 
gressive thrombophlebitis."'.' Corticosteroids exert a 
beneticial efiect on the acute manitestations but seem to 
have little effect on the chronic and late sequelae. such 
as blindness and paralysi~.~ Recurrences are common,' 
and the disease may progress even while steroids are 
being used." Doses as low as 4 mg of prednisone daily 
have been shown to be useful in suppressing the cutane- 
ous and al-ticular symptoms"; however, 60 mg of pred- 
nisone orally per day is  required during the acute man- 
ifestation~.~.~ Some investigators think that a relapse is  a 
signal for combined corticosteroid and azathioprine or 
chlorambucil therapy.7-'2.'3 Corticosteroids also can be 
injected into affected joints or retrobulbar tissues to re- 
duce inflammation? 

Chlorambucil. Chlorambucil i s  the best studied of the 
immunosuppressive agents and i s  probably the least 
toxic, the best tolerated, and the most effective in 
comparison with azathioprine and cyclophospha- 
mide.3-*'5-43.14 In three separate studies, a total of 36 
patients with iridocyclitis and conjunctivitis with de- 
creased visual acuity were treated with chlorambucil. 
Approximately 80% of the patients showed improve- 
ment in visual acuity over a period of observation of 1-5 
years, and some had no recurrences during this 
time.ls*43.M In addition to the benefits in Ocular disease, 
similar benefits were noted in oral, genital, and cutane- 
ous lesions, arthritis, neurologic involvement, and 
thrombophlebitis. It appears that chlorambucil is best 
administered with corticosteroids, with gradual tapering 
of the latter? No serious toxic sideeffects were encoun- 
tered with patients on 6-8 mg per day of ch loramb~ci l .~~ 

Azathioprine. The use of azathioprine therapy for 
Behcet's disease has been effective in reducing ocular 
symptoms in some patients, but side-effects have been 
significant with leukopenia, exanthems, nausea, and 
epigastric pain, forcing discontinuation in a few pa- 
t i e n t ~ . ~ . ~ . ~ ~  Dosages used were in the range of l .O-2.0 
mg/ kg/day. 

Other Drugs. One case report demonstrated clearing 
of mouth ulcers and visual improvement with predni- 
sone and cyclophosphamide therapy but not with pred- 
nisone alone.'6 Antiinflammatory agents, such as in- 
domethacin and aspirin, have been used with limited 
success.47 

Other Systemic Therapies. 
Levamisole. Levamisole, an antihelmintic, is thought 

to have effects on cellular immunity, probably by in- 
fluencing T ce11s.21-a-5Q Because T cell dysfunction i s  
suggested in Behcet's disease,s it i s  hypothesized that 

levamisole might correct this dysfunction by correcting a 
deficiency in T suppressor cells, thus potentiating cell- 
mediated immune responses.21-jo In a recent study, 9 of 
1 1  patients responded to levamisole with a reduction in 
the number and severity of buccal and genital lesions, a 
decrease in ocular inflammation and gastrointestinal 
symptomatology, and an improvement in neurologic 
status.>' James stated that 50 mg of levamisole three 
times daily for 2 days each week was helpful in over- 
coming oral or genital ulcers in about one-third of 
patients.'" 

Colchicine. The chemotactic activity of polymor- 
phonuclear leukocytes i s  increased in Behcet's disease, 
and this has provided the rationale for using colchicine, 
a strong inhibitor of chemotaxis, in the treatment of the 
disease.32 Conflicting reports regarding the efficacy of 
colchicine have been p ~ b l i s h e d . ~ ~ - ~ '  A controlled 
double-blind study in 1980 had 14 patients receiving 
colchicine 0.5 mg per day and 14 patients receiving 
placebo. There was no effect of colchicine on oral 
aphthous ulcerations, genital lesions, pyodermas, or eye 
lesions. In some patients, however, it was useful in con- 
trolling erythema nodosum and arthralgias.j3 On the 
other hand, two uncontrolled studies from Japan seemed 
to show significant improvement using colchicine.a*s5 
One was a retrospective study of 157 patients with typi- 
cal and frequent ocular attacks treated with colchicine 
for more than 1 year on a dosage of 0.5 mg orally one to 
three times per day. Thirty percent of patients were 
much improved, 37% improved, 27% had no change, 
and about 7% got worse.s The second study presented 
five patients with oral ulcers, genital erosions, and ery- 
thema nodosum, which greatly improved with col- 
chicine therapy after 1 month.j5 One case of Behcet's 
disease with necrotizing vasculitis, arthritis, and oral and 
genital ulcers was responsive to colchicine 0.6 rng p.0. 
twice per day to four times per day.5ti Another case re- 
port of Behcet's disease characterized by anterior 
uveitis, arthritis, and oral, genital, and cutaneous lesions 
documented remission of cutaneous lesions and no re- 
currence of ocular or gastrointestinal manifestations with 
0.6 mg oral colchicine twice daily for a period of 5 
weeks.s7 

Fibrinolytic Drugs. Ethylestrenol and phenformin, as 
well as oral streptokinase and stanozolol, an anabolic 
steroid, have been used successfully in patients with 
thrombophlebitis and a decreased blood fibrinolytic ac- 
t i ~ i t y . ~ ' . ~ ~  Phenformin and ethylestrenol also have been 
used effectively on a patient with thrombophlebitis and a 
normal blood fibrinolytic activity.6O These investigators 
proposed that these drugs might have been acting by 
decreasing platelet adhesiveness or by modifying fibri- 
nolysis in the tissues without modifying the blood fi- 
brinolytic activity.60 

Transfer Factor. Effectiveness has been noted in vari- 
ous studies using subcutaneous injections of transfer fac- 
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tor derived from the lymphocytes of healthy 
people.2.fi1-62 Remission of some recalcitrant lesions and 
reduction in the number of new lesions and new attacks 
have been observed.2 In one study, 5 patients with 
Behcet‘s disease were treated with transfer factor for 
aphthous stomatitis, genital ulcers, and skin lesions. 
Three patients showed great improvement, one showed 
moderate improvement, and one was unresponsive.61 In 
another study, three patients were treated with weekly 
injections of transfer factor, with one patient showing 
clearing of arthritis, conjunctivitis, and mucosal ulcers 
after 5 months, a second patient having only a slight 
decrease in the severity of oral ulcerations, and a third 
patient showing worsening of genital lesions.fi2 

Hematotherapy. Transfusions of fresh blood, gamma 
globulin, or plasma have been shown in three studies to 
induce temporary remissions in aphthous ulceration, 
uveitis, and colitis in a few Most of these 
patients were on concomitant oral prednisone and 
azathioprine. In general, hematotherapy i s  ineffective in 
Behget’s disease. 

Poliomyelitis Vaccine (Sabin). In Israel, two patients 
have been treated with the Sabin polio vaccine with 
encouraging results. One was a 33-year-old woman with 
a 12-year history of Behqet’s disease,fi6 and the other was 
a 22-year-old man with a 5-year history of Behcet’s dis- 
ease.67 Four to five drops of the vaccine were taken 
orally every month for 3-5 months. The patient‘s re- 
sponded rapidly, and at the end of 2%-3 years, all oro- 
genital ulcerations and skin lesions had disappeared in 
both patients. The woman was completely well, and the 
man had only some residual arthritis and stable uveitis. 
This treatment may deserve further trials. 

Chloroquine, Hydroxychloroquine. O’Duffy mentions 
that chloroquine or hydroxychloroquine used in five pa- 
tients with Behcet’s disease was helpful.41 

Summary 

Behcet’s disease is a multisystem disease featuring 
mucocutaneous, ocular, intestinal, articular, vascular, 
urogenital, and neurologic involvement. While classi- 
cally intermittent in its manifestations, the disease can 
stabilize and become chronic in a given organ system. 
The diagnosis of Behcet’s disease i s  based on clinical 
criteria. Recurrent aphthous ulcerations in the mouth, 

Humoral and cellular immunity seem to play a major 
part in the pathogenesis of the various manifestations of 
the disease. 

The treatment of Behqet’s disease i s  difficult to 
evaluate because of the many spontaneous exacerba- 
tions and remissions during the clinical course of the 
disease. Topical corticosteroids for orogenital ulcers and 
ocular inflammation are helpful. lntralesional injections 
for affected joints and retrobulbar tissues are useful in 
some cases. 

Systemic corticosteroids have appeared to be helpful 
for all manifestations of the disease. It is customary to 
use 60 mg of prednisone by mouth daily during acute 
exacerbations, then to taper as the condition improves. 
Chlorambucil has been shown to be safe and effective 
for various manifestations of Behqet’s disease; often it is 
used in combination with corticosteroids. Recently, col- 
chicine has been shown to be effective in some patients 
and might be used if  prednisone and chlorambucil are 
not effective or poorly tolerated by the patient. For 
thrombophlebitic complications, fibrinolytic agents may 
be used. 

Predictors of prognosis are not as yet clearly de- 
lineated. But in the absence of central nervous system, 
bowel, or large artery involvement, the prognosis for life 
i s  good. 

Drug Names 

azathioprine: lmuran 
betamethasone valerate: Valixlne 
chlorambucil: Leukeran 
chlorhexidine: Hibiclens, Hibistat 
chloroquine: Aralen 
cyclophosphamide: Cytoxan 
hydrocortisone sodium succinate: A-hydroCor!, Solu-Cortef 
hydroxychloroquine: Plaquenil 
indornethacin : lndoc in 
stanozolol: Winstrol 
streptokinase: Kabikinase. Streptase 
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