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Behget’s syndrome is characterized by a triad of
symptoms: recurrent oral and genital ulcerations,
and ocular inflammation. Since the first report by
Behcet in 19371 similar cases have been described,
and it is now acknowledged that this disorder has
a wide spectrum of clinical manifestations.2-*

The gastrointestinal involvement in this dis-
ease was first described by Bechgaard® in 1940,
and since then several reports have been pub-
lished.®-® The literature on Behcet's disease has
been extensively reviewed.10-18

This report describes a case of Behcet’s disease
associated with Crohn’s disease of the colon and
terminal ileum complicated by toxic megacolon.
To our knowledge such a combination has not
been described previously.

Case report*

A 15-year-old Caucasian girl was first seen at the
Cleveland Clinic in 1950, when a diagnosis of grand
mal and petit mal epilepsy was made. She was treated
with diphenylhydantoin and phenobarbital; on this
regimen she had fewer than seven seizures a year, On
several occasions she complained of severe pain in the
hips, legs, and ankles. By 1959 the electroencephalo-
gram had returned to an almost normal pattern. How-
ever, the number of seizures increased in November
1963 and the patient complained of fever, malaise, and
diffuse skeletal aching.

* This patient’s clinical course until 1965 has been reported
by O’Duffy et al* (case 1 in Lheir series).
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In June 1964 she noticed some clumsi-
ness of her movements. Physical examina-
tion revealed mild slurring of speech,
coarse horizontal nystagmus greater to the
right, mild vertical nystagmus, truncal
ataxia, dysmetria of the upper extremities,
and positive Romberg test. She had synovi-
tis, and limited movement of elbows, an-
kles, knees, and wrists. Roentgenograms of
chest, skull, and right elbow were nega-
tive. A few days later erythema nodosum
appeared on her shins. Blood counts were
normal, LE and latex fixation test were
negative. Erythrocyte sedimentation rate
was 1.3 mm/min (normal less than 0.65);
C-reactive protein 24; glycoprotein 211-
225 mg/100 ml (150 upper limit of nor-
mal); serum polysaccharide 204 pg/100
ml (normal 80-150); serum protein electro-
phoresis showed albumin 3.17 g/100 ml;
alpha-1 globulin, 0.45 g/100 ml; alpha-2
globulin, 1.02 g/100 ml; beta globulin,

Fig. 1. Roentgenogram of the colon after
barium enema, March 1965. Loss of haustral
markings; ulceration; asymmetrical but dif-
fuse involvement characteristic of transmural
(Crohn’s) colitis. Note “whiskering” ulcera-
tion of transverse colon and narrow distal
descending colon.
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1.09 g/100 ml; gamma globulin 1.57 g/100
ml. Blood and urine cultures were nega-
tive. A trial of 20 mg of prednisone per
day resulted in definite improvement of
her joints, and the shin lesions cleared.
For the first time she complained of nau-
sea and loose stools.

The patient’s neurological condition
continued to deteriorate and she was con-
fined to a wheelchair. A change in per-
sonality was noted. The spinal fluid was
normal; colloidal gold and serology tests
were negative. A biopsy of the right
vastus lateralis muscle was normal. The
Kveim test was negative. A tentative diag-
nosis of ‘“‘connective tissue disorder” was
made and ACTH (40 units IV per day
for 36 days and 20 units IM per day for
7 days) and nitrogen mustard (total of 24
mg) were given. Erythema nodosum re-
curred in October 1964. In December 1964
large, painful oral aphthous ulcerations
with central yellow necrotic base and
erythematous rim were observed. The pa-
tient stated these had been recurring for
10 years, but she had not noticed ocular or
vulvar lesions, although significant red-
ness and irritation of the vulvar area were
observed on examination.

In February 1965 she complained of
daily chills, fever up to 103F, arthralgias,
and one to two loose bowel movements.
The oral lesions had healed, and her
speech was somewhat improved; cerebellar
signs persisted. In March 1965 left ileo-
femoral thrombophlebitis was diagnosed.
Improvement followed the administration
of heparin.

Meanwhile, diarrhea had increased with
no evidence of rectal bleeding; she had
crampy abdominal pain and had lost
weight. Multiple oral aphthous ulcera-
tions, a distended and tender abdomen,
and perianal tenderness and swelling were
found on examination. A proctosigmoido-
scopic examination was normal. Barium
enema, normal in 1964, now showed evi-
dence of Crohn’s disease of descending
and transverse colon with nodular, dis-
torted mucosal pattern (Fig. /). Barium
was seen in the vagina, but a definite
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Fig. 2. Roentgenogram of the colon after
barium enema, July 1968. Residual ulcera-
tion in descending colon but improverent
from previous study. Note lack of shortening
of colon.

fistulous tract could not be identified. A
small bowel series showed normal jejunum
and proximal ileum, with some abnormal-
ity of the distal ileum.

In March 1966 vulvar ulcerations, re-
current oral ulcerations, diarrhea, and in-
termittent abdominal pain developed.
The vulvar ulcerations recurred several
times thereafter. Diarrhea decreased after
treatment  with
(Azulfidine).

In July 1968 the patient complained of

salicylazosulfapyridine

retrobulbar ocular pain, especially of the
left eye; painful knees, and some abdomi-
nal cramps. She had three semisolid stools
a day. Proctoscopic examination showed
thickening, edema, and friability of the
anal canal suggestive of Crohn’s discase;
the rectum appeared normal. Barium
enema showed *‘cobble-stoning” and ul-
cerated mucosa (Iig. 2). A reflux of barium
into the vagina was noted again without
demonstration of the fistulous tract. Re-
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sults of ophthalmologic examination were
normal.

From 1964 until 1968 the patient was
treated with 20 units of ACTH two to
three times a week, plus symptomatic
treatment of diarrhea and prophylaxis
for epilepsy. The ACTH was discontinued
in late 1968.

In August 1971 the patient was ad-
mitted to Cleveland Clinic Hospital with
severe diarrhea, abdominal pain, fever,
and rapid deterioration of her general
condition. No rectal bleeding was ob-
served.

On physical examination temperature
was 102F; pulse, 116/min; and blood
pressure, 120/64 mm Hg. The patient ap-
peared “toxic” with dry skin and mucous
membranes, hypoactive bowel sounds and
rebound abdominal tenderness. There was
brawny pitting edema of legs. The anal
canal was thickened and edematous. A
plain film of the abdomen showed dilata-
tion of the transverse and descending
colon, and paralytic ileus of the small
bowel (Fig. 3). Hemoglobin was 12.6 g/100

Fig. 3. Roentgenogram of abdomen, August
1971. Toxic megacolon, with dilatation of
colon maximal in splenic flexure.
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ml; hematocrit reading, 39%; white cell
count, 8500 with 12% segmented neutro-
phils, 78% nonsegmented neutrophils, 6%
lymphocytes, and 4% monocytes. Serum
cholesterol was 115 mg/100 ml; serum
calcium, 8.2 mg/100 ml; serum albumin,
2.4 g/100 ml; total protein, 5.8 g/100 ml;
with normal serum phosphorus, total bili-
rubin, uric acid, blood urea nitrogen,
creatinine, LDH, SGOT, and alkaline
phosphatase. Stool and urine cultures
were negative. Serum immunoglobulins
showed IgG, 950 mg/100 ml; IgA, 280 mg/
100 ml; and IgM, 220 mg/100 ml. Coombs’
test was negative. After 3 days of conserva-
tive treatment, she underwent operation
on August 23, 1971. Proctosigmoidoscopy
performed under general anesthesia re-
vealed “‘cobble-stoning” and ulceration of
the mucosa and narrowing of the lumen
in the rectosigmoid region. Operation con-
sisted of “blow hole” colostomy in the

Table 1.—Summary of clinical course

Age Clinical features

Early teens Frontal headaches

15 yr. Grand mal and petit mal

17 yr. Severe pain in hips, legs,
and ankles, without ar-
thritis; poor memory;
difficulty in concentra-

tion
19 yr. Recurrent oral ulcerations
28 yr. Fever, diffuse skeletal pain
29 yr. Cerebellar involvement;

erythema nodosum; poly-
arthritis; loose stools

30 yr. Left ileo-femoral thrombo-
phlebitis; diagnosis of
Crohn’s disease of the
colon and  terminal
ileum; rectovaginal fis-

tula
30 yr. Vulvar ulcerations
33 yr. Ocular pain without posi-

tive objective signs; im-
provement of cerebellar
disorders

36 yr. Toxic megacolon secondary
to Crohn’s disease
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left transverse colon and loop ileostomy.
The colon was dilated maximally at the
splenic flexure. Typical features of
Crohn’s disease of the colon and terminal
ileum were observed with serositis, sub-
mucosal edema, and irregular ulceration
of the mucosa. The postoperative course
was uneventful. The patient underwent
subtotal colectomy on February 3, 1972.
Pathological examination confirmed the
diagnosis of transmural colitis, nongranu-
lomatous type, involving the ascending
and transverse colon and appendix.

Discussion

The diagnosis of Behget’s disease in
this case was based upon the presence
of recurrent oral and genital ulcera-
tions, polyarthritis, erythema nodo-
sum, ileofemoral thrombophlebitis
and central nervous system lesions
(Table 1). Whether the epileptic sei-
zures were part of this disease or an
independent entity is not known. Al-
though skin rash, erythema nodo-
sum,* arthritis,'® and phlebitis'é have
been reported in Crohn’s disease, the
typical oral and genital lesions, and
especially the cerebellar and brain
stem manifestations are characteristic
of Behcet’s disease. Whether some of
those lesions were related to the bowel
disease is difficult to determine.

This case also demonstrates long
survival of a patient affected by
“neuro-Behget” 17 and its relationship
to inflammatory bowel disease.

Bge et al? reviewed the intestinal
involvement in mucocutaneous syn-
dromes which included Behcet’s dis-
ease. In two of their four patients the
main lesions were in the colon and
were associated with a clinical picture
of ulcerative colitis. Dowling,!! in a re-
view of 124 reported cases of Behcet’s
disease from 1906 to 1959 reported a
3% incidence of diarrhea. Oshima et
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al;3 reporting on 85 cases of “complete
and incomplete” Behget’s disease,
found a 40% incidence of gastroin-
testinal symptoms but no evidence of
intestinal hemorrhage. Radiological
examination revealed various nonspe-
cific abnormalities, mainly in the small
intestine. Ramsay® reported the case
of a 16-year-old boy with Behget’s dis-
ease in whom bloody diarrhea devel-
oped. Proctosigmoidoscopy showed
acute ulcerative colitis. The patient
responded favorably to prednisone and
sulphasalizine. Mention was made of
a case described by Tsakada et al*$ of
“neuro-Behget” with perforating ulcer
of the ileum and ileocecal region, and
a patient discussed by Curth had rectal
ulcers and multiple colonic perfora-
tions. Menkes et al® described the case
of a 37-year-old man with Behget’s dis-
ease and chronic ulcerative colitis.
O’Dufty et al* also found three cases
of inflammatory bowel diseases, in-
cluding this case, in a series of 10 cases
of Behcet’s disease.

A review of the literature suggests
that Behget's disease may be associated
with either mucosal* 7-® or transmural
colitis.? The clinical and radiological
features and the appearance of the
bowel at operation in our case are
typical of Crohn’s transmural disease
of the colon and terminal ileum. The
interesting feature, however, is the ap-
pearance of toxic megacolon as evi-
denced by severe systemic toxicity and
dilatation of the colon. Although toxic
megacolon has been considered a fea-
ture of chronic ulcerative colitis, but
not reported in association with
Crohn’s disease as late as 1966,1° sev-
eral cases of toxic megacolon compli-
cating transmural colitis have been
described recently.20-29

The etiology of Behcet's disease has
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been reviewed extensively.l0 30,31
Viral etiology has been suggested32-3+
and refuted.?0 3%, 36 There is little evi-
dence to support a vascular or allergic
basis. At present an auto-immune basis
for Behget’s disease is the most com-
monly accepted theory.

Oshima et al,® Shimizu et al,3! and
Lehner?” showed various oral mucosal
antibodies in Behget’s disease. Of par-
ticular interest is the fact that these
antibodies are not organ-specific for
fetal oral mucosa, but cross-react with
fetal skin and colonic mucosa. This
cross-reactivity suggests the possibility
of a common pathogenesis of the in-
testinal and cutaneous manifestations
of Behcet’s disease. Despite increasing
interest, there is no definite proof that
humoral or cellular immune mechan-
isms play a role in the pathogenesis of
Crohn'’s disease.?® Although a negative
response to the Kveim antigen has
been reported in Crohn’s disease,?®
Mitchell et al*® found 51% positive
tests in 74 patients with definite or
probable Crohn’s disease. Further-
more, Mitchell et al*' presented evi-
dence of a transmissible agent in tissue
from human Crohn’s disease. In the
patient reported here the Kveim test
was negative,

It is possible that intestinal lesions
observed in Behget’s disease represent
instances of coexistence of two sepa-
rate diseases. However they may in-
dicate the reaction of the intestinal
tract to the causative factor(s) of
Behget’s disease. An elucidation of the
ctiology of Behget’s disease might con-
tribute to our knowledge of etiopatho-
genesis of inflammatory bowel disease.

This patient’s humoral and cellular
immune system seemed to be intact.
Serum immunoglobulins were normal
or elevated. The significance of ele-
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vated IgA and IgM in this case is not
clear. Such elevations have been ob-
served in chronic ulcerative colitis.*?
Menkes et al® reported an equivocal
result of the lymphocyte transforma-
tion test to phytohemagglutinin. In
this patient it was normal.

The treatment of Behget’s disease
remains unsatisfactory as does the
treatment of Crohn’s disease. ACTH
and corticosteroids!? are given for both
conditions. Chaouat et al*® reported
beneficial effects of long-term, low dose
cyclophosphamide in two patients
with Behcet’s disease. Antimetabolites
or alkylating agents also have been
used in the treatment of Crohn’s dis-
ease.** Surgical treatment of toxic
megacolon has been recently discussed
by Turnbull et al.#3 This patient was
treated with nitrogen mustard and
ACTH with significant improvement
in neurologic symptoms; decompres-
sion ileostomy and colostomy were re-
quired for treatment of toxic mega-
colon.

Summary

The clinical course of a patient with
the classic features of Behget's disease,
transmural (Crohn’s) colitis compli-
cated by toxic megacolon is described.
Their possible relationship is dis-
cussed, with emphasis on the various
tacets of etiology and treatment.
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