
supported by positive cultures and fitted

the clinical presentation. Syphilis was ruled

out since the conventional serologic tests

were negative ± not an uncommon finding

in AIDS [5]. Moreover, subclass character-

istics of lymphocytes in lues of AIDS

patients can be similar to those in tuber-

culosis.

It is noteworthy that a Medline search

did not find a single case report of AIDS

with concomitant tuberculosis and syphi-

lis. The prevalence of neurosyphilis among

AIDS patients reportedly reaches 44% [4],

but a mass formation is quite rare [2]. In

the pre-antibiotic era, gummas were the

most common manifestation of tertiary

syphilis and they, together with other

neurosyphilis presentations, were respon-

sible for the mortality in one-fourth of all

cases of tertiary lues [3]. The fact that our

patient did not receive any antibiotics

could have been a predisposing factor for

gumma formation [3]. In addition, the

slightly positive reaction of one test for

syphilis should have sounded an alert [5],

especially when the culprit lesion was

locked within the cranium and beyond

direct diagnostic visualization.

This case underlines the importance of

considering the diagnosis of syphilis in all

AIDS patients, since the disease prevalence

is high [4] and the treatment is effective

and not beyond the reach of even a modest

medical budget [3].
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Extra-intestinal features of ulcerative coli-

tis are common and well recognized.

Pulmonary manifestations are unusual

and can involve the airways, lung parench-

yma or serosal surfaces. Pulmonary vascu-

litis has rarely been reported in association

with ulcerative colitis [1±3].

We describe a patient with long-stand-

ing ulcerative colitis and primary sclerosing

cholangitis who developed diffuse alveolar

hemorrhage due to pulmonary vasculitis.

Patient Description

A 25 year old man with ulcerative colitis

and primary sclerosing cholangitis was

followed for the last 15 years in the

gastroenterology department at our insti-

tution. Diagnosis was based on typical

endoscopic features and was supported by

histologic evidence. In July 2000, the

patient experienced three episodes of

upper gastrointestinal bleeding. Esopha-

geal varices were diagnosed and treatment

consisted of ligation and sclerotherapy.

After an additional episode of bleeding,

transjugular intrahepatic portosystemic

shunting was performed, and the patient

was listed for liver transplantation. He was

treated with sulfasalazine, ursodeoxycholic

acid, propanolol and spironolactone.

[A] CT scan of the lung demonstrates ground-glass appearance. [B] Alveolar spaces filled with

hemosiderin-pigmented macrophages

A B
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Four months later, the patient was

readmitted for increasing breathlessness

and cough productive of blood-stained

sputum. On examination he was dyspneic

and febrile. Blood pressure and heart rate

were normal. Auscultation revealed de-

creased air entrance over the right lung

base, and bilateral crepitations were heard.

Leukocyte count was 9,720/ml with hemo-

globin 8.5 g/dl. Thrombocyte count was

122,000/ml. The blood coagulation profile

was in the normal range. Creatinine level

was 0.7 mg/dl (normal 0.7±1.4 mg/dl).

Blood gases revealed pH 7.44, PCO2 30.3

mmHg, bicarbonate level 20.2 mEq/L, PO2

82.3 mmHg, and O2 saturation 96.4%.

Patchy bilateral alveolar infiltrates were

demonstrated on chest X-ray film. Sputum

culture grew normal respiratory flora but

no mycobacteria or fungi. The purified

protein derivative test was negative. In-

travenous ceftriaxone therapy was started,

and sulfasalazine was discontinued. Com-

puterized tomography of the chest showed

a unique ground-glass appearance of the

lungs [Figure A]. Tests for antinuclear

antibody, anti-double-stranded DNA and

anti-glomerular basement membrane were

all in the normal range. Tests for anti-

neutrophilic cytoplasmic antibodies

showed elevation of anti-lactoferrin anti-

body to 16 u/ml (normal <10 u/ml). C3 and

C4 values were 106 /dl and 12.5 mg/dl

respectively (normal range for C3 88±201

mg/dl and for C4 16±47 mg/dl). No patho-

gens grew in repeated blood, urine and

sputum cultures. Pulmonary function tests

showed moderate restrictive lung disease

with reduced lung diffusion. Bronchoscopy

revealed diffuse bilateral pulmonic hemor-

rhages. Bronchial washings were negative

for Mycobacteria, Pneumocystis carinii, fungi,

viruses and tumor cells. Transbronchial

biopsy showed alveolar spaces filled with

hemosiderin-pigmented macrophages with

scattered erythrocytes and neutrophils

[Figure B]. Diffuse alveolar hemorrhage

was diagnosed. The patient was treated

with intravenous methylprednisolone and

cyclophosphamide, with a good response.

Comment

Diffuse alveolar hemorrhage is a rare yet

serious and frequently life-threatening

complication of a variety of conditions. It

is characterized clinically by dyspnea and

hemoptysis, anemia and diffuse bilateral

alveolar infiltrates on chest radiograph [4].

DAH may result from coagulation disor-

ders, inhaled toxins, or infections. Most

cases, however, are due to pulmonary

capillaritis associated with a wide range

of systemic autoimmune diseases, such as

antineutrophil cytoplasmic antibody-asso-

ciated vasculitis, anti-glomerular basement

membrane disease and systemic lupus

erythematosus [4]. In some cases, capillar-

itis may be the sole pulmonary vascular

manifestation, without clinical or serologic

evidence of any systemic disease. Isolated

pulmonary capillaritis has been reported to

respond to corticosteroid therapy with the

addition of cyclophosphamide. Early re-

cognition is crucial because the prompt

initiation of supportive measures and

immunosuppressive therapy is necessary

for survival [4].

Patients with pulmonary capillaritis of-

ten present with DAH. In our case, there was

no evidence of infection, coagulation dis-

orders, inhaled toxins, or any systemic

autoimmune disease. Hence, we assumed

that the patient's condition could be ex-

plained solely by pulmonary vasculitis. Our

assumption was reinforced by the patient's

good response to directed therapy.

An interesting finding was the mild

elevation of anti-lactoferrin antibody.

ANCA are autoantibodies directed against

cytoplasmic constituents of neutrophil

granulocytes. Antibodies with specificity

for proteinase 3 and myeloperoxidase are

seromarkers for systemic vasculitides.

ANCA with specificity for lactoferrin has

been reported in patients with such idio-

pathic inflammatory diseases as inflamma-

tory bowel diseases and rheumatoid

arthritis. Studies of inflammatory bowel

disease and primary sclerosing cholangitis

have shown that in inflammatory bowel

disease, the presence of anti-lactoferrin

antibody was not related to disease activ-

ity, duration of disease, disease extent, or

therapy. In primary sclerosing cholangitis,

the presence of autoantibodies to lactofer-

rin did not correlate with duration of

disease or the presence of cirrhosis. How-

ever, patients with primary sclerosing

cholangitis and coexistent ulcerative colitis

had significantly more antibodies to lacto-

ferrin than did primary sclerosing cholan-

gitis patients without inflammatory bowel

disease [5].

Although systemic vasculitis, such as

Takayasu's disease, Wegener's granuloma-

tosis and periarteritis nodosa, have been

reported in patients with ulcerative colitis,

we are aware of only four reported cases of

isolated pulmonary vasculitis associated

with ulcerative colitis in adults [1±3]. In

1968, Isenberg et al. [1] described a patient

with ulcerative colitis in association with

nodular pulmonary infiltrates and pulmon-

ary vasculitis. The pulmonary lesions re-

gressed after colectomy. Two other cases of

pulmonary vasculitis and ulcerative colitis

were diagnosed without lung biopsy [3].

Sargent et al. [3] reported a patient with

biopsy-proven pulmonary vasculitis that

was associated with flares in ulcerative

colitis, which were ameliorated following

treatment with sulfasalazine and predni-

sone.

In summary, our case supports the

existence of pulmonary vasculitis as a rare

but important complication of ulcerative

colitis. Corticosteroid therapy with cyclo-

phosphamide appears to be a rational step

in the management of this condition.
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