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Wegener granulomatosis
and cancer
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To the editor: A 50 year-old male is

presented, who is on periodic hemo-

dialysis since April of 1984 because of

chronic renal failure after rapidly pro-

gressive glomerulonephritis secondary

to Wegener’ s granulomatosis.

Wegener’s granulomatosis was first

described in 1931 by Klinger.1 In 1936,

Wegener clearly defined the clinical

and pathological picture.2 The etiology

remains unknown. It is a systemic ne-

crotizing vasculitis, which involves

small arteries and veins, above all in

the upper and lower respiratory tracts

and the kidney.3

Renal involvement manifests with

proteinuria, hematuria and red cell

casts, and progressive renal failure. The

most frequent pathological finding is a

focal necrotizing glomerulonephritis.

Interstitial nephropathy and vasculitis,

as well as proliferative glomeruloneph-

ritis, can also be found.4

In January of 1984, a renal biopsy

was performed and extracapillary ne-

crotizing glomerulonephritis was ob-

served. A biopsy of the nasal cavities

was normal.

The patient received immunosup-

pressive therapy with steroids and cy-

clophosphamide, but the renal function

did not recover.

In February of 1995, the patient pre-

sented a flare of vasculitis, which con-

sisted in the development of a necroti-

zing ulcer at the internal malleolus of

the right foot, pharyngitis, and diffuse

intraalveolar hemorrhage with a radio-

logical pattern of bilateral alveolar in-

filtrate. 

In the lungs, nodules, atelectasis,

pleural effusion and infiltrates can be

seen. Cavitation is frequent.5

At that moment, the patient had posi-

tive anti-neutrophilic cytoplasm auto-

antibodies (c-ANCA) with specificity

for anti-proteinase 3.

The four diagnostic criteria are nasal

or oral inflammation, abnormal radiolo-

gical image, signs of activity in the uri-

nary sediment, and demonstration of

granulomatous inflammation.6 The pre-

sence of ANCA has also been shown to

be useful for making the diagnosis.7,8

The patient reinitiated treatment with

oral cyclophosphamide (1 mg/kg/day)

and prednisone (60 mg PO with pro-

gressive dose reduction). The treatment

was maintained for more than a year.

It is known that cyclophosphamide is

associated with bladder cancer, due to

the action of a drug metabolite, called

acrolein, which has also been related to

a higher incidence of skin cancer and

myeloproliferative syndromes.9

In May of 2002, he was diagnosed

with a stage IV A non-Hodgkin lymp-

homa by means of a lymph node

biopsy. He was treated with 6 cycles of

CHOP and rituximab with partial re-

mission. Since 2003, he has been on

maintenance therapy with periodic cy-

cles of rituximab.

In September of 2007, twenty-three

years after the diagnosis of Wegener’s

disease, he presented an upper respira-

tory tract infection and a chest X-ray

film was performed, which showed

left pleural effusion not present on the

control CT scan performed in January

(fig. 1). Immunological investigations

were negative. A new CT scan was

made, which confirmed the presence

of left pleural effusion and multiple

pulmonary nodules. Diagnostic and

therapeutic thoracocentesis was per-

formed. The fluid was hematic in ap-

pearance and the biochemistry was

compatible with an exudate. The pat-

hological study disclosed an adenocar-

cinoma of the lung and palliative the-

rapy was initiated.

It is well known that Wegener’s dise-

ase has a fatal prognosis if left untrea-

ted, but the treatment is on the long

term associated to an increased cancer

risk, as clearly illustrated by this case.

1. Klinger H. Grewzformen der Periarteritis
nodosa. Frankfurt Z Pathol 1931; 42 (3):
455-80.

2. Wegener F. Uber generalisierte, Septische
Gefasserkraku gen, Verhandl. Dtsch Pathol-
Gesellsch 1936; 29 (5): 209-9.

3. Rojo-Leyva, F, Ratliff, NB, Cosgrove DM,
3rd, Hoffman, GS. Study of 52 patients
with idiopathic aortitis from a cohort of
1,204 surgical cases. Arthritis Rheum 2000;
43 (4): 901-7. 

4. Gans R, Kuizinga M, Golaschmeding R. Cli-
nical features and outcome in patients with
glomerulo nephritis and antineutrophil cy-
toplasmic autoantibodies. Nephron 1993;
64 (2): 182-8.

5. Sauvaget F, Le-Thi-Huong-Du, Piette J.
Intra-alveolar hemorrehage in Wegener’s
granulomatosis. Retrospective study of 9
cases. PRESSE Med 1993; 22 (15): 709-11. 

6. Leavitt, RY, Fauci, AS, Bloch, DA y cols. The
American College of Rheumatology 1990
criteria for the classification of Wegener’s
granulomatosis. Arthritis Rheum 1990; 33
(8): 1101-7.

7. Seo, P, Stone, JH. The antineutrophil cyto-
plasmic antibody-associated vasculitides.
Am J Med 2004; 117 (1): 39-50.

8. Hoffman, GS, Specks, U. Antineutrophil cy-
toplasmic antibodies. Arthritis Rheum 1998;
41: 1521.

9. Reza M, Dornfield L, Goldenberg L, Bluesto-
ne R, Pearson C. Wegener’s granulomatosis.
Long term follow-up of patients treated
with cyclophosphamide. Arthritis Rheum
1975; 18 (5): 501-6.

A. Sastre López, V. Íñigo Vanrell 
and J. M. Gascó Company
Nephrology Department. Son Llátzer Hospital.
Palma de Mallorca.
Correspondence: Aránzazu Sastre López.
aranchasastre@hotmail.com. Hospital HUCA.
Avda. Fernández Ladreda, 30. 24005 León. Es-
paña.

Figure 1. Left pleural effusion and multiple
pulmonary nodes.


