
Lesson ofthe Week

Recurrent otitis media and pulmonary
features in Wegener's granulomatosis
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Systemic vasculitis is not uncommon in hospital
practice. A successful outcome, however, depends on
prompt diagnosis and treatment, as progression
of these conditions may be fulminant, resulting
in permanent organ failure, gangrene, or death.
Untreated patients with Wegener's granulomatosis
had a mean survival of five months and a one year
mortality of 82%.' Wegener's granulomatosis has now
been transformed to a manageable condition by the use
of cyclophosphamide. Awareness of the characteristic
patterns of presentation allows a rapid diagnosis to be
reached and the avoidance of much unnecessary and
expensive investigation. The combination of vasculitic
disease of the upper and lower respiratorv tracts is
characteristic of the disorder.' 'We report two cases in
which the diagnosis of Wegener's granulomatosis
was seriouslv delayed because the relevance of the
initial head and neck symptoms to the pulmonarv
abnormalitv was not appreciated.

Case 1
A 59 year old woman presented to her referring

hospital with a two month history of ill health,
beginning with bilateral suppurative otitis media
and deafness resistant to repeated antibiotics.
Subsequently she experienced intermittent red eves
and epistaxes. One month after initial presentation a
cough with haemoptysis developed, accompanied by
rapid weight loss, intense malaise, and fevers. She had
no relevant history and, in particular, no history of ear
or sinus problems. Initial investigations showed an
erythrocyte sedimentation rate of 110 mm in the first
hour and a neutrophil leucocytosis, and a chest
radiograph showed consolidation and collapse of the
right middle lobe and "multiple opacities" in the right
middle and left lower zones. She was thought to have
secondary malignancy and was investigated over the
next two weeks with mammography, barium meal and
enema examinations, intravenous urography, and
abdominal ultrasound, all of which gave normal
results. Subsequentlv attention was refocused on her
head and neck symptoms and a nasal mucosal biopsy
was performed which showed necrotising granulomas.
Bv this time her renal function, which had been normal
at presentation, had deteriorated considerablv. A
diagnosis of Wegener's granulomatosis was made and
treatment begun with oral prednisolone 60 mg a day.
She was referred to St Thomas's Hospital.

After transfer examination showed an ill woman
who was febrile, anaemic, and deaf, with bilateral
episcleritis and crackles at the right base of her chest.
Investigations showed a white cell count of 15 6x 10'/1
with a neutrophil leucocytosis, a sedimentation rate
of 112 mm in the first hour, a serum creatinine
concentration of 317 utmol/l, and the abnormal chest x
ray appearances as before. Weekly intravenous pulses
of cyclophosphamide 7-10 mg/kg were begun.
Her recovery was complicated by hypertension

and congestive cardiac failure, which responded to
conventional measures. Over three weeks her general
condition and deafness improved and the epistaxes and

haemoptysis stopped. Her ches;t x ray appearances,
however, remained abnormal with changing patchy
fluffv shadows independent of any change in the
phvsical signs in her chest. These were interpreted as
the evanescent shadows of pulmonary vasculitis. On
discharge five weeks after admission her white cell
count was 63 x 10/1 with a lymphopenia of 0 5 x 10/1
(normal 1-5-40x 10/1), sedimentation rate 46 mm in
the first hour, and creatinine concentration 161 utmol/l.
Outpatient follow up three months later showed
improved chest x ray appearances, a white cell count of
6 7x10'/1, and a sedimentation rate of 40 mm in
the first hour. She had some residual deafness and
effort intolerance but was otherwise well, taking
cvclophosphamide 100 mg daily and a reducing dose of
prednisolone.

Case 2
A 60 year old woman with a history of rheumatic

fever developed deafness in the right ear, which
was diagnosed as otitis media. This improved with
antibiotics but she was left with right sided facial pain,
thought to be sinusitis. Further antibiotics produced
little relief and she awoke one morning without vision
in her right eye. Examination showed a retinal artery
thrombosis and with a sedimentation rate of 70 mm in
the first hour a diagnosis of temporal arteritis was
made. High dose oral prednisolone was begun at her
referring hospital. One month later she developed
breathlessness and oedema. Congestive cardiac
failure secondary to mitral stenosis, confirmed by
echocardiography, and precipitated by the high dose of
steroids was treated conventionally. Shortly afterwards
she developed chest pain and haemoptysis. A chest
radiograph showed bilateral abnormal shadowing.
She was anticoagulated for a presumed pulmonary
embolism. Azathioprine was introduced as a steroid
sparing agent.
Mouth ulceration, nosebleeds, and weight loss

continued. The patient was partiallv deaf, blind in the
right eye, and had increasing malaise. She was referred
to St Thomas's Hospital. On transfer examination
showed alopecia, mouth ulcers, nasal crusting,
conjunctival haemorrhages, blindness in the right eye,
fine basal crackles in her chest but no other evidence of
cardiac failure, and mild proximal muscle weakness.
The sedimentation rate was 66 mm in the first hour but
rose to 123 mm, white cell count 10 9x 10/I with
a 90"/, neutrophil leucocytosis, and C reactive protein
concentration 123 mg/l (normal <10 mg/I). Nasal
mucosal biopsy showed only inflammation, granula-
tion tissue, slough, and pus.
A presumptive diagnosis of Wegener's granulo-

matosis was made and she was treated with weekly
intravenous pulses of cyclophosphamide 10 mg/kg.
Recovery was complicated by an episode of septicaemia
from a urinary tract infection. She was discharged after
five weeks, taking 100 mg cyclophosphamide daily and
a reducing dose of prednisolone. Two months later she
was clinically much improved with no nasal symptoms,
little muscle weakness, and weight gain.
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Discussion
In both these patients too little attention was paid to

the initial symptoms of a recurrently discharging deaf
ear, despite the fact that neither patient had any history
of chronic aural or sinus problems. We believe that
such a history, particularly if unresponsive to standard
measures, should alert the clinician to the possibility of
a non-infective, inflammatory disease and associated
symptoms should be sought. Furthermore, any patient
with unexplained pulmonary shadows should be
closely questioned about head and neck symptoms and
appropriate biopsy samples obtained. Case 2 illustrates
the potential pitfalls in interpreting the histological
appearances of tissue so obtained. It is not unusual
to find necrotic tissue or polymorphs only, and if
diagnostic doubt remains a further biopsy sample
should be obtained. This is particularly important
when there are also abnormalities in lung, as the
finding of necrotic tissue may be misinterpreted
as necrosis around a tumour-something which,
however, is not common.' The association of haemop-
tysis with pulmonary shadows proved to be non-
embolic, and persistent granulomatous nasal or aural
inflammation, or both, is virtually diagnostic of
Wegener's granulomatosis.
High dose oral treatment may modify Wegener's

granulomatosis but will not suppress disease activity
adequately, as shown by case 2. The use of cyclo-
phosphamide has transformed management of
Wegener's granulomatosis into an eminently manage-

able disease with worthwhile long term remission
during treatment in most cases and, in some, eventual
withdrawal of regular cytotoxic treatment. We
emphasise that the disease may be far more "limited"
in its extent-for instance, affecting only one part of
the upper respiratory tract (for example, the larynx") or
the orbit." In these circumstances cyclophosphamide is
still the preferred drug for treatment and the condition
should not be confused with a lethal midline granu-
loma, which has different biopsy characteristics and
responds well to radiotherapy.

We are grateful to Betty Percey for typing the manuscript.

I Walton EW. Giant-cell granuloma of the respiratory tract (Wegener's
granulomatosis). Br Md.7 1958;ii:265-70.

2 Fauci AS, Wolff SM. Wegener's granulomatosis: studies in eighteen patients
and a review of the literature. Medicite (Balitmore) 1973;52:535-61.

3 Wolff SM, Fauci AS, Horn RG, Dale DC. Wegener's granulomatosis. Ann
Intern Med 1974;81:836-8.

4 Sergent JS, Christian CL. Necrotising vasculitis after acute serous otitis media.
Ann Intern Med 1974;81:195-9.

5 Shah IA, Holstege A, Riede UN. Bioptic diagnosis ofWegener's granulomatosis
in the absence of vasculitis and granulomas. Pathol Res Ptract 1984;178:
407-12.

6 Hollander D, Manning RT. T'he use of alkylating agents in the treatment of
Wegener's granulomatosis. Ant; Inient Med 1%7;67:393-8.

7 Fauci AS, Haynes BF, Katz P, Wolff SM. Wegener's granulomatosis:
prospective clinical and therapeutic experience with 85 patients for 21 years.
An,n Itntern Med 1983;98:76-85.

8 Hellmann D, Laing '', Petri H, Jacobs J, Crumley R, Stulbarg M. Wegener's
granulomatosis: isolated involvement of the trachea and larynx. Ann Rheum
Dis 1987;46:628-31.

9 Carrington CB, Liebow AA. Limited forms of angiitis and granulomatosis of
Wegener's tyvp. Am)f Med 1966;41:497-527.

(Accepted 10 MaY 1988)

BOOKS RECEIVED

Alternative medicine

A lca-tilulh l1carlot-li/1c. Ilitc .\ccra
trwOm tilh S. C M Shrccrce. I'p
112; figs; 13.99 paperhack. Welling-
oroul.gh: Ihorsons, 1988. ISBN

01-7225-1646-0.
Seltnwitin. E' 'F'rini,ncr. Plp 96;
12.51) paperhack.) Wellingborough:
I-horsons, 1988. ISBN 0-7225-1 388-7.

Anaesthesia

lpplitwd \curphrsiulag: Wit/iPar-
icular Rec/crencc to Anatsthesila. J A
Simpson, X'Fitch. Prp 368; figs; 135.
London: Wright 1988. D)istributed
w BLIutcrworth. ISBN 01-7236-0707-9.

Cardiology

It/asictand Clinical C(ardiulov. \'ol
T)rug1hcrapy in D)ilated (:ardiu-

nivopa(hy anid Myocardiuis." I.id R S
Erngclincicr, J B ()'Conncil. Series
editors H D)cnolin H J ( Swan.
'p 30(4; figs; $119.5(. NNew York:

D)ckker, 1988. ISBN 0-8247-7834-X.

Cardiovascular diseases
Stiress and rht Hlcrt: M1etlanisMS.,
NI cas4rcmcntss. (int tiAlanagcncni. R S
lEliot. il'p 288; $37.50. New Y'ork:
Futura. 1988. ISBN (0-87993-317-8.

Dermatology

(ClultaneousSSNtc liltts I)olDrugs. K
Bork. P'p 44(; colouir platcs; C7 1 .50.
I'hiladelphia: Saunders 1988. D)istri-
hioed by HarcoUrt Bracc Josanovich.
ISBN (-0)3-0)12683-5.

Diabetes

7topit s it Rt/nalM1cdilic. 'I'hc Kidne\
anlid Hvpcrtcnision in D)iabeites Mce-
fitius. lid C 1 Mogenscn. Serics editor
V I Andrucci. PIp 448; figs; C0.95.1
Boston: Nijholf. 1988. D)istributed lw
MT'lP Prcss. ISBN (0-89838-958-5.

Endocrinology
Trcantnw in (ChnicaLlfdiccinpc. E'ndo-
critic aInd AMctalolic D)iscascs. C M

Feek, C R W Edwards. Series editor
J R,Reid. (Pp 160; figs; £15.95 paper-
back.) London: Springer, 1988. ISBN
3-540-19504-1.

Environmental and public health
Ltnvironnetnttal Health Series. No 23.
"IP'Bs, PCDDs and PC;)Fs: lreven-
tion and Control olt Accidental and
E'nrvironmental Exposures." Report
on two meetings ol the World Health
Organisation. Plp 2411; figs; paper-
back, price not stated.) Copenhagen:
World Health Organisation Regional
Oftfice lor Europe, 1987.

General Practice

1'rac, il'Cal (,eneratl 1'racri }e (iuidelineus
bor Logical AIantatgepnctptt. A Khot.
A Plolmear. PIp 336; t13.95 paper-
back.) ILondon: Buttcrworth, 1988.
ISBN (0-407-00473-4.

Haematology
BloodlDieases itt itht lged. 1 de Nicola,
G Casale. (I p 320; figs; DM 78X) Stutt-
gart: Schwer, 1988. ISBN 3-89272-
(N)7-X.

History of medicine

otuntders oBrritisht 1'hv'osiolog: a Bio-
graphical l)ici'Ottna, 1820-1885.
W J O'(;onnor. (Ip 288; £27.50.)
Manchcster: Manchester Universits
P'ress, 1988. ISBN (0-719()-2537-0.
'l'Stc Histonr oftht luaptagetntcnt ol'aitt.
Fropm Earl%, rittncipIes to Frsenit /'rac-
tice. Ed R 1) Mann. Plp 218); figs; £39.
(Carnlorth: Parthenon, 1988. ISBN
0-940813-27-).

Infection
/)Iettunotocvstis caritii P)nttutnonitis. Vols
and 2. WT Hughes. I'Pp Vol 1: 144,

Vol 2: 152; figs; £139.51) the set.:
Florida: CRC IPress, 1987. ISBN
0-8493-4664-9.

Intensive care

C(linics in ('riticalCatre' cdicon. "Car-
diopulmonary Critical Care Manage-

ment." Ed R J Fallat, J M Luce. Series
editor I McA Ledingham. (Plp 240;
figs; £28.50.) New York: Churchill
Livingstone, 1988. ISBN 0-443-
08564-1.
Respiratoni Emergencies. E H Sawicka,
M A Branthwaite. (Plp 96; figs; £7.95
paperback.) London: Butterworth,
1987. ISBN 0-407-00861-6.

Laboratory medicine
Basic AMirosurgical Techniques. A Lab-
oratora ' Mantual. C( Green, S Simpkin.
('p 48; figs; £C7 UK, £7.50 overseas,
paperback.) Available from the Roval
Societtv of Medicine Services Limited,
Publications Department, I Wimpole
Street, London WIM 8AE.
Cor,relative AtCroscopv itt Bioloqg:
Itstrwettniation atd Methods. Ed M A
Havat. (Plp 456; figs; $59.) Orlando:
Academic IPress, 1987. ISBN 0-12-
333922-7.

Medical ethics
For tie Patient's Good. T'1ic Restorationl
ol Beneficence nit Healt/ (Car. E 1)
Pellegrino, D CIhomasma. (lp 256;
£22.50.) New York: Oxford Universitv
Press, 1988. ISBN 0-19-504319-7.

Medicolegal
Medical Negligentce: a Plaiittiji's Guide.
C J Lewis. (IPp 416; £40 hardback,
£17.50 paperback.) London: Cass,
1988. ISBN hardback 0-7146-3339-9,
paperback 0-7146-4061-1

Obstetrics and gynaecology
(ontemporan, Obstetrics atld Gvnae-
cologv. Ed G Chamberlain. ( Pp 446;
figs; t 17.50 paperback.) London: But-
terworth, 1988. ISBN 0-407-01 580-9.
Pritciples of Obstetr'cs. B M Hibbard.
Plp 832; figs; £45.) London: Butter-
worth, 1988. ISBN 0-407-00095-X.
Treatenmet attd Iarog,tosis. "Obstetrics
and (;Gynaectology." Ed G Grudzinskas,

KBcedham. Series editor R Hawkins.
Pp 276; t£17.50 paperback.) London:
Heinemann, 1988. ISBN 0-433-
12645-0.

Oncology

l,Aedical lv)/sicjs Handbooks. Vol 19.
"lPhsical Aspects of Brachvtherapy."
T J Godden. Series editor J M A
Lenihan. (IPp 304; figs; £37.50.)
Bristol: Hilger, 1988. ISBN 0-85274-
511-7.
P'alliation in Mfalignliat D)isease. J G
Moslev. Pp 184; figs; £19.95.) Edin-
burgh: Churchill Livingstone, 1988.
ISBN 0-443-03690-X.

Ophthalmology

Neuro-Opphthtahtolog-: a I'roblenm-
()rtented Approach. R W Beck, C H
Smith. (P1p 288; figs and colour plates;
£27 paperback.) Boston: Little Brown,
1988. DistributedbvChurchill Living-
stone. ISBN 0-316-08651-7.

Paediatrics

Manual of' Child 1)evelopnent. S
Lingam, D R Harvev. (Pp 112;
figs; £7.75 paperback.) Edinburgh:
Churchill Livingstone, 1988. ISBN
0-443-03784-1.
Pfaediatvin Forrnular: First Editio,t
1987. -C'hildren'sDoses." (Pp 128; £5
paperback;cheqtues tobemadepavable
to Lewisham and North Southwark
Health Authority). Available from
Ms Gillian Bell, Formularv P'harma-
cist, Guy's Hospital, St ''homas Street,
London SE I 9RT.

Pathology
ChliCial atid .Biochemittal Atalysis.
Vol 24. "Monoclonal Antibodies in
Diagnostic linmunohistochemistrv."
Ed M R Wick, G P' Siegal. (Pp 672,
figs; $150.) New York: Dekker, 1988.
ISBN 0-8247-7838-3.
An Itntrtductiot to Neuropatholotgv.
J H Adams, D I Graham. (Pp 320;
figs; £29.95 paperback.) Edinburgh;
Churchill Livingstone, 1988. ISBN
0-443-01 554-6.

Physiology
Research 7Topics iPlti'htttio1oty. "Angio-
tensin and Blood Ilressure Regula-
tion." EdIJ W Harding, J W Wright,

R C Speth, C D Barnes. Series editor
(C ) Barnes. (IPp 256; figs; $55.) San
D)iego: Academic Press, 1988. Distrib-
uted bv Harcourt Brace Jovanovich.
ISBN 0-12-324790-X.

Psychiatry

A Secure Base: C(linical ApplicatiOlns
of' Aitachrnent Theory. J BowIbv.
(IPp 192; £8.95 paperback.) London:
Routledge, 1988. ISBN 0-415-00640-6.

Miscellaneous

Elsevier's Enicvclopaedic DiCtionarn oJ'
Medititte. I'art B-Anatomv, in five
languages. Compiled by A F Dorian.
PIp 616; $184.25.) Amsterdam:
Elsevier, 1988. ISBN 0-444-42824-0.
7'ie Hospitals and Health Servietes Year
Book 1988 and Directorv o' Hospital
Supplies. Ed W Chaplin. (PIp 984;
£51.60.) I'he Institute of Health
Services Management, 75 IPortland
P'lace, London WIN 4AN. 1988.
ISBN 0-901003-52-2.
Hown to Lose Weight Without Really
D)ietitng. M Spira. (Pp 192; £3.95 paper-
back.) London: Penguin, 1988. ISBN
0-14-010200-0.

Hptpochondri'a: Woeful Intagiitations.
S Baur. (IPp 264; £10.) Berkelev: Uni-
versityof California Press, 1988. ISBN
0-520-06107-1.
PIigeot Holes of'Memory. The Life atad
Times of' Dr 7ohni Mackenzie ('1803-
1886). Edited from his manuscript
memoirs by C B Shaw. (Pp 448; figs;
£20.) London: Constable, 1988. ISBN
0-09-468280-1.
UTnderstantding Stress. Consumers'
Association. (IPp 192; £6.95 paper-
back, including postage and packing.)
London: Consumers' Association/
Hodder and Stoughton, 1988. Avail-
able from Consumers' Association,
Subscription Department, I'O Box 44,
Hertford SG14 ISH. ISBN 0-340-
41622-X.
Wtrld D)irectorv of'MedicalSchools. 6th
edn. World Health Organisation. (IPp
324; $21 paperback.) Geneva: World
Health Organisation, 1988. ISBN 92-
4-150008-5.

BMJ VOLUME 297 30 JULY 1988 353

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

M
J: first published as 10.1136/bm

j.297.6644.352 on 30 July 1988. D
ow

nloaded from
 

http://www.bmj.com/

