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The cysteinyl leukotrienes, leukotriene C4 (LTC4),
LTD4, and LTE4 are pro-inflammatory agents previously
known as the “slow reacting substances of anaphylaxis”.
These arachidonic acid derivatives have broad ranging
pro-inflammatory actions including airway smooth muscle
contraction and bronchoconstriction, increase in vascular
permeability, increase in mucus secretion, and inflamma-
tory cell infiltration of lung tissue.1 The leukotriene recep-
tor antagonists (LTRAs) zafirlukast, pranlukast, and mon-
telukast block the eVects of these mediators and are the
most recently released agents with potential anti-
inflammatory action for use in asthma.2 They are
antagonists of LTC4, LTD4, and LTE4 and act as selective
competitive antagonists of the cysteinyl leukotriene
(CysLT1) receptor, as distinct from the 5-lipoxygenase
inhibitor zileuton.

An association between LTRAs and Churg-Strauss syn-
drome (CSS) has recently been suggested by a series of
published case reports. CSS is a rare systemic vasculitis
whose characteristic features include extravascular eosino-
phil infiltration/vasculitis, peripheral eosinophilia, and
asthma. The case reports published to date describe 15
subjects, 13 of whom were being treated with zafirlukast3–7

and one with pranlukast8; a single case of pulmonary eosi-
nophilia following treatment with montelukast9 has also
been reported although this case may reasonably be reclas-
sified as CSS. The Medicines Control Agency (UK) has
received five reports of CSS associated with the use of
montelukast and notes 35 such foreign reports associated
with montelukast and 15 with zafirlukast.10 No causal rela-
tionship has yet been determined between LTRA drugs
and CSS.

The onset of this condition has been reported to range
from two days to 10 months after starting treatment with
an LTRA at both standard and subtherapeutic doses.3

Extrapulmonary manifestations (table 1) appeared in all
subjects. Nine had evidence of cardiomyopathy, five of
peripheral neuropathy, one had CNS involvement, and six
had skin manifestations. All subjects had asthma, upper

respiratory tract involvement (sinusitis/polyposis/rhinitis),
and infiltrates on the chest radiograph. Consistent
biopsy evidence was found in 12 of the 15 cases.
Remission was induced quickly with systemic cortico-
steroids alone in 13 cases and with added cyclophospha-
mide in two. Cyclophosphamide was continued as
maintenance treatment in two cases and methotrexate was
added in one case.

Much of the literature has suggested that the introduc-
tion of leukotriene antagonists allowed significant steroid
dose reduction, thereby unmasking previously controlled
CSS.5 Indeed, three of the subjects described5 7 had three
of four requisite diagnostic criteria of the American
College of Rheumatology for CSS11 before the introduc-
tion of zafirlukast and a further nine had two of the four
requisite criteria at the start of treatment with anti-
leukotrienes. All of the 15 cases had received at least
intermittent treatment with prednisolone during the
previous year and in 10 cases the steroid dose had been
reduced within two months of the onset of CSS. No
change in steroid dose occurred in the remaining five
cases.5 7 9

Commercial postmarketing surveillance (Zeneca, UK)
has identified 44 cases of systemic hypereosinophilia
following zafirlukast treatment, from which 13 cases of
CSS could be identified using standardised (ACR)
criteria.11 This represents experience with some 770 000
patients treated with zafirlukast. Such details for other
LTRAs are not yet available. An attempt to distinguish the
natural prevalence of CSS in asthma suVerers suggests a
background of 36–80 cases of CSS per million asthmatics
per year.12 The Drug Safety Research Unit at Southamp-
ton, UK estimates that patients treated with salmeterol
have a prevalence of CSS of 43 per million per year, those
treated with nedocromil have a prevalence of 62 per
million per year, while the prevalence of CSS in those
treated with zafirlukast approximates 44–118 per million
per year.

Table 1 Details of 15 published cases of Churg-Strauss syndrome (CSS) following treatment with a leukotriene receptor antagonist (LTRA)

Age Sex

Steroid
reduction
(change)

LTRA to
onset
(months)

ACR CSS
criteria
pre-diagnosis

Manifestations Treatment

RefCardio Skin Neuro CXR Sinus Biopsy CS Immunosuppressant

47 M + 1 2 + + + Skin + 3
67 M − 8 2 PNS + + Nerve NA NA 7
60 F − 10 2 + + Lung NA NA 7
52 F + 1 2 − PNS + + Nerve + 8
53 F + 2 2 + + CNS + + Lung + 5
45 F − 2 2 + + PNS + + Lung + Cyclophosphamide 5
43 F + 3 days 3 + + PNS + + − + 5
59 F + 4 2 + + + Heart + 5
36 F + 3 4 + + + Lung + Cyclophosphamide 5
21 M − 2 2 + + + + Lung + 5
43 F + 3 1 + + Heart + 5
48 F + 3 2 + + + − + 5
23 F + 2 1 + + Heart + 5
44 F + 2 days 3 + PNS + + Lung + Methotrexate 6
26 M − 4 2 − − + + − + 9
45.9 (13.4)* 11F/4M 10 3.1 (2.8)* 2.0 (0.7)* 9 6 6 15 13 12 13 3

ACR = American College of Rheumatology; Cardio = cardiomyopathy; Neuro = neuropathy; PNS = peripheral nervous system; CNS = central nervous system; CXR
= chest radiographic infiltrate; sinus = sinus disease; biopsy = biopsy evidence of vasculitis; CS = corticosteroids; NA = not available.
*Mean (SD).
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A number of factors may explain the possible association
between LTRA use and CSS. Firstly, these subjects may all
have manifested a subclinical or forme fruste13 of CSS
before starting treatment with the LTRA, the disease then
becoming manifest coincidentally. Certainly the natural
history of this condition is thought to pass through succes-
sive phases of asthma and rhinosinusitis, peripheral
eosinophilia with radiographic pulmonary infiltrates, and,
finally, systemic vasculitis,14 and these cases may represent
the coincidental passage from the second to the third phase
in this progression. Lanham et al15 have suggested that
patients with CSS may have a decreased dependency on
steroids before the onset of the systemic vasculitic phase,
perhaps foreshadowing progression. This proposal, how-
ever, is somewhat contradicted in this group by the fact
that all of these subjects underwent escalation of asthma
treatment (LTRA introduction) prior to the development
of this syndrome.

A reduction in the steroid dose certainly provides a fea-
sible causal link although this is not supported by the
occurrence of this syndrome in those in whom oral steroid
dose reduction did not temporally precede the onset of
CSS. Systemic steroid therapy was, however, used by all
subjects within 6–12 months before the onset of CSS.
More forcefully, there have been very few reports of CSS
following the introduction of other asthma treatments
including inhaled corticosteroids,16 theophylline, and
cromolyns,17–19 all of which have shown some steroid spar-
ing eVect.20–23

Notably, no cases of CSS have been reported in associ-
ation with the use of the 5-lipoxygenase inhibitor zileuton.
It can therefore be postulated that a state of eosinophilic
activation occurs, perhaps in response to the unopposed
activity of LTB4. Certainly, LTB4 is an eosinophil
chemoattractant24 although this activity is limited and,
indeed, blocked by zileuton.25 The failure of an LTB4
antagonist to exert any beneficial physiological eVect in
asthma26 further tends to diminish any likely clinical
significance of LTB4 activity in asthma, if not CSS.

Finally, CSS may represent an idiosyncratic or hypersen-
sitivity reaction to LTRA exposure. CSS has, indeed, been
described following treatment with azithromycin, roxithro-
mycin and erythromycin,27 oestrogen replacement,28 and
carbamazepine.29

The factors underlying eosinophil activation and
proliferation in CSS remain poorly understood and no
clear mechanistic link between CSS and LTRA agents
has yet been found. Steroid dose reduction facilitated
by LTRA use may well be responsible for unmasking
steroid suppressed CSS previously categorised as
asthma.

To date there is insuYcient compelling evidence with
which to impeach LTRAs as a direct cause of CSS. It seems
prudent, however, to be vigilant to the emergence of CSS
in moderate to severe asthmatics with upper respiratory
symptoms following the introduction of LTRAs. Marked
peripheral eosinophilia and abnormal chest radiographs,

which are unusual in atopic asthma, may help in the early
identification of subjects developing CSS.

R G STIRLING
K F CHUNG

Department of Thoracic Medicine,
National Heart and Lung Institute,
Dovehouse Street,
London SW3 6LY,
UK

1 Dahlen S-E. Leukotrienes as common mediators of airway obstruction
evoked by many trigger factors in asthma. Eur Respir Rev 1998;8:369–73.

2 Drazen J. Clinical pharmacology of leukotriene receptor antagonists and 5-
lipoxygenase inhibitors. Am J Respir Crit Care Med 1998;157:S233–7.

3 Knoell DL, Lucas J, Allen JN. Churg-Strauss syndrome associated with
zafirlukast. Chest 1998;114:332–4.

4 Katz RS, Papernik M. Zafirlukast and Churg-Strauss syndrome. JAMA
1998;279:1949.

5 Wechsler M, Garpestad E, Flier S, et al. Pulmonary infiltrates, eosinophilia,
and cardiomyopathy following corticosteroid withdrawal in patients with
asthma receiving zafirlukast. JAMA 1998;279:455–7.

6 Holloway J, Ferriss J, GroV J, et al. Churg-Strauss syndrome associated with
zafirlukast. J Am Osteopath Assoc 1998;98:275–8.

7 Green RL, Vayonis AG. Churg-Strauss syndrome after zafirlukast in two
patients not receiving systemic steroid treatment. Lancet 1999;353:725–6.

8 Kinoshita M, Shiraishi T, Koga T, et al. Churg-Strauss syndrome after
corticosteroid withdrawal in an asthmatic patient treated with pranlukast. J
Allergy Clin Immunol 1999;103:534–5.

9 Franco J, Artés MJ. Pulmonary eosinophilia associated with montelukast.
Thorax 1999;54:558–60.

10 Committee on Safety of Medicines. Personal communication, 1999.
11 Masi AT, Hunder GG, Lie JT, et al. The American College of Rheumatology

1990 criteria for the classification of Churg-Strauss syndrome (allergic
granulomatosis and angiitis). Arthritis Rheum 1990;33:1094–100.

12 Hart B. Replacing or reducing high dose oral corticosteroids with alternative
asthma controller therapies: implications for leukotriene receptor antago-
nists. Eur Respir Rev 1998;8:1056–8.

13 Churg A, Brallas M, Cronin S, et al. Formes frustes of Churg-Strauss
syndrome. Chest 1995;108:320–3.

14 Lanham J. Churg-Strauss syndrome. Br J Hosp Med 1992;47:667–73.
15 Lanham JG, Elkon KB, Pusey CD, et al. Systemic vasculitis with asthma and

eosinophilia: a clinical approach to the Churg-Strauss syndrome. Medicine
1984;63:65–81.

16 Barnes NC. Clinical tolerability of zafirlukast, a new oral antileukotriene
drug. Eur Respir Rev 1998;8:194–8.

17 Lobel H, Machtey I, Eldor M. Pulmonary infiltrates with eosinophilia in an
asthmatic patient treated with disodium cromoglycate. Lancet 1972;ii:1032.

18 Wong CS, Cooper S, Britton JR, et al. Steroid sparing eVect of nedocromil
sodium in asthmatic patients on high doses of inhaled steroids. Clin Exp
Allergy 1993;23:370–6.

19 Josefson D. Asthma drug linked with Churg-Strauss syndrome. BMJ 1997;
315:330.

20 Chung KF. Theophylline in chronic asthma: evidence for disease-modifying
properties. Clin Exp Allergy 1996;26(Suppl 2):22–7.

21 Markham A, Faulds D. Theophylline. A review of its potential steroid spar-
ing eVects in asthma. Drugs 1998;56:1081–91.

22 Nimmagadda SR, Spahn JD, Nelson HS, et al. Fluticasone propionate
results in improved glucocorticoid receptor binding aYnity and reduced
oral glucocorticoid requirements in severe asthma. Ann Allergy Asthma
Immunol 1998;81:35–40.

23 Nelson HS, Bernstein IL, Fink J, et al. Oral glucocorticosteroid-sparing
eVect of budesonide administered by Turbuhaler: a double-blind, placebo-
controlled study in adults with moderate-to-severe chronic asthma. Pulmi-
cort Turbuhaler Study Group. Chest 1998;113:1264–71.

24 Spada CS, Nieves AL, Krauss AH, et al. Comparison of leukotriene B4 and
D4 eVects on human eosinophil and neutrophil motility in vitro. J Leukoc
Biol 1994;55:183–91.

25 Munoz NM, Douglas I, Mayer D, et al. Eosinophil chemotaxis inhibited by
5-lipoxygenase blockade and leukotriene receptor antagonism. Am J Respir
Crit Care Med 1997;155:1398–403.

26 Evans DJ, Barnes PJ, Spaethe SM, et al. EVect of a leukotriene B4 receptor
antagonist, LY293111, on allergen induced responses in asthma. Thorax
1996;51:1178–84.

27 Dietz A, Hubner C, Andrassy K. Macrolide antibiotic-induced vasculitis
(Churg-Strauss syndrome). Laryngorhinootologie 1998;77:111–4.

28 Somogyi A, Muzes G, Molnar J, et al. Drug-related Churg-Strauss
syndrome? Adverse Drug React Toxicol Rev 1998;17:63–74.

29 Imai H, Nakamoto Y, Hirokawa M, et al. Carbamazepine-induced
granulomatous necrotizing angiitis with acute renal failure. Nephron 1989;51:
405–8.

866 Editorial

 on M
ay 23, 2023 by guest. P

rotected by copyright.
http://thorax.bm

j.com
/

T
horax: first published as 10.1136/thx.54.10.865 on 1 O

ctober 1999. D
ow

nloaded from
 

http://thorax.bmj.com/

