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Allergic reactions to antibiotics are more common in cystic
fibrosis (CF) than in the general population. This in part is
due to the improving survival in adults with CF and the
increased use of high dose intravenous antibiotics. While
some are immediate anaphylaxis type (IgE mediated)
reactions, the majority are late onset and may have non-
specific features such as rash and fever. Piperacillin has
consistently been found to have the highest rate of reported
reactions (30-50%). There is a low risk of cross reactions
between penicillins and other non-B-lactam classes of
antibiotics in penicillin skin prick positive patients.
Carbapenems should only be used with extreme caution in
patients with positive skin prick tests to penicillin. However,
aztreonam can be used safely in patients who are penicillin
allergic with positive skin prick reactions. The
aminoglycosides are a relatively uncommon cause of
allergic reactions, but patients who react to one member of
the family may cross react with other aminoglycosides.
Desensitisation relies on the incremental introduction of
smalll quantities of the 0|||ergen and has been used for
penicillins, ceftazidime, tobramycin and ciprofloxacin and
must be repeated before each course. Personalised cards
should be regularly updated for patients who develop
allergic reactions. Written instructions on the emergency
treatment of allergic reactions should be provided to
patients self-administering intravenous antibiotics at home.
Further research is required to identify risk factors and
predictors for antibiotic allergy.

lethal recessive genetic disease in the

western world. Over 1000 mutations of
the cystic fibrosis transmembrane receptor
(CFTR) have been described which contribute
to the complex relationship between genotype
and phenotype.' The major mortality and mor-
bidity results from the expression of CFTR in the
airways leading to a failure of chloride transport
and the production of thick secretions, bronchial
stasis, and chronic bacterial colonisation causing
recurrent infective pulmonary exacerbations.?
Typically, these infective episodes are caused
initially by staphylococcal species but, as the
severity of the disease progresses, Pseudomonas
aeruginosa becomes more common. The resulting
chronic bronchial sepsis leads to a high require-
ment for oral, intravenous, and nebulised anti-
biotics. While reactions to antibiotics given orally
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and by the nebulised routes are well recognised,
they are less sensitising and thus this review will
focus on allergic reactions to intravenous anti-
biotics.’

A major cornerstone of the improvements in
patient survival achieved in CF* has been
through the use of high dose and long duration
intravenous antibiotic courses.” As a conse-
quence, hypersensitivity reactions are seen com-
monly in the CF population and are predicted to
increase. Unless these reactions are appropriately
recognised and managed, the choice of suitable
antibiotics may be severely restricted leading to
suboptimal bacterial clearance and a consequent
decline in lung function.

INCIDENCE

Acute allergic reactions are up to three times
more common for beta-lactam antibiotics in
patients with CF than in the general population.’
The Danish adult CF centre reported 53 immedi-
ate reactions in 121 patients receiving nearly
2800 courses of intravenous antibiotics for
Pseudomonas aeruginosa infections, equivalent to
a rate of 1.9%. These immediate reactions were
evenly distributed among the seven antibiotics
used in this retrospective analysis. When the
data were analysed for all adverse reactions the
frequency of reactions rose to 4.5%.° Other
smaller case series which failed to distinguish
between immediate and late reactions have
reported much higher frequencies with overall
adverse reaction rates of 9.5% in children and up
to 25% in adults.” 7 Piperacillin has consistently
been found to have the highest risk of reaction in
a number of case series with rates of reaction of
between 30% and 50%.” © * Other antibiotics such
as mezocillin (17%), carbenicillin (7%), and
imipenem (3%) had lower rates of reactions.” **
The incidence of allergic reactions was antibiotic-
dependent and increased with the number of
courses of antibiotic administered.®

CROSS REACTIONS BETWEEN
ANTIBIOTICS

Cross reactivity among the beta-lactam antibio-
tics in CF appears to be less of a problem than
would be predicted from a study of their
structures.” When all nine studies of cephalo-
sporin administration in penicillin skin test
positive non-CF patients are considered, the
incidence of cross reactivity is 4.5% with the
majority reacting to cephalosporins with an
identical or similar side chain."*'* The mono-
bactam aztreonam does not have a bicyclic core
structure unlike the penicillins, cephalosporins
or carbapenems, and thus does not lead to an
increased frequency of reactions in penicillin
skin prick positive patients. However, aztreonam
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shares a common R-group side chain with ceftazidime and so
a proportion of patients with ceftazidime allergy would be
expected to cross react. In practice, however, aztreonam is
generally well tolerated in these patients although there are
case reports of individuals who react to both."” ** Caution
should therefore still be exercised when using aztreonam in
patients with a proven ceftazidime allergy with prior skin
testing to both antibiotics before administration. In studies of
non-CF patients the frequency of reactions to carbapenems in
penicillin skin prick positive patients is significantly higher."®
Thus, imipenem and meropenem should only be used with
caution in patients with positive skin prick tests to penicillin.

While the aminoglycosides are generally well tolerated,
there are case reports of adverse reactions to aminoglycosides
after repeated administration.”' In addition, there have also
been case reports of cross reactivity with other aminoglyco-
sides.” There is the potential to maintain immune tolerance
in patients who have been desensitised to aminoglycosides by
continuing treatment with nebulised therapy, however the
efficacy of this approach has yet to be fully established.”!

There are few data on the frequency and prevalence of
reactions to the macrolides erythromycin, clarithromycin and
azithromycin in patients with CF. This group of antibiotics is
not commonly implicated in IgE mediated reactions.
However, gastrointestinal upset with nausea, vomiting and
abdominal discomfort with erythromycin commonly leads to
discontinuation. Azithromycin has been increasingly used to
successfully treat chronic Pseudomonas infection and has been
the subject of a number of randomised controlled trials. In
three randomised, double blind, placebo controlled studies
the incidence of adverse drug reactions was not discernibly
different from placebo.”*

Sulphonamides are not commonly used in cystic fibrosis,
except in patients with Stenotrophomonas maltophilia, so few
data exist for the frequency and prevalence of reactions.
However, severe cutaneous reactions such as Stevens-
Johnson syndrome or toxic epidermal necrolysis precludes
their subsequent use.

RISK FACTORS

There are no clear predictors of the risk of an initial
hypersensitivity reaction in a CF patient. Previous hypersen-
sitivity reactions to a penicillin increase the risk of
subsequent reactions by sixfold to other penicillin antibio-
tics.” ” Beta-lactams have been shown to be highly immuno-
genic and may undergo accelerated haptenisation in the
presence of infection.” It has been argued that atopic children
with CF who are skin prick positive to aeroallergens are more
likely to be colonised by Pseudomonas and, as a consequence,
are more likely to need frequent high doses of IV antibiotics
resulting in an increased incidence of allergic reactions.*

CLINICAL MANIFESTATIONS

Despite being more frequent, acute allergic reactions in CF
are not clinically different from those in the general
population.” Furthermore, CF patients are more likely to
have late reactions up to 13 days because of the protracted
length of each intravenous antibiotic course. In one case
series the mean time to development of late reactions was
9.1 days.” These late reactions may present in a variety of
ways including fixed drug eruptions, morbilliform rashes,
other non-specific rashes, unexplained pyrexias, nausea,
vomiting, diarrhoea, arthralgia, myalgia, eosinophillia,
derangement of liver function, haematological abnormalities,
and lethargy. These delayed reactions are unlikely to be IgE
mediated, so are not classically associated with an anaphy-
lactic picture and therefore cannot be diagnosed by skin prick
or intradermal testing. Life threatening conditions such as
Stevens-Johnson syndrome and toxic epidermal necrolysis
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Figure 1 Schematic diagram of the common core structures of four

maijor antibiotic classes used in CF. Penicills, cephalosporins and
carLapenems share a similar bicyclic core. This in part may help to
explain the incidence of cross rections between these antibiotic families.
Monobactams have a single central cyclic structure.

both cause widespread desquamation, mucosal ulceration,
high fevers, and prostration and require intensive treatment
in specialised units. Both are most commonly associated with
sulphonamides and penicillin.

MECHANISMS

Immediate reactions to antibiotics such as urticaria, angio-
oedema, bronchospasm and anaphylaxis are most likely to be
mediated by IgE. The variety of clinical presentations for late
reactions indicates that a number of distinct non-IgE
mediated mechanisms are involved. These are likely to
involve T cell mediated mechanisms, with drug specific
memory T cells as the effector cells.”” Other components of
intravenous antibiotic preparations including pH buffers and
stabilising agents may also be involved in the development of
late reactions.

While both penicillins and cephalosporins share a beta-
lactam ring, there is a relatively low level of clinical cross
reactivity to cephalosporins in patients who are penicillin
skin prick positive.*® It has therefore always been assumed
that the major antigenic component responsible for allergic
reactions resides in the side chains. Although this may be
true for the majority of patients, a recent report by Romano ef
al” suggests that other antigenic determinants may also be
important. In this study about half of 30 cephalosporin
allergic non-CF patients who underwent skin testing with
several different cephalosporins reacted only to the cephalo-
sporin that caused the reaction whereas the other half
reacted to a variety of cephalosporins including those with
different R-group side chains (fig 1). Although none of the
patients was challenged, this suggests that some cephalo-
sporin allergic patients form cross reacting antibodies.
Therefore, although in a cephalosporin allergic individual a
different cephalosporin may be tolerated, it is still advisable
to be cautious with the use of cephalosporins in patients who
have previously exhibited allergic reactions to penicillins or
other cephalosporins. The emergence of multiple allergies can
be a very difficult management problem, particularly in the
late stages of CF. Recently, the multiple allergy syndrome has
been described in a non-CF population in which patients
displayed allergic sensitisation to a variety of drugs caused by
cross reaction of IgE antibodies to small akyl groups on the
side chains of beta-lactam antibiotics.”
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DIAGNOSIS

A keen index of suspicion is necessary when patients with CF
are treated with antibiotics. An awareness of the possible
adverse drug reactions with each administered drug is
mandatory. The possibility that an unusual or unexpected
symptom has resulted from drug use should always be
considered. If a reaction is suspected, a careful history
examining the temporal sequence of each drug administra-
tion is critical in determining which drug is responsible. This
is often complex in CF patients because of the large number
of co-administered drugs.

If the patient has been on a beta-lactam, skin prick testing
should be undertaken to ampicillin, amoxicillin, the major
and minor antigenic determinants of penicillin, and to an
intravenous preparation of the implicated drug. If the skin
prick test is negative, an intradermal test should be
considered. However, a negative skin test only excludes an
IgE mediated reaction and caution must still be exercised on
re-introduction as other non-IgE mediated mechanisms may
be relevant.

Degranulation of mast cells with the release of tryptase
occurs in anaphylactic or anaphylactoid reactions. Mast cell
tryptase appears in the circulation at the time of the reaction
with a half life of a few hours and is routinely measured by
NHS immunology laboratories. A definitive diagnosis of
anaphylactic or anaphylactoid reactions may therefore be
advanced by taking a clotted blood sample for serum mast
cell tryptase at the time of the reaction, 1 hour later, and a
baseline measurement at 24 hours. A rise in serum tryptase
levels should confirm that the mechanism of the reaction
involves mast cell degranulation and increases the likelihood
of an IgE mediated reaction. If doubt remains about the
cause of the reaction because of the number of co-
administered drugs, these patients should be referred to an
allergy department for skin testing and challenge if clinically
indicated.

MANAGEMENT

Where a clear allergic reaction has occurred, that antibiotic
should be withheld from the treatment regime or desensiti-
sation considered if appropriate. There have been a number
of case reports of anaphylactic reactions to ceftazidime and
this has led to the development of desensitisation
regimes.”” »* This relies on a graded reintroduction of the
antibiotic starting with 107°-107 of the final dose with
doubling or log;, increments, culminating in the full dose
given as a single administration in order to induce immune
tolerance. This method has been successfully used for
penicillin, ceftazidime, tobramycin and ciprofloxacin (see
online supplement available at the Thorax website http://
www.thoraxjnl.com/supplemental).”* A single case report
of desensitisation for meropenem has also been published,
but this method has not been rigorously examined.* In a
recent retrospective analysis over a 7 year period of desensi-
tisation for a range of nine different antibiotics in 19 different
patients, the success rate was found to be 73% for patients
who had late reactions but only 50% in those with a well
documented allergic reaction to the antibiotic.”” The duration
of this induced immune tolerance is not known and therefore
it is recommended that desensitisation is undertaken each
time the antibiotic is used.*

Desensitisation

When desensitisation protocols are used they should be
carefully supervised at all times, and it is mandatory to have
immediate access to full resuscitation facilities. Practices vary
across the world but in North America it is routine to admit
patients to the ICU for desensitisation, although in the UK it
is usually performed with careful supervision in a ward
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environment. Where the patient is then discharged on home
therapy, careful consideration needs to be given to the timing
of discharge from hospital and it is prudent to ensure that
they have access to and education in the use of devices for
self-administration of adrenaline. This should be given in the
form of supervised teaching by a health professional and, in
addition, a written treatment plan should be provided for
self-treatment of allergic reactions.

Where a reaction has occurred, the subsequent choice of
antibiotics is usually dictated by information from micro-
biological sensitivities and on the previous clinical response.
In critical situations where an alternative antibiotic is not
suitable, pretreatment with antihistamines and steroids may
be helpful. Where oral steroids have failed to control
reactions and the clinical imperative has remained for
intravenous treatment, three pulses of methylprednisolone
(500-1000 mg) on consecutive days with intravenous anti-
histamines have been used.” Personalised cards detailing
drug allergies and current treatment must be used in CF in
order to avoid administration of antibiotics to which there
has been an allergic reaction.

FUTURE RESEARCH

Drug reactions in CF represent a major challenge which will
only be further amplified by the continuing improvements in
mortality rates. Advances in pharmacogenetics with identi-
fication of the risk factors to hypersensitivity reactions in
patients with CF would represent a major evolution in clinical
management. Do certain CF mutations predispose to a higher
frequency of reactions or do other modifier genes have a
significant role in reactions? Does the frequency of antibiotic
treatment increase the risk of reactions to the same antibiotic
and is there evidence of cross class sensitisation?

Further research is required on the altered drug metabo-
lism in CF that not only leads to high dose requirements but
may be also responsible for the formation of novel
metabolites leading to adverse reactions. Just as patients
with EBV or CMV infection develop drug rashes with
antibiotics such as amoxicillin, it is possible that there is a
similar modulating effect of infection on the processing of
antibiotics administered in CF and their metabolites may
predispose to the development of hypersensitivity reactions.
Further research is also required for improving diagnostic
reagents used for skin prick testing and in vitro tests
developed for both IgE and non-IgE mediated reactions to
the major antibiotics. However, above all, there is an
immediate requirement for careful documentation of each
adverse reaction in every CF patient so that accurate data on
the nature and prevalence of adverse drug reactions in CF can
be used to assist clinical decisions and direct future research.
The eventual aim should be to have an antibiotic specific
classification of clinical syndromes with an understanding of
the underlying mechanisms and likely cross reactivity with
other drugs.

Desensitisation protocols for ceftazidime, tobramycin
and ciprofloxacin are shown in tables 1-3 and tKe
major papers on CF used fo provide evidence for this
review are shown in table 4 in the online supplement
available at the Thorax website http:/ /www.thoraxinl.
com/supplementa

Authors’ affiliations

J S Parmar, Transplant Unit, Papworth NHS Trust Hospital, UK
S Nasser, Respiratory Medicine and Allergy Unit, Department of
Medicine, Addenbrooke’s Hospital, Cambridge, UK

www.thoraxjnl.com


http://thorax.bmj.com

520

REFERENCES

1
2
3

15
16
17

Griesenbach U, Geddes D, Alton E. The pathogenic consequences of a single
mutated CFTR gene. Thorax 1999;54:519-23.

Bals R, Weiner D, Wilson J. The innate immune response in cystic fibrosis |ung
disease. J Clin Invest 1999;103:303-7.

Wills R, Henry RL, J Francis. Antibiotic hypersensitivity reactions in cystic
fibrosis. J Paediatr Child Health 1998;43:325-9.

Mahadeva R, Webb K, Westerbeek R, et al. Clinical outcome in relation to
care in centres specialising in cystic fibrosis: cross sectional study. BMJ
1998,;316:1771-5.

Litlewood J, Bevan A, Connett G, et al. Antibiotic treatment in cystic fibrosis,
Report of the UK CF Trust Antibiotic Group, 2002.

Koch C, Pedersen S, Jensen E, et al. Retrospective clinical study of
hypersensitivity reactions to aztreonam and six other beta-lactam antibiotics in
cystic fibrosis patients receiving multiple treatment courses. Rev Infect Dis
1991,13:5608-11.

Pleasants R, Samuelson W. Allergic reactions to parenteral beta-lactam
antibiotics in patients with cystic fibrosis. Chest 1994;106:1124-8.
McDonnell T, Parker F. Cystic fibrosis and penicillin hypersensitivity. Lancet
1984;i:1301-2.

Ramesh S. Antibiotic hypersensivity in patients with CF. Clin Rev Allergy
Immunol 2002;23:123-39.

Girard J. Common antigenic determinants of penicillin G, ampicillin and the
cephalosporins demonstrated in men. Int Arch Allergy Appl Immunol
1968,33:428-38.

Blanca M, Fernandez J, Miranda A, et al. Cross-reactivity between penicillins
and cephalosporins: clinical and immunologic studies. J Allergy Clin Immunol
1989,83:381-5.

Audicana M, Bernaola G, Urrutia |, et al. Allergic reactions to betalactams:
studies in a group of patients allergic to penicillin and evaluation of cross-
reactivity wifi cephalosporin. Allergy 1994,49:108-13.

Shepherd GM, Burton DA. Administration of cephalosporin antibiofics to
patients with a history of penicillin allergies. J Allergy Clin Immunol
1993,91:262.

Novalbos A, Sastre J, Cuesta J, et al. Lack of allergic cross-reactivity to
cephalosporins among patients allergic to penicillins. Clin Exp Allergy
2001;31:438-43.

Sheppard D, Welsh M. Structure and function of the CFTR chloride channel.
Physiol Rev 1999;79:523-45.

Saxon A, Beall G, Rohr A, et al. Immediate hypersensitivity reactions to beta-
lactam antibiotics. Ann Intern Med 1987;107:204-8.

Solley GO, Gleich GJ, Van Dellen RG. Penicillin allergy: clinical experience
with a battery of skin-test reagents. J Allergy Clin Immunol 1982;69:238-44.
Assem ES, Vickers MR. Tests for penicillin allergy in man. II. The
immunological cross-reaction between penicillins and cephalosporins.
Immunology 1974,27:255-69.

www.thoraxijnl.com

20

2

22
23

24

25

26
27
28

29

30
31

32

34

35
36
37

Parmar, Nasser

Jensen T, Pedersen S, Hoiby N. Aztreonam for cystic fibrosis patients who are
hypersensitive to other beta-lactams. Rev Infect Dis 1991;13:5594-7.

Moss R, McClelland E, Williams R, et al. Evaluation of the immunologic
crossreactivity of aztreonam in patients who are allergic to penicillin and
cephalopsporins. Rev Infect Dis 1991;13(Suppl):S598-607.
Schretlen-Doherty J. Tobramycin-induced hypersensitivity reaction. Ann
Pharmacother 1995;29:704-6.

Spigarelli M, Nasr S. Hypersensitivity to inhaled TOBI fo||owing reaction to
gentamyicin. Pediatr Pulmonol 2002;33:311-4.

Equi A, Balfour-Lynn |, Bush A, et al. Long term azithromycin in children with
cystic fibrosis: a radomised, placebo-controlled crossover trial. Lancet
2002;360:978-84.

Saiman L, Marshall BC, Mayer-Hamb|eh‘ N, et al. Azifhromycin in patients
with cystic fibrosis infected with Pseudomonas aeruginosa. JAMA
2003;290:1749-56.

Wolter J, Seeney S, Bell S, et al. Effect of long term treatment with
azithromycin on disease parameters in cystic fibrosis: a randomised trial.
Thorax 2002;57:212-6.

Warner J, Taylor B, Norman A, et al. Atopy and hypersensitivity reactions in
children. Arch Dis Child 1976;51:507-11.

Pichler W. Delayed hypersensitivity reactions. Ann Intern Med
2003;139:683-93.

Sastre J, Quijano L, Novalbos A, et al. Clinical cross-reactivity between
amoxicillin and cephadroxil in patients allergic to amoxicillin and with good
tolerance of penicillin. Allergy 1996,51:383-6.

Romano A, Mayorga C, Torres MJ, et al. Inmediate allergic reactions to
cephalosporins: cross-reactivity and selective responses. J Allergy Clin
Immunol 2000;106:1177-83.

Baldo B, Pham N. Immunoglobulin E binding determinants of beta-lactam
drugs. Curr Opin Allergy Clin Immunol 2002;2:297-300.

Torres M, Mayorga C, Pamies R, et al. Immunological response to different
determinants of benzy|penici||in, amoxicillin and dmpici"in. Comparison
between urticaria and anaphylactic shock. Allergy 1999;54:936-43.

Peirce T, Ingram P. Ceftazidime in the treatment of lower respiratory tract
infection. J Antimicrob Chemother 1983;12:21-5.

Ghosal S, Taylor C. Intravenous desensitization fo ceftazidime in cystic fibrosis
patients. J Antimicrob Chemother 1997;39:556-7.

Earl H, Sullivan TJ. Acute desensitisation of a patient with CF to both beta-
lactam and aminoglycoside antibiotics. J Allergy Clin Immunol
1987:79:477-83.

Lantner R. Ciprofloxacin desensitisation in a CF patient. J Allergy Clin
Immunol 1995;96:1001-2.

Wilson D, Owens RJ, Zuckerman J. Successful meropenem desensitization in a
patient with cystic fibrosis. Ann Pharmacother 2003;37:1424-8.

Burrows J, Toon M, Bell S. Antibiotic desensitisation in adults with cystic
fibrosis. Respirology 2003;8:359-64.


http://thorax.bmj.com

