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CASE STUDY

Copyright ©ERS Journals Ltd 2001
European Respiratory Journal
ISSN 0903-1936

Successful treatment of severe respiratory papillomatosis with
intravenous cidofovir and interferon a-2b
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ABSTRACT: In contrast to uncomplicated juvenile laryngeal papillomas which may
regress spontaneously, papillomatosis involving pulmonary parenchyma is associated
with a poor outcome.

This report represents the case of a 34 yr-old female in whom respiratory papillomato-
sis resulted in voice problems and recurrent pneumonias due to bronchial obstruction. A
computed tomographic scan of the chest showed worsening bilateral round cavitating
consolidations. Bronchoscopy revealed polypoid lesions of the right vocal cord and the
midtrachea which were confirmed as squamous papillomatosis by histology.

Interferon (IFN)a-2b treatment was inefficient as was cidofovir monotherapy on a
maintenance basis. Six months of IFN-0-2b and cidofovir in combination led to a
complete macroscopic disappearance of the laryngeal lesions and to an impressive
regression of the tracheal papillomas and of the intrapulmonary consolidations.

These data provide support that severe respiratory papillomatosis can be safely
treated by interferon a-2b and cidofovir in combination. Probably the same mechanisms
as in ribavirin plus interferon a-2b, in the treatment of patients with chronic hepatitis C,
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are responsible for the therapeutic success in this case.
Eur Respir J 2001; 17: 830-831.

Respiratory papillomatosis caused by human papil-
lomavirus (HPV) is a rare but often severe disease.
Benign epithelial proliferations may result in obstruc-
tions of the airways leading to chronic changes of the
respiratory tract [1, 2]. Treatment is generally based on
surgical ablation of the lesions, usually using a carbon
dioxide laser [2]. Intralesional application of cidofovir
[(S)-1-(3-hydroxy-2-phosphonylmethoxypropyl) cyto-
sine] was recently reported to be successful in laryngeal
papillomatosis, but treatment of endobronchial and
intrapulmonary lesions has not been studied [1-3].

Case report

A 34 yr-old woman was admitted to our hospital
with respiratory papillomatosis in 1997. She had
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undergone more than two hundred microlaryngosco-
pies since she had been 7 yrs old and suffered from voice
problems and recurrent pneumonias due to bronchial
obstruction. Interferon o-2b treatment (5x 10° units,
three times a week) had been instituted at the age of 30,
but frequent recurrences remained to be a problem.

A computed tomographic scan of the chest showed
bilateral round cavitating consolidations which wor-
sened during the subsequent 18 months after admission
(fig. 1). Bronchoscopy under generalized anesthesia was
first performed in April 1997 and revealed polypoid
lesions of the right vocal cord and the midtrachea. The
histology of the tracheal and laryngeal biopsy speci-
mens confirmed the diagnosis of squamous papilloma-
tosis. HPV type 6 and 11 were demonstrated using

Fig. 1. — Computed tomographic scans of the chest. a, b) Bilateral round cavitating consolidations (October 1997); ¢) Marked response
of the intrapulmonary consolidations due to cidofovir/interferon o-2b combination therapy (December 1999).
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Fig. 2. — Regression of squamous papillomas of the larynx and the midtrachea following treatment. a) Laryngeal papillomas — the pic-
ture was taken during the second bronchoscopy (October 1998); b) Regression of laryngeal papillomas under cidofovir/ interferon a-2b
combination therapy; ¢) Complete macroscopic disappearance of laryngeal papillomas after 6 months of combination therapy; d) Cir-
cumferential polypoid tumour involving the trachea (October 1998); e¢) Marked response of the papillomas in the trachea after 6
months of cidofovir/interferon o-2b combination therapy; f) Further regression of the papillomatous lesions involving the trachea.

polymerase chain reaction (Hybrid Capture II Test,
Digene Corp., Beltsville, MD, USA).

Between 1997 and October 1998 the patient was
treated with Argon laser vaporization twice. IFN-o-2b
treatment was continued until October 1998, when the
patient was admitted again with large polypoid squa-
mous papillomas of both vocal cords and a circumfer-
ential polypoid tumour involving the trachea (fig. 2).
Based on these endoscopical findings IFN-a-2b therapy
was stopped due to lack of efficacy and cidofovir treat-
ment was instituted (induction treatment: 5 mgkg’
bodyweight once a week during two weeks, mainte-
nance treatment: 5 mg-kg' bodyweight every 2 weeks).
Endoscopic control in December 1998 showed a
regression of the laryngeal papillomas but there was
evidence of progressing papillomatous lesions in the
trachea (fig. 2).

Due to recurrence of papillomatosis in the larynx,
IFN-a-2b was added to cidofovir. Six months of this
combination therapy led to a complete macroscopic
disappearance of the laryngeal lesions and to a marked
response of the papillomas in the trachea (fig. 2). A
computed tomographic scan of the chest in December
1999 showed no evidence of endobronchial lesions and
an impressive regression of the intrapulmonary con-
solidations (fig. 1).

At the given dose (5 mg-kg”' bodyweight every two
weeks) cidofovir was well tolerated and no haemato-
toxicity, nephrotoxicity or hepatotoxicity could be
detected during the 12-month treatment period.

Discussion

The course of respiratory papillomatosis is variable.
In contrast to uncomplicated juvenile laryngeal papil-
lomas which may regress spontaneously, papillomatosis
involving pulmonary parenchyma is associated with a
poor outcome [4]. The effect of intratumoural injections
of cidofovir opens perspectives for HPV-induced
lesions, which are easily accessible for injection therapy,

but endobronchial and intrapulmonary lesions repre-
sent a therapeutic dilemma [1-3].

PraNsky et al. [2] recently described a dramatic res-
ponse of papillomatous lesions to intralesional cidofo-
vir and IFN-o-2a in a child. To the best of the authors’
knowledge, the efficacy of this treatment regimen in
adult respiratory papillomatosis involving pulmonary
parenchyma has not been reported at the time of our
study.

The data presented herein provide support that
combination therapy with cidofovir on a maintenance
basis and interferon o-2b is efficient in adult respiratory
papillomatosis. It is possible that the same mechanisms
involved in ribavirin plus interferon-o-2b in the treat-
ment of patients with chronic hepatitis C are respon-
sible for the therapeutic success in our case [5].
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