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Pulmonary toxicity
associated with
sirolimus following
kidney
transplantation:
computed tomography
findings

Nefrologia 2010;30(2):259-60

Dear Editor:

We read with great interest the letter
by Calle et al.' describing the case of
a patient who underwent a kidney
transplant and  developed a
pneumonitis caused by sirolimus.
They related that there are, until
now, only seven cases reported of
recovery from pneumonitis caused
by sirolimus.

We would like to describe the case of
a 27-year-old woman with a two-year
history of haemodialysis for end-
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stage renal disease underwent a
haplo-identical, living kidney, donor
transplantation. Following the procedure,
she began immunosuppressive therapy
with tacrolymus, mycophenolate mofetil,
and steroid. Her renal function was stable
and she was discharged with normal
serum creatinine levels.

Two months after beginning
immunosuppressive therapy she
presented with diarrhoea of unknown
aetiology. After recovery from the
diarrhea, the patient was discharged
while using mycophenolate sodium
and metronidasol. Six months later, she
was admitted with another episode of
diarrhea and the tacrolymus was
switched to sirolimus.

Ten months after initiation of the
sirolimus treatment, the patient was
admitted with fever, shortness of
breath, and dehydration. Chest X-rays
and high-resolution CT of the chest
demonstrated bilateral areas of non-
homogeneous air space consolidation,
mainly in the left upper lobe and lower
lobes (figure 1A). Bronchoalveolar
lavage revealed hypercellularity with
lymphocytosis, and the microbiological
evaluation was negative for bacteria,
fungi, and viruses. Serological tests for
cytomegalovirus were negative. The
patient began an empirical, anti-
infection treatment with intravenous
azithromycin and ciprofloxacin, with
no response. The fever persisted with
antibiotic treatment and sirolimus
was thought to be the cause of the
symptoms. When sirolimus was
switched to azathioprime symptoms
improved within 10 days, and were
resolved in 30 days. On the follow-up
chest X-ray and high-resolution CT,
30 days after sirolimus discontinuation,
the parenchymal abnormalities had
improved, with accentuated reduction
of the air-space consolidation pattern.
There were persisting residual areas of
bilateral ground-glass opacities on the
high-resolution CT (figure 1B).

Sirolimus (rapamycin) is a potent
immunosuppressive drug that has
been successfully used in solid organ
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transplant recipients as an alternative
to calcineurin inhibitor therapy**. The
most common side effects associated
with this drug are dose-dependent
hyperlipidemia, and thrombocytopenia.
Unlike calcineurin inhibitors, sirolimus
does not induce acute or chronic
nephrotoxicity. However, in very rare
cases, patients treated with sirolimus
may exhibit severe pulmonary
toxicity*’.

The symptoms of pulmonary toxicity
related to sirolimus are generally non-
specific, and may include a dry cough,
dyspnea, fatigue, and fever, frequently
leading to the initial diagnosis of
pulmonary infection®. Some reports have
described histopathological patterns as a

Figure 1. High-resolution CT at the level
of the lower lobes (A) (obtained at the
time of clinical presentation when
respiratory symptoms were evident)
demonstrates areas of non-homogeneous
air space consolidation in the lower lobes,
and mild ground-glass opacities. Follow-
up scan (B), taken in the same plain as A,
and 30 days after discontinuation of
sirolimus, showed a reduction in the air-
space consolidation pattern, with
bilateral areas of residual ground-glass
attenuation. The expiratory scans did not
show air trapping.
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result of sirolimus pulmonary toxicity,
but these findings are usually non-
specific, consisting of bronchiolitis
obliterans with organizing pneumonia,
interstitial pneumonitis, and non-
necrotizing granulomas*. For this
reason, a lung biopsy is not essential,
and the diagnosis of this condition must
fulfil the following criteria: presence of
lung disease on imaging tests, exclusion
of pulmonary infection or other lung
disease, and clinical improvement after
drug withdrawal, independent of the
pulmonary biopsy*’. All these criteria
were fulfilled in the patient presented
here, who showed significant imaging
and clinical improvement after
withdrawal of sirolimus.

Due to the increased use of sirolimus,
radiologists interpreting imaging
studies of transplant patients using
this drug should be aware of the
imaging features associated with this

potentially treatable complication.
Although some previous authors
reported the use of CT?***, to our
knowledge, there are no reports
illustrating and discussing the high-
resolution CT findings of pulmonary
toxicity due to sirolimus.
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B) COMUNICACIONES BREVES DE INVESTIGACION BASICA O EXPERIENCIAS CLINICAS

Sindrome

de Guillain-Barré
en trasplante renal
Nefrologia 2010;30(2):260-1

Sr. Director:

El sindrome de Guillain-Barré (SGB)
es la causa mds frecuente de polineuro-
patia aguda en adultos. Se manifiesta
por progresiva debilidad motora simé-
trica en miembros y arreflexia. Su com-
plicacion mds grave es la insuficiencia
respiratoria aguda, con una mortalidad
del 15-30% si llega a precisar ventila-
cién mecdanica.

Puede asociarse con infeccién respira-
toria o gastrointestinal (citomegalovirus
[CMV], Campylobacter yeyuni) en dos
tercios de los casos'?. Se ha descrito en
trasplantes de médula 6sea, aunque es
muy raro en trasplantes de érganos so-
lidos®. También se ha asociado con neu-
rotoxicidad por anticalcineurinicos‘.
Presentamos 2 casos de SGB en pacien-
tes sometidos a trasplante renal.
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El primer caso corresponde a una mu-
jer sometida a un trasplante renal de 22
afios de edad, con insuficiencia renal
crénica (IRC) secundaria a vejiga neu-
régena. Recibid esteroides, tacrolimus
y micofenolato mofetil, asi como tra-
tamiento profilactico frente a CMV
con gammaglobulina hiperinmune (re-
ceptor IgG negativo/donante IgG posi-
tivo). La evolucion de la funcién renal
fue excelente. Cinco semanas después
del trasplante renal desarrollé enfer-
medad por CMV (leucopenia grave,
hipertransaminemia, gastritis, Ag P65
positivo.) Recibié ganciclovir intrave-
noso durante 15 dias, y evoluciond sa-
tisfactoriamente. Reingres6 3 semanas
después por debilidad progresiva y si-
métrica de los miembros inferiores,
parestesias y disfagia, con desarrollo,
en las horas siguientes, de insuficien-
cia respiratoria aguda que requiri
ventilacién mecdnica.

El segundo caso es un hombre sometido
a trasplante renal de 62 afios de edad,
con IRC no filiada. Fue tratado con este-

roides, tacrolimus y micofenolato mofe-
til. Presenté muy buena evolucién de la
funcién renal. A los 2,5 meses del tras-
plante ingresé por pardlisis grave de los
miembros inferiores que evolucion ra-
pidamente a tetraparesia. Se determiné
Ag P65, que fue positivo, y fue tratado
con ganciclovir i.v. durante 18 dias. No
requiri ventilaciéon mecdnica, pero si un
prolongado tratamiento rehabilitador.

En los 2 pacientes el liquido cefalorra-
quideo (LCR) y el estudio electromio-
grafico fueron diagnésticos de SGB
(polineuropatia sensitivo-motora des-
mielinizante; LCR con presién nor-
mal, elevacién de proteinas y sin ple-
ocitosis).

La primera paciente recibi6 4 ciclos de
plasmaféresis y 5 dosis de gammaglo-
bulina hiperinmune (0.4 g/kg/dia) y el
segundo, 5 dosis de gammaglobulina
hiperinmune (0,4 g/kg/dia). La primera
trasplantada mejoré de forma evidente,
y fue extubada a los 7 dias. Tras 8 afios
de seguimiento, permanece asintomati-
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