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Subacute interstitial pneumonitis due to Mycobacterium
bovis after intravesical bacillus Calmette-Guérin instillation

in a renal transplant patient™

Neumonitis intersticial subaguda por Mycobacterium bovis tras
instilaciones vesicales de bacilo de Calmette-Guérin en un trasplante

renal

Dear Editor,

The estimated incidence rate of urothelial bladder carcinoma
is 1.4-2.2% in kidney transplant (KT) patients.” However, the
clinical course may be more aggressive than in the general
population, with higher rates of progression and relapse.’
Intravesical administration of bacillus Calmette-Guérin
(BCG), an attenuated live strain of Mycobacterium bovis, is one
of the main adjuvant therapies for managing non-invasive

bladder cancer. BCG instillation produces a massive local
immune reaction with antitumour activity.> However, both
local and systemic infectious complications have been
reported in relation to this treatment, especially in immuno-
compromised patients. Disseminated infection as a result of
the systemic absorption of BCG may occur in 0.4% of cases and
it is usually manifested as fever, weight loss, night sweats or
dyspnoea, and even multiple organ failure in severe cases.*”
Interstitial pulmonary involvement is a rare complication.

* Please cite this article as: Caravaca-Fontan F, Cano Megias M, Sanchez-Conde M, Elias Trivifio S, Fernandez-Rodriguez A, Liafo F.
Neumonitis intersticial subaguda por Mycobacterium bovis tras instilaciones vesicales de bacilo de Calmette-Guérin en un trasplante

renal. Nefrologia. 2016;36:711-713.
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We report for the first time a case of interstitial pneumoni-
tis caused by M. bovis after bladder instillations of BCG in a KT
patient.

This case involves an 81-year-old woman with a history of
chronic kidney disease secondary to polycystic kidney disease,
who underwent kidney transplantation 11 years earlier with
a normally functioning graft, in maintenance therapy with
tacrolimus and everolimus. Ten years after transplantation,
she was diagnosed with urothelial bladder carcinoma with-
out muscle invasion and, after transurethral resection of the
tumour, she began treatment with intravesical BCG.

Thirty days after the first instillation she began suffering
from asthenia, weight loss, sweating and fever mainly at night,
and cough without expectoration, which lasted for 2 months.
After receiving 2 cycles of empirical antibiotic therapy with
amoxicillin-clavulanic acid and levofloxacin without improve-
ment, the patient returned to the emergency department.

On admission she had a temperature of 38°C and 98%
oxygen saturation, with no other noticeable findings. The
results of laboratory tests and viral serologies revealed only
anaemia of chronic disease and elevated C-reactive protein.
Broad-spectrum antibiotic therapy with meropenem was ini-
tiated, fever and symptoms persisted during the following
days.

All bacterial and viral microbiological studies were
negative. A CT scan of the chest, abdomen and pelvis was
performed, which showed a lung pattern with diffuse bilateral
involvement and poorly defined nodules with a centrilob-
ular distribution, suggestive of infection caused by atypical
microorganisms or mycobacteria. The study was completed
with a bronchoscopy for microbiological sampling, although
direct microscopy showed no acid-alcohol resistant bacilli
and cultures of mycobacteria obtained from bronchoalveolar
lavage were negative at 8 weeks. The study using the poly-
merase chain reaction technique for Mycobacterium tuberculosis
complex sequences in the bronchoalveolar lavage was also
negative. No transbronchial biopsy was performed because it
was considered a high-risk procedure for the patient.

With the diagnostic suspicion of systemic lung infection
caused by M. bovis, treatment with isoniazid, rifampicin and
ethambutol was prescribed for 6 months. Fever and associated
symptoms gradually disappeared, while acute-phase reac-
tants decreased. A subsequent control CT scan showed that
the impairments described had been resolved.

This clinical case demonstrates the risk of developing
systemic complications in KT patients treated with bladder
instillations of BCG.

The pathophysiology of pulmonary manifestations after
intravesical BCG treatment is still controversial. Some authors
believe it is a hypersensitivity reaction, based on the histolog-
ical finding of granulomas without microbiological isolation
and a favourable response to corticosteroids.® Other authors,
however, have reported mycobacterial isolation in different
tissues,” which would demonstrate a haematogenous dissem-
ination of the bacillus. It has therefore been pointed out that
the low sensitivity of microbiological studies would be a result
of the rapid control of bacillary replication by the host immune
system and the attenuated virulence of BCG, which, however,
would not prevent the formation of granulomatous lesions.?
Therefore, the diagnosis is made by the presence compatible

clinical symptoms and the early response to tuberculostatic
treatment.

Some authors argue that intravesical instillation of BCG
is safe in immunocompromised patients, however there are
no conclusive studies in KT patients.*° To that effect, con-
comitant prophylactic administration of isoniazid alone or in
combination with rifampicin has been tested, with favourable
results in some cases, although not without adverse effects.!
On the other hand, other authors argue that it should be
contraindicated due to an increased risk of systemic dissemi-
nation together with a lower local immune response.'°

In conclusion, bladder instillations of BCG in kidney trans-
plantation can produce disseminated mycobacterial infection,
with a long-term clinical course with few symptoms. There-
fore, a high index of suspicion is necessary to begin treatment
at an early stage.
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Caution with the use of the new direct acting antivirals in
the hepatitis C virus related renal disease”

Precaucién con el uso de los nuevos antivirales de accién directa
para el tratamiento del virus de la hepatitis C en pacientes con

enfermedad renal asociada

Dear Editor,

Hepatitis C virus (HCV) and chronic kidney disease (CKD)
are often linked prompting a significant increase in mor-
bimortality. New direct acting antivirals (DAA) against HCV
achieve rapid response in short period of time.! However,
their use in HCV related renal disease (HCVRRD) is pretty
scarce. We present 5 patients with CKD and HCV treated
with them (Table 1). All subjects were males (52-57 years old)
with impaired renal function and different degrees of pro-
teinuria and microhematuria. Renal biopsy was performed
in 1 patient (membranoproliferative glomerulonephritis sec-
ondary to cryoglobulinemic vasculitis) being avoided in
others due to high risk of bleeding (thrombocytopenia and
antiplatelet therapy). Four subjects started on sofosbuvir (SOF)
and daclastavir (DAC) and one received DAC with simepre-
vir (SIM). While HCV viral load achieved negativization (14-30
days), a decline in renal function and a dramatic increase
in proteinuria were observed in those SOF with DAC. The
only biopsied patient received corticosteroids and Rituximab
(375mg/m?, 4 doses) 4 weeks after starting therapy with renal
recovery and proteinuria decrease. Patient receiving DAC and
SIM finally died of gastrointestinal bleeding 3 months later.
Three individuals were admitted during antiviral therapy:
severe cellulitis in one case; 2 heart failure episodes in other;
last subject required different admissions and finally started
chronic hemodialysis.

In our patients, CKD is related with HCV infection, con-
firmed at least in one case and high suspicion in the others.

Treatment of HCV becomes the mainstay 1-2, not only for
the infection itself but also for the kidney. In our expe-
rience, new DAA achieved a rapid decrease in viral load
with an important increase of microhematuria, proteinuria
and a notable worsening of renal function in 4 of these 5
patients, one of them finally requiring hemodialysis. The
explanation for this disturbing phenomenon could be either
an emergent acute intersticial nephritis, but the rapid increase
and the amount of proteinuria and microhematuria did not
support this possibility, or the exacerbation of HCVRRD,
most firmly supported for the same reasons. As suggested
by the favorable outcome of the only confirmed HCVRRD
patient treated according to published recommendations,?
this situation could be due to an amplification of the
immunological processes involved. The lack of diagnostic
confirmation made us to avoid using rituximab in the oth-
ers.

In our experience, the new DAA are very potent and effec-
tive drugs, but with a paradoxical worsening of the HCVRRD,
mainly when sofosbuvir is used, an aspect that should be
studied.

REFERENCES

1. Bunchorntavakul C, Maneerattanaporn M, Chavalittdhamrong
D. Management of patients with hepatitis C infection and
renal disease. World ] Hepatol. 2015;27:213-25.

* Please cite this article as: Gomis A, Diaz M, de Lorenzo A, Ruiz-Roso G, Liafio F. Precaucidn con el uso de los nuevos antivirales de
accion directa para el tratamiento del virus de la hepatitis C en pacientes con enfermedad renal asociada. Nefrologia. 2016;36:713-715.


mailto:fcaravacaf@gmail.com
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
dx.doi.org/10.1016/j.nefroe.2017.01.003
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015
http://refhub.elsevier.com/S2013-2514(16)30130-4/sbref0015

	Subacute interstitial pneumonitis due to Mycobacterium bovis after intravesical bacillus Calmette-Guérin instillation in a...
	Conflicts of interest
	References
	Funding

	References
	Reaction to synthetic membranes in hemodialysis
	Conflicts of interest

	References
	Alemtuzumab in paediatric kidney transplantation, five years' experience at the Pablo Tobn Uribe Hospital in Medellin, Colombia
	References
	Subacute interstitial pneumonitis due to Mycobacterium bovis after intravesical bacillus Calmette-Guerin instillation in a renal transplant patient
	Conflicts of interest

	References
	Caution with the use of the new direct acting antivirals in the hepatitis C virus related renal disease
	References
	Dialysis catheter related bacteriemia by Gordonia rubropertincta and Sputi in two hemodialysis patients
	References
	Myasthenia gravis after kidney transplantation
	Conflicts of interest

	References
	Blanket orders, an unadvisable practise, yet more and more frequent
	Conflicts of interest

	References
	Gaucher disease and Lupus: A rare association?
	Declaration
	Conflict of interest

	References
	Severe Parkinsonism with respiratory failure in peritoneal dialysis patient
	References

