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Background

LInfections due to opportunistic organisms are an important
cause of morbidity and mortality in kidney transplant recipients. The
risk of infections depends on various factors such as the time after
transplantation, the degree of immunosuppression and exposure to
infectious pathogens. Opportunistic infections due to tuberculosis
and concomitant aspergillosis are rare presentations [1,2].

Case Report

A 31-year-old female patient with a history of chronic kidney
disease who received a kidney transplant from a brain-dead donor
5 years ago, classified as having a high immunological and infectious
risk post-transplant, currently with immunosuppressive treatment
with tacrolimus, mycophenolic acid and prednisone. Important past
history, she presented early CMV infection, in addition to Banff 1A cel-
lular rejection one year after the transplant. She was admitted due to
the presence of fever, asthenia, adynamia, unintentional weight loss,
generalized lymph nodes with increased lymph nodes in the neck, ax-

illary region and groin within 1 month of evolution. Other medical
history of importance: hypertension and human papillomavirus in-
fection (resolved).

Physical Exam

Alert, regular general conditions, normal vital signs, at the time
of evaluation without fever or oxygen desaturation, erythematous
pharynx, presence of lymph node chains in the cervical, axillary and
bilateral inguinal region with the presence of indurated, mobile, pain-
ful lymph nodes at palpation and mobilization, on auscultation with
decreased murmur, without crackles or wheezing, assignological ab-
domen, extremities without edema.

Clinical Evolution

Due to the clinical presentation and the use of immunosuppres-
sion therapy, the febrile syndrome and generalized lymphadenopathy
were our main key points to approach, with evidence of disseminated
aspergillosis infection in excisional biopsy of inguinal lymph nodes
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and pulmonary tuberculosis due to M. Tuberculosis by BARR staining
in sputum. Treatment was started with voriconazole and second-line
antifimics due to pharmacological interaction between rifampicin,
voriconazole and tacrolimus. The fever and nocturnal diaphoresis
subsided 48-72 hours after starting treatment, and discharge from
the hospital was decided in the following days. Immunosuppressive

=P,

treatment was not suspended because there were no signs of hemo-
dynamic instability or signs of respiratory distress. There was a need
to reduce the dose of the calcineurin inhibitor due to supratherapeu-
tic levels in the blood. During outpatient follow-up, the patient main-
tains stable renal function and adequate levels of immunosuppres-
sion (Figures 1 & 2).

LEW =N

Figure 1: Inguinal lymph node biopsy showing fungal hyphae with dichotomous branches (hematoxylin and eosin stain).

Figure 2: Chest computed axial tomography showing multiple cavitated lesions.

Discussion

Infections remain one of the main complications after kidney
transplantation, along with cardiovascular and neoplasic disease
[1-4]. Anti-rejection immunosuppressive management composed of
a calcineurin inhibitor, antimetabolite and steroid interfere with the
normal function of neutrophils and immune responses mediated by T
and B cells, increasing the risk of viral, fungal and bacterial infections
in the patient with kidney transplant [2,5]. Infectious complications

are classified according to temporality into: early post-transplant
infections (0 to 30 days), infections during the first year post-trans-
plant (31 to 365 days) and late onset (>365 days). In the early pe-
riod, nosocomial infections stand out, those derived from the donor
or the recipient. In the period when immunosuppression levels are
at its highest (31 days to 1 year) there is a greater risk of opportu-
nistic infections, some may be susceptible to prophylaxis treatment
according to the infectious risk; and in the late period (>1 year) in-
fections acquired in the community stand out, without ruling out
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endemic and opportunistic microorganisms [1,3,6,7]. Tuberculosis
represents a potentially fatal infectious complication in immunosup-
pressed patients. In recipients of solid organ transplants, the risk is
up to 70 times higher compared to the general population. Reactiva-
tion of latent tuberculosis in organ transplant recipients within the
first twelve months is the most common manifestation, hence the
importance of screening prior to transplantation. Findings are quite
nonspecific, they may include fever, nocturnal diaphoresis, uninten-
tional weight loss, or cough. Diagnosis remains complicated and often
delayed, leading to a more severe course of the disease. Treatment is
challenging due to drug interactions and side effects as presented in
this case. As for fungal infections, they represent less than five per-
cent of all infections in kidney transplant patients, with Aspergillus
being a frequent agent after Candida spp. Major risk factors include
advanced age, diabetes mellitus, delayed graft function, acute graft
rejection, chronic obstructive pulmonary disease, cytomegalovirus
disease, and neutropenia. The risk of Aspergillus has been noted to
occur in the first 6 months after transplant, however, the risk may be
present if patients experience ongoing rejection episodes. The form of
presentation can be necrotizing and rapidly progressive pneumonia
along with cavitation, vascular invasion and hemorrhagic infarctions
and sometimes present non-specific symptoms [8,9]. Impaired T cell
response increases the risk of tuberculosis throughout the allograft
life span. Impaired neutrophil action and lung structural defects in
patients with tuberculosis also increase the possibility of aspergillo-
sis infection, making it possible to have both infections. Coinfections
of aspergillosis and tuberculosis have been described [3,5].

In the case of our patient, the chest CT showed cavitated lesions.
Acid-fast bacilli were identified in serial Ziehl-Neelsen staining of
sputum, and disseminated aspergillosis was reported in the ingui-
nal lymph node biopsy. One of the most important limitations in our
environment is that we do not count with molecular or serological
diagnostic tests such as Gene-Xpert or Galactomannan. The diagnoses
were supported by the available microbiology, suggestive radiological
findings, histopathology and the high prevalence of these diseases in
our population. Treatment with voriconazole and second-line anti-
fimic treatment, with isoniazid, ethambutol, pyrazinamide and moxi-
floxacin (replacing rifampicin due to its interaction with voriconazole
and tacrolimus) was initiated. After starting treatment, the fever and
nocturnal diaphoresis resolved, kidney function has been stable and
adequate levels of immunosuppression have been met after reducing
the calcinerin inhibitor dosage by 25%, achieving tacrolimus blood
levels of between 7 to 9 ng/dl.

Conclusion

The coexistence of pulmonary tuberculosis and extrapulmonary
disseminated aspergillosis is very rare. Tuberculosis with multiple
cavitated lung lesions and the presence of aspergillomas is reported
more frequently in the literature, however, invasive aspergillosis and
tuberculosis are life-threatening opportunistic infections in immuno-
compromised patients that may cause serious adverse events in the
absence of timely diagnosis and appropriate treatment. Close moni-
torization of immunosuppression levels should be performed due to
the complex interaction of vorizonazole and tacrolimus.
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