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Abstract
Inflammatory bowel disease comprises Crohn’s disease (CD) and ulcerative colitis 
(UC), the latter being a chronic disease characterized by diffuse inflammation of the 
colonic mucosa that affects the rectum and extends proximally. Its clinical course is 
intermittent with exacerbations and remissions and its treatment is generally pharma-
cological, with steroids, immunomodulators, and anti-tumor necrosis factor inhibitors 
(TNF), which cause the patient to be in a state of immunosuppression associated, in 
some cases, with opportunistic infections. The literature describes the occurrence of 
pulmonary cryptococcosis in patients with human immunodeficiency virus (HIV) infec-
tion, in cases associated with drug treatment of patients with CD, as well as with other 
opportunistic infections such as tuberculosis and herpes. This is one of the first cases 
of pulmonary cryptococcosis reported in a patient diagnosed with ulcerative colitis, who 
received step therapy with salicylates, immunomodulators, and biological therapy. The 
infection was documented clinically, radiologically, and histologically. The patient recei-
ved the appropriate treatment and had a satisfactory evolution. 

Keywords
Inflammatory bowel disease, Ulcerative colitis, Immunosuppression, Opportunistic in-
fections, Pulmonary cryptococcosis.

Case reportDOI: https://doi.org/10.22516/25007440.429

INTRODUCTION

Ulcerative colitis (UC) is a chronic disease characterized 
by diffuse inflammation of the colonic mucosa that affects 
the rectum and proximally extends in a variable, symme-
trical and circumferential manner throughout the colon. 
Its cardinal symptom is bloody diarrhea associated with 
fecal urgency and rectal tenesmus, and its clinical course 
is intermittent, with exacerbations and remissions (1). 
Initial treatment is usually pharmacological, and surgery 
may be performed in only a few cases. The use of some 
drugs, such as corticosteroids, immunomodulators and 

antitumor necrosis factor (TNF) causes immunosuppres-
sion, which in some cases may be associated with oppor-
tunistic infections (2).

The following is the case of a male patient diagnosed 
with UC, who received escalation therapy with salicyla-
tes, immunomodulators and biological therapy, without 
achieving adequate control of the disease. As a result, the 
patient was taken to surgery and had a successful postope-
rative recovery. However, during treatment, he presented 
with pulmonary cryptococcosis that was studied clinically, 
radiologically, and histologically, and appropriate treatment 
was provided, achieving a satisfactory response.
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Figure 1. Nodular opacification with soft tissue density in the upper and lower left lobes on the chest x-ray. Source: Own elaboration.

CLINICAL CASE

A 48-year-old male consulted in November 2011 due to an 
8-month history of diarrhea with mucus and blood as well 
as a 10-kg weight loss; no other relevant symptoms were 
informed by the patient. On physical examination, mild 
tenderness over the colonic area was reported. A colonos-
copy was performed, finding extensive colitis, and biopsies, 
which later confirmed the diagnosis of UC, were perfor-
med; thus, treatment with mesalazine 3 g/P.O./day and a 
corticosteroid cycle (prednisolone) of 40 m/P.O./day was 
started, achieving clinical improvement. The patient was 
discharged with a permanent prescription of mesalazine, as 
well as corticosteroids use, with a gradual decrease in their 
dose until suspension. 

Three months later, and after an early and voluntary 
suspension of both drugs, the patient had a relapse. A 
colonoscopy revealed ulcerative pancolitis with a Mayo 
severity score of 2 and E3 S2 severity degree according to 
the Montreal classification. Mesalazine was restarted at 3 
g/P.O./day, achieving symptoms resolution. 

However, in October 2013, the patient had a new relapse. 
A stool test showed amebiasis, which was treated with 
metronidazole plus nifuroxazide every 12 hours, for 7 days, 
without any improvement. Therefore, considering the reac-
tivation of the disease, azathioprine 150 g/P.O./day (2.5 
mg/kg/day) was added to the prescription of mesalazine, 
achieving adequate remission. 

The patient consulted again in November 2014 due to 
bloody diarrhea, malaise, asthenia and adynamia, and 

weight loss of 4 kg. He was taking mesalazine 3 g/P.O./
day and azathioprine 50 mg/P.O./day (2.5 mg/kg/day). 
The patient was diagnosed with anemic heart disease, 
lower gastrointestinal tract bleeding and active steroid-
dependent UC, with a Montreal classification S3 severity. 
Corticosteroid pulse treatment was initiated (prednisolone 
40 mg/day). Moreover, 2 units of packed red blood cells 
and iron sucrose were transfused. 

During an endoscopic check-up, ulcerative pancolitis 
and pseudopolyps were found, which, compared with the 
previous colonoscopy, showed a progression of the disease, 
thus the initiation of biological therapy was considered. 
Tests for tuberculin (purified protein derivative, PPD), hepa-
titis A, B, and C, and HIV were performed. A chest x-ray 
was also done, revealing a nodule in the left upper lobe and 
a nodule in the lower lobe, 6 mm each (Figure 1). A com-
puted tomography of the chest confirmed these findings 
(Figure 2).

Suspecting tuberculous granuloma, a wedge biopsy 
of the lower lobe nodule was performed. The pathology 
report showed lung parenchyma with chronic caseating 
granulomatous disease, compatible with cryptococcosis, 
and negative for acid-fast bacilli (AFB) (Figure 3). Fungal 
cultures confirmed a moderate growth of Cryptococcus 
neoformans, while negative PPD allowed ruling out latent 
tuberculosis.

Considering the diagnosis of pulmonary cryptococcosis 
without systemic involvement, the infectious disease ser-
vice started treatment with fluconazole at 400 mg/P.O./
day and contraindicated biologic therapy for at least the 
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Thus, total proctocolectomy, J-pouch surgery, ileoanal 
anastomosis, and protective ileostomy were performed. 
The ileostomy was closed during a second operation in 
February 2016. Currently, the patient is asymptomatic, has 
a good quality of life and does not require medication. 

DISCUSSION

In recent decades, the incidence of opportunistic infec-
tions, such as tuberculosis and cryptococcosis, has increa-
sed especially due to the emergence of diseases such as 
acquired immunodeficiency syndrome (AIDS), where 
cryptococcosis can occur in 5 to 10% of cases. These 
opportunistic infections have also been reported in patients 
undergoing immunosuppression following organ trans-
plantation, in those with inflammatory diseases, and even 

first eight weeks of fluconazole treatment. Furthermore, a 
monthly serum cryptolatex test was indicated during the 
first year, obtaining negative results.

Two months after starting treatment with fluconazole, 
adalimumab was added to the mesalazine and azathioprine 
treatment scheme. Initially, the patient had an adequate 
response, but after eight months, he was readmitted due 
to a new relapse. Reactivation of UC was then considered 
based on the disease progression (S3 type according to the 
Montreal severity scale) and the presence of severe colitis 
as measured with the Truelove and Witts severity index.

However, given the inadequate response to adalimumab, 
treatment with infliximab was started, achieving an initial 
improvement of symptoms. However, he had another relapse 
in October 2015, which was considered a failed response to 
biological treatment, so surgical treatment was decided. 

Figure 2. A pulmonary nodule with thick calcifications of 6 mm in diameter was observed in the left upper lobe apicoposterior segment, as well as 
another subpleural nodular image of 6 mm in diameter in the left lower lobe apical segment with soft tissue density. Source: Own elaboration.

Figura 3. Using hematoxylin-eosin stain, a necrotizing granuloma with debris and histiocytes was observed in the lung parenchyma. Higher 
magnification (10 X) made it possible to appreciate in detail the cryptococcus spores, indicated with arrows. Source: Own elaboration.



Rev Colomb Gastroenterol. 2020;35(4):545-550. https://doi.org/10.22516/25007440.429548 Case report

REFERENCES

1. Hani AC, Galiano MT, Albis R, Márquez JR, Juliao F. 
Consenso Colombiano de Enfermedad Inflamatoria 
Intestinal. Rev Col Gastroenterol. 2012;27(Supl. 1):S1-S44.

2. Chen LP, Li J, Huang MF, Chen QS, Xia B. Cryptococcus 
neoformans infection in ulcerative colitis with immunosup-
pressants. Inflamm Bowel Dis. 2011;17(9):2023-4.  
http://doi.org/10.1002/ibd.21619

Treatment of cryptococcosis in immunocompromised 
patients with fluconazole was introduced in the 1990s, 
achieving a marked decrease in the presence of this disease 
(13). Currently, in mild or moderate lung infections, 
treatment with fluconazole (400 m/day) is prescribed for 
6-12 months, as it was the case of our patient. 

On the other hand, in severe infections cases or when 
the central nervous system is involved, induction therapy 
with liposomal amphotericin B (3-4 mg/kg/day IV) or 
amphotericin B lipid complex (5 mg/kg/day, IV) is used 
for 2 weeks, followed by the administration of fluconazole 
(400 mg/day) for 8 weeks (14, 15). 

Recently, resistance to fluconazole has been obser-
ved, especially in eastern countries. According to various 
reports, this resistance increased from 5.1 % to 22.6 % over 
a period of 7 years due to the excessive use of fluconazole 
for prophylaxis in immunocompromised patients or its 
administration in primary or maintenance treatments (16).

Few cases of patients with inflammatory bowel disease 
and cryptococcosis have been reported. However, in all 
those cases, it has been associated with the administration 
of anti TNFα agents, whereas in most scenarios, it has been 
associated in patients with celiac disease (17). So far, no 
cases of cryptococcosis have been reported in people with 
UC treated with corticosteroids and azathioprine. 

CONCLUSIONS

To the best of our knowledge, this is the first case repor-
ted in the literature of a patient with UC treated with cor-
ticosteroids and azathioprine. The patient had pulmonary 
cryptococcosis, which is an opportunistic disease that 
particularly affects people with AIDS. However, it has also 
been observed in transplanted patients and in those who 
have undergone treatment for inflammatory diseases. Since 
these patients are considered immunocompromised and 
cryptococcal infection could be asymptomatic in them, 
further studies should be carried out prior to starting bio-
logic therapy.
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in immunocompetent persons. It has been estimated that 
up to one million new cases of cryptococcosis are diagno-
sed worldwide, with about 650 000 deaths each year (3, 4).

Pulmonary cryptococcosis is caused by an encapsulated 
yeast that is acquired after inhaling spores from the environ-
ment (5). There are several species, but the most common is 
neoformans, which can be found anywhere in the world; the 
gattii species is found in tropical and subtropical regions (6). 

In most cases, it is possible to establish exposure to 
pigeon, poultry, dog and cat droppings, or other environ-
mental spores. However, the source of infection is not iden-
tified in up to 15 % of cases (7). In our patient, exposure 
was not determined.

Patients may experience mild symptoms, such as heada-
ches, coughs, and fevers, or systemic involvement manifested 
by chills, hemoptysis, and weight loss. Although the percen-
tage may vary, according to several publications, individuals 
may be asymptomatic in 17-35% of cases. Diagnosis is often 
made incidentally through imaging findings of pulmonary 
nodules, which can be solitary or multiple, as well as of areas 
of consolidation or reticulonodular pattern (8, 9). 

Our patient had no cryptococcosis-related symptoms. 
Therefore, diagnosis was incidental and based on the initial 
finding of pulmonary nodules, which were later confirmed 
through CT scan. This technique is one of the available 
diagnostic methods, and it usually shows few or multiple 
subpleural nodules or masses with or without halo. In addi-
tion, in a smaller number of cases, consolidation, pleural 
effusions, or an increase in the size of mediastinal nodes 
may be observed (10, 11).

Other diagnostic techniques, such as the serum measure-
ment of capsular antigen, are also used. This technique has 
the advantage of being non-invasive, although false negative 
and positive results have been reported, so it is necessary to 
be cautious when using it (7). Currently, molecular biology 
tests are also used, which have the advantage of being fast 
but take more time for proper assessment. 

The diagnostic tools considered to be the most specific 
are culture and tissue biopsy; the latter is the most impor-
tant and can be collected through puncture or surgically; 
also, Chinese ink, Gomory, periodic acid-Schiff (PAS) and 
mucicarmine are the stains used (12). In the case of our 
patient, culture and biopsy were performed, both confir-
ming the presence of the cryptococcal spores.
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