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INTRODUCTION

Cryptosporidiosis is a parasitic disease caused by the protozoa 
Cryptosporidium sp, isolated by Tyzzer in 1907. Since the 
decade of 1980, it has become clinically important due to 
the development of difficult-to-control chronic diarrhea in 
patients with immunodeficiency, such as acquired human 
immunodeficiency syndrome, as well as immunodeficiencies 
induced in transplant patients and in those who need frequent 
hemodialysis.1

Currently, evidence indicates that biological agents against 
tumor necrosis factor (anti-TNF) represent a good therapeutic 
option in patients with severe a disease ctivity of ankylosing 
spondylitis.2 As patients treated with biological agents are 
at higher risk of developing infections, adequate measures 
to prevent, rapidly identify, and treat these severe infections 
should be applied.

CASE REPORT

This is a report of a 33 years old male patient with 
ankylosing spondylitis diagnosed in 2002 (inflammatory 
lumbalgia, HLA-B27 positive, and bilateral sacroiliitis). 
He was initially treated, with meloxicam (15 mg/day) and 

methotrexate (10 mg/week) with clinical improvement. 
In May 2007, the patient presented worsening pain, knees 
edema, and difficulty walking. The dose of methotrexate 
was increased to 20 mg/week, without clinical response. 
Sulfasalazine (2,000 mg/day) and prednisone (10 mg/day) 
were added to the therapeutic regimen. In September 2007, 
the administration of adalimumab was indicated due to 
persistent axial pain and peripheral arthritis with BASDAI 
of 7.0. Sulfasalazine was discontinued. The patient showed 
progressive improvement of pain and, consequently, the dose 
of the other drugs was gradually reduced. In April 2008, the 
patient was taking adalimumab (40 mg every two weeks), 
methotrexate (10 mg/week), prednisone (5 mg/day) and 
nimesulide (100 mg/day) with BASDAI of 2. In May 2008, 
the patient developed liquid diarrhea without blood, with 
six episodes a day accompanied by nausea, asthenia, fever, 
and weight loss. He was seen by a gastroenterologist who 
requested abdominal ultrasound, which was normal, and HIV 
was negative. Stool parasitological test showed the presence 
of a large amount of yeasts, by the Faust and Hoffman 
method, and the presence of Cryptosporidium oocysts was 
demonstrated by the Ziehl Nielsen method, which showed 
the presence of Cryptosporidium oocysts. He was referred to 
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an infectologist who instituted treatment with nitazoxanide, 
1,000 mg/day for 14 days, with improvement of the diarrhea 
and the stool parasitologic became negative. Adalimumab 
was discontinued due to the presence of cryptosporidiosis 
and herpes zoster in the thorax, which the patient developed 
one month after the diarrhea onset.

DISCUSSION

Cryptosporidium parvum (C. parvum) is a protozoon 
belonging to the order eucoccidia, family cryptosporidiidae. 
Oocysts, which are eliminated in the feces of the host, 
are the infecting form.3 Other apicomplexa pathogens 
include the parasite plasmodium (malaria) and toxoplasma 
(toxoplasmosis). Cryptosporidium is a non-specific parasite, 
i.e., it satisfactory develops in different types of hosts, such 
as bovine, swine, birds, mice, and also in men. It has a 
monoxenic cycle, requiring only one host to survive.4 It is 
transmitted, most often, by water contaminated with oocysts, 
which is ingested, or in pools, parks, and bathtubs. Sexual 
transmission, both heterosexual and homosexual, is another 
important means of transmission of cryptosporidiosis. This 
type of transmission is possible because it is a protozoonosis 
with fecal-oral transmission. Foods, such as raw meats, raw 
and poorly washed vegetables, as well as non-pasteurized 
milk, represent less common, but equally important, 
means of transmission; air-borne transmission also occurs, 
being responsible for respiratory cryptosporidiosis.3 The 
severity of this enteritis is variable, and it can evolve from 
a relatively oligoasymptomatic type, with a few semi-soft 
evacuations a day, to a choleriform type, characterized by 
severe aqueous diarrhea ( 1 to 20 liters a day), diarrhea, 
without pus or blood, along with severe abdominal pain, 
marked weight loss, anorexia, and malaise. Nausea, 
vomiting, malabsorption syndrome, fever, and myalgia 
can also be present. Approximately 10 to 15% of patients 
may present associated cholangitis or cholecystitis. Rarely, 
Cryptosporidium can cause interstitial pneumonitis similar 
to pneumocystosis.5 Cryptosporidiosis has an incubation 
period of 2 to 14 days.

Diagnosis is attained by analyzing at least three stool 
samples or by the identification of the parasite in bowel 
biopsy. Several diagnostic techniques have been described, 
such as concentration, staining, and microscopic analysis, 
immunologic methods, and molecular techniques. Polymerase 
chain reaction (PCR) has been improved after the genome of 
C. parvum was sequenced; it has a high specificity and can 
detect small amounts of the parasite in human and bovine 

feces or in paraffin-fixed biopsies. For microscopic analysis, 
the staining methods recommended include modified Ziehl-
Neelsen (ZNm) and acid-fast-trichrome (AFT). Although 
AFT has a lower cost, the ZNm method is considered the 
most adequate, with 100% sensitivity and specificity for 
C. parvum.6 Several drugs have been tested and used in the 
treatment of cryptosporidiosis since the decade of 1980, 
without satisfactory response regarding the cure, both clinical 
and parasitological.7 Clinical response and reduction in the 
parasitic load with macrolides (azithromycin, spiramycin, 
and roxithromycin) and paromomycin have been reported.8 
In a recent study of patients with Cryptosporidium-induced 
diarrhea, nitazoxanide significantly reduced the duration of 
diarrhea and other gastrointestinal symptoms when compared 
to placebo.9 Antispasmodic, antiediarrhea, and anti-emetic 
drugs can be prescribed, and vigorous hydration, oral or 
parenteral, is suggested when necessary. Enteral or parenteral 
nutrition can be indicated in more severe cases, usually 
presenting more severe malnutrition.

Severe infections represent an important concern in patients 
with rheumatic diseases, being among the most important causes 
of mortality in rheumatoid arthritis and other inflammatory 
rheumatic diseases. The underlying disease, its the degree 
of activity, degree of disability, as well as the presence of 
comorbidities, besides treatment with immunosuppressors, 
are independent risk factors. Tumor necrosis factor has a 
fundamental role in defending the organism against bacterial 
and viral invasion by recruiting neutrophils, eosinophils, 
and macrophages to the site of infection.10 All those factors 
are strictly interconnected. In a recent metanalysis of nine 
randomized clinical trials of infliximab or adalimumab in 
rheumatoid arthritis, an increase in the risk of severe infections 
in patients undergoing these treatments was observed when 
compared to those receiving placebo.11 Several case reports 
have described the association between anti-TNF therapy 
and the development of opportunistic infection, such as 
histoplasmosis, listeriosis, coccidioidomycosis, candidiasis, 
pneumocystosis, and aspergillosis. However, these infections 
are rare.12 Listing et al. compared infection rates in patients 
treated with biological agents with that of patients treated 
with conventional therapy. Compared to the control group, 
the incidence of severe infections was 2.7-2.8 times higher 
in patients treated with biological agents, and the incidence 
of adverse events in general was 3.3-4.1 times higher.13 
The present report alerts for the possibility of an infection 
(cryptosporidiosis) during treatment with biological agents, in 
this case adalimumab, which is a rare situation, but of important 
clinical significance.
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