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ARTICLE INFO ABSTRACT

Keywords: Shigellae are Gram-negative, nonmotile, facultatively anaerobic, non-spore-forming rods. Shigella
Shigella is a common cause of gastroenteritis in areas of overcrowding and poor sanitation, but is seen less
Transplant frequently in the developed world. Infection is mainly acquired through the fecal-oral route, but

consumption of unpasteurized dairy remains a high risk for transmission. In the developing
world, Shigella is a childhood illness and with adequate hydration is fairly self-limiting. The use
of antibiotics depends on the severity of illness, the age of the patient and immune status. In
immunocompromised patients, chronic symptomatic or relapsing infection has been described. In
this report, we describe a case of a lung transplant patient, one year out of his transplant, on triple
immunosuppressive therapy, who presented with septic shock secondary to Shigella gastroen-
teritis after ingesting unpasteurized cheese brought back from Peru. This case highlights the
importance of educating transplant patients on how to reduce certain harmful exposures that may
be fatal in immunosuppressed individuals.

1. Introduction

Shigella is a facultative anaerobic, non-motile gram-negative rod that belongs to the family enterobacteriacae. It is a common cause
of gastroenteritis worldwide and is seen more frequently in developing countries where overcrowding is rife and sanitation is poor. In
developed countries, sporadic common-source outbreaks are transmitted by uncooked food or contaminated water. It is an antigen-
ically diverse pathogen that comprises four species — Shigella dysenteriae, S. flexneri, S. boydii and S. sonnei. S. flexneri is the leading
cause of endemic shigellosis in low and middle income countries [3]. S. sonnei is the number one cause in high income countries [4].
The number of diarrhea deaths attributable to shigella worldwide is estimated at over 200,000 [1]. Nearly 60% of deaths occur in
children under the age of 5 years. Humans are the primary reservoir and transmission is most commonly via the fecal-oral route [2].
Outbreaks are usually initiated by a food or waterborne source and then spread by person-to-person contact [6]. Since the introduction
of pasteurization, there has been a large reduction in the number of foodborne illnesses associated with milk and other dairy. The
consumption of raw and unpasteurized cheese still remains a risk factor for shigella.

2. Case report

This is a case of a 62-year-old Peruvian man who underwent a bilateral lung transplant for end stage idiopathic pulmonary fibrosis
in November 2018, a year prior to this presentation. Pre-transplant the patient status was Cytomegalovirus +/+, Ebstein Barr Virus
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+/+. His transplant was complicated by Primary Graft Dysfunction Grade 3 as well as aspiration pneumonia. Tracheostomy was
required for prolonged ventilator dependent respiratory failure. He also received monthly intravenous immunoglobulin (IVIG)
treatment for high donor specific antibodies, which he started in January 2019 and completed in July 2019. At the time of presen-
tation, his immunosuppression regimen consisted of tacrolimus 0.5 mg and mycophenolate 500mg twice daily and Prednisone 10mg
daily.

He had been progressing well until he presented to the emergency department with a reported fever of 103° Fahrenheit from home,
around 40 episodes a day of profuse non-bloody, watery diarrhea and abdominal discomfort. He did not complain of nausea or
vomiting. He revealed that he had eaten soft, white, unpasteurized cheese that was brought from Peru two days prior.

He was hypotensive with a blood pressure of 72/39, a heart rate of 107 beats per minute and SaO2 of 96% while breathing ambient
air. A physical exam revealed mild diffuse abdominal tenderness, but the other systems exam was normal.

Laboratory examination revealed a white blood cell count of 18,000 cells/mcl, platelet (PLT) count of 147,000 cells/mcl, creatinine
1.30 mg/dL, lactic acid 3.2 mmol/L. Computerized tomography (CT) of his abdomen showed fluid filled loops of the colon and small
bowel, reflecting enteritis and diarrhea (see Image 1). Stool studies were sent. The patient was treated with intravenous fluids,
tacrolimus was held due to new acute kidney injury, mycophenolate was held due to leukopenia and Cefepime and Metronidazole were
administered for empiric coverage for abdominal pathogens. On day 4 of admission, Shigella flexneri (sensitive to Levofloxacin and
Ceftriaxone, resistant to Ampicillin) was isolated from the stool cultures and an infectious disease consultation obtained. The patient
had clinically recovered on Cefepime and he completed the antibiotic course for a total of 5 days. He was discharged the following day
on his routine triple immunosuppressive therapy. His leukopenia and acute kidney injury resolved prior to discharge.

3. Discussion

The population at risk for shigellosis are children, patients with human immunodeficiency virus (HIV), especially men having sex
with men and solid organ transplant recipients, the elderly and malnourished patient population. After oral ingestion, shigella survives
the acidic environment of the stomach and the competitive intestinal microbiota to travel to the small and large intestine. The or-
ganisms are highly adapted to mucosal invasion and can cause systemic illness [5]. Shigella causes macrophage cell death, invasion of
and multiplication within epithelial cells, death of the host epithelium, and alteration of the host inflammatory response [7,8].

The incubation period for shigellosis is usually 1-4 days. Asymptomatic infection can occur, usually in previously infected patients.
It presents with fevers, headaches and vomiting followed by diarrhea. In immunocompetent patients, the illness is usually mild and
symptoms last for a few days. In some individuals, especially immunocompromised patients, there can be a progression to dysentery
with blood diarrhea cramping and high fevers. It can also cause complications such as bacteremia, colonic obstruction, toxic mega-
colon, hemolytic uremic syndrome, seizures and reactive arthritis [[9-11,14],14]. Disease presentation varies based on the serogroup
of the infecting organism, with Shigella dysenteriae or Shigella flexneri causing bloody diarrhea and Shigella Sonnei causing mild
disease. Persistent diarrhea and malnutrition are long-term complications seen in children from low income countries infected with S
dysenteriae [12].

All high risk patients with diarrhea, especially children, MSM, travelers and solid organ transplant recipients should be tested for
shigella. Patients not responding to conventional treatment should undergo repeat culture and sensitivity testing. Bacterial culture is
the gold standard for diagnosis of shigella infections. This helps with antibiotic susceptibility as well. Several nucleic acid-based
diagnostic tests for shigella and other enteric pathogens have emerged in the recent past [13]. In the United States at present there
is also concern about multidrug-resistant Shigella infections in high risk patients who are more likely to require antibiotic treatment,

Image 1. CT abdomen showing dilated small bowel loops.
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such as men who have sex with men, patients who are homeless, and immunocompromised patients such as transplant patients. These
patients often have more severe disease, prolonged shedding, and recurrent infections. Infections are one of the main concerns for
patient prognosis in the immediate period post-transplant as well as further down the line. The risk of infection changes over time,
especially with the modification of immunosuppression. Treatment of shigella is centered on the maintenance of hydration and
electrolytes. Anti-motility drugs are not recommended as these may prolong symptoms and pathogen shedding [16]. Oral ciprofloxacin
and azithromycin are the first-line agents for shigellosis in adults. Parenteral ceftriaxone is reserved for immunocompromised and very
sick patients. Susceptibility testing is recommended, especially in high risk patient population and multidrug resistant areas. The
Center for disease control (CDC) recommends antibiotic therapy for shigella treatment in all immunocompromised patients and in-
dividuals who have severe illness and require hospitalization. The CDC also described strains with increasing resistance to fluo-
roquinolones [17]. In addition to antibiotic therapy, small trials have found some benefit with zinc therapy to reduce symptom
duration [18]. Prophylactic strategies are based on the patient’s known or likely exposures to infection according to the results of
serologic testing and epidemiologic history [15]. Hand washing is a key prophylactic intervention and helps reduce shigella trans-
mission by 70% within household members [20]. There are shigella vaccines in the developmental stages.

Organ transplant puts patients at high risk for shigellosis. Many factors affect the risk of infection such as, the patient’s immu-
nosuppressed state, exposures, and invasive procedures that they may have been subjected to Ref. [19]. Infections can be due to
reactivation of endogenous organisms that reactivate in periods of severe immune suppression, donor-acquired organisms or from the
environment. Epidemiological exposures can be divided into four overlapping categories: donor derived infections, recipient derived,
nosocomial and community infections. Our case would fall into community infections, which although common elsewhere in the
world, is far less common in the United States.

A major goal after a transplant is to reduce the risk of exposure to harmful organisms in these susceptible individuals. Transplant
patients are given prophylactic antibiotics and immunizations to hopefully prevent infection. Promotion of certain lifestyle changes is
a key part of this aspect of transplant are such as hand washing, avoidance of sick individuals and dietary advice. Dietary advice such
as, avoidance of unsanitized water, unwashed fruit and vegetables, uncooked meat or fish and unpasteurized milk. Travel is a major
risk factor for exposure to certain infections and this needs to be emphasized strongly for transplant patients, especially in the early
stages of immunosuppression. Travel should be avoided, but if patients have to travel, emphasis on hand hygiene and strict dietary
advice must be emphasized.

4. Conclusion

Infections in transplant patients are better avoided than treated. The immunosuppressed patients are at high risk of decom-
pensating once infected and reducing immunosuppression may lead to catastrophic rejection. Each transplant patient must be
educated on adherence to prophylactic regimens, hygiene practices and given strict dietary advice. Travel to countries where the
patient is likely to be easily exposed to more infectious agents should be discouraged initially. The patients must be educated on the
risks and taught how best to protect themselves.
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