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DEFINITIONS OF ACUTE VERSUS CHRONIC DIARRHEA

Diarrhea is defined as loose or watery bowel movements that occur 3 or more times per day or passage of a
greater number of stools of decreased form compared to normal. Acute diarrhea, by definition, has been present
for 14 days or less. Diarrhea present for 15 to 30 days is referred to as persistent and greater than 30 days as
chronic. This guide will focus on causes of acute diarrhea; occasionally, etiologies described here may cause
symptoms that last greater than 14 days (symptoms may be prolonged in the setting of a CD4 count below 200
cells/mm3).

KEY CLINICAL HISTORY

What is the person's most recent CD4 cell count?

Current or recent low CD4 cell count indicates risk for certain opportunistic infections (Ols), such as
cryptosporidiosis (CD4 count less than 200 cells/mm?), cytomegalovirus (CMV) colitis (CD4 count less than
50 cells/mm?3), or disseminated Mycobacterium avium complex (MAC) infection (CD4 count less than

50 cells/mm?3).

Does the individual have bloody diarrhea, fever, or other associated symptoms?

Bloody diarrhea, especially associated with fever, suggests a potentially serious infection with a bacterial enteric
pathogen or CMV colitis if the CD4 count is less than 50 cells/mm?3. Fever, in conjunction with systemic symptoms
and weight loss, especially in the setting of a recent CD4 count less than 50 cells/mm?3, raises the likelihood of
disseminated MAC infection. Fever or respiratory symptoms along with diarrhea may suggest COVID-19 illness at
any CD4 cell count.

Have any recent sexual exposures occurred?

It is important to obtain recent sexual history since bacterial enteric infections can be transmitted among persons
who have condomless anal sex or oral-anal contact. Rectal sex raises the risk of enteric bacterial infections (e.g.,
Campylobacter sp. and Shigella sp.), Giardia infection, and chlamydia proctitis (lymphogranuloma venereum [LGV]
serovars).

Recently, has there been any of the following: close contact with a person who was sick, ingestion of
contaminated food, travel outside the United States, or antibiotic use?

Viral gastroenteritis is commonly transmitted among close contacts. Exposure to contaminated foods may lead to
the transmission of diarrheal pathogens. Recent antibiotic use or hospitalization are risk factors for Clostridioides
difficile-associated diarrhea.

Were there any recent changes in antiretroviral therapy medications?

Certain antiretroviral medications, particularly protease inhibitors and boosting agents (ritonavir and cobicistat),
can cause diarrhea and other gastrointestinal symptoms.

Is the person living homeless? If so, do they have documented immunity to hepatitis A?

There have been recent outbreaks of hepatitis A infection, especially in individuals living homeless. Persons who
have oral-anal sexual contact also are at increased risk.
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DIAGNOSTIC APPROACH TO ACUTE DIARRHEA IN PERSONS WITH HIV

INITIAL EVALUATION OF ALL PERSONS

REGARDLESS OF CD4 COUNT

Obtain recent exposure history:

Sick contacts, sexual exposures, antibiotics, hospitalization, dietary, travel, new

ARVs/meds

Obtain review of symptoms and perform physical examination:
If respiratory symptoms, consider COVID-19 illness

ADDITIONAL EVALUATION IF

CD4 COUNT <200 CELLS/MM?

Multiplex enteric stool PCR panel
available:

Multiplex enteric stool PCR panel
NOT available:

Test one stool sample with multiplex

PCR panel assay:

* Detects most of the common viral,
bacterial, and protozoal diarrheal
pathogens

* Not used for diagnosis of CMV
or MAC
Blood culture:

* Also obtain blood culture if febrile
and acutely ill

Test one stool sample for:
® Culture for enteric bacterial
pathogens

e C. difficile (if recent antibiotics or
hospitalization)

* Giardia (if supported by symptoms
and exposure history)

* Viral PCR (if sick contacts and/or
outbreak)

Test three stool samples for:

® Ova and parasite exam (O&P) if
history of recent travel

Blood culture:

* Also obtain blood culture if febrile
and acutely ill

If non-bloody diarrhea:

» Obtain diagnostic tests for
cryptosporidium, cyclospora, and
cystoisospora with either multiplex
enteric PCR or modified AFB stain

If CD4 count <50 cells/mm3 and
bloody stools:

 Refer to Gl specialist for colonoscopy
with biopsy to test for CMV

If CD4 count <50 cells/mm3 and

systemic symptoms (such as fever

and weight loss):

* Obtain AFB blood culture to test for
disseminated MAC

REVIEW RESULTS

AND REEVALUATE

REVIEW RESULTS AND REEVALUATE

If testing positive:
* Provide targeted therapy as indicated

If testing negative:

* Obtain additional diagnostics as clinically indicated, including abdominal imaging and

referral for colonoscopy (if not already done)

* Consider medication as cause

* Obtain expert consultation” if symptoms persist and diagnosis remains uncertain

If evaluation diagnostic positive:
 Provide targeted therapy as indicated

If evaluation diagnostic negative:

¢ Obtain additional diagnostics as
clinically indicated, including
abdominal imaging and referral for
colonoscopy (if not already done)

» Consider medication as cause

» Obtain expert consultation” if
symptoms persist and diagnosis
remains uncertain

A If local expert consultation is not available, consultation can be obtained through the National Clinician Consultation Center

(http://nccc.ucsf.edu/ or 800-933-3413).

ABBREVIATIONS: AFB = acid-fast bacilli; ARV = antiretroviral; CMV = cytomegalovirus; Gl = Gastroenterology;
MAC = Mycobacterium avium complex; PCR = polymerase chain reaction
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COMMON CAUSES AND INITIAL DIAGNOSTIC EVALUATION FOR
ACUTE DIARRHEA IN PERSONS WITH HIV

CAUSE RISK FACTORS AND TYPICAL CD4
(in alphabetical order) CHARACTERISTICS CELL COUNT INITIAL DIAGNOSTIC EVALUATION

Clostridioides difficile (C. diff.) Antibiotic or healthcare PCR +/- EIA for glutamate dehydrogenase, or
exposure toxin A/B; algorithm may vary by institution

Typically, watery diarrhea
often accompanied by

pain

Cytomegalovirus (CMV) colitis Advanced HIV <50 cells/mm? Colonoscopy with biopsy and pathology
Often bloody diarrhea with Diagnosis should not be made based on stool
abdominal pain and culture or PCR of stool or blood alone

systemic symptoms

Disseminated Mycobacterium avium Advanced HIV <50 cells/mm?3 Blood AFB culture
complex (MAC) Associated with systemic Diagnosis should not be made based on stool
symptoms and weight loss PCR or stool culture (stool culture supportive

but not diagnostic)

Enteric bacterial pathogens: Sexual exposure (primarily Any Stool enteric multiplex PCR, if available
e e $htge[lq Spleees ez 503 ead e by If multiplex PCR NOT available, order stool
Salmonella species; toxigenic E. coli travel to resource-limited

- ) culture
strains setting

Liquid, watery, or bloody Obtain blood culture if systemically ill

diarrhea

Medication-related New medication that may Any Other causes ruled out

cause diarrhea . . .
Most common ART: boosting agents (ritonavir

and cobicistat) and protease inhibitors

Protozoal infections: Giardia: travel, sexual Any Stool enteric multiplex PCR, if available
GhicithEypiE Tl VG del el OO If multiplex PCR NOT available, order all of the

QRO Haalr e i Others: travel, local following: Cryptosporidium, cyclospora,
outbreaks cystoisospora: stool modified AFB stain (not
detected with O&P test); DFA also available in

el waieny ety some labs for cryptosporidium

that may persist for
>14 days E. histolytica: antigen or PCR

Giardia: stool antigen test or PCR

Viral gastroenteritis pathogens: Group living setting, local Any Stool enteric multiplex PCR, if available, or
Norovirus (Norwalk virus), rotavirus, outbreaks, food exposure
enteric adenovirus, SARS CoV-2
(COVID-19)

Stool viral-specific PCR

Respiratory PCR swab if SARS CoV-2 infection
Associated respiratory suspected
symptoms with COVID-19

Typically, watery diarrhea

ABBREVIATIONS: AFB = acid-fast bacilli; ART = antiretroviral therapy; EIA = enzyme immunoassay; O&P = ova and parasites; PCR = polymerase chain reaction
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KEY SUMMARY POINTS

e For an initial evaluation of acute diarrhea in a person with HIV, consider three main causes: (1) common viral or
bacterial infections that are not unique to HIV and may be related to local outbreaks or to sexual transmission,
(2) opportunistic gastrointestinal infections that occur in the setting of advanced CD4 T-cell depletion, and (3)
noninfectious causes, such as recent ART or other medication or dietary changes.

e At any CD4 count, individuals may contract viral gastroenteritis or may acquire bacterial enteric infections, such
as Campylobacter or Shigella. Bacterial enteric infections may be acquired through sexual contact, particularly
anal sex and oral-anal contact.

e The most important causes of diarrhea that occur in persons with HIV and advanced immunosuppression (CD4
less than 50-100 cells/mm?3) are cryptosporidiosis, disseminated MAC, and CMV colitis.

e Most viral, bacterial, and parasitic pathogens that cause diarrhea in persons with HIV can be identified on a
single stool specimen using a multiplex enteric PCR panel. This test, if available, is highly sensitive and specific
and can provide results within 24 hours. However, the multiplex enteric PCR tests should not be used to
diagnose CMV or MAC.

* If a multiplex enteric PCR panel is not available, the diagnostic evaluation should consider specific
epidemiologic factors and laboratory tests tailored to detect likely pathogens. For example, a stool ova and
parasite (O&P) exam is not sufficient to detect cryptosporidium or similar pathogens, so a separate examination
of the stool must be requested.

 The diagnosis of CMV colitis requires a compatible clinical syndrome, identification of CMV within tissue on
colon biopsies, and histologic changes consistent with CMV infection on a biopsy specimen. Colitis from CMV
typically occurs when the CD4 count is less than 50 cells/mm?.

 Diarrhea caused by MAC infection is usually associated with systemic symptoms, including weight loss. A
person with disseminated MAC infection may present with acute symptoms, or presentation may be more
subacute to chronic. The CD4 count is generally less than 50 cells/mm?3. The diagnosis is typically made by a
positive AFB blood culture. Imaging of the abdomen by CT may demonstrate lymphadenopathy,
hepatosplenomegaly, or small bowel thickening. A stool culture positive for MAC does not establish a diagnosis
of MAC infection.

e The most common antiretrovirals to cause diarrhea are protease inhibitors and boosting agents (ritonavir and
cobicistat).

 Acute hepatitis A infection should be considered in a person with diarrhea and fever or systemic symptoms,
especially if they are homeless and have elevated alanine aminotransferase (ALT) or alanine aminotransferase
(AST) levels.

e COVID-19 illness may be associated with GI symptoms, including diarrhea, in 10% or more of cases. If there is

associated fever, respiratory symptoms, or known exposure, consider SARS-CoV-2 infection as a potential cause
and perform respiratory PCR testing.
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