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Acute HIV infection with p
resentations mimicking
acalculous cholecystitis
A case report
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Abstract
Rationale: Acute retroviral syndrome is the symptomatic presentation of acute human immunodeficiency virus (HIV) infection,
which often manifests as a self-limited infectious mononucleosis-like syndrome and occurs 2 to 6 weeks after exposure to HIV.
Atypical manifestations including hepatitis, meningitis, or hemophagocytic lymphohistiocytosis have been reported. However,
manifestations of acute acalculous cholecystitis during acute HIV infection are rarely reported.

Patient concerns: A 30-year-old man with nausea and loose stools, followed by fever and abdominal pain at the right upper
quadrant for 10 days.

Diagnosis: Acute retroviral syndrome, complicated with acute acalculous cholecystitis.

Interventions: Percutaneous transhepatic gallbladder drainage was performed and treatment with co-formulated bictegravir/
emtricitabine/tenofovir alafenamide was initiated upon HIV diagnosis.

Outcomes: The patient’s symptoms improved after the drainage. The levels of liver enzyme including aspartate transaminase
alanine aminotransferase decreased to a level within normal limits 1 month after initiation of antiretroviral therapy.

Conclusion: Acalculous cholecystitis in combination with acute hepatitis could be manifestations of acute HIV infection. For
individuals at risk of acquiring HIV infection who present with manifestations of acute acalculous cholecystitis, HIV testing should be
considered.

Abbreviations: ALT= alanine aminotransferase, AST= aspartate aminotransferase, BIC= bictegravir, FTC= emtricitabine, HIV=
human immunodeficiency virus, LDH = lactate dehydrogenase, TAF = tenofovir alafenamide.
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1. Introduction
Acute human immunodeficiency virus (HIV) infection is
characterized by a high concentration of HIV RNA in the
plasma and rapid depletion of CD4 cell count, which often occurs
2 to 6 weeks after exposure to HIV.[1] Acute HIV infection is
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defined as testing negative or indeterminate byWestern blot in the
presence of a positive p24 antigen and detectable plasma HIV
RNA, and the stages of acute HIV infection are classified
according to the stages defined by Fiebig et al[2] Acute HIV
infection often presents as a self-limited mononucleosis-like
tails and accompanying images.
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syndrome; however, atypical presentations of acute HIV
infection, including acute hepatitis, aseptic meningitis, myoper-
icarditis, and hemophagocytic lymphohistiocytosis, have been
reported.[3–6] Atypical presentations may lead to delayed
diagnosis with a risk of onward transmission. Here, we present
the clinical course of an individual presenting with acute HIV
infection with manifestations mimicking acute acalculous
cholecystitis.
2. Case presentation

A 30-year-old man, previously healthy, presented with a 10-day
history of nausea and passage of loose stools, followed by fevers
and abdominal pain at the right upper quadrant. Upon
admission, the temperature was 38.7°C, the pulse was 105 beats
per minute, the blood pressure was 130/94mmHg, the
respiratory rate was 18 breaths per minute, and the oxygen
saturation was 99%while the patient was breathing ambient air.
Physical examination was remarkable for mildly distended
abdomen and tenderness at the right upper quadrant. There
was no guarding or rebound tenderness; the liver and spleen were
not enlarged. The white blood cell count was 3450cells/mL with
32% neutrophils and 51% lymphocytes; the hemoglobin level
was 14.4g/dL; the platelet count was 119,000cells/mL; and
alanine aminotransferase (ALT) was 33U/L. Computed tomog-
raphy of the abdomen revealed a distended gallbladder and mild
thickening of the gallbladder wall without gallstones (Fig. 1). A
diagnosis of acute acalculous cholecystitis was made and
flomoxef was administered. On the fourth hospital day, a
maculopapular rash developed on the abdomen and thighs. The
aspartate aminotransferase (AST) and ALT level were 210 and
134IU/L, respectively, and total and direct bilirubin levels were
within normal limits. An increased level of lactate dehydrogenase
(LDH) (712IU/mL) was also noted. The platelet count decreased
to 75,000cells/mL and white blood cell count was 3090cells/mL.
Antibiotic therapy was switched to moxifloxacin because of
concerns about an allergy to beta-lactams. Percutaneous trans-
hepatic gallbladder drainage was performed because of persistent
symptoms, which resulted in the resolution of the symptoms
within 24hours. However, the absence of leukocytosis and
hyperbilirubinemia, which are commonly observed among
patients with acute cholecystitis, prompted us to investigate
the immune status of the patient and other etiologies that might
cause cholecystitis.
Figure 1. Computed tomography of the abdomen revealed a distended
gallbladder with mild wall-thickening.
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A screening test for HIV antibodies and antigens was positive;
plasma HIV RNA was >10,000,000copies/mL and CD4 count
130cells/mL; and Western blot was indeterminate (the presence
of weak P68/66 and P25/24 bands). A diagnosis of acute HIV
infection at Fiebig stage IV was made according to the results of
Western blot.[2] Serologic tests for acute hepatitis A, B, and C
were all negative. A stool specimen examined for microscopic
detection of Cryptosporidium spp. with the use of modified acid-
fast staining was negative. He was a man who has sex with men
and had unprotected sexual contact about 3 weeks before the
onset of symptoms. Coformulated bictegravir, emtricitabine, and
tenofovir alafenamide (BIC/FTC/TAF) were initiated on the
fourth hospital day. The HIV RNA load in a drained bile
specimen on the same day of BIC/FTC/TAF initiation was 2048
copies/mL. The AST and ALT levels reached the peak 1 day after
the drainage (574 and 376IU/L, respectively), while the LDH
level was 1037IU/mL. Moxifloxacin was discontinued 7 days
later when blood and bile cultures showed no growth of bacteria
or fungi. Fifteen days after bile drainage, he was discharged with
full resolution of his symptoms on the 11th day of treatment with
BIC/FTC/TAF.
During the follow-up, the levels of AST, ALT, and LDH

decreased to levels within normal limits 1 month after initiation
of BIC/FTC/TAF. The plasma HIV RNA had decreased to 64
copies/mL after 6 weeks of BIC/FTC/TAF, which became
undetectable (<20copies/mL) at 3 and 6 months of antiretroviral
therapy. There was no relapse of his abdominal discomfort
during the follow-up.
After treatment with BIC/FTC/TAF for 7days, written

informed consent was obtained from the patient for measuring
the drug concentration in the blood and bile specimens. The peak
and trough levels of BIC in the plasma with the use of liquid
chromatography–mass spectrometry/mass spectrometry were
6430 ppb and 3809 ppb, respectively; and the BIC concentration
in a 24-hour bile specimen was 3575 ppb (Supplemental Digital
Content, http://links.lww.com/MD/G267).
3. Discussion

Accurate diagnosis of acute HIV infection relies on prompt
recognition and appropriate diagnostic testing. Flu-like symp-
toms during acute HIV infection, such as fever, sore throat, or
lymphadenopathy, are non-specific and could be mislead-
ing.[1,7,8] Moreover, atypical manifestations other than mono-
nucleosis-like syndrome may increase the difficulty in making a
timely diagnosis of acute HIV infection. Such atypical presenta-
tions may include central nervous system involvement, arrhyth-
mia, cytopenia, and gastrointestinal symptoms.[3]

Cholestasis, increased bile viscosity, ischemia, and secondary
infections are considered as contributing factors to the develop-
ment of acute acalculous cholecystitis. Among people living with
HIV, acute acalculous cholecystitis has been shown to be
associated with opportunistic infections, including infections
with cytomegalovirus, Histoplasma capsulatum, cryptosporidia,
and microsporidia.[9,10] Infections with hepatitis A virus,
hepatitis B virus, dengue virus, and Epstein-Barr virus could
cause acute acalculous cholecystitis. While HIV infection may
lead to sclerosing cholangitis, acute acalculous cholecystitis
associated with acute HIV infection is rarely reported.[11,12]

Similar to the case described by Braun et al,[3] our patient with
acute acalculous cholecystitis underwent percutaneous drainage
with relief of the symptoms. The pathogenesis of acute acalculous
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cholecystitis during acute HIV infection remains unknown. In
our case, HIV was detected in the bile specimen, which may be
associated with endothelial damage, cholestasis, and eventually
acalculous cholecystitis, similar to the case of acute acalculous
cholecystitis associated with primary Epstein-Barr virus infec-
tion.[11,13] Since hepatitis is a common manifestation during
acute HIV infection, acute acalculous cholecystitis could also be a
complication through similar pathophysiology.[11]

Limited data are available on the BIC concentration in body
fluids other than the plasma and cerebrospinal fluid.[14] While the
clinical relevance is unclear, our study was the first to
demonstrate the presence of a high BIC concentration in the
bile specimen, which might facilitate the control of HIV
replication in the gallbladder.
Our case report was limited by lacking pathologic examination

of the gallbladder specimen to investigate the association between
the presence of HIV RNA and the inflammation of the
gallbladder. The mechanism of HIV replication leading to acute
acalculous cholecystitis remains speculative. Removal of the
drainage catheter when the patient recovered from acalculous
cholecystitis precluded us from assessing the trend of HIV RNA
load in the gallbladder.
In conclusion, our case highlights that acute acalculous

cholecystitis and hepatitis could be manifestations of acute
HIV infection. For individuals at risk of acquiring HIV who
present with manifestations consistent with acute acalculous
cholecystitis, HIV testing should be considered. Early diagnosis,
bile drainage, and early initiation of antiretroviral therapy may
lead to early resolution of the symptoms.
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