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STRUCTURED ABSTRACT

Question: Does amoxicillin-clavulanate decrease 60-day all-cause mortali-
ty among patients with severe alcoholic hepatitis treated with oral predni-
solone?

Design: Multi-center, double-blind, placebo-controlled randomized con-
trolled trial (RCT).

Setting: Twenty-five centers in France and Belgium between June 2015
and May 2019.

Patients: Included patients were: (a) age 18-75 years old; (b) consumption
of > 40 grams/day of alcohol (about 3 standard drinks/day) for women or >
50 grams/day of alcohol (about 4 standard drinks/day) for men; (c) clinical
diagnosis of alcohol-related hepatitis with new onset jaundice; and, (d) bi-
opsy-proven alcoholic hepatitis with Maddrey score > 32 and Model for
End-stage Liver Disease (MELD) score > 21. Multiple exclusion criteria
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included type 1 hepatorenal syndrome. Patients being treated for diag-
nosed infection with antibiotics could be included after a 7-day wash-out
period after completing antibiotics.

Interventions/Exposure: Amoxicillin 1g plus clavulanate 125mg orally
3 times a day vs 1dentical placebo tablets for 30 days. All patients re-
ceived 40mg per day of oral prednisolone for 30 days. Patients were eval-
uated in person weekly for the first 4 weeks, then at day 45, day 60, day
90, and day 180.

Outcome: The primary endpoint was 60-day all-cause mortality from
date of randomization. Multiple secondary endpoints included all-cause
mortality at 90-day and 180-day follow-up, incidence of infection or
hepatorenal syndrome at 60-day follow-up.

Data Analysis: Intention-to-treat analysis with log-rank test using data
from last available follow-up.

Funding: French Public Health Ministry

Results: Among 292 randomized patients, mean age was 52.8 (SD 9.2
years); 27% female; 18%-22% had previously been treated with antibiot-
ics and were enrolled after a 7-day washout period. Thirteen percent had
prior overt hepatic encephalopathy episodes. For the primary endpoint,
there was no significant difference in all-cause 60-day mortality between
the amoxicillin-clavulanate group vs placebo group: 17.3% vs 21.3%, P=
0.33; hazard ratio: 0.77 (95% confidence interval [CI]: 0.45-1.31). Cumu-
lative incidence of infection was lower in the amoxicillin-clavulanate
group at 60 days: 29.7% vs 41.5%; subhazard ratio: 0.62 (95% CI: 0.41-
0.91, P=0.02). (Figure 1). There were no significant differences in other
secondary outcomes.

COMMENTARY

Why Is This Important?

Alcoholic hepatitis is associated with
an increased risk of bacterial infection
compared to patients with decompen-
sated cirrhosis due to alcohol who do
not have severe hepatitis.' This may be
due to the relative immunosuppression

associated with the high-grade systemic
inflammation found in patients with
alcoholic hepatitis. Furthermore, alco-
holic hepatitis patients who don’t get
corticosteroids are less likely to get
bacterial infections compared to pa-
tients who do get corticosteroids, which
can worsen immunosuppression.’ Con-
sidering that 25%-30% of alcoholic
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Figure 1. Cumulative incidence of infection at 60 days

hepatitis patients receiving cortico-
steroids are diagnosed with  infec-
tions and that infections are  associ-
ated with adverse outcomes like liver
failure and hepatorenal syndrome, the
use of prophylactic antibiotics has
been proposed.

This RCT, the AntibioCor trial, con-
firmed the diagnosis of alcoholic
hepatitis with biopsy and completed
180-day follow-up while assessing
the most important outcome, all-cause
mortality, along with the secondary
outcome of incidence of infection.
The investigators should be com-
mended for their excellent study
design and diligence to address new
treatment beyond supportive care.

Key Study Findings
There was no significant difference in

all-cause 60-day mortality between the
amoxicillin-clavulanate group vs placebo
group: 17.3% vs 21.3%, P=0.33; HR:
0.77 (95% CI: 0.45-1.31).

Cumulative incidence of infection was
lower 1in the amoxicillin-clavulanate
group at 60 days: 29.7% vs 41.5%; sub-
hazard ratio: 0.62 (95% CI: 0.41-0.91,
P=10.02).

Caution

Approximately 20% of study patients pre-
viously treated with antibiotics were en-
rolled after a 7-day washout period with
no antibiotics. The study protocol did not
make any recommendations about wheth-
er or not to discontinue corticosteroids at
day 7 if the Lille score > 0.45. Since the
sample size was calculated based on an
absolute reduction in 60-day mortality of
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14%, 1t’s possible that the study was un-
dersized to identify smaller, but still
clinically important, reductions in mor-
tality with prophylactic antibiotics.

My Practice

Although I’'m a general gastroenterolo-
gist, I treat these patients on our inpa-
tient service. Per advice from my hepa-
tology colleagues and consistent with
guidelines,” I usually prescribe cortico-
steroids if the Maddrey discriminant
function (MDF) 1s > 32 and MELD
score >20, although I realize that corti-
costeroids have only proven benefit up
to 28 days. If the Lille score 1s >0.45 at
day 7, then I usually discontinue corti-
costeroids since they are associated with
multiple side effects, including an in-
creased risk of infection. I do not
routinely use pentoxifylline per guide-
lines.”™

Given the results of the AntibioCor trial,
I will continue this approach and will
not use prophylactic antibiotics in these
patients. Based on the post hoc analysis
of the ATTIRE trial’ and guideline rec-
ommendations,”® I also do not use
prophylactic antibiotics for patients ad-
mitted with decompensated cirrhosis to
reduce hospital-acquired infections.
However, 1 do monitor these patients
carefully for infection since they are at
increased risk of infection and initiate
antibiotics when appropriate. I also de-
escalate antibiotic coverage based on
culture and sensitivity if possible.

For Future Research
Although some anti-inflammatory medi-
cations are being studied for treatment
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of alcoholic hepatitis, there are no new
treatments on the near horizon.
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