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Abstract 

Background  Emergency cholecystectomy is the mainstay in treating acute cholecystitis (AC). In actual practice, 
perioperative prophylactic antibiotics are used to prevent postoperative infectious complications (PIC), but their effec-
tiveness lacks evidence. We aim to investigate the efficacy of prophylactic antibiotics in emergency cholecystectomy.

Methods  We searched PubMed, Embase, Cochrane CENTRAL, Web of Science (WOS), and Scopus up to June 14, 
2023. We included randomized controlled trials (RCTs) that involved patients diagnosed with mild to moderate AC 
according to Tokyo guidelines who were undergoing emergency cholecystectomy and were administered preopera-
tive and/or postoperative antibiotics as an intervention group and compared to a placebo group. For dichotomous 
data, we applied the risk ratio (RR) and the 95% confidence interval (CI), while for continuous data, we used the mean 
difference (MD) and 95% CI.

Results  We included seven RCTs encompassing a collective sample size of 1747 patients. Our analysis showed no sig-
nificant differences regarding total PIC (RR = 0.84 with 95% CI (0.63, 1.12), P = 0.23), surgical site infection (RR = 0.79 
with 95% CI (0.56, 1.12), P = 0.19), distant infections (RR = 1.01 with 95% CI (0.55, 1.88), P = 0.97), non-infectious compli-
cations (RR = 0.84 with 95% CI (0.64, 1.11), P = 0.22), mortality (RR = 0.34 with 95% CI (0.04, 3.23), P = 0.35), and readmis-
sion (RR = 0.69 with 95% CI (0.43, 1.11), P = 0.13).

Conclusion  Perioperative antibiotics in patients with mild to moderate acute cholecystitis did not show a significant 
reduction of postoperative infectious complications after emergency cholecystectomy. (PROSPERO registration num-
ber: CRD42023438755).
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Introduction
Acute cholecystitis (AC) is an inflammatory disease of 
the gallbladder caused by gallstone obstruction of the 
cystic duct in 90% to 95% of cases, while acute acal-
culous cholecystitis accounts for 5% to 10% (Indar and 
Beckingham 2002). When the cystic duct is blocked, 
it causes high pressure in the gallbladder. This, com-
bined with bile concentrated with cholesterol, starts 
an immediate inflammatory reaction (Gallaher and 
Charles 2022). Roughly 20% of people with AC also 
develop bacterial infections from enteric organ-
isms like E. coli, Klebsiella, and Streptococcus faecalis 
(Kaplan et al. 2021).

AC is responsible for 20% of all cholecystectomy 
operations and is the third cause of all emergency 
admissions to surgical wards. Moreover, it accounts 
for 3% to 5% of hospitalizations worldwide (Payen 
et  al. 2011). In the United States, approximately 10% 
of adults suffer from cholelithiasis, and the most com-
mon complication is acute calculous cholecystitis. The 
costs associated with this condition exceed $6.3 bil-
lion annually, making it a significant burden. Over the 
past 30 years, there has been a more than 20% increase 
in cases, further highlighting the severity of the issue 
(Shaffer 2005; Kimura et al. 2007).

Emergency cholecystectomy within three days of 
diagnosis is the mainstay in treating AC (Gallaher and 
Charles 2022). The complication rate after emergency 
cholecystectomy varies from 15 to 30%, with postopera-
tive infectious complications (PIC) being the most com-
mon (Cao et  al. 2015). In actual practice, perioperative 
antibiotics are used to prevent complications, but their 
effectiveness lacks evidence (Gomi et al. 2018).

In elective cholecystectomy, there are recommenda-
tions for the use of prophylactic preoperative antibiotics 
to reduce the incidence of PIC. However, in emergency 
cholecystectomy, the evidence is still scarce (Yan et  al. 
2011; Sharma et  al. 2010; Vohra et  al. 2017; Gomez-
Ospina et  al. 2018). Although the Surgical Infection 
Society and the Tokyo Guidelines recommend the use 
of antibiotic prophylaxis in emergency cholecystectomy, 
these recommendations are not supported with sufficient 
evidence (Gomi et al. 2018; Mazuski et al. 2017). A ran-
domized trial by Regimbeau et al. (2014) concluded that 
there is no significant difference in PIC with or without 
antibiotics (Jaafar et al. 2020).

We hypothesized that administering perioperative pro-
phylactic antibiotics in emergency cholecystectomy in 
patients with AC may be ineffective due to the inflam-
matory rather than infectious nature of the condition. In 
this line, we conducted this study to test our hypothesis 
by gathering all published randomized controlled trials 
(RCTs) in this meta-analysis.

Methods
We conducted our systematic review and meta-anal-
ysis following the Cochrane Handbook for System-
atic Reviews of Intervention (Shea et  al. 2007) and the 
AMSTAR-2 (Assessing the Methodological Quality of 
Systematic Reviews 2) Guidelines (Shea et  al. 2007). 
We strictly followed the PRISMA (Preferred Report-
ing Items for Systematic Reviews and Meta-analyses) 
guideline (Moher et al. 2009) when reporting this meta-
analysis. We registered the protocol of this study in the 
International Prospective Register of Systematic Reviews 
(PROSPERO) prior to conducting our study (registration 
number: CRD42023438755).

Search strategy
We searched PubMed, Embase, Cochrane CENTRAL, 
Web of Science (WOS), and Scopus up to June 14, 2023. 
We used keywords of cholecystectomy, acute, emergency, 
and antibiotic to find relevant studies comparing periop-
erative antibiotic administration with placebo in patients 
undergoing emergency cholecystectomy. No filters were 
used when searching databases. The full strategy is sum-
marized in Supplementary Table S1.

Eligibility criteria
We included RCTs that involved patients diagnosed with 
mild to moderate AC according to Tokyo guidelines 
(Gomi et al. 2018) who were undergoing emergency chol-
ecystectomy and were administered preoperative and/
or postoperative antibiotics as an intervention group 
and compared to a placebo group. The main outcome of 
interest was the occurrence of PIC. Observational stud-
ies, case reports, case series, book chapters, research 
using non-human participants, studies not presented in 
the English language, and conference abstracts were not 
included.

Studies selection
To eliminate duplicates, we utilized the EndNote Reference 
Library (EndNote X9 Version, Clarivate, Philadelphia, PA, 
USA). Next, we uploaded the studies to the Rayyan website 
(Ouzzani et al. 2016) for screening, which was performed 
by two teams, each consisting of two members. With the 
blinding feature enabled, we conducted title and abstract 
screening. Afterwards, we proceeded to conduct full-text 
screening for the included studies before finalizing our 
selection. The decision for each study was made inde-
pendently by at least two authors, with another member 
responsible for reviewing any conflicts.

Quality assessment
To assess the quality of the RCTs included in our study, 
we used the Cochrane Collaboration Risk of Bias 
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Assessment Tool 2 (ROB2) (2023), which evaluates the 
following domains: randomization, deviations from 
intended interventions, missing outcome data, measure-
ment of the outcome, selection of the reported result, 
and overall bias. We classified the outcome of the process 
as low, unclear, or high risk. Two reviewers conducted 
the risk of bias assessment independently. In case of any 
discrepancies, we resolved them by team discussion.

Data extraction
The data extracted were as follows: (1) a summary of 
included studies, e.g., title, study design, country, dura-
tion, inclusion and exclusion criteria, antibiotic name, 
dosage, route of administration, and follow-up, and (2) 
baseline characteristics of the enrolled patients, e.g., 
sample size, age, sex, and body mass index (BMI). We 
extracted data on these outcomes: total PIC, surgical 
site infection (SSI), superficial SSI, deep SSI, organ and/
or space SSI, postoperative distant infections, pneumo-
nia, urinary tract infection (UTI), mortality, readmission, 
length of hospital stay, operation time, and total postop-
erative non-infectious complications.

Statistical analysis
To conduct our analysis, we utilized the Review Man-
ager software (RevMan for Windows, version 5.4, the 
Cochrane Collaboration, 2020). For dichotomous data, 
we applied the risk ratio (RR) and the 95% confidence 
interval (CI), while for continuous data, we used the 
mean difference (MD) and 95% CI. Statistical signifi-
cance was considered if the p value was less than 5%. To 
assess statistical heterogeneity among the pooled results, 
we used the I-squared test (I2). If the I2 statistic exceeded 
50% or the corresponding p-value was less than 0.1, the 
pooled results were considered heterogeneous, and we 
used the random effect model. Otherwise, we utilized the 
fixed-effect model. We conducted a subgroup analysis of 
antibiotic administration timing, grouping them as pre-
operative or postoperative. We conducted a sensitivity 
analysis using the leave-one-out model to account for sig-
nificant heterogeneity.

Adherence to the registered protocol
In the protocol registered in the PROSPERO register, 
it was not planned to conduct a subgroup analysis. We 
decided to conduct the subgroup analysis on the timing 
of antibiotic administration during the data extraction 
phase. This decision was made to investigate whether 
different timings might yield varied outcomes. Initially, 
we were unsure if the available data would support this 
analysis, which is why it was not included in the original 
study protocol registered on PROSPERO.

Clarity of the evidence
Two researchers evaluated the certainty of evidence using 
the Grading of Recommendations Assessment, Devel-
opment and Evaluation (GRADE) (2023) through the 
GRADE Pro online website tool (GRADEpro 2023). We 
assessed the quality of the evidence and the confidence 
in the effect estimates based on study design, risk of bias, 
inconsistency, indirectness, imprecision, and others. The 
scale was stratified as follows: high quality, which means 
no further research is needed and unlikely to change the 
confidence of the effects estimations; moderate quality, 
which means that further studies may affect the confi-
dence of the effects estimation; low quality, which means 
further research is likely to have a crucial impact on the 
confidence of the effects estimation and may change the 
estimation; and very low quality, which means that we 
cannot be certain about this estimation (Table 1).

Results
Search literature results
Our search resulted in a total of 4506 records; after the 
duplicates were removed, 1918 records entered the pro-
cess of title and abstract screening. Twenty-six articles 
were eligible for the full-text screening, and finally, seven 
studies (Jaafar et  al. 2020; Regimbeau et  al. 2014; Braak 
et al. 2022; Park et al. 2023; Kim et al. 2017; Loozen et al. 
2017; Santibañes et al. 2018) were available to enter our 
meta-analysis. The selection process of the included 
studies is shown in Fig. 1.

Characteristics of the included studies
Out of the seven studies, two were conducted in South 
Korea (Park et al. 2023; Kim et al. 2017), two in the Neth-
erlands (Braak et  al. 2022; Loozen et  al. 2017), and one 
in Argentina (Santibañes et al. 2018), France (Regimbeau 
et al. 2014), and Sweden (Jaafar et al. 2020). These stud-
ies encompassed a time frame spanning from 2009 to 
2021 and had a collective sample size of 1747 patients. 
Of these patients, 866 were administered antibiotics, 
while the remaining 881 patients constituted the con-
trol group. All included patients had mild to moderate 
AC. Laparoscopic cholecystectomy (LC) was the surgical 
technique employed in all of the studies included in the 
analysis. Regimbeau et al. (2014) utilized open cholecys-
tectomy in 6.8% (14 patients) in the antibiotic group and 
5.3% (11 patients) in the control group. Jaafar et al. (2020) 
included four patients who were initially scheduled to 
have LC; nevertheless, as a result of technical concerns, 
the surgeon decided to do an open surgical procedure 
instead. The summary of included studies and baseline 
characteristics are reported in Tables 2, and 3.
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Risk of bias assessment results
According to ROB2 (2023), four studies showed a low 
risk of bias (Braak et  al. 2022; Park et  al. 2023; Kim 
et al. 2017; Santibañes et al. 2018), while three showed 
a high risk (Jaafar et  al. 2020; Regimbeau et  al. 2014; 
Loozen et al. 2017). Jaffar et al. (2020) did not report 
some of the secondary outcomes as planned in their 
protocol, which introduces a significant risk of report-
ing bias. Loozen et al. (2017) had concerns regarding 
the randomization process; neither the patients nor 
the investigators were blinded to the allocation pro-
cess. Furthermore, the study conducted by Regimbeau 
et  al. (2014) revealed a higher proportion of patients 
with diabetes mellitus in the treatment group (27%) 
compared to the control group (13%). This discrep-
ancy raises concerns regarding potential biased allo-
cation and divergence from the planned study arm. 

The quality assessment of the included studies is 
shown in Fig. 2.

Postoperative infectious complications
Our analysis resulted in no significant difference regard-
ing total PIC (RR = 0.84 with 95% CI (0.63, 1.12), P = 0.23) 
(I2 = 0%, P = 0.67), preoperatively administered antibiot-
ics (RR = 0.69 with 95% CI (0.45, 1.08), P = 0.10) (I2 = 8%, 
P = 0.34), and postoperatively administered antibiotics 
(RR = 0.96 with 95% CI (0.66, 1.40), P = 0.85) (I2 = 0%, 
P = 0.88), as shown in Fig. 3.

Surgical site infection
There were no significant differences regarding total 
SSI (RR = 0.79 with 95% CI (0.56, 1.12), P = 0.19) 
(I2 = 0%, P = 0.44), preoperatively administered anti-
biotics (RR = 0.66 with 95% CI (0.27, 1.59), P = 0.06) 

Fig. 1  PRISMA flow diagram of the included studies



Page 6 of 14Elkasaby et al. Perioperative Medicine           (2024) 13:87 

Ta
bl

e 
2 

Su
m

m
ar

y 
of

 th
e 

in
cl

ud
ed

 s
tu

di
es

St
ud

y 
ID

Br
aa

k 
et

 a
l.2

02
2

Ja
af

ar
 e

t a
l. 

20
20

Pa
rk

 e
t a

l. 
20

23
Ki

m
 e

t a
l. 

20
17

Lo
oz

en
 e

t a
l. 

20
17

Re
gi

m
be

au
 e

t a
l. 

20
14

Sa
nt

ib
añ

es
 

et
 a

l. 
20

18

St
ud

y 
de

si
gn

Ra
nd

om
iz

ed
, c

on
-

tr
ol

le
d,

 o
pe

n-
la

be
l, 

cl
in

ic
al

 tr
ia

l

D
ou

bl
e-

bl
in

de
d,

 
pl

ac
eb

o-
co

nt
ro

lle
d,

 
ra

nd
om

iz
ed

 s
tu

dy

D
ou

bl
e-

bl
in

de
d,

pl
ac

eb
o-

co
nt

ro
lle

d,
ra

nd
om

iz
ed

 s
tu

dy

Ra
nd

om
iz

ed
co

nt
ro

lle
d

tr
ia

l

Ra
nd

om
iz

ed
 

co
nt

ro
lle

d,
 o

pe
n,

 
pa

ra
lle

l-g
ro

up
,

no
ni

nf
er

io
rit

y 
tr

ia
l

O
pe

n-
la

be
l, 

no
ni

n -
fe

rio
rit

y,
 ra

nd
om

iz
ed

 
cl

in
ic

al
 tr

ia
l

Si
ng

le
-c

en
te

r, 
ra

nd
om

ize
d,

 c
on

-
tro

lle
d,

 d
ou

bl
e-

bl
in

de
d 

tri
al

Co
un

tr
y

Th
e 

N
et

he
rla

nd
s

Sw
ed

en
So

ut
h 

Ko
re

a
So

ut
h 

Ko
re

a
Th

e 
N

et
he

rla
nd

s
Fr

an
ce

A
rg

en
tin

a

D
ur

at
io

n
Fr

om
 M

ar
ch

 2
01

6 
to

 F
eb

ru
ar

y 
20

20
Fr

om
 1

4 
D

ec
em

be
r 

20
09

 to
 4

 A
pr

il 
20

17
Fr

om
 M

ar
ch

 2
01

9 
to

 O
ct

ob
er

 2
02

1
Fr

om
 A

ug
us

t 2
01

5 
to

 A
pr

il 
20

16
Fr

om
 A

pr
il 

20
12

 
to

 O
ct

ob
er

 2
01

4
Fr

om
 M

ay
 2

01
0 

to
 A

ug
us

t 2
01

2
Fr

om
 F

eb
ru

ar
y 

20
14

 to
 M

ar
ch

 
20

17

In
cl

us
io

n 
cr

ite
ri

a
A

ll 
ad

ul
t p

at
ie

nt
s 

pr
es

en
tin

g 
w

ith
 A

CC
, 

in
 w

ho
m

 th
e 

in
te

n -
tio

n 
w

as
 to

 p
er

fo
rm

 
im

m
ed

ia
te

 L
C

, w
er

e 
as

se
ss

ed
 fo

r e
lig

i -
bi

lit
y

C
lin

ic
al

 a
nd

 ra
di

o-
lo

gi
ca

l s
ig

ns
 o

f A
C

 
gr

ad
es

 I 
an

d 
II 

su
ita

bl
e 

fo
r a

cu
te

 L
C

 
an

d 
ag

e 
≥

 1
8 

ye
ar

s

A
C

 g
ra

de
 I 

an
d 

IIa
 

pa
tie

nt
s, 

ac
co

rd
in

g 
to

 T
ok

yo
 G

ui
de

lin
es

 
20

18

Pa
tie

nt
s 

w
ith

 m
ild

 o
r

m
od

er
at

e 
A

CC
​

un
de

rg
oi

ng
 la

pa
ro

-
sc

op
ic

ch
ol

ec
ys

te
ct

om
y

A
du

lt 
pa

tie
nt

s 
su

ffe
r -

in
g 

fro
m

 m
ild

 A
CC

 
w

ith
 a

n 
A

cu
te

 P
hy

si
-

ol
og

y 
an

d 
C

hr
on

ic
 

H
ea

lth
Ev

al
ua

tio
n 

(A
PA

C
H

E)
 

II 
sc

or
e 

of
 6

 o
r l

ow
er

Pa
tie

nt
s 

ag
ed

 
18

 y
ea

rs
 o

r o
ld

er
 

w
ith

 m
ild

 (g
ra

de
 I)

 
or

 m
od

er
at

e 
(g

ra
de

 
II)

 A
CC

 (a
s 

de
fin

ed
 

by
 th

e 
To

ky
o 

co
ns

en
-

su
s 

m
ee

tin
g)

D
ia

gn
os

is 
of

 m
ild

 
or

 m
od

er
at

e 
AC

C
 

m
en

 a
nd

 n
on

-
pr

eg
na

nt
, n

on
-

la
ct

at
in

g 
w

om
en

 
be

tw
ee

n 
18

 
an

d 
85

 y
ea

rs
 

of
 a

ge
 w

ho
 

un
de

rg
o 

ea
rly

 L
C

Ex
cl

us
io

n 
cr

ite
ri

a
Pa

tie
nt

s 
w

ho
 p

re
-

se
nt

ed
 w

ith
 s

ev
er

e 
ch

ol
ec

ys
tit

is
, 

re
ce

iv
ed

 a
nt

ib
io

t -
ic

s, 
ac

al
cu

lo
us

 
ch

ol
ec

ys
tit

is
, a

lre
ad

y 
re

ce
iv

in
g 

or
 n

ee
di

ng
 

an
tib

io
tic

 tr
ea

tm
en

t 
fo

r a
 c

on
co

m
ita

nt
 

in
fe

ct
io

n 
or

se
ps

is
, p

ro
ve

n 
al

le
rg

y 
to

 c
ef

az
ol

in
, p

re
g -

na
nc

y,
 o

r a
n 

in
di

-
ca

tio
n 

fo
r E

RC
P 

on
 a

dm
is

si
on

O
ng

oi
ng

 s
ep

tic
em

ia
, 

pr
eg

na
nc

y,
bi

le
 d

uc
t o

bs
tr

uc
-

tio
n,

 c
on

tr
ai

nd
ic

a-
tio

n 
to

 L
C

,
tr

ea
tm

en
t 

w
ith

 a
nt

ib
io

tic
 

dr
ug

s 
w

ith
in

 2
4 

h,
 

an
d 

sy
m

pt
om

 d
ur

a -
tio

n 
lo

ng
er

 th
an

 5
 

da
ys

Im
m

un
od

efi
ci

en
cy

, 
co

nc
ur

re
nt

 o
pe

ra
tio

n 
on

 o
th

er
 o

rg
an

s, 
su

s -
pi

ci
on

 o
f m

al
ig

na
nc

y,
 

hi
st

or
y 

of
 p

re
vi

ou
s

up
pe

r a
bd

om
in

al
 

su
rg

er
y,

 s
us

pi
ci

on
 

of
 a

 h
ol

lo
w

 o
rg

an
 

in
ju

ry
, e

xp
lo

ra
tio

n 
of

 th
e 

co
m

m
on

 b
ile

 
du

ct
 o

r c
on

ve
rs

io
n 

to
 la

pa
ro

to
m

y 
du

r -
in

g 
th

e 
op

er
at

io
n

If 
th

e 
bo

un
da

ry
 

of
 th

e 
G

B 
w

as
 a

lre
ad

y 
di

ss
ol

ve
d 

ow
in

g 
to

 s
ev

er
e 

in
fla

m
-

m
at

or
y 

ch
an

ge
s 

in
 th

e 
w

al
l s

tr
uc

tu
re

, 
as

 in
 th

e 
ca

se
 o

f G
B 

pe
rf

or
at

io
n.

 A
ny

 
ev

id
en

ce
 o

f b
ile

 
pe

rit
on

iti
s 

du
r -

in
g 

th
e 

op
er

at
io

n.
 

Im
m

un
od

efi
ci

en
cy

, 
co

nc
ur

re
nt

 o
pe

ra
tio

n 
on

 o
th

er
 o

rg
an

s, 
su

s -
pi

ci
on

 o
f m

al
ig

na
nc

y,
 

hi
st

or
y

of
 p

re
vi

ou
s 

up
pe

r 
ab

do
m

in
al

 s
ur

ge
ry

, 
su

sp
ic

io
n 

of
 h

ol
lo

w
or

ga
n 

in
ju

ry
, o

r e
xp

lo
-

ra
tio

n 
of

 th
e 

co
m

m
on

 
bi

le
 d

uc
t o

r c
on

ve
r -

si
on

 to
 la

pa
ro

to
m

y 
du

rin
g 

th
e 

op
er

at
io

n

A
ge

 <
 1

8 
ye

ar
s, 

an
ti -

bi
ot

ic
s 

be
fo

re
 d

ia
g-

no
si

s 
of

 c
ho

le
cy

s-
tit

is
, k

no
w

n 
al

le
rg

y 
to

 c
ef

ur
ox

im
e 

or
 m

et
ro

ni
da

zo
le

, 
pr

eg
na

nc
y,

 in
di

ca
-

tio
n 

fo
r E

RC
P 

on
 a

dm
is

si
on

, a
bn

or
-

m
al

 li
ve

r t
es

t r
es

ul
ts

 
w

ith
 s

us
pi

ci
on

 
of

 a
cu

te
 c

ho
la

ng
iti

s

G
ra

de
 II

I s
ev

er
e 

A
CC

 
(w

ith
 a

n 
in

di
ca

tio
n 

of
 p

er
cu

ta
ne

ou
s 

tr
an

sh
ep

at
ic

 b
ili

ar
y 

dr
ai

na
ge

 o
r r

eq
ui

re
d 

em
er

ge
nc

y 
ch

ol
e -

cy
st

ec
to

m
y 

fo
r s

ep
tic

 
sh

oc
k,

 c
om

pl
ai

nt
s 

la
st

in
g 

fo
rm

 o
r m

or
e 

th
an

 5
 d

ay
s, 

co
m

-
m

on
 b

ile
 d

uc
t 

st
on

es
 d

is
co

ve
re

d 
at

 th
e 

tim
e 

of
 s

ur
-

ge
ry

, c
ho

la
ng

iti
s, 

bi
l-

ia
ry

 p
er

ito
ni

tis
, a

cu
te

 
pa

nc
re

at
iti

s, 
ci

rr
ho

si
s, 

su
sp

ec
te

d 
bi

lia
ry

 
ca

nc
er

, β
-la

ct
am

 
al

le
rg

y,
 a

nd
 p

re
gn

an
t 

or
 b

re
as

tfe
ed

in
g

H
yp

er
se

ns
iti

vi
ty

 
to

 a
m

ox
ic

ill
in

 
or

 c
la

vu
la

ni
c 

ac
id

 o
r l

ac
to

se
 

(u
se

d 
in

 p
la

-
ce

bo
); 

se
ve

re
 

A
CC

; m
od

er
at

e 
A

CC
 a

ss
oc

ia
te

d 
w

ith
 li

ve
r a

nd
/

or
 g

al
lb

la
dd

er
 

ab
sc

es
se

s, 
ch

ol
-

an
gi

tis
, o

r b
ile

 
pe

rit
on

iti
s, 

in
tr

ao
pe

ra
tiv

e 
fin

di
ng

s 
su

ch
 

as
 li

ve
r c

an
ce

r, 
liv

er
 m

et
as

ta
se

s, 
co

m
m

on
 b

ile
 

du
ct

 s
to

ne
s, 

or
 g

al
lb

la
dd

er
 

ca
rc

in
om

a,
 c

on
-

ve
rs

io
n 

to
 la

pa
-

ro
to

m
y,

 p
re

vi
ou

s 
tr

ea
tm

en
t 

w
ith

 a
nt

ib
io

tic
s 

fo
r >

 fi
ve

 d
ay

s, 
ac

tiv
e 

on
co

lo
gi

c 
di

se
as

es
, A

ID
S,

 
an

d 
tr

an
sp

la
nt

 
pa

tie
nt

s



Page 7 of 14Elkasaby et al. Perioperative Medicine           (2024) 13:87 	

Ta
bl

e 
2 

(c
on

tin
ue

d)

St
ud

y 
ID

Br
aa

k 
et

 a
l.2

02
2

Ja
af

ar
 e

t a
l. 

20
20

Pa
rk

 e
t a

l. 
20

23
Ki

m
 e

t a
l. 

20
17

Lo
oz

en
 e

t a
l. 

20
17

Re
gi

m
be

au
 e

t a
l. 

20
14

Sa
nt

ib
añ

es
 

et
 a

l. 
20

18

A
nt

ib
io

tic
N

am
e

Fi
rs

t-
ge

ne
ra

tio
n

ce
ph

al
os

po
rin

 
(c

ef
az

ol
in

)

Pi
pe

ra
ci

lli
n/

ta
zo

-
ba

ct
am

Fi
rs

t-
ge

ne
ra

tio
n 

ce
ph

al
os

po
rin

 
(c

ef
az

ol
in

)

Se
co

nd
-g

en
er

at
io

n 
ce

ph
al

os
po

rin
 (c

ef
ox

i-
tin

 s
od

iu
m

)

Ce
fu

ro
xi

m
e 

an
d 

m
et

-
ro

ni
da

zo
le

A
m

ox
ic

ill
in

/c
la

vu
-

la
ni

c 
ac

id
A

m
ox

ic
ill

in
/c

la
-

vu
la

ni
c 

ac
id

Ro
ut

e 
of

 a
dm

in
is

-
tr

at
io

n
In

tr
av

en
ou

sl
y

In
tr

av
en

ou
sl

y
In

tr
av

en
ou

sl
y

In
tr

av
en

ou
sl

y
In

tr
av

en
ou

sl
y

In
tr

av
en

ou
sl

y
O

ra
lly

D
os

ag
e

Si
ng

le
 d

os
e,

 2
 

g,
 1

5–
30

 m
in

 
be

fo
re

 s
ur

ge
ry

4 
g.

 A
s 

th
e 

tim
e 

be
tw

ee
n 

in
cl

us
io

n 
an

d 
th

e 
pr

oc
ed

ur
e 

va
rie

d,
 in

fu
si

on
s 

w
er

e 
gi

ve
n 

ov
er

 p
er

i -
od

s 
va

ry
in

g 
fro

m
 le

ss
 th

an
 

an
 h

ou
r t

o 
72

 h

Em
pi

ric
al

 a
nt

ib
io

tic
s, 

1 
g 

of
fir

st
-g

en
er

at
io

n 
ce

ph
al

os
po

rin
 

(c
ef

az
ol

in
)

A
ll 

pa
tie

nt
s 

re
ce

iv
ed

 
pr

eo
pe

ra
tiv

e 
an

ti -
bi

ot
ic

s 
w

ith
 1

.0
 g

 
of

 s
ec

on
d-

ge
ne

ra
tio

n 
ce

ph
al

os
po

rin
 (c

ef
ox

i -
tin

 s
od

iu
m

) t
hr

ee
 

tim
es

 a
 d

ay
 in

tr
av

e -
no

us
ly

 fr
om

 th
e 

tim
e 

of
 d

ia
gn

os
is

 o
f A

C
 

an
d 

re
ce

iv
ed

 a
 s

in
gl

e 
do

se
 o

f a
nt

ib
io

tic
s 

30
 

m
in

 b
ef

or
e 

su
rg

er
y.

 
Th

e 
sa

m
e 

an
tib

i -
ot

ic
 w

as
 ro

ut
in

el
y 

gi
ve

n 
on

ce
 m

or
e 

du
rin

g 
th

e 
op

er
at

io
n.

 
A

ft
er

 s
ur

ge
ry

, p
at

ie
nt

s 
w

er
e 

gi
ve

n 
ei

th
er

 th
e 

pl
ac

eb
o 

(g
ro

up
 A

) 
or

 p
os

to
pe

ra
tiv

e 
an

tib
io

tic
s 

(c
ef

ox
iti

n)
 

(g
ro

up
 B

). 
In

 g
ro

up
 B

, 
al

l p
at

ie
nt

s 
re

ce
iv

ed
 

1.
0 

g 
of

 c
ef

ox
iti

n 
th

re
e 

tim
es

 a
 d

ay
 p

os
to

p -
er

at
iv

el
y 

an
d 

th
en

 
sw

itc
he

d 
to

 o
ra

l p
ill

s 
(c

ef
ac

lo
r, 

25
0 

m
g

pe
r p

ill
, t

w
o 

tim
es

 a
 d

ay
)

O
nc

e 
in

cl
ud

ed
, 

pa
tie

nt
s 

re
ce

iv
ed

 
a 

si
ng

le
 p

ro
ph

yl
ac

tic
 

do
se

 o
f a

nt
ib

io
t -

ic
s 

15
–3

0 
m

in
 

be
fo

re
 s

ur
ge

ry
 

(c
ef

az
ol

in
 2

00
0 

m
g 

in
tr

av
en

ou
sl

y)
. T

he
 

an
tib

io
tic

 g
ro

up
 

w
as

 a
dm

itt
ed

 fo
r 3

 
da

ys
 a

ft
er

su
rg

er
y 

to
 re

ce
iv

e 
in

tr
av

en
ou

s 
ce

fu
ro

xi
m

e 
75

0 
m

g 
an

d 
m

et
ro

ni
da

-
zo

le
 5

00
 m

g 
th

re
e 

tim
es

 d
ai

ly

Th
e 

tr
ea

tm
en

t 
gr

ou
p 

re
ce

iv
ed

 
th

e 
sa

m
e 

an
tib

io
tic

 
re

gi
m

en
 th

re
e 

tim
es

 d
ai

ly
 fo

r 5
 

da
ys

. P
at

ie
nt

s 
w

ho
 

w
er

e 
no

t y
et

 e
at

-
in

g 
re

ce
iv

ed
 2

 
fla

sk
s 

of
 1

 g
/2

00
 

m
g 

in
tr

av
en

ou
sl

y,
 

an
d 

th
os

e 
w

ho
 c

ou
ld

 
ea

t r
ec

ei
ve

d 
2 

pi
lls

 
of

 1
 g

 e
ac

h.
 P

at
ie

nt
s 

di
sc

ha
rg

ed
 w

ith
in

 5
 

da
ys

 o
f s

ur
ge

ry
 c

om
-

pl
et

ed
 o

ra
l a

nt
ib

io
tic

 
tr

ea
tm

en
t a

t h
om

e

10
00

 m
g 

or
al

ly
 

ev
er

y 
8 

h 
fo

r 5
 

da
ys

 im
m

ed
i -

at
el

y 
af

te
r s

ur
-

ge
ry

Fo
llo

w
-u

p
30

 d
ay

s 
af

te
r c

ho
l -

ec
ys

te
ct

om
y

30
 d

ay
s 

po
st

op
er

a-
tiv

el
y

4 
w

ee
ks

 p
os

to
pe

ra
-

tiv
el

y
30

 d
ay

s
po

st
op

er
at

iv
el

y
30

 d
ay

s 
af

te
r c

ho
l-

ec
ys

te
ct

om
y

Fo
ur

 w
ee

ks
 p

os
to

p-
er

at
iv

el
y

30
 p

os
to

pe
ra

tiv
e 

da
ys

D
ia

gn
os

is
 o

f a
cu

te
 c

ho
le

cy
st

iti
s

Th
e 

di
ag

no
si

s 
A

C
 w

as
 e

st
ab

-
lis

he
d 

ac
co

rd
in

g 
to

 th
e 

To
ky

o 
G

ui
de

-
lin

es
 0

7

C
lin

ic
al

 a
nd

 ra
di

o -
lo

gi
ca

l s
ig

ns
 o

f a
cu

te
 

ch
ol

ec
ys

tit
is

 g
ra

de
s 

I a
nd

 II

Th
e 

di
ag

no
si

s 
of

 A
C

 w
as

 b
as

ed
 

on
 th

e 
To

ky
o 

G
ui

de
-

lin
es

 1
3

A
C

 w
as

 d
efi

ne
d 

ac
co

rd
in

g 
to

 th
e 

To
ky

o 
G

ui
de

-
lin

es

A
C

 w
as

 d
efi

ne
d 

ac
co

rd
in

g 
to

 th
e 

To
ky

o 
G

ui
de

-
lin

es

D
ia

gn
o -

si
s 

of
 m

ild
 

or
 m

od
er

at
e 

A
CC

 a
cc

or
di

ng
 

to
 th

e 
Re

vi
se

d 
To

ky
o 

G
ui

de
lin

es



Page 8 of 14Elkasaby et al. Perioperative Medicine           (2024) 13:87 

Ta
bl

e 
2 

(c
on

tin
ue

d)

St
ud

y 
ID

Br
aa

k 
et

 a
l.2

02
2

Ja
af

ar
 e

t a
l. 

20
20

Pa
rk

 e
t a

l. 
20

23
Ki

m
 e

t a
l. 

20
17

Lo
oz

en
 e

t a
l. 

20
17

Re
gi

m
be

au
 e

t a
l. 

20
14

Sa
nt

ib
añ

es
 

et
 a

l. 
20

18

D
es

cr
ip

tio
n 

of
 c

ho
le

cy
st

ec
to

m
y

LC
 u

si
ng

 th
e 

fo
ur

-
tr

oc
ar

 te
ch

ni
qu

e 
ac

co
rd

in
g 

to
 th

e 
gu

id
el

in
es

 
of

 th
e 

D
ut

ch
 S

oc
ie

ty
 

of
 S

ur
ge

ry
, w

hi
ch

 
in

cl
ud

ed
 e

st
ab

lis
h -

in
g 

th
e 

cr
iti

ca
l v

ie
w

 
of

 s
af

et
y

LC
, b

ut
 fo

ur
 p

at
ie

nt
s 

w
er

e 
in

cl
ud

ed
 b

as
ed

 
on

 th
e 

pr
im

ar
y 

in
te

nt
 to

 p
er

fo
rm

 
la

pa
ro

sc
op

ic
 c

ho
l -

ec
ys

te
ct

om
y,

bu
t t

he
 s

ur
ge

on
 

re
sp

on
si

bl
e 

fo
r t

he
 p

ro
ce

du
re

 
de

ci
de

d 
to

 d
o 

an
 

op
en

 p
ro

ce
du

re
 

fo
r t

ec
hn

ic
al

 re
as

on
s

In
 m

os
t c

as
es

, L
C

 
w

as
 p

er
fo

rm
ed

 
by

 th
e 

th
re

e-
tr

oc
ar

 
te

ch
ni

qu
e.

 A
 fo

ur
th

 
tr

oc
ar

 w
as

 a
dd

i -
tio

na
lly

 in
se

rt
ed

 
in

 s
pe

ci
al

 c
as

es
. A

ll 
th

e 
op

er
at

io
ns

 w
er

e 
pe

rf
or

m
ed

 b
y 

LC
-

sp
ec

ia
liz

ed
 s

ur
ge

on
s 

w
ho

 h
ad

 p
er

fo
rm

ed
 

m
or

e 
th

an
 1

00
0 

ca
se

s

In
 m

os
t c

as
es

, L
C

 
w

as
 d

on
e 

us
in

g 
th

e 
st

an
da

rd
 te

ch
-

ni
qu

e 
w

ith
 th

re
e 

tr
oc

ar
s. 

A
 fo

ur
th

 
tr

oc
ar

 w
as

 a
dd

iti
on

-
al

ly
 in

se
rt

ed
 in

 s
pe

ci
al

 
ca

se
s

LC
 w

as
 p

er
fo

rm
ed

 
by

 th
e

fo
ur

-t
ro

ca
r t

ec
h -

ni
qu

e,
 w

ith
 tr

an
se

c-
tio

n 
of

 th
e 

cy
st

ic
 

du
ct

 a
nd

 a
rt

er
y 

af
te

r r
ea

ch
in

g 
th

e 
cr

iti
ca

l v
ie

w
 

of
 s

af
et

y 
as

 d
es

cr
ib

ed
 

by
 S

tr
as

be
rg

Th
e 

su
rg

ic
al

 
ap

pr
oa

ch
 (l

ap
a -

ro
sc

op
ic

 o
r o

pe
n 

ch
ol

ec
ys

te
ct

om
y)

, 
in

tr
ao

pe
ra

tiv
e 

ch
ol

an
gi

og
ra

ph
y,

 
an

d 
ab

do
m

i -
na

l d
ra

in
ag

e 
w

er
e 

pe
rf

or
m

ed
 

ac
co

rd
in

g 
to

 e
ac

h 
su

rg
eo

n’
s 

pr
ef

er
-

en
ce

s 
an

d 
st

an
da

rd
 

pr
ac

tic
e

Th
e 

A
m

er
ic

an
 

te
ch

ni
qu

e 
fo

r L
C

 w
as

 u
se

d,
 

an
d 

in
tr

ao
pe

ra
-

tiv
e 

ch
ol

an
gi

o-
gr

ap
hy

 w
as

 u
se

d 
as

 a
 ro

ut
in

e 
in

 a
ll 

pa
tie

nt
s 

af
te

r h
av

-
in

g 
ac

hi
ev

ed
 

th
e 

“c
rit

ic
al

 v
ie

w
 

of
 s

af
et

y”

Ab
br

ev
ia

tio
ns

: A
CC

​ a
cu

te
 c

al
cu

lo
us

 c
ho

le
cy

st
iti

s, 
AC

 a
cu

te
 c

ho
le

cy
st

iti
s, 

LC
 la

pa
ro

sc
op

ic
 c

ho
le

cy
st

ec
to

m
y,

 E
RC

P 
en

do
sc

op
ic

 re
tr

og
ra

de
 c

ho
la

ng
io

pa
nc

re
at

og
ra

ph
y,

 A
ID

S 
ac

qu
ire

d 
im

m
un

od
efi

ci
en

cy
 s

yn
dr

om
e



Page 9 of 14Elkasaby et al. Perioperative Medicine           (2024) 13:87 	

(I2 = 63%, P = 0.10), and postoperatively administered 
antibiotics (RR = 0.98 with 95% CI (0.61, 1.56), P = 0.23) 
(I2 = 0%, P = 0.96), as shown in Fig. 4A. Also, there were 
no significant differences in each type of SSI: superfi-
cial SSI (RR = 0.97 with 95% CI (0.58, 1.64), P = 0.92) 
(I2 = 0%, P = 0.53), preoperatively administered antibiot-
ics (RR = 0.73 with 95% CI (0.36, 1.48, P = 0.38) (I2 = 0%, 
P = 0.44), and postoperatively administered antibiotics 
(RR = 1.37 with 95% CI (0.64, 2.94), P = 0.42) (I2 = 0%, 
P = 0.68), as shown in Fig.  4B; deep SSI (RR = 0.38 with 
95% CI (0.09, 1.52), P = 0.17) (I2 = 0%, P = 0.52), preop-
eratively administered antibiotics (RR = 0.17 with 95% 
CI (0.02, 1.40), P = 0.10) (I2 = 0%, P = 0.89), and postop-
eratively administered antibiotics (RR = 0.70 with 95% 
CI (0.11, 4.40), P = 0.70) (I2 = 19%, P = 0.27), as shown in 
Fig.  4C; organ and/or space SSI (RR = 0.64 with 95% CI 
(0.32, 1.26), P = 0.20) (I2 = 10%, P = 0.34), preoperatively 
administered antibiotics (RR = 1.19 with 95% CI (0.09, 

15.94), P = 0.89) (I2 = 67%, P = 0.08), and postoperatively 
administered antibiotics (RR = 0.69 with 95% CI (0.29, 
1.62), P = 0.39) (I2 = 0%, P = 0.65), as shown in Fig. 4D.

Distant infections
We found no significant difference in the total number of 
postoperative distant infections (RR = 1.01 with 95% CI 
(0.55, 1.88), P = 0.97) (I2 = 0%, P = 0.72) (I2 = 0%, P = 0.72), 
preoperatively administered antibiotics (RR = 3.68 with 
95% CI (0.61, 22.28), P = 0.16) (I2 = 0%, P = 0.87), and 
postoperatively administered antibiotics (RR = 0.85 with 
95% CI (0.44, 1.65), P = 0.64) (I2 = 0%, P = 0.89), as shown 
in Fig.  5A. Similarly, there were no significant differ-
ences in pneumonia (RR = 0.55 with 95% CI (0.17, 1.80), 
P = 0.33) (I2 = 0%, P = 0.64), preoperatively administered 
antibiotics (RR = 1.61 with 95% CI (0.20, 12.98), P = 0.66) 
(I2 = 0%, P = 0.63), and postoperatively administered 
antibiotics (RR = 0.34 with 95% CI (0.08, 1.41), P = 0.14) 

Table 3  Baseline characteristics of the included studies

a Data are presented as median and interquartile

Study ID Sample n (%) Age, year, mean (SD) Sex, female n (%) BMI, kg/m2, mean (SD)

Antibiotic Placebo Total Antibiotic Placebo Antibiotic Placebo Antibiotic Placebo

Braak et al. 
2022

226 231 457 58.0 (13.9) 57.5 (14.6) 119 (52.7) 114 (49.4) 28.8 (5.2) 28.7 (5.1)

Jaafar et al. 
2020a

42 48 90 48.5 (24) 49 (25) 24(57.1) 25(52.1) 27 (7) 28 (6)

Park et al. 
2023

125 (50.6) 122 (49.4) 247 51.6 (15.51) 52.4(13.71) 62 (49.6) 75 (61.5) 25 (3.47) 24.5 (3.79)

Kim et al. 
2017

93 95 188 52.1 (15.3) 52(15) 44(47.31) 49(51.58) 24.8 (3.4) 25 (4)

Loozen et al. 
2017 a

77 73 150 52 (66) 54 (58) 45 (58.4) 35 (48) - -

Regimbeau 
et al. 2014a

207 207 414 55 (75) 56 (74) 107(51.7) 103(49.8) - -

Santibañes 
et al. 2018

96 105 201 49.9 (14.7) 49.9 (14.3) 44(45.8) 57(54.3) 28.6 (5.2) 28.2 (4.3)

Fig. 2  Risk of bias assessment of the included studies according to Cochrane risk of bias assessment tool 2
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(I2 = 0%, P = 0.96), as shown in Fig. 5B. Our analysis did 
not show any significant difference in UTI (RR = 0.81 
with 95% CI (0.25, 2.64), P = 0.73) (I2 = 0%, P = 0.59), pre-
operatively administered antibiotics (RR = 3.07 with 95% 
CI (0.13, 74.87), P = 0.49) and postoperatively admin-
istered antibiotics (RR = 0.66 with 95% CI (0.19, 2.34), 
P = 0.52) (I2 = 0%, P = 0.56), as shown in Fig. 5C.

Non‑infectious complications
Our analysis indicated that there were no significant dif-
ferences in the overall incidence of postoperative non-
infectious complications (RR = 0.84 with 95% CI (0.64, 
1.11), P = 0.22) (I2 = 0%, P = 0.61), preoperatively admin-
istered antibiotics (RR = 0.85 with 95% CI (0.61, 1.17), 
P = 0.31) (I2 = 0%, P = 0.32), and postoperatively admin-
istered antibiotics (RR = 0.82 with 95% CI (0.46, 1.47), 
P = 0.51), (I2 = 0%, P = 0.46), as shown in Fig. 6A.

We found no significant difference in mortality 
(RR = 0.34 with 95% CI (0.04, 3.23), P = 0.35) (I2 = 0%, 
P = 0.99), preoperatively administered antibiotics 
(RR = 0.34 with 95% CI (0.01, 8.32), P = 0.51), and post-
operatively administered antibiotics (RR = 0.33 with 
95% CI (0.01, 8.14), P = 0.50), as shown in Fig. 6B.

The pooled result of the meta-analysis showed compara-
ble readmission rates in both groups (RR = 0.69 with 95% 
CI (0.43, 1.11), P = 0.13) (I2 = 0%, P = 0.92), preoperatively 
administered antibiotics (RR = 0.57 with 95% CI (0.30, 
1.07), P = 0.08) (I2 = 0%, P = 0.89), and postoperatively 
administered antibiotics (RR = 0.88 with 95% CI (0.44, 
1.78), P = 0.72) (I2 = 0%, P = 0.94), as shown in Fig. 6C.

Operation time showed no change with either group 
(MD = 0.98 min with 95% CI (-1.49, 3.45), P = 0.44) 
(I2 = 0%, P = 0.46), preoperatively administered antibiot-
ics (MD = -0.80 min with 95% CI (-4.05, 2.46), P = 0.63) 
(I2 = 16%, P = 0.27), and postoperatively administered 
antibiotics (MD = 3.40 min with 95% CI (-0.39, 7.20), 
P = 0.08) (I2 = 0%, P = 0.86), as shown in Fig. 6D.

Our results showed that the length of hospital stay was 
equal in both groups (MD = 0.89 day with 95% CI (-0.14, 
1.92), P = 0.09) (I2 = 98%, P < 0.00001), preoperatively 
administered antibiotics (MD = 3.67 day with 95% CI 
(-4.04, 11.37), P = 0.35) (I2 = 90%, P = 0.001), and postoper-
atively administered antibiotics subgroup (MD = 0.78 day 
with 95% CI (-0.55, 2.10), P = 0.25) (I2 = 98%, P < 0.00001), 
as shown in Fig.  6E. Heterogeneity within the postop-
eratively administered antibiotics were addressed when 
excluding results of Santibanes et  al. (2018) (I2 = 0%, 
P = 0.32), and the results did not change in this subgroup 
(MD = 0.21 day with 95% CI (-0.22, 0.48), P = 0.09).

Discussion
In this systematic review and meta-analysis, we aimed 
to assess the efficacy of perioperative antibiotic adminis-
tration in reducing PIC in patients with AC undergoing 
emergency cholecystectomy. We found no significant dif-
ference in total PIC, SSI, or any of its components sepa-
rately (superficial, deep, and organ or space SSI), distant 
infections or any of its components (pneumonia and 
UTI), non-infectious complications, mortality, hospital 
readmission, and operation time either with perioperative 

Fig. 3  Forest plot of total postoperative infectious complications
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antibiotic or with no antibiotic. Additionally, there was no 
difference in outcomes based on whether antibiotics were 
administered before or after surgery. The results of the 
pooled studies were homogenous in nearly all outcomes, 
which reflects the agreement of pooled results.

Braak et  al. (2022), Park et  al. (2023), Jaafar et  al. 
(2020), Kim et  al. (2017), Loozen et  al. (2017), Regim-
beau et al. (2014), and de Santibañes et al. (2018) found 
in their RCTs that there is no significant difference 
between the antibiotic and control groups regarding PIC. 
Choudhary et al. (2008) reported in their meta-analysis 
that there is no significant difference in total infection 
risk between the antibiotic and control group after emer-
gency cholecystectomy.

Regarding SSI, our results indicated that there is no 
statistically significant difference between the antibiot-
ics and control groups. These results are in line with the 
RCTs of Jaafar et  al. (2020), Kim et  al. (2017), Loozen 
et al. (2017), Regimbeau et al. (2014), and de Santibañes 
et al. (2018). Furthermore, Hajibandeh et al. (2019) con-
ducted a meta-analysis of four RCTs to assess the effec-
tiveness of antibiotics in reducing postoperative SSI and 
found no association. La Regina and colleagues (2019) 
reported in their meta-analyses of three RCTs that post-
operative antibiotics do not reduce SSI. However, Braak 
et  al. (2022) reported that SSI may have a higher pre-
dominance among the control group. It should be noted 
that the control group in Braak et al. (2022) had a higher 
white blood cell count upon admission, which could lead 
to biased observation.

In terms of distant infections, we found that there is 
no statistically significant difference between the anti-
biotic and control groups. Also, our results are aligned 
with Braak et  al. (2022), Choudhary et  al. (2008), and 
Hajibandeh et  al. (2019) regarding postoperative distant 
infections.

Fig. 4  Forest plot of surgical site infections. a Total surgical site 
infections; b superficial surgical site infection; c deep surgical site 
infection; d organ and/or space surgical site infection

Fig. 5  Forest plot of postoperative distant infections. a Total number 
of postoperative distant infections; b pneumonia; c urinary tract 
infection
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Although up to 20% of patients with AC may experi-
ence bacterial infection due to cystic duct obstruction 
and bile stasis, AC is still primarily an inflammatory 
process, and that may explain why antibiotic administra-
tion did not lead to lower rates of infection in our study 
or the literature van Dijk (2016). Moreover, in patients 
with positive bile culture, antibiotic treatment does not 
always prevent complications in patients with AC (Galili 
et  al. 2008). Despite the 2018 Tokyo guidelines (Gomi 
et  al. 2018) recommending the use of preoperative and 
intraoperative antibiotics for uncomplicated cholecystitis 
patients, the current study and existing literature suggest 
that such antibiotics do not provide protective benefits 
against infections. This raises concerns about the rou-
tine use of antibiotics in such procedures and calls for a 
reevaluation of current practices. Given these findings, it 
is crucial to adopt a cautious and selective approach to 
antibiotic use, particularly considering the growing chal-
lenge of antibiotic resistance (Llor and Bjerrum 2014). 
Instead, we recommend focusing on enhancing surgi-
cal techniques and providing quality postoperative care. 
These measures aim to improve patient outcomes while 
reducing the need for antibiotics.

Our research has significant implications for the econ-
omy, potentially reducing hospital stays and antibiotic 
expenses, easing the burden on healthcare systems, and 
preventing future antibiotic resistance. This supports 
the aims and goals of antibiotic stewardship programs 
(ASPs) (Karanika et  al. 2016). It highlights the need for 
a thoughtful approach to antibiotic use in cholecystec-
tomy procedures. These insights are important not only 
for medical professionals but also for healthcare quality 
improvement and sustainability researchers.

On the other hand, Yang et  al. (2021) conducted a 
meta-analysis on patients with mild to moderate chol-
ecystitis undergoing elective LC and reported that the 
administration of perioperative antibiotics could effec-
tively reduce infections, including SSI and distant infec-
tions. The reason why antibiotics show efficacy with 
patients undergoing elective LC in the study of Yang 
et al. (2021) but not here in our study on patients under-
going emergency cholecystectomy is a very interesting 
question. One reason could be credited to the different 
pathologies between acute and chronic cholecystectomy. 
In contrast, a long period of bile stasis in chronic chol-
ecystitis can predispose to organism growth; the rela-
tively short period of AC is not always associated with 
colonization or bacteriobilia. We hypnotize that this dif-
ferent outcome may be attributed to a distinct feature in 
Yang et al. (2021). They included 14 RCTs, and of them, 6 
(43%), including 2573 patients (59% of the meta-analysis 
sample size), were conducted in Asia, and a subgroup 
analysis found the antibiotics are effective in reducing 

Fig. 6  Forest plots of noninfectious morbidity and mortality. a The 
overall incidence of postoperative non-infectious complications; 
b mortality; c readmission; d operation time (minutes); e length 
of hospital stay (days)
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total infections (P = 0.003), SSI (P = 0.006), and distant 
infections (P = 0.005) only in studies from Asia, but not 
from Europe or America. The reason why antibiotics are 
effective in Asian patients is yet to be studied.

Interestingly, our investigation revealed a notable find-
ing: The utilization of antibiotics was associated with a 
25% increase in the duration of hospital stays. This find-
ing represents a good example of ASPs, which aim to 
improve antimicrobial use to improve patient outcomes, 
reduce antibiotic costs, and minimize the side effects 
associated with antimicrobial use, including drug resist-
ance. Additionally, certain cases might exhibit hypersen-
sitivity reactions to specific antibiotics, necessitating an 
extended stay for closer observation.

Furthermore, our study’s other outcomes showed no 
statistically significant differences concerning readmis-
sion rates, occurrences of non-infectious complications, 
and the duration of the surgical procedure. These results 
align with the findings from Hajibandeh et al. (2019).

Strengths
We are reporting a very important example of antimicro-
bial overuse with no obvious benefits in patients under-
going emergency cholecystectomy. We included seven 
RCTs, and their pooled results were homogenous, which 
robustness the agreement on the uselessness of antimi-
crobial treatment. We did a subgroup analysis depending 
on the time of antibiotic administration, and we found 
similar results, which was a limitation of a previous meta-
analysis (Hajibandeh et al. 2019).

Limitations
However, it is essential to acknowledge the limitations 
inherent in our study. Specifically, three of the included 
RCTs are potentially susceptible to bias. The previous bias 
might influence the robustness of our conclusions. Our 
meta-analysis only included RCTs published in English, 
potentially excluding relevant studies published in other 
languages. Also, some studies used different antibiotic reg-
imens. Braak et al. (2022) and Loozen et al. (2017) used 2 g 
of first-generation cephalosporin; Jaafar et al. (2020) used 
4 g of piperacillin/tazobactam, and Kim et al. (2017) used 
1.0 g of second-generation cephalosporin. While Park et al. 
(2023) used 1.0 g of first-generation cephalosporin, Regim-
beau et al. (2014) used an amoxicillin regimen, and Santi-
bañes et al. (2018) used an ampicillin/sulbactam regimen. 
These limitations may impact the overall comprehensive-
ness of our meta-analysis and underscore the necessity for 
cautious interpretation and consideration when evaluating 
the scope and applicability of our results. There were no 
studies that reported on the occurrence of antibiotic-asso-
ciated (pseudomembranous) colitis caused by Clostridium 
difficile. We were unable to conduct a subgroup analysis on 

the severity of AC as there were no sufficient data available. 
Two of the included studies (Jaafar et al. 2020; Regimbeau 
et  al. 2014) included patients undergoing open cholecys-
tectomy, which may introduce a confounding variable; 
however, the percentage was very small.

Conclusion
The current evidence on the administration of prophy-
lactic perioperative antibiotics in patients with mild to 
moderate acute cholecystitis did not show a significant 
reduction of postoperative infectious complications 
after emergency cholecystectomy. This meta-analysis 
recommends revising the current guidelines on the use 
of antibiotics in acute cholecystitis, especially with the 
growing challenges of antimicrobial resistance.

Abbreviations
AC	� Acute cholecystitis
PIC	� Postoperative infectious complications
RCTs	� Randomized controlled trials
AMSTAR-2	� Assessing the Methodological Quality of Systematic Reviews 2
PRISMA	� Preferred Reporting Items for Systematic Reviews and Meta-Analyses
PROSPERO	� International Prospective Register of Systematic Reviews
WOS	� Web of Science
ROB2	� Cochrane Collaboration Risk of Bias Assessment Tool 2
BMI	� Body mass index
SSI	� Surgical site infection
UTI	� Urinary tract infection
RR	� Risk ratio
CI	� Confidence interval
MD	� Mean difference
GRADE	� Recommendations Assessment, Development, and Evaluation 

of evidence
LC	� Laparoscopic cholecystectomy
ASPs	� Antibiotic stewardship programs

Supplementary Information
The online version contains supplementary material available at https://​doi.​
org/​10.​1186/​s13741-​024-​00441-4.

Supplementary  Material 1: Supplementary Table 1. Search strategy for 
each database. 

Acknowledgements
None.

Authors’ contributions
MHE was the lead author of this review, conceived and delineated the hypoth-
eses, designed the study, wrote the first draft, and edited the final manuscript. 
HE conceived and delineated the hypotheses, extracted data, and wrote the 
first draft. DCC and MAR took part in screening and data extraction and per-
formed quality of bias assessment. OE wrote the first draft and edited the final 
manuscript. IME and AG took part in screening and data extraction. MAR and AR 
performed data analysis. AR wrote the first draft and edited the final manuscript. 
All authors revised the final manuscript and accepted it for publication.

Funding
Open access funding provided by The Science, Technology & Innovation 
Funding Authority (STDF) in cooperation with The Egyptian Knowledge Bank 
(EKB). This research did not receive any funding.

Availability of data and materials
All raw data presented or analyzed in this article are available on request from 
the corresponding author.

https://doi.org/10.1186/s13741-024-00441-4
https://doi.org/10.1186/s13741-024-00441-4


Page 14 of 14Elkasaby et al. Perioperative Medicine           (2024) 13:87 

Competing interests
The authors declare no competing interests.

Declarations

Ethics approval and consent to participte
Non-applicable.

Consent for publication
Non-applicable.

Competing of interests
All authors report no competing interests.

Author details
1 Faculty of Medicine, Al-Azhar University, Cairo, Egypt. 2 Faculty of Medi-
cine, Tanta University, Tanta, Egypt. 3 General Surgery Department, Ministry 
of Health, Latakia, Syria. 4 Faculty of Medicine, Suez University, Suez, Egypt. 
5 Faculty of Medicine, Al-Azhar University, Damietta, Egypt. 6 Faculty of Medi-
cine, Ain Shams University, Cairo, Egypt. 7 Faculty of Medicine, South Valley Uni-
versity, Qena, Egypt. 8 Medical Research Group of Egypt (MRGE), Cairo, Egypt. 

Received: 2 February 2024   Accepted: 16 July 2024

References
Cao AM, Eslick GD, Cox MR. Early cholecystectomy is superior to delayed 

cholecystectomy for acute cholecystitis: a meta-analysis. J Gastrointest 
Surg. 2015;19(5):848–57.

Choudhary A, Bechtold ML, Puli SR, Othman MO, Roy PK. Role of prophy-
lactic antibiotics in laparoscopic cholecystectomy: a meta-analysis. J 
Gastrointest Surg. 2008;12(11):1847–53.

de Santibañes M, Glinka J, Pelegrini P, Alvarez FA, Elizondo C, Giunta 
D, et al. Extended antibiotic therapy versus placebo after laparo-
scopic cholecystectomy for mild and moderate acute calculous 
cholecystitis: a randomized double-blind clinical trial. Surgery. 
2018;S0039–6060(18):30030–8.

Galili O, Eldar S, Matter I, Madi H, Brodsky A, Galis I, et al. The effect of bactibilia 
on the course and outcome of laparoscopic cholecystectomy. Eur J Clin 
Microbiol Infect Dis off Publ Eur Soc Clin Microbiol. 2008;27(9):797–803.

Gallaher JR, Charles A. Acute Cholecystitis: A Review. JAMA. 
2022;327(10):965–75.

Gomez-Ospina JC, Zapata-Copete JA, Bejarano M, García-Perdomo HA. 
Antibiotic prophylaxis in elective laparoscopic cholecystectomy: a 
systematic review and network meta-analysis. J Gastrointest Surg off J 
Soc Surg Aliment Tract. 2018;22(7):1193–203.

Gomi H, Solomkin JS, Schlossberg D, Okamoto K, Takada T, Strasberg SM, 
et al. Tokyo Guidelines 2018: antimicrobial therapy for acute cholangitis 
and cholecystitis. J Hepato-Biliary-Pancreat Sci. 2018;25(1):3–16.

GRADE handbook [Internet]. [cited 2023 Oct 29]. Available from: https://​gdt.​
grade​pro.​org/​app/​handb​ook/​handb​ook.​html#h.​g2dqz​i9je5​7e

GRADEpro [Internet]. [cited 2023 Oct 21]. Available from: https://​www.​grade​pro.​org/.
Hajibandeh S, Popova P, Rehman S. Extended postoperative antibiotics 

versus no postoperative antibiotics in patients undergoing emergency 
cholecystectomy for acute calculous cholecystitis: a systematic review 
and meta-analysis. Surg Innov. 2019;26(4):485–96.

Indar AA, Beckingham IJ. Acute cholecystitis. BMJ. 2002;325(7365):639–43.
Jaafar G, Sandblom G, Lundell L, Hammarqvist F. Antibiotic prophylaxis in 

acute cholecystectomy revisited: results of a double-blind randomised 
controlled trial. Langenbecks Arch Surg. 2020;405(8):1201–7.

Kaplan U, Handler C, Chazan B, Weiner N, Hatoum OA, Yanovskay A, et al. 
The bacteriology of acute cholecystitis: comparison of bile cultures 
and clinical outcomes in diabetic and non-diabetic patients. World J 
Surg. 2021;45(8):2426–31.

Karanika S, Paudel S, Grigoras C, Kalbasi A, Mylonakis E. Systematic review 
and meta-analysis of clinical and economic outcomes from the imple-
mentation of hospital-based antimicrobial stewardship programs. 
Antimicrob Agents Chemother. 2016;60(8):4840–52.

Kim EY, Yoon YC, Choi HJ, Kim KH, Park JH, Hong TH. Is there a real role of 
postoperative antibiotic administration for mildmoderate acute chol-
ecystitis? A prospective randomized controlled trial. J Hepato-Biliary-
Pancreat Sci. 2017;24(10):550–8.

Kimura Y, Takada T, Kawarada Y, Nimura Y, Hirata K, Sekimoto M, et al. Defini-
tions, pathophysiology, and epidemiology of acute cholangitis and chole-
cystitis: Tokyo Guidelines. J Hepatobiliary Pancreat Surg. 2007;14(1):15–26.

La Regina D, Di Giuseppe M, Cafarotti S, Saporito A, Ceppi M, Mongelli 
F, et al. Antibiotic administration after cholecystectomy for acute 
mild-moderate cholecystitis: a PRISMA-compliant meta-analysis. Surg 
Endosc. 2019;33(2):377–83.

Llor C, Bjerrum L. Antimicrobial resistance: risk associated with antibiotic 
overuse and initiatives to reduce the problem. Ther Adv Drug Saf. 
2014;5(6):229–41.

Loozen CS, Kortram K, Kornmann VNN, Van Ramshorst B, Vlaminckx B, 
Knibbe CAJ, et al. Randomized clinical trial of extended versus single-
dose perioperative antibiotic prophylaxis for acute calculous cholecys-
titis. Br J Surg. 2017;104(2):e151–7.

Mazuski JE, Tessier JM, May AK, Sawyer RG, Nadler EP, Rosengart MR, et al. 
The surgical infection society revised guidelines on the management 
of intra-abdominal infection. Surg Infect. 2017;18(1):1–76.

Moher D, Liberati A, Tetzlaff J, Altman DG, PRISMA Group. Preferred report-
ing items for systematic reviews and meta-analyses: the PRISMA state-
ment. PLoS Med. 2009 Jul 21;6(7):e1000097.

Ouzzani M, Hammady H, Fedorowicz Z, et al. Rayyan—a web and mobile 
app for systematic reviews. Syst Rev. 2016;5:210. https://​doi.​org/​10.​
1186/​s13643-​016-​0384-4.

Park SE, Choi HJ, You YK, Hong TH. Clinical significance of preoperative antibiotic 
use in mild to moderate acute inflammatory gallbladder disease: a rand-
omized controlled trial. J Hepato-Biliary-Pancreat Sci. 2023;30(4):482–92.

Payen JL, Muscari F, Vibert É, Ernst O, Pelletier G. Lithiase biliaire. Presse Med. 
2011;40(6):567–80.

Regimbeau JM, Fuks D, Pautrat K, Mauvais F, Haccart V, Msika S, et al. Effect 
of postoperative antibiotic administration on postoperative infection 
following cholecystectomy for acute calculous cholecystitis. JAMA. 
2014;312(2):145–145.

RoB 2: A revised Cochrane risk-of-bias tool for randomized trials | Cochrane 
Bias [Internet]. [cited 2023 Oct 2]. Available from: https://​metho​ds.​
cochr​ane.​org/​bias/​resou​rces/​rob-2-​revis​ed-​cochr​ane-​risk-​bias-​tool-​
rando​mized-​trials.

Shaffer EA. Epidemiology and risk factors for gallstone disease: has the paradigm 
changed in the 21st century? Curr Gastroenterol Rep. 2005;7(2):132–40.

Sharma N, Garg PK, Hadke NS, Choudhary D. Role of prophylactic antibiotics 
in laparoscopic cholecystectomy and risk factors for surgical site infec-
tion: a randomized controlled trial. Surg Infect. 2010;11(4):367–70.

Shea BJ, Grimshaw JM, Wells GA, Boers M, Andersson N, Hamel C, et al. Devel-
opment of AMSTAR: a measurement tool to assess the methodological 
quality of systematic reviews. BMC Med Res Methodol. 2007;7(1):10.

van Braak WG, Ponten JEH, Loozen CS, Schots JPM, van Geloven AAW, Donk-
ervoort SC, et al. Antibiotic prophylaxis for acute cholecystectomy: 
PEANUTS II multicentre randomized non-inferiority clinical trial. Br J 
Surg. 2022;109(3):267–73.

van Dijk AH, de Reuver PR, Tasma TN, van Dieren S, Hugh TJ, Boermeester 
MA. Systematic review of antibiotic treatment for acute calculous 
cholecystitis. Br J Surg. 2016;103(7):797–811.

Vohra RS, Hodson J, Pasquali S, Griffiths EA. Effectiveness of antibiotic 
prophylaxis in non-emergency cholecystectomy using data from a 
population-based cohort study. World J Surg. 2017;41(9):2231–9.

Yan RC, Shen SQ, Chen ZB, Lin FS, Riley J. The role of prophylactic antibiotics 
in laparoscopic cholecystectomy in preventing postoperative infection: 
a meta-analysis. J Laparoendosc Adv Surg Tech A. 2011;21(4):301–6.

Yang J, Gong S, Lu T, Tian H, Jing W, Liu Y, et al. Reduction of risk of infection 
during elective laparoscopic cholecystectomy using prophylactic 
antibiotics: a systematic review and meta-analysis. Surg Endosc. 
2021;35(12):6397–412.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.

https://gdt.gradepro.org/app/handbook/handbook.html#h.g2dqzi9je57e
https://gdt.gradepro.org/app/handbook/handbook.html#h.g2dqzi9je57e
https://www.gradepro.org/
https://doi.org/10.1186/s13643-016-0384-4
https://doi.org/10.1186/s13643-016-0384-4
https://methods.cochrane.org/bias/resources/rob-2-revised-cochrane-risk-bias-tool-randomized-trials
https://methods.cochrane.org/bias/resources/rob-2-revised-cochrane-risk-bias-tool-randomized-trials
https://methods.cochrane.org/bias/resources/rob-2-revised-cochrane-risk-bias-tool-randomized-trials

	Antibiotic prophylaxis in emergency cholecystectomy for mild to moderate acute cholecystitis: a systematic review and meta-analysis of randomized controlled trials
	Abstract 
	Background 
	Methods 
	Results 
	Conclusion 

	Introduction
	Methods
	Search strategy
	Eligibility criteria
	Studies selection
	Quality assessment
	Data extraction
	Statistical analysis
	Adherence to the registered protocol
	Clarity of the evidence

	Results
	Search literature results
	Characteristics of the included studies
	Risk of bias assessment results
	Postoperative infectious complications
	Surgical site infection
	Distant infections
	Non-infectious complications

	Discussion
	Strengths
	Limitations

	Conclusion
	Acknowledgements
	References


