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Abstract: Surgical site infection occurs with high frequency in gastrointestinal surgery, contributing to
the high incidence of morbidity and mortality. The accepted practice worldwide for the prevention of
surgical site infection is providing single- or multiple-dose antimicrobial prophylaxis. However, most
suitable antibiotic and optimal duration of prophylaxis are still debated. The aim of the systematic
review is to assess the efficacy of antimicrobial prophylaxis in controlling surgical site infection
rate following esophagogastric surgery. PubMed and Cochrane databases were systematically
searched until 31 October 2021, for randomized controlled trials comparing different antimicrobial
regimens in prevention surgical site infections. Risk of bias of studies was assessed with standard
methods. Overall, eight studies concerning gastric surgery and one study about esophageal surgery
met inclusion criteria. No significant differences were detected between single- and multiple-dose
antibiotic prophylaxis. Most trials assessed the performance of cephalosporins or inhibitor of bacterial
beta-lactamase. Antimicrobial prophylaxis (AMP) is effective in reducing the incidence of surgical
site infection. Multiple-dose antimicrobial prophylaxis is not recommended for patients undergoing
gastric surgery. Further randomized controlled trials are needed to determine the efficacy and safety
of antimicrobial prophylaxis in esophageal cancer patients.

Keywords: surgical site infection; antimicrobial prophylaxis; esophageal surgery; gastric surgery

1. Introduction

Surgical site infection (SSI) represents a common cause of morbidity and mortality
occurring after gastrointestinal surgeries [1], with an average incidence of 10-25% reported
in recent literature [2].

Short-term use of antimicrobial prophylaxis (AMP), limited to the intraoperative
period or within 24 h postoperatively, prevents postoperative SSI in biliary and colorectal
surgery [3-8]. Despite recent advances in infection prevention efforts, the efficacy of AMP
in esophageal and gastric surgery remains debatable.

Another unsolved topic is the optimal duration of prophylaxis. Few randomized
controlled trials (RCTs) as well as prospective cohort studies have investigated the different
efficacy between short and extended AMP in upper gastrointestinal surgery.

Nevertheless, there is no worldwide accepted treatment standardization. Recently,
the US Centers for Disease Control and Prevention (CDC) and the Healthcare Infection
Control Practices Advisory Committee (HICPAC) emphasized the role of short-term AMP
in SSI prevention as a measure of quality of care in gastrointestinal surgery [9-11]. On
the other hand, extended AMP is still adopted in surgical practices, especially in Eastern
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countries, where extensive lymphadenectomy is routinely performed after surgery for
gastric cancer [12].

Short-term prophylaxis seems to be more attractive because it minimizes the outbreak
of multidrug-resistant bacteria and Clostridioides difficile disease [13], reduces the risk
of antibiotic-related adverse events [14-16] (i.e., allergic reactions, antibiotics-associated
diarrhea [17-20]), and is cheaper than long-term regimens [21].

Thus, the aim of this systematic review is to investigate the effectiveness of short-
compared to long-term AMP in the prevention of SSI in upper-GI surgery.

2. Results
2.1. Study Selection

The initial search produced 2011 studies, of which 1088 were excluded because of
duplication. The titles and abstracts of the remaining 913 records were screened by PICO
criteria and 18 studies fulfilled criteria for eligibility. Nine articles were excluded for the
following reasons: one was in Chinese language [22], five were abstract only [23-27], one
overlapped data, and two more were prospective observational studies not randomized
controlled [28,29] (Figure 1).
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Figure 1. PRISMA flow diagram.

After these analyses, a total of nine studies, from 1976 to 2017, were included for the
review. Six studies were performed in single centers (USA, Japan, Italy, UK) [30-35], while
three were multicenter in the Japanese population [36-38].

Eight studies included [30-34,36-38] patients who underwent gastric surgery, while
only one article showed results about esophageal surgery [35].
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2.2. Reported Outcomes
2.2.1. Antimicrobial Prophylaxis: Do’s or Don'ts

Stone et al. [30], in a cohort of 96 patients that underwent elective gastric surgery,
recorded a higher rate of SSI in cases who were untreated (22%) or given antibiotics
postoperatively (17%) rather than AMP-treated patients (9%). Similarly, Nichols et al. [31]
described the significant efficacy of AMP in SSI control after 39 gastroduodenal procedures,
using cephalosporins or placebo (35% vs. 5%, p < 0.001) (Table 1).

2.2.2. Types of Antibiotics

Six RCTs investigated the efficacy of cephalosporins, alone [30,31,34,36,38] or com-
bined with nitroimidazole [35], in prophylaxis for gastric and esophageal surgery, re-
spectively, while two studies focused on combined penicillin and inhibitor of bacterial
beta-lactamase [36,37]. In addition, Morris et al. [32] highlighted lower incidence of SSI
(p = 0.03) by using second-generation cephalosporin antibiotics (5%) instead of penicillin
(21%) in 78 patients, while Rodolico et al. [33] investigated the SSI rate administering
monobactams (0%) and aminoglycosides (27%) in 30 patients (p = 0.03) (Table 1).

2.2.3. Antimicrobial Regimen Selection in Gastric Surgery: Single- or Multiple-Dose

Three large RCTs [34,36,38], on patients undergoing open (95.5%) or laparoscopic
(4.5%) gastric surgeries, showed that single-dose first-generation cephalosporins were non-
inferior to long-term multiple-dose prophylaxis, resulting in equal SSI rate. Interestingly,
Mohri et al. reported in their trial the same efficacy in patients treated with combined
penicillin and inhibitor of bacterial beta-lactamase [36].

Similar results were described by Takagane et al. in a cohort of 464 patients: the
short-term multiple-dose combination of penicillin and inhibitor of bacterial beta-lactamase
was as effective as long-term prophylaxis in terms of the risk of occurrence of SSI after total
open gastrectomy (8.8% vs. 11%) [37].

Considering the subtypes of SSI (superficial incisional, deep incisional, and organ/space),
no differences were reported after the use of different regimens as stated in four RCTs
(Table 1).

2.2.4. Antimicrobial Regimen Selection in Esophageal Surgery: Single- or Multiple-Dose

Sharpe et al. [35] conducted their trial in two different populations: malignant esophageal
disease (129 patients) and functional esophageal disease (97 patients). In the first group,
three different regimens were compared (A: single-dose first-generation cephalosporins
and nitroimidazole; B: multiple-dose first-generation cephalosporins; C: multiple-dose
first-generation cephalosporins and nitroimidazole), resulting in 9.7%, 7.2%, and 2.2%
SSI rate, respectively. If considering B and C regimens as multiple-dose prophylaxis, a
non-significant difference arose in SSI rate compared with single-dose (9.4% vs. 9.7%).
In the functional disease group, only first-generation cephalosporins were administered,
achieving a 6.4% SSI rate with a single-dose and a 4% rate with a multiple-dose regimen.
(Table 1)

2.3. Quality Assessment

Among included RCTs, four resulted in moderate risk of bias [31-33,35], while five
were scored to be of low risk of bias [30,34,36-38], according to the Quality In Prognosis
Study (QUIPS) tool [39]. Only one trial presented a “high” methodological quality on all
items [34] (Figure 2).
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Table 1. Basic characteristics of each study included in this systematic review.

Study ID Study Number of Age . Duration
Year ! Country Period Participants (Years) Surgical Procedure Follow-Up I Cohort I Cohort Reported Outcomes
(I Coh/II Coh) (Days)
Patients were divided into four
treatment categories:
A = cefazolin being
Open approach . SSI:
USA 9% penape administered S h Group A = 1 (5%)
Stone, 1976 (single 1974-1976 (A =22; B =27; 47.6 (2-86) Elective admission Uncertain Bﬁre"f’Perf‘.t“{f Y D = not antibiotic. Group B =1 (4%)
center) C=24;D=23) B = ce azg n being Group C =4 (17%)
Gastric surgery admunistered just ‘p rior to Group D =5 (22%)
operation;
C = cefazolin being
administered after operation;
Patients received a total of 4 g
of cefamandole:
I coh: Patients received
. USA Open approach . SSI (p < 0.01):
Nichols, (single  1978-1980 (193/920) (3979 penae Uncertain = 281 hbeforeoperative  equal volumes of I Cohort =1 (5%)
center) . Gastroduodenal surgery mncisiony; mnert placebo at the 1T Cohort = 7 (35%)
(21-78) 1. 1g4and 8 h after same intervals.
incision.
Open approach
Incisional SSI:
. I Cohort =1 (2.5%)
Partial Patients received I Cohort = 5 (13%)
USA 78 gastr.ectolmy for Patients received cefuroxime meills?ﬂfhze;e“;iter Organ/space SSI:
Morris, 1984 (single Undefined (40/38) Undefined gastric u cer Uncertain 1.5 g after induction of inducti & ¢ I Cohort =1 (2.5%)
center) Total or distal anesthesia. nduction o II Cohort = 3 (8%)
gastrectomy for anesthesia. Overall SSI (p = 0.03):
cancer I Cohort =2 (5%)
Vagotomy and 11 Cohort = 8 (21%)

pyloroplasty
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Table 1. Cont.

Studv ID Stud Number of Ace Duration
Yezr ! Country Perioﬁ Participants (Yefrs) Surgical Procedure Follow-Up I Cohort II Cohort Reported Outcomes
(I Coh/II Coh) (Days)
Open approach Patients received a
pen app Patients received a total of 3 g total of 240 mg of
of aztreonam: gentamicin:
Icoh: 59 £+ 13
: Italy N - Total or subtotal . . SSI (p = 0.03):
Rofdgzlico, (single Undefined (153/015) i C()(l:'sl45§4:)t 12 gastrectomy Uncertain 1 & 30 min before - 80 mg 30 min I Cohort=0
center) ; 1. Gastro- surgery; before surgery 11 Cohort = 4 (27%)
(32-72) etunostom 1. 1g8and 16 h after 1. 80mg8and
Jeumo v surgery. 16 h after
2 Gastric Raphia
' surgery.
Open approach .
Patients received I C%Clsm_nﬁsgléo 9
Elective admission . . intraoperative ohort = ( . O)
Patients received 1 g of schedule and II Cohort = 11 (4.5%)
I coh: 68 (22-91) . cefazolin or 1.5 g of . Organ/Space SSI:
Mohri, 2007 Japan p 20012004 486 (243/243) 11 coh: 68 - Totalor distal 45 ampicillin-sulbactam before ~ 24ditional doses I Cohort = 12 (4.9%)
wihicente (23-90) gastrectomy surgical incision and every 3 h every II Cohort = 10 (4.1%)
1. Gastro- . . 12 h postoperatively,
o as intraoperative supplements. until a total of Overall SSI:
Jejunostomy 7 doses I Cohort = 23 (9.5%) !
2. Wedge resection . 1T Cohort = 21 (8.60/0)
o Incisional SSI:
lal:?arr)grslc(c?lfif (?1?;%) Patients received I Cohort = 14 (8.5%)
approach intraoperative Il Cohort =7 (4.3%)
Japan T coh: 68 (33-90) kP Patients received 1 g of schedui and an Organ/space SSI:
Haga, 2012 (single 2007-2010 325 (164/161) II coh: 68 Flective admission 30 cefazolin & additional 5 doses I Cohort =11 (6.7%)
center) (39-91) ’ II Cohort = 6 (3.7%)

Total or distal
gastrectomy

every
12 h postoperatively.

Overall surgical incision
I Cohort =15 (9.1%)
I Cohort = 10 (6.2%)

2.
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Table 1. Cont.

Study ID Study Nur‘n]‘aer of Age . Duration
Year ! Country Period Participants (Years) Surgical Procedure Follow-Up I Cohort II Cohort Reported Outcomes
(I Coh/II Coh) (Days)
Superficial incisional SSI:
I Cohort =1 (0.6%)
Patients received [ Cohort =5 (2.8%)
Open (96%) or intraoperative Deep incisional SSI:
P e Patients received 1 g of P I Cohort =0
Imamura, Japan T'coh: 66 (36-84) laparoscopic (47%) cefazolin before surgical schec.lule and II Cohort =0
2012 (multicenter) 2005-2007 355 (176/179) 1T coh: 65 approach 30 incision and every 3 h as cefazolin 1 g once Organ or space SSI:
(35-84) intr rativ lement after closure and I Cohort = 7 (4%) ’
Distal gastrectomy tniraoperative suppiements. twice daily for two nc (})1 Ot __11 5 10(7
postoperative days. 003;;11 SS<I'. )
I Cohort = 8 (4.6%)
II Cohort = 16 (8.9%)
Superficial SSI:
I Cohort = 3 (1.3%)
II Cohort = 2 (0.8%)
Deep SSI:
Takagane Japan Icoh: 65.5+9.2 Open approach Patients received 15 g Pla;i?gnatrsnrpeicceiiﬁf\d I Cf)}(fgﬁo—rt;((()) 8%)
2017 (multicenter) 2008-2012 464 (228/236) II coh: 64.7 + 10 30 ampicillin-sulbactam for 24 h sulbactam for 72 h Organ/space SSI:

Total gastrectomy

postoperatively.

postoperatively.

I Cohort =17 (7.5%)
II Cohort = 23 (9.7%)
Overall SSI:

I Cohort = 20 (8.8%)
II Cohort = 26 (11%) 3
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Table 1. Cont.
Number of Duration
Study ID, Country Stu'dy Participants Age Surgical Procedure Follow-Up I Cohort II Cohort Reported Outcomes
Year Period (Years)
(I Coh/II Coh) (Days)
When alimentary
tract was opened:
>B = cefoxitina1.5g
at induction of
anesthesia and then
Open approach cefoxitina 750 mg
twice-daily for four
Esophageal carcinoma When alimentary tract was days.lc 5: cefc:ixmna
(alimentary tract opened, patients were divided metror{i d%zac?le 1oat
opened): into three treatment categories: induction of &
A = cefoxitina 1.5 g and anesthesia. then SSI:
226 - Esophagectomy metronidazole 1 g at induction " : Group A =4 (9.7%)
UK : . cefoxitina 750 mg o
Sharpe, . . (A=41;,B=42; 1. Intubation . of anesthesia. . . Group B =3 (7.2%)
(single Undefined S 63.5 (24-86) Uncertain . twice-daily and B o
1992 C=46,D=47; 2. Esophagoplast When alimentary tract was not . Group C =1 (2.2%)
center) phagoplasty . 2 metronidazole
E =50) 3.  Benign disease opened, patients were divided . Group D =3 (6.4%)
nig . . 500 mg four times o
(alimentary tract into two treatment categories: er dav for Group E =2 (4%)
not opened): D = treated with cefoxitina pfour d}; <
4. Antireflux 1.5 g on induction of S
5. Myotomy for anesthesia. When alimentary
achalasia

tract was not
opened:

E = treated with
cefoxitina 1.5 g on
induction of
anesthesia, then
cefoxitina 750 mg
twice-daily for
two days.

! Three patients in the sin§
SSI and organ/space SSI.

le dose group had both incisional SSI and organ/space SSI. 2 Ten patients in the case group and three patients in the control group developed both incisional
One patient in the control group had both superficial SSI and organ/space SSI.
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Risk of bias domains
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Figure 2. Risk of bias summary: traffic light plot and summary plot.

3. Discussion
Results from our systematic review, based on only randomized studies, clearly show that:

Antimicrobic prophylaxis reduces SSI in upper-GI surgical patients;

Preoperative administration of antibiotics results in a more effective reduction in
SSI rate;

Single-dose is non-inferior to multiple-dose prophylaxis in terms of SSIs reduction rate;
Short-term prophylaxis shows the same effect of long-term prophylaxis in terms of the
risk of occurrence of SSI.

Recent literature shows SSI occurring in 10-25% of all abdominal surgical proce-
dures [2,40]. Based on National Nosocomial Infection System (NNIS) reports [41], SSI
represents the third most frequently reported nosocomial infection. The high incidence
is associated with significant rates of morbidity and mortality, prolonged length of stay,
and higher cost amongst hospitalized patients [42,43]. Thus, new AMP schemes, aiming
at reducing the risk of infectious complications after gastrointestinal surgery, have been
proposed.

Since the 1980s, several authors have studied the role of antibiotics to decrease the
risk of infectious complications in esophageal and gastric surgery. Both Stone [30] and
Nichols [31] focused on the efficacy of AMP in wound infections rate control compared
with no therapy, obtaining similar results to that presented in either biliary or colorectal
surgery [8,38,44].

However, the optimal antibiotic class was a matter of debate. Two RCTs, included in
this review, described the superiority of cephalosporin and monobactams [32,33], while
Takagane et al. conducted their trial administering ampicillin-sulbactam [37]. Nowadays,
monobactams are rarely used, probably due to their narrow-spectrum and a lower amount
of aerobic Gram-negative bacteria isolated from the abdominal cavity. On the contrary,
while first- or second-generation cephalosporins are mainly effective against Gram-positive
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bacteria, including S. aureus and S. epidermidis, ampicillin-sulbactam is also effective against
anaerobic pathogens. Nevertheless, both drugs showed good efficacy in reducing the
incidence of SSI.

Although the effectiveness of appropriate surgical AMP to prevent SSI in indicated
procedures was well established, an increasing body of evidence suggested that a single
pre-operative dose of antibiotic, with repeated administration intraoperatively when in-
dicated, might be as effective as a prolonged post-operative regimen [45]. In 1999, the
US CDC promulgated the first guidelines in gastrointestinal surgery, and recommended
to limit intravenous cefazolin antibiotics within the intraoperative period or within 24 h
postoperatively [3,46].

However, while prolonged exposure of antibiotics contributes to the emergence of mi-
crobial resistance and increased risk of allergic reactions [14-16] and kidney injury [47-49],
a single-dose regimen appears more economical and medically desirable. Moreover, the
administration of long-term AMP may result in antibiotics-associated diarrhea, whose
incidence varies from 10% to 30% [19,20]. Finally, the reasons behind the longer use of
antimicrobial prophylaxis did not seem to be evidence based.

In this regard, three large RCTs [34,36,38], conducted between 2007 and 2012 in Japan,
showed no significant difference between intra-operative and long-term AMP, in terms of
the overall incidence of SSI following gastric surgery. Similarly, Ohashi et al. led a prospec-
tive cohort study, resulting in the same incidences of both incisional and organ/space
SSI between single- and multiple-doses in open gastrectomy for gastric cancer [29]. The
unambiguous conclusion was that only administration before surgery (including additional
intraoperative treatment when surgery exceeds 3 h) is a valid means to reduce the risk of
occurrence of SSI.

Three criticisms emerge from these studies: (1) surgical drains may increase the risk of
occurrence of SSIs, (2) minimally invasive approach surgery may not expose the wound to
bacterial infection, (3) increased hospital readmission, due to occurrence of SSI, may delay
the start of adjuvant chemotherapy.

1.  Aninteresting meta-analysis [50] showed that the routine placement of drains was
not necessary in elective surgery for gastric cancer, because of higher incidence of
postoperative complication and longer hospital stay. Several authors, therefore, en-
couraged a drain-free strategy [51,52]. On the other hand, Haga et al. encountered no
change in incidence of incisional SSI at the drain sites or organ/space SSI around the
tips of the drains, advocating for placement of drains at the end of surgery [34].

2. Laparoscopy, in addition to accelerating recovery by decreasing pain and duration of
hospital stay, has been shown to be associated with a lower risk of SSI after colorectal
surgery [53-55]. To our knowledge, few studies compared laparoscopic and open
approaches. Minimally invasive surgery was found to be a protective factor for
SSI in gastric surgery [56]. In this review, the percentage of patients treated with
a laparoscopic approach was too low to draw strong conclusions, and no robotic
procedures have been reported yet.

3. The accepted consensus is to perform adjuvant chemotherapy in gastric cancer pa-
tients with advanced stages of disease or with pN+ [57]. Nevertheless, a considerable
number of patients do not start the therapy or drop out [58]. The minimally invasive
approach, early hospital discharge, and no post-operative complications appears to
have a great psychological impact and to improve therapeutic compliance [59,60]. On
the contrary, SSI occurrence involves long hospitalization, consistent use of antibi-
otics, and wound drainage or rigorous wound debridement when appropriate [61],
resulting in reduced adherence to chemotherapy.

In esophageal surgery, Sharpe’s trial [35] evaluated the efficacy of cefuroxime, due
to its broad-spectrum, associated to metronidazole only in cancer patients, to enhance
the anaerobic cover provided in more invasive procedures. Despite the use of combined
antibiotics and according to recent literature [44,62], the pulmonary infective complica-
tion rate was higher in patients that underwent total or partial esophageal resection for
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malignant disease rather than anti-reflux fundoplication or myotomy. On the other hand,
multiple-dose AMP was reported to be effective in preventing SSI, both in cancer and
functional disorders of the esophagus. However, most recent studies on a larger cohort of
patient encouraged the administration of multidrug single-dose rather than multiple-dose
AMP [62,63].

In 2016, WHO conducted a meta-analysis investigating the effect of AMP continuation
on SSI risk, and strongly recommended against post-operative continuation of AMP [64,65].

Then, in 2017, the CDC and the HICPAC published an update to their guidelines for
prevention of SSI [66,67]. They recommended that a single intravenous dose of preoperative
antimicrobial agents should be timed such that the bactericidal concentration is firmly
established in the serum and tissues at the time of initial surgical incision [68-71].

In 2018, the Japan Society for Surgical Infection (JSSI) published the most recent
guidelines for the prevention, detection, and management of SSI [44]. Treatment with
prophylactic antibiotics was mentioned in gastrointestinal surgery, and, although evidence
was limited, administration within 60 min before the surgical incision was preferred.
Furthermore, surveillance for more than 30 days after surgery was recommended, including
for discharged patients.

Despite this advice, a recent an European multicenter study and a global internet-
based point prevalence study found that AMP was still routinely continued for several
days after surgery [72]. Otherwise, Kao et al. suggested the SSI rate as reliable measure of
hospital quality [10].

This review included RCTs predominantly due to the highest level of evidence they
provide with only a few errors. Due to the scarcity of RCTs and other types of studies on
this topic, only a limited number of studies were found appropriate to be included for this
review. Additionally, although less recent studies cannot be discarded from the selection,
data interpretation could be affected by this bias. As most of the studies included in this
review were RCTs, the sample size in some of the studies was limited. Moreover, surgeons
were not masked to the treatment assignment of each patient and were responsible for
identifying any infections occurring after hospital discharge.

4. Conclusions

On the basis of our results, we suggest providing AMP during esophagogastric surgery,
and to reduce it within the intraoperative period, not exceeding two antimicrobial agents,
at the lowest efficacious and safe dose, in order to avoid the emergence of multi-drug
resistance. In view of lack of data in literature, further studies are needed to investigate the
optimal antimicrobial regimen in esophageal surgery. Additionally, other RCTs should be
designed to compare the efficacy AMP between open and minimally invasive approaches.

5. Materials and Methods
5.1. Searches

A comprehensive and systematic search of the literature was complied with the
recommendations of Cochrane Handbook for Systematic Reviews of Intervention [73] and
was reported in line with the Preferred Reporting Items for Systematic Review and Meta-
analysis (PRISMA) statement [74]. Additionally, the review was submitted to AMSTAR for
comprehensive quality score. This study did not require ethical approval and informed
consent as all analyses were based on previously published data.

The literature search was conducted in Pubmed and Cochrane databases includ-
ing all articles published until 31 October 2021. The medical subject headings (MeSH)

a7 Zan

and keywords “Antimicrobial prophylaxis”, “Antibiotic prophylaxis”, “Gastric surgery”,
“Esophageal surgery”, “Esophagogastric surgery”, “Surgical Site Infection”, “Wound Infec-
tion”, “Infective complications” were independently undertaken by two investigators (GEP,
LC). The keywords were used in all possible combinations to obtain the maximal number

of articles.
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5.2. Selection

The articles were then screened for the presence of the following defined eligibility cri-
teria according to the PICO format [75]: P—population: all patients undergoing esophageal
and gastric surgical treatment for any diseases; I and C—intervention and comparator:
intravenous antimicrobial prophylaxis; O—outcomes of interest: SSI.

Only published RCTs with full text in English language were included. The reference
lists of all selected publications were hand searched for additional relevant articles.

5.3. Data Extraction

Two independent reviewers (GEP, LC) screened the retrieved articles from the initial
literature search. Two reviewers (GEP, LC) further reviewed independently the eligibility
of studies in an abstract form, or if appropriate, in full text, by assessing if the inclusion
criteria and outcome measures were met.

Each author decided on trial inclusion using predetermined eligibility criteria:

RCTs;
Comparison between different doses (no-drug, single-dose if performed during surgery,
or multiple-dose if performed also postoperatively) of AMP for esophageal or gas-
tric surgery. Multiple-dose AMP were also distinguished in short-term (within 24 h
postoperatively) and long-term (beyond the first postoperative day) regimens;

e  Studies evaluating SSI, defined by Horan et al. and Mangram et al. [3,46].

Furthermore, the following exclusion criteria were defined:

Studies lacking full-text available and not published in English language;
RCTs were excluded if antibiotics were administered orally to perform an enteral
decontamination [76-78].

All detailed reasons for excluding studies were documented. Disagreements were
resolved by discussion between the two independent reviewers (GEP, LC); if no agreement
could be reached, a third member of the review team was consulted (LM). All identified
studies were saved in an Mendeley database.

The following data were recorded: mono- or multi-centricity, country of origin, year
of publication, study period, sample size, age of participants, surgical procedure, median
or mean duration of follow-up, treatment regimens for estimation of reported outcomes.

We contacted the authors for more detailed data if necessary.

5.4. Definition of Surgical Site Infection

Surgical site infection is defined as an infection occurring within 30 days after operation
and involving the skin and subcutaneous tissue of the incision (superficial incisional SSI)
and/or the deep soft tissue (for example, fascia, muscle) of the incision (deep incisional SSI)
and/or any part of the anatomy other than the incision that was opened or manipulated
during an operation (organ/space SSI) [15,44,79].

According to the CDC [3,36,46], at least one of the following criteria are required for
the diagnosis of SSI:

1.  Purulent drainage, with or without laboratory confirmation, from the incision;

2. Microorganism isolated from an aseptically obtained culture of fluid or tissue from
the incision;

3. At least one of the following signs or symptoms of infection: pain or tenderness,
localized swelling, redness, heat, or fever (>38 °C);

4.  Spontaneous wound dehiscence (superficial incisional SSI);

5. Abscess or other evidence of infection involving the fascia, muscle layer or the intra-
abdominal cavity found on direct examination, during reoperation, or by histopatho-
logical or radiological findings.
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5.5. Summary Measures

The outcome was to analyze the efficacy and optimal duration of AMP on the rate of
SSI after upper-GI surgery.

5.6. Quality Assessment

All eligible articles were independently evaluated by two reviewers (GEP, LC) for
risk of bias according to Quality In Prognosis Study (QUIPS) tool [39]. Risk of bias was
scored as low, moderate, or high for each domain, answering 3-7 prompting questions of
the following six items: study participation, study attrition, prognostic factor measurement,
outcome measurement, study confounding, and statistical analysis. A final grading of low
risk of bias was assigned when three or more of the six items were of “high” methodological
quality, while high risk of bias was considered when three or more of the six items resulted
to be of “low” methodological quality. Otherwise, a moderate risk of bias was scored. Any
reasons for disagreement on certain risk of bias items for a study were discussed and, if
no consensus was reached, a third reviewer (LM) was involved in order to obtain a final
agreement.
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