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Abstract: Surgical site infections (SSIs) are the most common healthcare-associated infections.
The appropriate use of Surgical Antibiotic Prophylaxis (SAP) is a key component to reduce SSIs,
while its inappropriate application is a major cause of some emerging infections and selects for
antibiotic resistance. We describe an Antimicrobial Stewardship (AMS) intervention on SAP
appropriateness. The prospective study was conducted in an Italian hospital, in 12 main surgical
units, and was organized in three subsequent phases, as follows. Phase 0: Definition of hospital
evidence-based guidelines and a new workflow to optimize the process of ordering, dispensing,
administering and documenting the SAP. Phase 1: We analysed 2059 elective surgical cases from
January to June 2018 for three SAP parameters of appropriateness: indication, choice and dose.
Phase 2: In July 2018, an audit was performed to analyse the results; we reviewed 1781 elective surgical
procedures from July to December 2018 looking for the same three SAP appropriateness parameters.
The comparative analysis between phases 1 and 2 demonstrated that the correct indication, the
correct dose and the overall compliance significantly improved (p-value 0.00128, p-value < 2.2·1016

and p-value < 5.6·1012 respectively). Our prospective study demonstrates a model of successful
antimicrobial stewardship intervention that improves appropriateness on SAP.

Keywords: surgical site infections; antimicrobial stewardship; surgical antibiotic prophylaxis;
appropriateness; healthcare-associated infections; antibiotic resistance
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1. Introduction

Surgical site infections (SSIs) are now the most common (20%) and costly of all hospital-acquired
infections. They represent a major clinical problem in terms of mortality, morbidity, length of stay and
overall costs. SSIs are a global priority also because 20%–35% of them are caused by antibiotic-resistant
strains [1,2].

The burden of infections in Europe is similar to the combined burden of three major infectious
diseases (influenza, tuberculosis and HIV), and about 75% of the total burden of infections with
antibiotic-resistant bacteria were associated with healthcare. Italy and Greece had a substantially
higher estimated burden of antibiotic-resistant bacteria than other EU and EEA countries [3].

The appropriate usage of Surgical Antibiotic Prophylaxis (SAP) significantly reduces the risk
of SSI [4,5], while the inappropriate usage increases SSIs, hospital costs and multidrug-resistant
strains [6–11].

For this reason, international and national guidelines have been developed to guide clinicians in
the optimal use of SAP [12–14].

Italy is one of the largest consumers of Broad-Spectrum Agents (BSAs) in Europe [15].
SAP contributes significantly to antibiotic consumption in Italy, as it accounts for 17.4% of all
antibiotics prescribed in acute care hospitals [16]. However, the overall compliance with guidelines
is poor and is associated with a high heterogeneity. Improvements in the appropriateness of SAP,
defined as the correct indication, drug dose, route, timing of administration and duration are the
major objectives of national health services. However, the means to achieve this goal have not yet
been defined.

Antimicrobial Stewardship (AMS) is a systematic approach to improve the appropriateness of
antimicrobial use in order to optimize the treatment of infections, to minimize the adverse effects
associated with antibiotic use and to reduce antimicrobial resistance, toxicity and costs [17,18].

The 2016 definition by the Society for Healthcare Epidemiology of America (SHEA) describes
AMS as a “set of coordinated strategies to improve the use of antimicrobial medications with the goal
to enhance patient health outcomes, reduce antibiotic resistance, and decrease unnecessary costs”.

There is no universally recognized intervention for improving SAP appropriateness: we describe,
in our prospective study, a successful AMS intervention on SAP appropriateness with a significant
improvement in overall compliance to guidelines.

2. Materials and Methods

Our prospective study was conducted at “Santa Maria” hospital, which is a tertiary hospital in
Terni, Umbria, Italy with 564 beds.

The AMS program at “Santa Maria” Hospital began in February 2016 as a multilevel program with
a comprehensive approach to improving the optimization of antibiotic use that is based on international
and national guidelines, but tailored to our hospital’s reality.

The AMS team has been in place from July 2018 and is a multidisciplinary team composed
of pharmacists, experts in infection control, anaesthesiologists/intensivists, microbiologists,
risk management specialists and surgeons, coordinated by infectivologists with expertise in
antimicrobial stewardship.

The study included elective surgical procedures performed in 2018 in our hospital in 12 main
surgical units (digestive surgery, endocrine surgery, general surgery, hepato-pancreato-biliary surgery,
thoracic surgery, urologic surgery, cardiac surgery, vascular surgery, breast surgery, neurosurgery,
orthopaedic surgery and ear-nose-throat surgery).

In our hospital the patients’ data were reported using an electronic health chart while the
information about the patients in the operating room were recorded using healthcare software
(https://www.dedalus.eu).

The study was conducted in three sequential phases: phase 0, phase 1 and phase 2.

https://www.dedalus.eu
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Phase 0. In April 2017, the AMS team together with surgeons, considering the international and
national guidelines, defined the Terni hospital evidence-based guidelines for the optimal use of SAP,
also synthesized in a pocket card.

To improve the organization and resolve the logistic problems, a new workflow was defined to
optimize the process of ordering, dispensing, administering and documenting the SAP.

A satellite pharmacy was created in the operative block, dispensing only the antibiotic planned
for SAP by hospital evidence-based guidelines reported in Table 1.

Table 1. Dose and half-life of antibiotics planned for Surgical Antibiotic Prophylaxis (SAP).

Drug Dose (Adult) Half-Life

Cefoxitin >50 kg 2 g IV
<50 kg 1 g IV 1 h

Cefazolin >50 kg 2 g IV
<50 kg 1 g IV 1.2–2.2 h

Cefuroxime 2 g IV 1 h

Clindamycin 600 mg IV 3 h

Gentamicin 3 mg/kg IV 1–2 h

Vancomycin 15 mg/kg IV
Max dose 1 G 4–6 h

Doxycycline 200 mg os before surgery (induced abortion) 6–12 h

Metronidazole 500 mg IV 8 h

Every antibiotic box was labelled by a barcode.
Step 1. The surgeon’s prescription is recorded in a computerized clinical chart.
Step 2. The patient arrives in pre-operating room.
Step 3. The nurse takes the antibiotic from the satellite pharmacy and traces the antibiotic by

barcode using a healthcare software program.
Step 4. The anaesthesiologist administers the antibiotic.
The workflow is reported in Figure 1.
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In December 2017, the Terni hospital evidence-based guidelines for the optimal use of SAP were
published on the hospital’s website [19].
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Educational and informative events about the Terni hospital guidelines and the new workflow
were organized.

Phase 1. Two authors (B.T., G.P.) analysed 2059 elective surgical procedures in the 12 surgical
wards from January to June 2018, looking for three SAP appropriateness parameters: indication, choice
and dose. The data are reported in Table 2. Phase 2. In July 2018, an audit involving surgeons,
nurses and anaesthesiologists was organized, concerning SAP prescription/administration and results
from January to June 2018. After review and evaluation of the data and a thorough discussion,
recommendations for improvement were issued.

Successively, the same two authors analysed 1781 elective surgical procedures from July to
December 2018 for the same three SAP appropriateness parameters: indication, choice and dose.
The data are reported in Table 2.

Table 2. Results of elective surgical procedures for 3 SAP parameters of appropriateness: indication,
choice, dose.

January–June 2018 July–December 2018 p-Value

Elective surgical procedures 2059 1781

Appropriate indication 73.6% (1516/2059) 77.8% (1386/1781) 0.00128

Appropriate antibiotic choice 78.4% (1188/1516) 78.4% (1087/1386) 0.4863

Appropriate dose 69.7% (828/1188) 83.8% (911/1087) <2.2 × 10−16

Overall compliance 40.2% (828/2059) 51.1% (911/1781) <5.6 × 10−12

3. Statistical Analysis

To test the effectiveness of the AMS intervention’s educational audit, percentages of compliance
with the recommendations in phase 1 and phase 2 were compared through the standard Pearson’s
Chi-squared test (software R-basic package v. 3.3.2), with a significance threshold of α = 0.05.

4. Results

In phase 1, from January to June 2018, 2059 elective surgical, consecutive procedures were
undertaken in 12 surgical wards.

The indication of antibiotic administration was in most cases appropriate, with a rate of 73.6%
(1516/2059).

The indication was inappropriate in 26.4% (543/2059) of cases as patients (98%) received a
prophylactic antibiotic, and it was also inappropriate if the American Society of Anaesthesiologists’
physical status classification (ASA score) was <3, because the indication to SAP required an ASA
score ≥ 3.

In 1516 elective surgical consecutive procedures the appropriate indication to SAP was evaluated.
The choice of antibiotic was appropriate with a rate of 78.4% (1188/1516). The most frequent
inappropriate choice of antibiotic was the utilization of cefazoline (first-generation cephalosporin)
instead of cefuroxime (second-generation cephalosporin).

In 1188 surgical procedures with an appropriate choice of antibiotic, the compliance to dose was
evaluated. The dose was appropriate with a rate of 69.7% (828/1188). In all cases, the inappropriate
dose of antibiotic was the administration of 1 g of cefazolin instead of 2 g.

The overall compliance for the 3 appropriateness SAP parameters evaluated was 40.2% (828/2,059).
In phase 2, after the audit, from July to December 2018, 1781 elective surgical consecutive

procedures were evaluated for compliance to the same three parameters of SAP appropriateness:
indication, choice and dose.

The indication to SAP was appropriate with a rate of 77.8% (1386/1781). The compliance with
appropriate choice of antibiotic was correct in 78.4% (1087/1386) of cases. In 911 of 1087 (83.8%) cases
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the compliance to dose was appropriate. The overall compliance for the three SAP appropriateness
parameters was 911/1781 (a rate of 51.1%).

In both phase 1 and phase 2, only antibiotics included in the guidelines were used. The most
frequently used antibiotic was cefazolin (90% of cases).

The comparative analysis between phases 1 and 2 indicates that the correct indication had a
significant improvement (p-value 0.00128), moving from 73.6% (correct indication in 1516/2059 patients)
in phase 1 to 77.8% (correct indication in 1386/1781 patients) in phase 2. The choice of antibiotic did
not show any significant improvement (p-value 0.4863), remaining almost the same: 78.4% (1188/1516)
in phase 1 versus 78.4% (1087/1386) in phase 2. The correct dosage significantly improved (p-value
< 2.2 × 10−16), moving from 69.7% (828/1188) in phase 1 to 83.8% (911/1087) in phase 2. The overall
compliance had a significant improvement (p-value < 5.6 10−12) passing from 40.2% (828/2059) in phase
1 to 51.1% (911/1781) in phase 2 (Figure 2).
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5. Discussion

This is the first prospective study in which not only the compliance of surgeons to local guidelines
for antibiotic prophylaxis was evaluated, but also the effectiveness of our AMS intervention to increase
the compliance to SAP in Italy.

Although national and local guidelines are developed and published more frequently, the
adherence in SAP has remained very low.

Most of the studies published in the literature are observational and retrospective, and they analyse
the compliance to SAP by reviewing medical charts. Only a few authors have reported some suggested
actions from the European Centre for Disease Prevention and Control (ECDC) to increase compliance:

- “Shifting the responsibility of SAP administration to the anaesthesiologist”.
- “Audit and feedback”.
- “Education/training”.
- “Implementation of standardized order form”.
- “Implementation of a multidisciplinary management team”.

One of the main actions of the ECDC, reported from Rodríguez-Caravaca et al. [20], was the
change of preoperative antibiotic administration from the surgeons to the anaesthesiologists and
perioperative nursing staff. The objectives of this change are represented by the achievement of a
proper timing and clearly defined roles/responsibilities for antibiotic administration. In effect, the early
or late antibiotic administration has always represented the Achilles’ heel of SAP. This problem is often
consequent to an unclear role of surgical and anaesthetics staff in the operating theatre. Physicians
and nurses do not have a lack of awareness about the need of the antibiotic prophylaxis. However,
there are some communication problems in NOTSS (non-technical skills for surgeons) and between the
different components of the operating team.
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Audits and feedback are the most common ECDC actions reported in the literature. In fact,
modern healthcare systems always track performance outcomes to look for ways to improve quality
of care.

The educational program is usually performed through meeting with hospital surgeons and
lectures about Surgical Antibiotic Prophylaxis (indication, type, timing of administration, dose
and duration).

The implementation of standardized order forms has been reported only from Garcia et al. [21],
suggesting the use of a specific prophylaxis kit.

In this study we performed all the five actions suggested by the ECDC to increase the compliance
in SAP. At present, the prospective realization and the complete adherence to ECDC guidelines may be
the most important results.

This study was designed by our hospital AMS team. It attempted to overcome the obstacles
preventing the implementation of adequate SAP by the definition of hospital guidelines on SAP with
the involvement of surgeons as well as the creation of a protocol which has standardized the workflow
and tried to overcome the organizational and logistical problems.

In our protocol, we have programmed all the ECDC actions:

1. The responsibility of SAP administration was shifted to the anaesthesiologists;
2. Audits with feedback on appropriateness of prescription were performed every six months;
3. Medical grand rounds were performed to promote the excellence and quality in Surgical

Antibiotic Prophylaxis;
4. The synergism with pharmacists permitted the organization of an operative block satellite

pharmacy for antibiotic prophylaxis; and
5. All the actions were performed by a multidisciplinary team.

In our study, the application of the five ECDC actions, the implementation of a model with a
definition of the workflow and accountability and the systematic collection of data by a surveillance
team granted a meaningful implementation of the compliance with a significant improvement of
appropriate indication (p-value 0.00128), appropriate dosage (p-value < 2.2 × 10−16) and overall
compliance (p-value <5.6 × 10−12) between phases 1 and 2.

The satellite pharmacy provided only eight types of antibiotics (cefazolin, clindamycin,
vancomycin, gentamicin, metronidazole, cefuroxime, cefoxitin and doxycycline), all quoted in local
hospital guidelines, without the possibility to prescribe other antibiotics, which led to a very high
utilization of cefazolin (90%). However, there was no significant improvement in the choice of antibiotic
(p-value 0.4863), therefore it will be necessary to organize more audits concerning the appropriateness
of the utilization of first- and second-generation cephalosporins.

We believe that more studies should analyse the effectiveness of the intervention instead of
evaluating only the compliance.

Our study has a limitation: we could not analyse the timing and the possible redosing of SAP.
Several studies have confirmed the relationship between the timing of SAP and SSI risk and the
importance of maintaining adequate antibiotic serum concentrations throughout the operation [21–27].
The monitoring of these two important parameters will also be included in our analysis in the
near future.

6. Conclusions

The appropriateness of SAP is a key component to reduce SSIs [28]. Approximately 15% of all
antibiotics in hospital are prescribed for SAP [29], and this can be a major cause of some emerging
infections [30,31] and of the selection of antibiotic resistance, increasing healthcare costs. Many
guidelines have been published, but the overall compliance remains poor. There is no universally
recognized intervention to improve the appropriateness of SAP. In this study we suggest an antimicrobial
stewardship intervention that seemed to improve appropriateness.



Antibiotics 2020, 9, 168 7 of 8

Author Contributions: Conceptualization, B.T., S.C., R.C.; methodology, software, validation, formal analysis,
investigation, data curation, B.T., G.P., M.C., A.C.; writing—original draft preparation, B.T.; writing—review and
editing, supervision, R.C., S.C., E.S., C.V., L.A.M., M.F., P.A., A.M., D.F., P.B., V.D. All authors have read and agreed
to the published version of the manuscript.

Funding: This research received no external funding.

Acknowledgments: We would like to express our gratitude to Domenico Palumbo for technical support.

Conflicts of Interest: The authors declare no conflicts of interest.

References

1. Ban, K.A.; Minei, J.P.; Laronga, C.; Harbrecht, B.G.; Jensen, E.H.; Fry, D.E.; Itani, K.M.; Dellinger, E.P.; Ko, C.Y.;
Duane, T.M. American College of Surgeons and Surgical Infection Society: Surgical Site Infection Guidelines,
2016 Update. J. Am. Coll. Surg. 2017, 224, 59–74. [CrossRef] [PubMed]

2. European Centre for Disease Prevention and Control (ECDC). Point Prevalence Survey of Health-caRe Associated
Infections and Antimicrobial Use in European Acute Care Hospitals; ECDC: Stockholm, Sweden, 2013.

3. Cassini, A.; Högberg, L.D.; Plachouras, D.; Quattrocchi, A.; Hoxha, A.; Simonsen, G.S.; Colomb-Cotinat, M.;
Kretzschmar, M.E.; Devleesschauwer, B.; Cecchini, M.; et al. Burden of AMR Collaborative Group.
Attributable deaths and disability-adjusted life-years caused by infections with antibiotic-resistant bacteria
in the EU and the European Economic Area in 2015: A population-level modelling analysis. Lancet Infect. Dis.
2019, 19, 56–66. [CrossRef]

4. Badia, J.M.; Casey, A.L.; Petrosillo, N.; Crosby, C.; Hudson, P.; Mitchell, S. Impact of surgical site infection on
healthcare costs and patient outcomes: A systematic review in six European countries. J. Hosp. Infect. 2017,
96, 1–15. [CrossRef] [PubMed]

5. Barker, F.G. Efficacy of prophylactic antibiotic therapy in spinal surgery: A meta-analysis. Neurosurgery 2002,
51, 391–400. [CrossRef] [PubMed]

6. Schmitt, C.; Lacerda, R.A.; Turrini, R.N.T.; Padoveze, M.C. Improving compliance with surgical antibiotic
prophylaxis guidelines: A multicenter evaluation. Am. J. Infect. Control 2017, 45, 1111–1115. [CrossRef]
[PubMed]

7. Askarian, M.; Moraweji, A.R.; Mirkhani, H.; Namazi, S.; Weed, H. Adherence to American Society of
Health-System Pharmacists Surgical Antibiotic Prophylaxis Guidelines in Iran. Infect. Control Hosp. Epidemiol.
2006, 27, 876–878. [CrossRef]

8. Van Disseldorp, J.; Slingenberg, E.J.M.H.; Matute, A.; Delgado, E.; Hak, E.; Hoepelman, I.M. Application of
guidelines on preoperative antibiotic prophylaxis in León, Nicaragua. Neth. J. Med. 2006, 64, 411–416.

9. Van Kasteren, M.E.E.; Mannien, J.; Kullberg, B.-J.; De Boer, A.S.; Nagelkerke, N.J.; Ridderhof, M.; Wille, J.C.;
Gyssens, I.C. Quality improvement of surgical prophylaxis in Dutch hospitals: Evaluation of a multi-site
intervention by time series analysis. J. Antimicrob. Chemother. 2005, 56, 1094–1102. [CrossRef]

10. Abdel-Aziz, A.; El-Menyar, A.; Al-Thani, H.; Zarour, A.; Parchani, A.; Asim, M.; El-Enany, R.; Al-Tamimi, H.;
Latifi, R. Adherence of Surgeons to Antimicrobial Prophylaxis Guidelines in a Tertiary General Hospital in a
Rapidly Developing Country. Adv. Pharmacol. Sci. 2013, 2013, 1–6. [CrossRef]

11. Ruscelli, P.; Renzi, C.; Polistena, A.; Sanguinetti, A.; Avenia, N.; Popivanov, G.; Cirocchi, R.; Lancia, M.;
Gioia, S.; Tabola, R. Clinical signs of retroperitoneal abscess from colonic perforation. Medicine 2018, 97,
e13176. [CrossRef]

12. SNLG17. Antibioticoprofilassi perioperatoria nell’adulto LINEA GUIDA. In Data di Pubblicazione: Settembre
2008 Data di Aggiornamento: Settembre; Istituto Superiore di Sanità: Roma, Italy, 2011.

13. Berríos-Torres, S.I.; Umscheid, C.A.; Bratzle, D.W.; Leas, B.; Stone, E.C.; Kelz, R.R.; Reinke, C.E.; Morgan, S.;
Solomkin, J.S.; Mazuski, J.E.; et al. Centers for Disease Control and Prevention Guideline for the Prevention
of Surgical Site Infection, 2017. JAMA Surg. 2017, 152, 784. [CrossRef] [PubMed]

14. Scottish Intercollegiate Guidelines Network. Antibiotic Prophylaxis in Surgery; July 2008, updated April 2014;
Healthcare Improvement Scotland: Edinburgh, Scotland, 2014.

15. Plachouras, D.; Kärki, T.; Hansen, S.; Hopkins, S.; Lyytikäinen, O.; Moro, M.L.; Reilly, J.; Zarb, P.; Zingg, W.;
Kinross, P.; et al. Antimicrobial use in European acute care hospitals: Results from the second point prevalence
survey (PPS) of healthcare-associated infections and antimicrobial use, 2016 to 2017. Eurosurveillance 2018,
23, 1800393. [CrossRef] [PubMed]

http://dx.doi.org/10.1016/j.jamcollsurg.2016.10.029
http://www.ncbi.nlm.nih.gov/pubmed/27915053
http://dx.doi.org/10.1016/S1473-3099(18)30605-4
http://dx.doi.org/10.1016/j.jhin.2017.03.004
http://www.ncbi.nlm.nih.gov/pubmed/28410761
http://dx.doi.org/10.1097/00006123-200208000-00017
http://www.ncbi.nlm.nih.gov/pubmed/12182777
http://dx.doi.org/10.1016/j.ajic.2017.05.004
http://www.ncbi.nlm.nih.gov/pubmed/28629754
http://dx.doi.org/10.1086/506405
http://dx.doi.org/10.1093/jac/dki374
http://dx.doi.org/10.1155/2013/842593
http://dx.doi.org/10.1097/MD.0000000000013176
http://dx.doi.org/10.1001/jamasurg.2017.0904
http://www.ncbi.nlm.nih.gov/pubmed/28467526
http://dx.doi.org/10.2807/1560-7917.ES.23.46.1800393
http://www.ncbi.nlm.nih.gov/pubmed/30458917


Antibiotics 2020, 9, 168 8 of 8

16. Dipartimento Scienze della Salute Pubblica e Pediatriche, Universit a di Torino. Secondo Studio di Prevalenza
Italiano sulle Infezioni Correlate All’assistenza e sull’uso di Antibiotici negli Ospedali per Acuti—Protocollo
ECDC [Point Prevalence Survey of Healthcare-Associated Infections and Antimicrobial Use in Acute Care
Hospitals]. Available online: http://www.salute.gov.it/imgs/C_17_pubblicazioni_2791_allegato.pdf (accessed
on 11 February 2019).

17. Sartelli, M.; Labricciosa, F.M.; Barbadoro, P.; Pagani, L.; Ansaloni, L.; Brink, A.; Carlet, J.; Khanna, A.K.;
Chichom-Mefire, A.; Coccolini, F.; et al. The Global Alliance for Infections in Surgery: Defining a model for
antimicrobial stewardship-results from an international cross-sectional survey. World J. Emerg. Surg. 2017,
12, 34. [CrossRef] [PubMed]

18. Goff, D.A.; Goldstein, E.J.C.; Gilchrist, M.; Nathwani, D.; Cheng, A.; Cairns, K.; Villegas, M.V.; Brink, A.;
Mendelson, M.; Escandón-Vargas, K.; et al. A global call from five countries to collaborate in antibiotic
stewardship: United we succeed, divided we might fail. Lancet Infect. Dis. 2017, 17, e56–e63. [CrossRef]

19. Procedura Aziendale per la Prevenzione delle Infezioni del sito Chirurgico e Antibioticoprofilassi
Perioperatoria nell’ Adulto. Available online: http://albo.aospterni.it/trasparenza_atti/portaldata/albo_
files/2678_delibera_1287_2017.pdf (accessed on 29 December 2017).

20. Rodríguez-Caravaca, G.; Gil-Yonte, P.; Risco-Risco, C.; Zamalloa, P.L.; Del Campo, M.C.V.; Cebrián, J.M.F.;
Valverde-Núñez, I.; Lucendo, A.J. Antibiotic prophylaxis in elective cholecystectomy: Protocol adequacy
and related outcomes in a retrospective single-centre analysis. Rev. Española de Enferm. Dig. 2016, 108, 15–19.
[CrossRef]

21. García, C.M.; Urbón, J.M.G.; Sanz, C.P.; Herranz, M.I.M. Auditing and Improving Surgical Antibiotic
Prophylaxis. Surg. Infect. 2018, 19, 679–683. [CrossRef]

22. World Health Organization. Global Guidelines for the Prevention of Surgical Site Infection; World Health
Organization: Geneva, Switzerland, 2016.

23. Bratzle, D.W.; Dellinger, E.P.; Olsen, K.M.; Perl, T.M.; Auwaerter, P.G.; Bolon, M.K.; Fish, D.N.;
Napolitano, L.M.; Sawyer, R.G.; Slain, D.; et al. Clinical Practice Guidelines for Antimicrobial Prophylaxis in
Surgery. Surg. Infect. 2013, 14, 73–156. [CrossRef]

24. De Jonge, S.W.; Gans, S.L.; Atema, J.J.; Solomkin, J.S.; Dellinger, P.E.; Boermeester, M. Timing of preoperative
antibiotic prophylaxis in 54,552 patients and the risk of surgical site infection. Medicine 2017, 96, e6903.
[CrossRef]

25. Steinberg, J.P.; Braun, B.I.; Hellinger, W.C.; Kusek, L.; Bozikis, M.R.; Bush, A.J.; Dellinger, E.P.; Burke, J.P.;
Simmons, B.; Kritchevsky, S. Timing of Antimicrobial Prophylaxis and the Risk of Surgical Site Infections.
Ann. Surg. 2009, 250, 10–16. [CrossRef]

26. Bertschi, D.; Weber, W.P.; Zeindler, J.; Stekhoven, D.; Mechera, R.; Salm, L.; Kralijevic, M.; Soysal, S.D.; Von
Strauss, M.; Mujagic, E.; et al. Antimicrobial Prophylaxis Redosing Reduces Surgical Site Infection Risk in
Prolonged Duration Surgery Irrespective of Its Timing. World J. Surg. 2019, 43, 2420–2425. [CrossRef]

27. O’Sullivan, C.T.; Rogers, W.; Ackman, M.; Goto, M.; Hoff, B. Implementation of a multifaceted program to
sustainably improve appropriate intraoperative antibiotic redosing. Am. J. Infect. Control. 2019, 47, 74–77.
[CrossRef] [PubMed]

28. Sinha, B.; Van Assen, S.; Friedrich, A.W. Important issues for perioperative systemic antimicrobial prophylaxis
in surgery. Curr. Opin. Anaesthesiol. 2014, 27, 377–381. [CrossRef] [PubMed]

29. Ansari, F.; Erntell, M.; Goossens, H.; Davey, P.; ESAC II Hospital Care Study Group. The European
Surveillance of Antimicrobial Consumption (ESAC) Point-Prevalence Survey of Antibacterial Use in 20
European Hospitals in 2006. Clin. Infect. Dis. 2009, 49, 1496–1504. [CrossRef] [PubMed]

30. Robert, J.; Péan, Y.; Varon, E.; Bru, J.-P.; Bédos, J.P.; Bertrand, X.; Lepape, A.; Stahl, J.-P.; Gauzit, R. Point
prevalence survey of antibiotic use in French hospitals in 2009. J. Antimicrob. Chemother. 2012, 67, 1020–1026.
[CrossRef]

31. Slimings, C.; Riley, T.V. Antibiotics and hospital-acquired Clostridium difficile infection: Update of systematic
review and meta-analysis. J. Antimicrob. Chemother. 2013, 69, 881–891. [CrossRef]

© 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://www.salute.gov.it/imgs/C_17_pubblicazioni_2791_allegato.pdf
http://dx.doi.org/10.1186/s13017-017-0145-2
http://www.ncbi.nlm.nih.gov/pubmed/28775763
http://dx.doi.org/10.1016/S1473-3099(16)30386-3
http://albo.aospterni.it/trasparenza_atti/portaldata/albo_files/2678_delibera_1287_2017.pdf
http://albo.aospterni.it/trasparenza_atti/portaldata/albo_files/2678_delibera_1287_2017.pdf
http://dx.doi.org/10.17235/reed.2015.3870/2015
http://dx.doi.org/10.1089/sur.2018.097
http://dx.doi.org/10.1089/sur.2013.9999
http://dx.doi.org/10.1097/MD.0000000000006903
http://dx.doi.org/10.1097/SLA.0b013e3181ad5fca
http://dx.doi.org/10.1007/s00268-019-05075-y
http://dx.doi.org/10.1016/j.ajic.2018.06.007
http://www.ncbi.nlm.nih.gov/pubmed/30037659
http://dx.doi.org/10.1097/ACO.0000000000000097
http://www.ncbi.nlm.nih.gov/pubmed/24979069
http://dx.doi.org/10.1086/644617
http://www.ncbi.nlm.nih.gov/pubmed/19842976
http://dx.doi.org/10.1093/jac/dkr571
http://dx.doi.org/10.1093/jac/dkt477
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Statistical Analysis 
	Results 
	Discussion 
	Conclusions 
	References

