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Background: Antimicrobial stewardship (AMS) programmes in hospitals support optimal antimicrobial use by
utilizing strategies such as restriction policies and education. Several systematic reviews on digital interventions
supporting AMS have been conducted but they have focused on specific interventions and outcomes.

Objectives: To provide a systematic overview and synthesis of evidence on the effectiveness of digital interven-
tions to improve antimicrobial prescribing and monitoring in hospitals.

Methods: Multiple databases were searched from 2010 onwards. Review papers were eligible if they included
studies that examined the effectiveness of AMS digital interventions in an inpatient hospital setting. Papers
were excluded if they were not systematic reviews, were limited to a paediatric setting, or were not in English.

Results: Eight systematic reviews were included for data extraction. A large number of digital interventions were
evaluated, with a strong focus on clinical decision support. Due to the heterogeneity of the interventions and
outcome measures, a meta-analysis could not be performed. The majority of reviews reported that digital inter-
ventions reduced antimicrobial use and improved antimicrobial appropriateness. The impact of digital interven-
tions on clinical outcomes was inconsistent.

Conclusions: Digital interventions reduce antimicrobial use and improve antimicrobial appropriateness in hos-
pitals, but no firm conclusions can be drawn about the degree to which different types of digital interventions
achieve these outcomes. Evaluation of sociotechnical aspects of digital intervention implementation is limited,
despite the critical role that user acceptance, uptake and feasibility play in ensuring improvements in AMS are

achieved with digital health.

Introduction

Antimicrobial stewardship (AMS) is a term used to describe pro-
grammes aimed at optimizing antimicrobial use, ultimately im-
proving patient outcomes, and reducing adverse consequences
including antimicrobial resistance, in a cost-effective way.* AMS
programmes are typically hospital-wide and multifaceted, in-
cluding strategies such as prescribing guidelines, formularies
and approval systems, post-prescription audit and feedback,
and point-of-care interventions.! A plethora of studies have
been published evaluating the impact of different AMS pro-
grammes and interventions on antimicrobial prescribing and pa-
tient outcomes.”® A range of outcome measures including
antimicrobial use, cost, resistance patterns, secondary infections,
patient outcomes (e.g. mortality and length of stay) and

readmission rates have been used by studies to assess the im-
pact of AMS in hospitals.* AMS programmes have been shown
to reduce inappropriate antimicrobial use, hospital length of
stay, costs, rates of resistance and hospital-acquired infec-
tions.>>~’

The use of digital interventions within AMS programmes is re-
commended by international guidelines.”” AMS processes that
were traditionally paper-based are gradually becoming compu-
terized with the increasing implementation of information tech-
nology in hospitals. Many AMS programme barriers previously
cited in the literature can potentially be addressed with the use
of digital interventions. For example, difficulty identifying pa-
tients receiving suboptimal therapy and difficulty communicat-
ing recommendations to prescribers were barriers to
undertaking audit and feedback.'® These can be overcome with
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computerized provider order entry (CPOE) systems or electronic
medical records (eMRs), which allow an AMS team to easily iden-
tify patients on an antimicrobial and enter notes into the system
to document and communicate recommendations to prescri-
bers. Integrating restriction policies and implementing guidelines
can also be done more efficiently with the use of CPOE'®*? and
clinical decision support (CDS). For example, an alert signalling
de-escalation to narrower-spectrum agents can assist prescri-
bers in making appropriate antimicrobial choices at the point of
prescribing.’® Despite these benefits, research has also identified
a range of challenges and risks associated with the use of AMS
digital interventions. For example, implementing too many CDS
alerts can lead to alert fatigue,** many stand-alone systems do
not interface with existing clinical information systems, and digit-
al interventions are not always user-friendly.!> These issues can
hamper uptake of systems and so reduce effectiveness of digital
interventions in practice.®

Hospital-based AMS interventions and digital interven-
tions supporting AMS*®72 have been the focus of previous re-
views. These reviews have focused on specific types of
interventions, like CDS, or specific outcome measures. It would
therefore be challenging for those selecting or purchasing AMS
digital interventions, or those embarking on an evaluation of
digital interventions, to synthesize this available information
and evidence. We set out to perform a review of reviews. The ob-
jective of the current study was to provide a systematic over-
view and synthesis of the evidence on the effectiveness of
digital interventions to improve antimicrobial prescribing and
monitoring in hospitals. Specifically, we aimed to answer three
questions: (1) What digital interventions are used in hospitals
to improve antimicrobial prescribing and monitoring? (2) What
outcome measures are used to evaluate the effectiveness of
digital interventions designed to improve antimicrobial prescrib-
ing and monitoring? and (3) How effective are digital interven-
tions in improving antimicrobial prescribing and monitoring in
hospitals?

1-3,16,17

Methods

Eligibility criteria

Systematic review papers were eligible if they included studies examining
the effectiveness of digital interventions related to antimicrobial prescrib-
ing and monitoring of antimicrobial use in an inpatient hospital setting.
Papers were excluded if they did not include a clearly defined search
strategy (i.e. were not systematic) or they were not in English. Reviews
limited to paediatric settings were also excluded due to the unique chal-

lenges associated with prescribing and monitoring antimicrobials in this
context.?!

Information sources and search strategy

The following databases were searched: MEDLINE, Embase, Scopus,
CINAHL and the Cochrane Database of Systematic Reviews. The search
was limited to reviews from 2010 onwards as recent systematic reviews
would have included papers from older systematic reviews and contained
the most up-to-date information. Keywords and subject headings relat-
ing to ‘information technology’ and ‘antimicrobials’ were defined for
each database. The database search terms are provided in Table S1, avail-
able as Supplementary data at JAC Online. The search was conducted on
12 June 2020 and updated on 14 October 2021.

Study selection

The study selection process is depicted in Figure 1. Papers were imported
into Endnote and duplicates were removed. Two researchers independ-
ently screened the remaining titles and abstracts based on the eligibility
criteria. Researchers met to discuss discrepancies until consensus was
reached. Any titles or abstracts that the researchers were unsure of
were included for full-text review. Full text of the remaining 45 potentially
relevant papers were retrieved and reviewed independently by two re-
searchers. Discrepancies were discussed and consensus was reached
on included systematic reviews.

Data extraction

Conducting a meta-analysis was not possible due to heterogeneity of in-
terventions and outcomes. We therefore undertook a meta-summary,
which is viewed to be an appropriate method when integrating variable
quantitative and qualitative evidence.??

Data were extracted into an Excel spreadsheet by one researcher and
reviewed independently by a second researcher. A third researcher with a
pharmacy background also reviewed the data for clarity and accuracy of
categorization. General information about the reviews was extracted,
such as setting, review objective, sources and number of included papers.
For reviews that included data summary tables for their included papers,
digital interventions and outcome measures were extracted from these
tables. When tables were not available, digital interventions and outcome
measures were extracted from the results section in each review. Data on
the effectiveness of the digital interventions were also extracted from the
results section of the reviews.

Quality assessment

The Assessment of Multiple Systematic Reviews 2 (AMSTAR 2)%* was used
to assess the quality of the systematic reviews. AMSTAR 2 is a 16-item
checklist that allows for the critical appraisal of systematic reviews spe-
cifically related to healthcare interventions. It is a validated tool and
was chosen as it can be used for systematic reviews and/or
meta-analyses that include both randomized controlled trials and non-
randomized studies of interventions.?>~2> Two researchers independently
applied the AMSTAR 2 checklist to the reviews and met to discuss discrep-
ancies until a consensus was reached on the quality of the reviews. As
AMSTAR 2 does not have a numerical scoring system, the overall quality
of papers was determined by the number of critical and non-critical flaws
(see Table S2). Overall confidence in the results of reviews was rated as
high, moderate, low or critically low, as suggested by Shea et al.??

Results
Review selection

The database search returned 454 papers. Titles and abstracts of
records were screened and excluded based on exclusion criteria,
from which we retrieved 45 papers for full-text review. After
screening, eight papers met the inclusion criteria and data
were extracted for analysis (see Figure 1).

Review characteristics

The characteristics of the included reviews are presented in
Table 1. Review papers reported results from between 34 and
143 studies. The majority of reviews (n=5) were specific to anti-
biotics and all were published in the last 5 years.

Results of the AMSTAR 2 quality assessment are presented in
Table S2. Three reviews were rated as moderate, two low and
three critically low quality. All reviews reported potential sources
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Figure 1. PRISMA flow diagram. This figure appears in colour in the online version of JAC and in black and white in the print version of JAC.

of conflict; most performed the search study selection in dupli-
cate (h=7) and provided a discussion of the heterogeneity ob-
served in the review results (n=6). All reviews failed to provide
a list of excluded studies and justified exclusions. The majority
of reviews (n=7) also failed to explain their selection of the study
designs for inclusion. Of the four reviews that included a
meta-analysis, all used appropriate statistical methods and as-
sessed the potential impact of risk of bias in individual studies
on the results of the meta-analysis.

What digital interventions are used in hospitals to
improve antimicrobial prescribing and monitoring?

The digital interventions investigated in the papers contained in
the reviews are collated in Table 2 and mapped to the medication
management pathway cycle.®* The majority of digital interven-
tions supported the decision to prescribe and the review of medi-
cine orders, but many of the tools supported multiple processes.
For example, CDS tools were used to support the decision to

prescribe, the recording of medicine orders, reviewing medicine
orders and monitoring responses. None of the included reviews
compared digital interventions to other interventions.

What outcome measures are used to evaluate the
effectiveness of digital interventions designed to
improve antimicrobial prescribing and monitoring?

We identified a large number of outcome measures in the papers
included in the eight reviews (Table 3). Most outcome measures
could be categorized into antimicrobial use, antimicrobial appro-
priateness, efficiency, clinical, microbiological and economic
measures; however, there was substantial variability in how
these outcomes were defined and measured.

In evaluating antimicrobial use, outcomes predominantly re-
lated to the quantity of antimicrobials prescribed or administered
(e.g. number of antimicrobials ordered per patient*?) or time (e.g.
duration of therapy?*“). Outcomes related to appropriateness
varied, with some classifying an antimicrobial as appropriate if

1830



C

J

Review

“M3IAaJ 3U3 Jo sioyinp Aq paulwialap sb siadod papnpdul jo Ajpnp,
"'SM3IAJ D1IDUIRISAS 4O 19351634 aA0adsoud \puoipUIRIUl ‘OY¥IdSOYd 9spgqpIpg
UOIPNIDAT JIWIOU0IT 3JIAISS Y}PSH |PUOIIDN ‘3T SHN “2quun Pl Pa)j0J3uo) PasilUOpUDy PJDPUDIS 1DUOIIDWISIUL ‘NLDYST {WNIJOSUOD) UOIIDWIIOJUT JUSWISBDUD|Y 9J00U3|DaH
DIWH 24NDia3T Y3DaH Paly pPup buisiny 03 Xapul 2AIDINWND “THYNID ‘S|DL3} Pa]j043uod Jo J91s16a) 10J3Udd dUDIYI0D) “TYYLINTD ‘SMBIAJ JIIDWDISAS JO 9SDGDIDP SUDIYD0D) YSAD

Aypnb
wnipaw
paviodai 01 MO) "9SN J1301qIIUD UO SSD) paJsiuad-iuanod 0e(6102)
10N 2Jam Auolopy sonolqiuy GY pPaNgNd  ‘DAIIDDISIUI UD JO SNIDIS JULIND 3Y] M3IASI Of loudsoH  ‘jp 19 UDWIY
'swia1sAs yons
A3ponb mo) 110daJ puDp 91DNJDAS 01 Pash spoyiawl buisixa sjpydsoy
01 Wnipawl ynoaH 9SA]DUD PUD JUBWSHDUDW |DIGOIDIWIIIUD pup 62(L102)
JNgnd—saA  21am Aoy SipIgodIWIRUY 85 1Dgo|D DIWH ‘©Spquid ‘INITdIW 404 SSS@D Jo 9d0ods JuaLINd Y3 pUD3ISISPUN O]  3JDD AIDWIL  'JD 39 UOSMDY
SHNESIEIEIEY] ‘sbuiyas
‘9DUIDS JO GIM ‘OJUTIAS 2JD2Y3|D3Y JuIBYIP UIym buiquasald sipadsoy
Apnb moy “IHVNID ‘sndods “TyyINTD J1301q1UD |pwindogns pub AJpssadauun pup 0z(0202)
o1gnd—saA  2Jam Ajuofopy sonolqruy /S ‘PaINGNd ‘©@sbquid ‘INITAIW  BUIDNPaJ 1D SSSAD JO SSOUDAIIIDS 9Y3 SS9SSD 0] 24pd AIDWld b 19 YD
Kpnb
winipaw Jipjoyds 916009 ‘syuanipd jpydsoy-ul
Buipuny 01 MO) 92U31DS JO gaAA DIIUD) bunoaiy suoisAyd Aq buiquasald uo 1oodull juanodul 52(0200)
ON—S3A a4om Ajuolbly  sjpiqosdiwiuy €1 auDJIYD0) ‘@sbquid ‘INITAIW 119y pup sddp SNy mainai A]pd1IDWwaIsAs o) ‘IpudsoH o 12 NOJaH
0JUIIASd ‘sbuipyas
JIWH ‘A4pigl) aUDIYDI0) |p3idsoy juanpdur ui buiguasaid d1no1gIuUD
Aonb mo) “IHVYNID ‘©2Us12S 4O oM\ 4O S2INSDAW SAIFDPND puUD dAIIPIIIUDND juanpdul 61(L100)
9IDALd—SIA  2Jam Aol sonoIqIRuY 18 ‘PaNGNd ‘@sbquil ‘INITAIW  buinoidwir ur S@D 10y 92UBPIAS BY3 9IDNIDAS O] ‘IpyidsoH D 32 SIJND
Ipjoyds 91boon 'SUIDISAS
‘043dSOYd ‘a3 SHN “Ansibay Buiquosaida 1pudsoy ybnoays sooiqiup 4o
NLDYSI ‘Aobs|pLp2IUND asn a3p1do.ddp ay3 bujowoud o3 sayopoiddp ,2(L100)
211GNd—S2A AN sonoIqRuy et 4SaD ‘espqwiz ‘INITAIW  Buibisws pup bupsixe 8guUIsap pup Ayuspl of [PUdSOH D 79 [[eMSSaI)
*A})p3oW pup ApIGIOW JSMO] YIIM
PaIDIDOSSD 2ID SSSAD J2YIDYM DUILLIRIDP 0} 1 (6102)
sbm aA1103(qo A1opuodas ay3 pup ‘buiqudsald oudsoy o 19
Kpnb moy 21101g1IUD panoidull Yyim palpidossp pup Z3UID
ognd—saA  2Jam Ajuolopy sonolqiuy es 2spqui3 ‘INT1aIW S1'$SAD D 4O 3SN 8y JAYI9YM dUILIDXS 0]  24pd Aupwliiid 0padDpIID)
‘s|pydsoy
ul buiquasald jpiqosdiwiup anoldwl
Apnb mo) SENESIEIEIEY] 03 suonuanIdul Abojouyda} uoipULIoUl juanodul 62(9102)
ognd—saA  alam Aol sipigodiwinuy GY ‘PaNagnd ‘@sbquil ‘INITAIW JO SSAUDAIIIDYD Y3 JO 9OUIPING MBINBI O] ‘IpudsoH o 32 UDSADg
Jpaiodal ,sdadnd adAy siadnd $924N0S analqo uonpindod (d0aAk) Joyiny
924N0S papnpul |pIgoJDIWINUY papn)ul /bumas
Buipuny 4o A&pnd 4O JaqWINN

JUBWISSaSSD A1NDND JO $3NSaJ pUD SBIPNIS PSPNIDUL JO SINSLISIDIDY) “T 31qDL

1831



Review

Table 2. Digital interventions evaluated in papers, mapped to the medicine management pathway cycle®?

Medicine management pathway cycle steps®

Record Review Distribution and
Decision to medicine medicine Issue storage of Monitor
Digital interventions prescribe order order medicine medicine Administration  response
Alerts in eMR v v v v
Applications providing local resistance v v
maps and preliminary microbiological
reports with therapeutic
recommendation
Automated dispensing system v v
Automated microscopy testing v
Calculator (smartphone application) v
CDS (within CPOE/eMR, stand-alone, v v v v
web-based)
Checklist in eMR v v
Clinical dashboard 4
Closed-loop order-processing system v v v/ v v
Computerized antimicrobial approval v v
system
Computerized system that links v v
pharmacy, chemistry, microbiology
and patient management data
Data warehouse and monitoring system v v
Dosing calculator in CPOE v/
Electronic microbiology reporting v v
Electronic overview linked to electronic v
health record
Electronic screening tool to predict v
likelihood of developing C. difficile
infection
Guidelines (in eMR, web-based, on v v
smartphone application)
Mobile technology for pharmacists to v
verify medication orders
Predictive models for treatment v v
recommendations
Stand-alone dose-prediction software v
Surveillance system v
Susceptibility results (smartphone v v
application)

“Medication management pathway cycle steps are not included in the table if they were not supported by digital interventions, as reported in papers.

the order was compliant with guidelines?®3>=3” and others clas-

sifying an antimicrobial as appropriate if the microbe cultured
from the patient was susceptible to the antimicrobial.*®3°
There were also differences in what components of antimicrobial
orders were assessed for appropriateness (e.g. appropriate
dose,*° proportion of appropriate courses*?).

Economic outcomes were assessed in all eight reviews but few
studies in each review focused on these. The most common eco-
nomic outcome evaluated was cost of antimicrobials.?®%%%3
Similarly, some studies included in reviews reported outcome
measures related to use and acceptance of digital interventions,

such as proportion of accepted CDS system (CDSS) recommenda-
tions,** or use of mobile apps,?® but these were reported to a
lesser degree than the outcomes in Table 3.

How effective are digital interventions in improving
antimicrobial prescribing and monitoring in hospitals?

The impact of digital interventions on antimicrobial use, appropri-
ateness and clinical outcomes, as reported in the eight review pa-
pers, is presented in Table 4. Four of the included reviews!'82%26
conducted a meta-analysis and the findings from these analyses
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Table 3. Outcome measures reported by studies in the eight systematic reviews

Outcome measures

Antimicrobialuse  DDD per 100 or 1000 occupied bed-days; ICU bed-days; patient bed-days

Appropriateness

Efficiency

Clinical

Microbiological

Economic

Number of antimicrobials: per patient; per hospitalization; per department

Number of antimicrobials: orders; requests; courses prescribed; drugs dispensed

Number of: patients prescribed antimicrobial; patients receiving excessive dosages; regimen changes; interventions; sepsis
interventions

Number of doses per antimicrobial course

Prescription rate

Consumption of antimicrobials: oral; broad spectrum; restricted

Antimicrobial-free days; days of excessive use; days on antimicrobial; days patient treated for infections

Failure of antibiotic re-dosing

Duration of exposure; duration of therapy

Patients on IV >72 h; IV-to-oral switch; discharges on oral antimicrobials

Change in third/fourth-generation cephalosporin use

Antimicrobial susceptibility mismatches; organism predication; adherence to preliminary microbiological reports; adherence to
local resistance map recommendations

Adherence to: guidelines; recommendations; dosage targets

Appropriate: dose; dosing intervals; empirical therapy; prescribing; initial levels ordered; antimicrobial coverage

Monitoring-based appropriateness: initial trough concentrations; plasma concentrations within therapeutic range; appropriate
TDM

Proportion of: days with adherence to guidelines; appropriate courses; correct prescriptions; medication errors

Antimicrobial escalation and de-escalation

Antimicrobial prescribed to those with an allergy

Discontinued: in appropriate time frame; within 48 h of surgery (prophylaxis)

Errors; prescribing and omission error rate per order

Number of orders with appropriate dosing intervals

Pharmacy interventions; rejections from ID team

Prophylaxis improvement

Risk-appropriate antimicrobial

Sensitivity, specificity, positive predictive value, negative predictive value

Timely discontinuation of prophylaxis; % of surgeries where prophylaxis discontinued after surgery

Usage in low-risk B-lactam allergy

Delays in antimicrobial therapy

Time from culture to appropriate antimicrobial

Time to: administration; dosing; prescription; prophylaxis

Time savings; time spent by antimicrobial managing team; time spent managing antimicrobial utilization; time to make decision

Survival; 180 day survival rate

Mortality; 30 day all-cause mortality; hospital mortality; ICU mortality

Length of stay; length of stay in ICU

Hospital-acquired infections; hospital infection rate; patients at risk of C. difficile infection; rates of surgical site infections; detection
of sepsis; ROC-predicated bloodstream infections

Rates of ADEs; incidence of toxicity; rates of nephrotoxicity

Fevers; severity of illness; patient complexity; response rate; catheter days

Hospital readmission; 30 day readmission; transfers to ICU; ED visits within 72 h

Patient disposition from ED

Incidence of nosocomial infections with C. difficile, MRSA and MDR organisms

Antimicrobial resistance; drug-resistant pathogen emergence; resistance patterns; resistance rate

Monthly urinalysis ordered; urine cultures ordered after urinalysis; quantity of radiological and microbiological diagnostics

Case mix index

Cost of: antimicrobials; hospitalization; surveillance of ADEs; pharmacy

Resource intensity weight of each hospitalization

ADE, adverse drug event; ED, emergency department; ID, infectious disease; ROC, receiver operating characteristic; TDM, therapeutic drug monitoring.
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Table 4. Impact of digital interventions on antimicrobial use, appropriateness and clinical outcomes

Antimicrobial
Author use Appropriateness Clinical outcomes
Baysari et al.?®  Decreased Increased.® Appropriate use of antimicrobials: pooled RR  No significant effect on mortality® or length of stay.®
1.49; 95% (I 1.23-1.81; P<0.0001. Mortality: pooled RR 0.91; 95% C1 0.82-1.00; P=
0.06. Length of stay: pooled mean difference
—0.84; 95% CI —2.43 t0 0.76; P=0.30.
Carracedo Decreased® Increased.® Accuracy of empirical treatment: random No significant effect on mortality® or length of stay.®
Martinez OR 1.93; 95% CI 1.21-3.08; P<0.0711. Compliance Mortality: random OR 0.98; 95% CI 0.84-1.14;
et al.'® with guidelines: random OR 4.22; 95% CI 1.89-9.42;  P=0.2321. Length of stay: SMD —0.24; 95%
P<0.0001. CI —0.49 to 0.02; P<0.0001.
Cresswell Decreased Increased Inconsistent
et al.?’
Curtis et al.*® Decreased Increased.® Adequacy of antibiotic coverage: OR 2.11; Reduction in mortality.® Mortality: OR 0.85, 95%
95% CI 1.67-2.66; P=0.00001. (1 0.75-0.96; P=0.01.
Helou et al.?®  Decreased Inconsistent NR
Laka et al.?® Decreased Increased.® Appropriateness of antimicrobial therapy: Reduction in mortality.® Mortality: pooled OR 0.82;

pooled OR 2.28; 95% CI 1.82-2.86; P=0.000.

Inconsistent
Increased

Rawson et al.?® NR
Rittman et al.>°  Decreased

95% CI 0.73-0.91; P=0.045.
Inconsistent
Inconsistent

NR, not reported; RR, risk ratio; SMD, standardized mean difference.
“Results are based on meta-analysis.

are presented in Table 4. The findings from the remaining papers
were extracted from their results and conclusion sections. Seven
of the eight reviews that assessed the impact of digital interven-
tions on antimicrobial use found that implementation of an inter-
vention was associated with a decrease in use. The majority of
papers also found an increase in antimicrobial appropriateness
following implementation of digital interventions. Impact on clin-
ical outcomes was less clear. Two meta-analyses®2° revealed
that digital interventions resulted in a significant reduction in
mortality and one also found a reduction in length of stay.?°

Helou et al.,”® Baysari et al.?® and Laka et al.”® were the only
reviews to examine one specific type of digital intervention or
present results based on subgroups of digital interventions.
Helou et al.”® only presented results specific to smartphone appli-
cations, but did not conduct a meta-analysis due to large varia-
tions in study designs and outcomes. Baysari et al.%®
categorized digital interventions into stand-alone CDSSs, CDSSs
embedded in CPOE, approval systems and surveillance systems.
Baysari et al.?® did not conduct a subgroup analysis as part of
their meta-analysis but in their description of findings they re-
ported that antimicrobial use decreased following implementa-
tion of all these systems except surveillance systems, and
appropriateness increased with stand-alone CDSSs and CDSSs
embedded in CPOE. CDSSs embedded in CPOE and surveillance
systems resulted in a decreased length of stay and surveillance
systems also resulted in a decrease in adverse drug events.
Laka et al.”° conducted a subgroup analysis of CDS types and
found that all CDS types were associated with an increase in anti-
microbial appropriateness.

All reviews examined the economic impact of the digital inter-
ventions. Four reviews?®?’~?9 found that digital interventions
were associated with a reduction in cost of antimicrobials, with

the remaining reviews reporting mixed or insignificant results.
No reviews examined cost-effectiveness of digital interventions.

Discussion

In this review of systematic reviews, we have summarized and
synthesized the evidence for digital interventions supporting
AMS. Eight reviews that examined the effectiveness of digital in-
terventions related to antimicrobial prescribing and monitoring in
hospitals were identified, most of moderate quality. Information
on the digital interventions and outcome measures was collated,
highlighting the inconsistency across studies in what AMS com-
ponent was evaluated, and in the approaches used for evalu-
ation. Despite this variability, reviews were consistent in the
conclusions drawn. Digital interventions appear to reduce anti-
microbial use and improve antimicrobial appropriateness, with
the majority of studies showing interventions had inconsistent
findings or no significant impact on clinical outcomes.

There was a large degree of variability in the digital interven-
tions examined, although there was a strong focus on CDS inter-
ventions. However, we identified no review or study that
compared CDS interventions with one another. This result shows
that there is limited information available to guide hospitals on
intervention selection. Further research comparing specific digital
interventions for AMS, including different CDS types, is needed to
identify optimal choices for hospitals.

Outcome measures reported in papers also differed across
studies but were predominantly related to antimicrobial use
and appropriateness, consistent with previous reviews of AMS in-
terventions in general.?> However, there was substantial variabil-
ity in how these concepts were defined and measured. For
example, antimicrobial consumption can be measured and
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expressed in various ways including duration of therapy, number
of prescriptions, or number of antimicrobials dispensed, all of
which were measures found in this review. This variation pre-
cluded us from conducting a meta-analysis and also makes com-
parison of antimicrobial consumption levels between sites or
studies difficult. The WHO’s Collaborating Centre for Drug
Statistics Methodology promotes the use of defined daily dose
(DDD) as a drug consumption measure.*> IDSA and the Society
for Healthcare Epidemiology of America advocate DDD per
1000 patient-days as an outcome measure for AMS pro-
grammes.“*® However, there are some flaws to using this metric
and a change in DDD is not solely suitable for drawing conclusions
on an AMS intervention’s success.” For example, DDD biases
against combination therapy even if that therapy is more appro-
priate, and it underestimates exposure when doses are reduced
for renal dysfunction.*”*® Days of therapy (DOT) or exposure
days are often used and thought to be more clinically relevant
to prescribers; however, they share the same limitation in biasing
against combination therapy.*® Using a combination of metrics
may be a more appropriate approach to measure success of an
AMS intervention, as it can provide a more comprehensive evalu-
ation.* For example, a novel method proposed by Evans et al.>°
uses multiple metrics combining clinical outcomes, safety out-
comes and duration of therapy to provide an overall probability
of a better outcome occurring for patients with the intervention.

In this review, a core question we set out to answer was how
effective digital interventions are in improving antimicrobial pre-
scribing and monitoring in hospitals. Unfortunately, the variability
in interventions and outcome measures used in review papers
prevented us from answering this. Our results indicated that
digital interventions, on the whole, decrease antimicrobial use
and increase antimicrobial appropriateness. Reviews that under-
took meta-analyses showed that appropriateness increased by
1.9- to 4.2-fold, and one review showed that antimicrobial use
declined by 70%. However, these ranges should be interpreted
with caution, as variable measures were used.

The impact of digital tools on clinical outcomes is less clear.
Clinical outcome measures such as mortality and length of stay
are difficult to attribute directly to AMS interventions due to con-
founding variables such as infection control, resistance patterns,
quality improvement initiatives and severity of illness.”* A modi-
fied Delphi study with an expert panel to select relevant outcome
measures for AMS interventions in acute-care hospitals recom-
mended that programmes focus on antimicrobial use and pro-
cess measures.”” The reluctance to include clinical outcomes
was reportedly due to the difficulty in detecting changes in clin-
ical outcomes and attributing them to the AMS intervention.”?
The Delphi study also highlighted that there are no clear standar-
dized definitions for AMS-specific clinical outcomes such as
infection-related mortality or readmission related to infectious
diagnoses, a finding which also emerged from our review. It
has been recommended that clinical measures be used to dem-
onstrate that interventions do not cause harm rather than to
evaluate effectiveness.”® When interventions result in a reduc-
tion in antimicrobial use, it is important to assess clinical out-
comes such as mortality to ensure the intervention does not
increase health risks.?>*® From the reviews in our synthesis that
conducted a meta-analysis, two found a reduction in mortal-
ity'¥2% and two found no significant effect on mortality or length

of stay.*®2® Although a limited number of reviews, these findings
are reassuring as they suggest that digital interventions did not
cause harm.

It is interesting to note that we found limited assessment and
reporting of sociotechnical aspects associated with implementa-
tion of AMS digital interventions. A small number of reviews brief-
ly examined use and acceptance of digital interventions, but
these were in the minority. When evaluating digital interventions,
clinical outcomes are viewed to be just one aspect of effective-
ness, with additional aspects recommended to be examined,
such as organizational, human and social, ethical and legal,
technological, clinical, cost and economical.>® Our review identi-
fied a clear evidence gap in understanding and evaluating these
other components of AMS digital intervention effectiveness.

This review was limited by the lack of high-quality reviews that
met our inclusion criteria, and by the quality of studies included in
the eight reviews. Our results and conclusions are significantly
limited by the quality of information contained in systematic re-
views. Similarly, a Cochrane review of interventions to improve
antibiotic prescribing found substantial design heterogeneity
and all non-randomized trials and controlled before-after trials
had a high risk of bias.? This may be due to the complexity of
evaluating AMS interventions as they are often implemented in
‘real-world’ settings and are consequently prone to bias, con-
founding and random time effects.>* More high-quality studies
are needed to strengthen the evidence base on the impact of
digital interventions in AMS programmes on prescribing and
monitoring of antimicrobials, and in evaluating sociotechnical as-
pects of digital intervention implementation.

To conclude, the results of this review indicate that digital in-
terventions reduce antimicrobial use and improve antimicrobial
appropriateness in hospitals, but no firm conclusions can be
drawn about the degree to which different types of digital inter-
ventions achieve these outcomes. The impact of digital interven-
tions on clinical outcomes is less clear and high-quality
evaluation, including the use of recommended outcome mea-
sures,”? is needed to assess the impact on patients and organiza-
tions. Evaluation of sociotechnical aspects of digital intervention
implementation is limited, despite the critical role that user ac-
ceptance, uptake and feasibility play in ensuring improvements
in AMS are achieved with digital health.
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