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Abstract

Background There is a need to identify effective inter-
ventions to minimize the threat posed by medication
administration errors (MAEs).

Objective Our objective was to review and critically
appraise interventions designed to reduce MAEs in the
hospital setting.

Data sources Ten electronic databases were searched
between 1985 and November 2013.

Electronic supplementary material The online version of this
article (doi:10.1007/s40264-014-0152-0) contains supplementary
material, which is available to authorized users.
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Methods Randomized controlled trials (RCTs) and con-
trolled trials (CTs) reporting rates of MAEs or related
adverse drug events between an intervention group and a
comparator group were included. Data from each study
were independently extracted and assessed for potential
risk of bias by two authors. Risk ratios (RRs, with 95 %
confidence intervals [Cls]) were used to examine the effect
of an intervention.

Key Points

Reduction in rates of medication administration
errors (MAESs) and related adverse drug events
(ADEs) were reported for some medication use
technology (automated dispensing, barcoding, and
electronic prescribing) and nurse educational
training (simulated learning and pharmacist-led
training) interventions.

All included studies were subject to potential bias in
study design, and the use of chart review and/or self-
reported data for some technological-, ward system-,
and anesthesia-based interventions reduced the
confidence that could be placed in their findings due
to likely underestimation of MAE rates.

Key considerations for the design and testing of
future interventions designed to minimize MAEs and
related ADEs include the use of theory-driven
evidence of their causes to inform design;
standardization of research methods and reporting
(using direct observation and separation of
subgroups); incorporating all MAE types and
measuring error severity.
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Results  Six RCTs and seven CTs were included. Types of
interventions clustered around four main themes: medica-
tion use technology (n = 4); nurse education and training
(n = 3); changing practice in anesthesia (n = 2); and ward
system changes (n = 4). Reductions in MAE rates were
reported by five studies; these included automated drug
dispensing (RR 0.72, 95 % CI 0.53-1.00), computerized
physician order entry (RR 0.51, 95 % 0.40-0.66), barcode-
assisted medication administration with electronic admin-
istration records (RR 0.71, 95 % CI 0.53-0.95), nursing
education/training using simulation (RR 0.17, 95 % CI
0.08-0.38), and clinical pharmacist-led training (RR 0.76,
95 % CI 0.67-0.87). Increased or equivocal outcome rates
were found for the remaining studies. Weaknesses in the
internal or external validity were apparent for most inclu-
ded studies.

Limitations Theses and conference proceedings were
excluded and data produced outside commercial publishing
were not searched.

Conclusions There is emerging evidence of the impact of
specific interventions to reduce MAEs in hospitals, which
warrant further investigation using rigorous and standard-
ized study designs. Theory-driven efforts to understand the
underlying causes of MAEs may lead to more effective
interventions in the future.

1 Background

It is now widely acknowledged that healthcare can
inadvertently harm patients, with a median of 9.2 %
(4.6-12.4) of hospital admissions suffering at least one
adverse event worldwide [1]. Adverse events associated
with medication (adverse drug events [ADEs]) are a
chief contributor to overall patient harm and commonly
involve medication administration [1, 2]. Though esti-
mates vary, a median of over one-third of ADEs have
been considered preventable [2] and arise due to medi-
cation errors (MEs) [3]. MEs may affect drug adminis-
tration stages frequently [4], thus making administration
an important area for quality and safety improvement
[5]. To emphasize this need further, the median rate of
medication administration errors (MAEs) in hospitals has
been reported as 19.1 % of ‘total opportunities for error’
[5], with much greater rates for intravenous (IV) MAEs
[5, 6].

In order to design effective interventions to minimize
MAEs, it is important to understand what causes them [7].
A systematic review of the causes of MAEs found that they
arose due to deficiencies in communication between col-
leagues; medication supply problems; interruptions/dis-
tractions; patient-related factors (e.g. acuity); inadequate
equipment; and poor physical/mental health of staff,
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amongst other causes [8]. Evidence suggests that multiple
interconnecting causes are responsible for prescribing and
administration errors [7-10], and that a combination of
ME:s from either within or between medication use stages
contribute to the development of ADEs [4]. Any forth-
coming remedial interventions may therefore need to
reflect this level of complexity [4, 7-10].

Interventions suggested to reduce MAEs in hospitals
include use of information technology; staff training in
calculations and medicines use; proper labeling of
medicinal products; improved access to pharmacy ser-
vices; outsourcing supply of high-risk products; and
redesign of medicines storage and preparation areas [11,
12]. Systematic reviews have been carried out that eval-
uated reductions in MAEs through utilization of barcode
technology [13], interventions designed to minimize
interruptions [14], and double-checking processes [15].
Other literature reviews have considered MAEs as part of
an overall assessment of the effect of preventive measures
on MEs. These include a variety of measures with ref-
erence to older adults [16], and critical care patients [17],
as well as physician order entry with or without decision
support [18, 19].

No systematic reviews have examined all types of
interventions designed to impact on MAEs in hospitals.
Although informative, the review papers above do not
assess interventions designed to address a wider range of
known MAE causes, and, despite them all assessing or
commenting on study quality in some way, the process and
criteria varied considerably. Many also included studies
without comparator groups, which reduces the certainty
with which changes in outcome measure(s) are attributable
to the intervention [20], increasing the likelihood of bias in
determining which are most appropriate for implementa-
tion in practice.

Given the emerging knowledge surrounding the causes
of MAEs, a focused systematic review of the published
literature is required. This study was undertaken to identify
and critically appraise the evidence relating to interven-
tions designed to impact on MAEs in hospitals.

2 Literature Search Method
2.1 Search Strategy

The search strategy was developed by RNK (protocol
available from the authors). Ten electronic databases were
searched by RNK: EMBASE, MEDLINE, Health Man-
agement Information Consortium, International Pharma-
ceutical Abstracts, PsycINFO, Cumulative Index for
Nursing and Allied Health Literature, Cochrane Reviews
and Trials, Social Science Citation Index (1985-November
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2013), British Nursing Index (1994—November 2013), and
Applied Social Science Index and Abstracts (1987-
November 2013).

The PICOS method (participants, interventions, com-
parisons, outcomes, and study design) [21] was used to
define the research question, inclusion and exclusion criteria,
and to develop the database search strategy. Search terms
were grouped into five themes based on this method: topic of
interest (e.g. error, ME[s]); measuring error rate (e.g. rate);
stage of medication use process (e.g. drug administration);
study design (e.g. randomized controlled trial [RCT]), and
study setting (e.g. hospital). A complete example of the
search strategy for EMBASE is available in the Electronic
Supplementary Material. Search terms underwent slight
modification depending on which database was used. Whilst
the reference lists of included studies and relevant review
articles identified from the search were examined to identify
additional publications, study authors were not contacted for
this information. All searching was carried out electroni-
cally; no hand searching of paper journals was conducted.

2.2 Inclusion and Exclusion Criteria

Studies published in any language between 1985 and
November 2013 reporting on the impact of any interven-
tion(s) on the rate of MAEs (all types or a proportion, e.g.
clinically significant) and/or related ADEs (actual or
potential patient harm resulting from MAESs) in the hospital
setting were sought; this included both ward- and theatre-
based studies, as it was felt that despite differences in the
nature and design of workflow between these environ-
ments, transferable lessons may be learned in relation to
medication administration. Data reported outside com-
mercial publishing were not searched. Theses and confer-
ence proceedings were excluded, as was research carried
out in patients’ own/nursing/care homes, primary care, or
outpatient clinics. Studies needed to compare outcome
rates between an intervention and a comparator group in
order to be eligible for inclusion; comparator groups were
defined as either those that did not receive any intervention
or those that received an alternative intervention. Outcome
rates needed to either be already reported or be calculable
using raw numerator and denominator data.

RCTs and non-randomized controlled trials (CTs,
including ‘controlled before and after’ and ‘interrupted
time series’ designs) were eligible for inclusion according
to the Cochrane Effective Practice and Organisation of
Care (EPOC) Group criteria [20]; before and after studies
that did not utilize a separate comparator group were
excluded. Please see Table 1 for a summary of the EPOC
study design inclusion criteria [20]. Review articles, stud-
ies based on simulation, and conference abstracts were
excluded. No restrictions were placed upon the data

collection method used by studies to identify MAEs/ADE:s;
instead, the review team critically evaluated the suitability
of each method.

2.3 Data Extraction

The following information was independently extracted
from each eligible study by two authors (either RNK and
SDW or RNK and JC), who then met to reach consensus:
core details (e.g. date, authors, setting), study background
details (e.g. sampling strategy, data collection method,
definitions), and outcome measures. If required, study
authors were contacted for additional data.

2.4 Definitions

An MAE was defined as ‘a deviation from the prescriber’s
medication order as written on the patient’s medication
chart, the manufacturers’ instructions, or relevant institu-
tional policies’ [5]. Ward-level medication preparation and
dispensing errors were included, whilst prescribing and
pharmacy dispensing errors were not. ADEs were defined
as injuries resulting from medication use; these may be
considered as potential ADEs (with little harm potential) or
actual preventable ADEs (harm associated) [3]. Interven-
tions were defined as ‘the implementation of any measure
designed to impact on the rate of MAEs or related ADEs in
hospitals.’

2.5 Data Analysis

Studies were grouped and findings presented after data
extraction according to the emerging intervention themes
of ‘medication use technology’, ‘ward system changes’,
‘nurse education and training’, and ‘changing practice in
anesthesia’. Due to the heterogeneity of study objectives,
designs, methods, and outcome measures, data were ana-
lysed separately for each study, with changes in outcome
rates between study groups compared using the risk ratio
(RR) with 95 % confidence interval (CI), calculated using
OpenEpi software [22]. Two authors (RNK and SDW or
RNK and JC) independently assessed risk of bias for each
study according to the EPOC Group criteria [23]. A third
author (DMA) made the final recommendation in any cases
of disagreement.

3 Results
3.1 Search Process

Thirteen studies were included, consisting of six RCTs and
seven CTs. A total of 14,640 articles were excluded at the
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Table 1 EPOC study design inclusion criteria

Randomized controlled trials

Individuals, providers, or groups are allocated randomly to one or more alternative interventions

Non-randomized controlled trials

An experimental study in which people are allocated to different interventions using non-random methods

Controlled before and after studies

Outcomes are measured before and after an intervention is introduced in both control and intervention groups

Interrupted time series

A study using observations made at multiple time points both before and after implementation of an intervention (i.e. the interruption)

title review stage as they were either duplicates or did not
report on medication safety topics. Abstracts were then
removed if they did not focus on interventions to reduce
ME:s. Following this, full texts of the remaining articles were
examined and removed if they did not report on MAE/related
ADE rates associated with such interventions in the hospital
setting. These included a number of studies that did not focus
on MAE/ADEs or provide rates or relevant outcome data
(n = 44) and those study designs not meeting the inclusion
criteria (n = 48). No foreign language studies met the
inclusion criteria. Reference list examination included
review articles focusing on MEs that were referenced in the

Excluded: 14,640 (Including

2,527 duplicates)

introduction, which were either identified from the literature
search or from prior knowledge [8, 14, 17, 18]. A summary of
the search process is shown in Fig. 1.

3.2 Study Characteristics

3.2.1 Country of Origin and Date of Publication

The majority of studies (n = 6, 46.1 %) originated from
the USA [24-29]. Two were from New Zealand (15.4 %)

[30, 31], and the remainder originated from France [32],
the UK [33], Canada [34], Australia [35], and Vietnam

Excluded: 629

15,445 citations for title
review analysis

805 articles for abstract

176 citations for full text
analysis

13 articles included in review

10 articles for inclusion

176 citations for full text
analysis

3 articles identified for inclusion from included
article/review reference list review — full text
obtained

* Not an intervention study (n=17)

* Review article (n=13)

« Thesis/conference abstract/simulation based (n=7)
+ Not meeting definition of MAE (n=4)

« Data duplication (n=3)

Excluded: 166
« Study design not meeting inclusion criteria (n=48)
« Insufficient/no data relating to outcome measurement/rate (n=44)
+ Unsuitable or no denominator (n=27)
+ Not hospital based (n=3)

Fig. 1 Summary of citation identification and exclusion process
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Flaszgl 2 <S8 EZ&. studies [24, 27-29, 32, 35].
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Based on study design, the intervention being tested and
author reporting, data collectors were considered not
blinded to study aims and comparator groups (except for
three studies [26, 34, 36]). Blinding of data collectors was
not clear in one study [35]. Six studies described a training
process for their data collectors (one said only that they
were trained [29]) [25-28, 31, 36], and only two studies
reported some form of measure of consistency between
observer measurements (where more than one was used)
[28, 31].

Seven studies described a process to review the error
data [24, 28, 29, 31-33, 36]. Two studies described a
process of re-grading confirmed MEs [29, 34]. There was
little consistency in which professional groups carried out
these assessments. In all but two studies [29, 34], the
assessor(s) were reported as blinded and three studies
reported the use of a statistical measure of consistency
between the data generated by those asked to carry out the
assessments [24, 29, 34].

3.2.5 Definitions

Six studies [24, 28, 29, 32, 35, 36] used referenced criteria
[37—43] to supplement their own formal/working definition
of a MAE/ADE, with considerable variation seen in the
definitions reported. The majority of studies (n = 7)
reported their own definition, either stated formally or as a
working definition, with no referenced criteria [25-27, 30,
31, 33, 34]. Of these, the majority described MAEs as a
discrepancy between the physician order and what was
observed during administration processes [25-27, 33],
which broadly matches the frequently used definition from
Allan and Barker [5, 44].

Significant variation was seen in which subcategories of
MAEs/related potential or preventable ADEs were reported
by the included studies (e.g. timing errors, wrong dose).
Three studies did not specify any outcome subcategories
[24, 30, 34], and the number reported by the remaining
studies varied considerably.

3.3 Outcome Measures

The majority of studies reported data on the number of
MAEs (n = 11) [25-28, 30-36]. Of these, three also
sought to determine the potential [32] or actual [36]
severity of identified errors (one study simply reported
whether MAEs caused harm or not [31] and in another
study this was not stated [33]). The denominator ‘total
opportunities for error’ was most commonly used (n = 6)
[25-27, 32, 33, 36], and can be defined as the number of
doses administered (whether correct or incorrect) plus
those omitted [44]. Other measures included MAEs and/or
related potential/preventable ADEs per 1,000 patient days

A\ Adis

[24, 34], number of doses administered [28, 31, 35], per
100 patient-pump days [29], and number of self-reported
anesthetic forms returned [30]. Key outcome data from the
included studies are shown in Table 3.

3.4 Impact of Interventions
3.4.1 Medication Use Technology

Three technological interventions demonstrated signifi-
cant reductions in outcome rates between control and
intervention groups post-intervention as shown in Table 4
[27, 32, 34]. However, although most studies provided
baseline outcome data only a study investigating an
automated ward dispensing system (ADS) tested for dif-
ferences in outcome rates at baseline [32]. Different
baseline outcomes and characteristics between study
wards represented a high risk of potential bias when
investigating barcode medication administration (BCMA)
(see Table 5 for potential bias risk assessments) [27]. This
study was given a potentially unclear bias risk for selec-
tive outcome reporting, as some results were presented
without being described in the methods [27]. Despite
positive findings in the observation-based ADS study,
sample size did not meet pre-specified targets [32]. One
study comparing the effect of turning on decision support-
enabled pump software and when it was switched off
found that serious MAEs (preventable ADEs and non-
intercepted potential ADEs) were not reduced when using
a combination of non-observation-based data collection
methods [29]. One potential limitation of this study was
the risk of learning bias amongst staff introduced through
alternating exposure between intervention and control
periods [29]. The study investigating the effect of com-
puterized physician order entry (CPOE) utilized a retro-
spective design involving incident report numerator data
and, like other technological interventions, allocation bias
was scored as high risk, as participants were likely to
know which intervention they used in comparison with
their colleagues [34].

3.4.2 Ward System Changes

Introducing nurses dedicated to the administration of
medication significantly increased the MAE rate compared
with general nurses in one RCT using direct observation
(RR 1.63, 95 % CI 1.42—-1.87) [25]. Initiation of a patient’s
own drugs (PODs) scheme in one hospital did not change
the observed MAE rate in a CT using a before and after
design; however, dissimilar wards were compared [33].
One RCT reported no difference in ADE rates between
CPOE and CPOE plus a multifaceted team-based inter-
vention (RR 0.91, 95 % CI 0.49-1.67) though both

www.manaraa.com



325

Systematic Review of Interventions to Reduce MAEs in Hospital

HOL :loyeurwoud(y

SHVIA uedyIusis

€12

(jonuod (Qur (ur Aqreomurpp [9¢] Suturen
I'v9 18 1s0d) 081 6'8F Loy wsod) 661 6'LS 08¢ (jonuoo 21d) 791 0'¥9 9¢C a1d) 11 JojerownN oa par-istoewreyq
(€2)
paIaIsIuIIpe [8Z] Surueay
(onoepIp (wrs (wrs SISOP :10JRUILOUd(] pote[nuIs
T6T 61¢  wod)e6 6t vz wod) Tl 80T 651 (onoepip a1d) €€ §°0¢ 9ST oid) 8 SHYIN HorerownyN oa "SA dn9ePIq
(LW
[9z] weidoxd
(qur (Jonuod (Jonuod HOL Hojeutwiousq uoneonpa
88 68¢ 1s0d) 67 6t ¥8¢C isod) 1 99 10€ (Our axd) og 9 99T aud) L1 SHVIA lojelownN oa WOd dd
Suruin.ay pup UouDINP2 2SANN
(u (1onuod (onuoo  HOL Hoyeutwionad (12
oS 6LT'1 wod) 49 £F +S66 isod) ¢t 144 01S°1 (urard) 99 0% <1L0°T aud) ¢t SHVIN HI0jeIownN 0od [g€] awayds sqod
(esinu (esInu (asInu palsisiuruipe (1o [l
J[Surs g JSurs v (osmu Tenp S9SOp ojeuImoudq "Uurwpe osInu
0¥'0 ws'6l pIem) 6L 0T0 €€L°0T prEMm) Iy 10 61€0C [enp g prem) 6 LZ0 601°€T 'V PIem) €9 SHVIA HJojesownN IS +AD J[3uIs "sA [enqq
skep yd
0001 :oreuiOUaq] (LDW [¥el
(30dD) (weay + 40dD) (surpaseq) sgqviod suodor Jur wreo) snid
8’1 ST 0T 91 Y0E'El 1 I'v 81T°C1 0$  /sHAvd :ojerownN payoros + Y¥S + YO HO0dD "SA HOdD
(sosinu ) (LW [sz]
[e12ua3) HOL Hoeutwiousq asinu [e1ouad
[l T6L'S  (sesmu paw) 169 69 199°¢ 134 SHVIN -10jeIomnN oa 'SA 9sINU PN
Sa3upYd WAISKS PAVM
sKep 1d
Qur (1onuoo (fonuoo 000°T :Joyeurwoua(y
1C 98C7°8¢ 150d) 08 It 099°1s  10d) 01 9¢ 8LS'8E Ouroxd) 161 6¥'€ 659°0S ard) /L1 SHVIN -10jeIomnN ds 3es (LD) [¥€l 0dD
skep dwnd-1d
(v1oddns 001 -oreuitoted 10)uow (1) [67]
(310ddns UOISIOdP sgaviod 4aVv + 1d + syodax j10ddns uorstoap
¥'T 698°¢ UOISIOdP) €6 0c LTy ou) /8 /sHAVA :1ojerownN paol[os + ¥S + YO ynm dund rewg
Qur (fonuod (onuoo  HOL Howitionad @0) 1zl
Ead! 879 1sod) 26 9°0C 90¢ 1sod) €9 70T 879 (Ouroxd) 821 961 90¢ aid) 09 SHVIN -I0jeIomnN od  JVIAP + VINDE
(HOL o
umoys eiep) 404
LQut (1onu0d (1onu0o ‘GO :IoJeurmoud
WSET SLy 1wod) v9 981 66 wod) g9 0T #89€ Lurad) 6161 00€ o1d) 8¢ SHVIN HorerownyN oa  (1oW [eel sav
A3oj0uyd21 asn uonvIIPI W
(dnois (dnoig (dnoig
/aseyd) /aseyd) /aseyd) (uS1sop
anfea Joquinu anfeA Joquinu anfea (dnoi3yeseyd) anfeA Joquinu JOJRUTWIOUP Apmis) owoy)
ey  JOJRUIIOUd(] Jong 9y  Jojeurwuoud Jolrg ey  JOJeuruoud(] Joquinu Jourg ey  JOJRUTWIOUd(] Joxrg JlojerowinN  PoYlowW UOTIIJ[0d BIB( -qns pue QWayJ,

SOINSBAW QWIOOINO UTBW JO ATewwung ¢ d[qe],

A\ Adis

£
S
o
o
©
@
C
S
E




al.
Keers et
N.

R.

326

e
m
in outc(]) A
i .
ions ta [24 -
duct da inistr.
ith re line dmi RR
ith S¢ a (
dw d ba: rse rse S
iate ine nu 1 nu ce
a bin le a en
oci m . g du iffer 1
ass co t sin an di dua
ere ith thal S th. cant ither o
ions w red Wrated MAE ionifi at ei it als
ntio mpa onst ore T, 812 xed 1 un ases
rve Co em . m cve n fi tro h :
inte when CTd d wlth) howds Whehe con ceen ped n
. W rt
tes r R iate 85); ar t bet 0 or
ra ve ci 1. w nd te rep isk f
chSSOaS aSSé)I 1'07betWeen tion, i/[AE 1‘211y thantial rlsi(ami_
= ion W istra ; nt n n
S on % en bet is mn re te cont ly
EEN ti 95 se min ase iffe po ies, like
oy 41, ere ad cre dd the udi Te ke n
25 o 1. S W rse ial de nte . .ng st we tio
s g 2 . rate nu ntia ese. a1S1 tWO- nts rven
Eé% n single substa also prtudy’ r35]. In rticlpad inte
ZEE or eda ere his s ing [ as pa 1 an
S ke how ta w t riing. h, tro
233 3], Da by entially hig con
g * [35]. ethods ome ntially both
c
g 5 2% he m out pote d to D-
& E g t ctive was 0se (€
g=1 = .
5 _E\g g Sel? n blas en eXp lnlng en,l()ryS was
é K] g = natio ve bes 35] d Tra nly mactice tiOn’
=2 O T? a B n -0 T al
S% B -§ £ to h.ces [2 tion a isc read tion p bserv (and
i Tt 2 practi Educa ct dlSC'nistra irect Oantly ter-
- = 51 1 . 1
3 = i%ﬂ rse mpal adm ith d. nific ost-1n 8,
53 = 0 g 2 g Nu CcO e w s1g P 1.7
é sg g) bt S E 'g 3.4.3 active.mpro\;esign hange te) at (RR 1. be
§ ERC = I s : inter: 1 C ra ice ay
0 2 SRR in to CT ot ed ctic m et
i 35 an am R n as ra Its e
£ en r an to incre d p esu t me
g 3 8% g WhM) profsing found an lntandar hese r did no aring
& = Ee g RO ted ere ards ith s er, t bers comp en-
B = 3%8 alua es w tow dw WEV um CT interv a
5 : g X ev rat end are Ho tor n t, a ion in und
£ z Z 2 =~ 5 AE a tr comp [26] ina trast, cati i fo .ng
£ g s g = 2 E M ed hen 35) nom con edu tion, arnt
3 2" g5 g show n w 94-3. as de e. In urse bserva d le direct
] = £55% i0 . ize. n te
£ “EE venti CIO iously, le si sed irect 0 imula nd ard
_ s % tio mp -ba di si £co I w
53s EE% au sa ion ing or § 0 a
5 §E g, 9 dc d ti si fi A tr d
5% % 5 = 5 > iewe fine imula in us ion 8]. con an
gE E) © 3 &£ View e-de h sim aga ducti 0) [2 d a tures and
£ 3 - 3 3 T it S, e © C ion
E = 3 g p i te r 3 ar le t10
ST s the ic w ra nt —0. P ¢ ra o
g2 8 idacti AE ifica 09 com, on ceparat ing
2 = s g dida M ioni T 0. ich derg pr t1S he
= o g s n 1 1C c erl t
& g Ry tions 0 ally 5 % (C;T Whhad unIV dosnd adV1t9 fOr(RR
- o o ° 8 k| istic 9 ’ S in a ults
s 2 S S
E H P statl 0.17, based nurseogram duclngtiVe v MA com-
£, £ £ S RR ion- hose tith intro cant 1V emtinl
S g I3 ‘«;xm&l ( Vat. W ~1ng.h1n dp nt w nt1
§ 2 _ Z 5o ser it ain it rte ifica Es otentt s
il 5 5 £24 Ob, aun ed tr ng w repo igni 1MA' h p udie
g z EE: < ith bas (alo 1s0 lly S al hlg e st d
& g 253 ractico. tion ), a inica hen here these olve
58 : % £S5 g D minietrn olicy Jth Cll) and gies o of unless the
15 = = =] [
£ 3 = EES 2. mi . p bo 87 udi tw thr les ial
EE - - g9 8 ad sing for 0. st ted, 1 un tia
23 2 Eaxy do ion 67— her no a ible ten
5 2 S 2 i0 . t d isib 0
5 % Q E s §§: I\iervent% Cl Olike 0kS Werfors’ aI(llly Vlsa low p
= S 2 2 4 in 5 Un is C ar ;
) § g »ég 0 76’ 9[36] bias ia C()llet OutWS havlng
o N St ion a o hu
& ha 33 5 bined inafl ded d ere n ion,
=) ST ° tam n w at
5 3 i'é 8 con d bli that alloc in
g g _ s ilize ions ir ; em
£ i = Sk utili N the36]- sthesia d syst and
dg) T:;; - 8 é % 5 :» inter reVea6 28, in Ane ltifacete.stratlondem_
A 2 3 S e s . ini
£ ® 2 g ;% furs risk [2 ractice a mu admlniled © doses
238 = > g i%% bias ing P igating ronie Is, fa per self-
et d : iz § s £:3 Chang R, d labi/[AEs[gll o [301.
g:,v g 2 gggs: E:v 4 in e and
ES m-ag,m:eu Stz 4. T d S n 5) 68)-r
43 < o O o é‘ = 2 2 = g 3. C : Clu er 1 14 1' : lla
zoé% K S3E nd.hln raw ion 7—'95_-8lm
g %3 55 55 Ex g T a 1C s/d cti 2 0. dis
5 £ g 2 g o) 5 © < C h ay du 10. CI 1
) g § S E % = g ﬁﬂ An thesla’f drug-ﬁcant 95 9% 95 9% paren
B E A 2 g g; aneS. n o igni 62, 1.26, ss ap
tE g 2E 2y desig ed (RR 0. (RR e
g s g ° £ €
g % % 3 £ 32 r strate red ( rned ducted
5 ° R 2% 5 onstr iste retu on
“ £33 £s ini S ¢
ER Y z adm form also
2 - 3 g ort was
E % E i3 25 onelor
g . & £ 55 ¢ 5 One
= = =] = =]
g g g El SEE
= = _ ° 5 =5 =
: . g 3s EE
E N - B 83g
S S 8= <
A T 3o g = = =
3 S 3t g = RS
g ,g . & & é %4) E -
= Z = ® 3 ==
o = § z
© g <2 S =
o 2 o 2 ©
£ £ 8
= 25 ]
= £ =
< =
=
A Adis

m
.CO
anaraa
.m

WwWw



Systematic Review of Interventions to Reduce MAEs in Hospital 327
Table 4 Summary of risk ratios with 95 % confidence intervals
Theme Intervention Study Description RR 95 % CI
design value
Medication use ADS vs. standard practice RCT [32] Intervention vs. control post 0.72  0.53-1.00
technology intervention phase
BCMA + eMAR vs. standard practice CT [27] Intervention vs. control post phase 0.71  0.53-0.95
Intervention vs. control pre phase 1.04 0.79-1.37
Smart infusion pump with real-time decision CT [29] No decision support vs. decision 1.18  0.88-1.57
support vs. no decision support software support
CPOE vs. standard practice CT [34] Intervention vs. control post phase 0.51  0.40-0.66
Intervention vs. control pre phase 1.02  0.81-1.27
Ward system changes Medication nurse role vs. general nurse role RCT [25] Medication nurse vs. general nurse 1.63 1.42-1.87
CPOE plus multifaceted team intervention vs. RCT [24] CPOE + team intervention vs. 0.89 0.48-1.64
CPOE CPOE alone
Single vs. double nurse drug administration RCT [35] 1 vs. 2 nurse administration 141 1.07-1.85
PODs scheme vs. standard practice CT [33] Intervention vs. control post phase .12 0.79-1.69
Intervention vs. Control pre phase 1.09  0.75-1.59
Nurse education and Self-directed educational CD ROM program vs. RCT [26] Intervention vs. control post phase 1.78  0.94-3.35
training standard practice
Didactic vs. simulated ward-based learning CT [28] Simulation vs. didactic post phase 0.17  0.09-0.30
Simulation vs. didactic pre phase 148 1.01-2.18
Clinical pharmacist-led training program vs. CT [36] Intervention vs. control post phase 0.76  0.67-0.87
standard practice Intervention vs. control pre phase .11 0.96-1.27
Changing practice in Multifaceted initiative vs. standard practice RCT [31] SAFERSleep® vs. traditional system  0.62  0.27-1.45
anesthesia Multifaceted initiative vs. standard practice CT [30]  SAFERSleep® vs. traditional system 1.26  0.95-1.68

ADS automated ward-based dispensing system, BCMA barcode assisted medication administration, CD ROM compact disc read only memory, CI
confidence interval, CPOE computerized physician order entry, CT non-randomized controlled trial, eMAR electronic medication administration record,

POD patients own drugs, RCT randomized controlled trial, RR risk ratio

RR and 95 % CI which appear in bold are statistically significant (p < 0.05)

settings without comparing them [30]. These two studies
were considered at high risk of potential contamination
bias, as participating staff had either used the intervention
before the study [31] or were likely to have been exposed
to both control and intervention knowledge, technology, or
practice [30, 31].

4 Discussion

This is the first systematic review with a focus on evalu-
ating the impact of interventions designed to reduce the
rate of MAEs and related ADEs in hospitals. Key strengths
of this review are the time period covered and the use of
established approaches to apply inclusion criteria and
undertake independent risk of bias assessments, which
have been used in a previous systematic review assessing
the effect of interventions on ADEs [45]. Whilst it is
important to recognize the contribution of well known
research outside this review in working towards reducing
the MAE burden such as other BCMA evaluations [46], our
inclusion criteria were designed to identify studies where

changes in outcome rates could be compared against a
comparator group to help mitigate against contamination or
changes in outcome independent of an intervention, which
are important sources of potential research design bias.

Study settings varied considerably amongst the included
studies (e.g. intensive care [ADS] vs. medical/surgical
wards [BCMA, CPOE]), which is important to consider
when taking account of the external validity of the findings
presented [1, 5, 6]. Analysis of comparator groups also
revealed important differences in outcome rates between
study sites and individual units, a phenomenon commonly
encountered in MAE research [5]. Study authors have
suggested that these differences may arise due to medicines
management activities, staff roles, or workload factors
unique to each ward [25, 27]. In one study, results from all
included wards were grouped together to present findings,
which may mask important changes in outcomes [29].
These findings highlight the importance of using similar
study units where possible and reporting data from all
included groups.

The variety of outcome definitions used by studies
included in this review has been reported elsewhere as an
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influence on reported outcome measures and a barrier to
comparing results [5, 6, 8, 47]. In addition, variability in
which MAE subtypes were studied and whether error
severity was investigated added to this uncertainty. Despite
their reported frequency in MAE research [5], timing errors
were included in only four studies [26, 28, 32, 35]. A range
of different reported MAE subtypes were reported in direct
observation studies, which reflects the findings of a recent
review [6]. Only four studies carried out an assessment of
the severity of identified MAEs [31-33, 36], a finding that
has been shared elsewhere when assessing direct observa-
tion-based MAE research [5]. Aside from two studies that
provided enough information to determine whether harm
was actual or potential [32, 36], no changes in error
severity were attributed to the intervention [33] or no errors
causing harm were captured [31]. Greater standardization
is therefore required to address the impact of interventions
on harm associated with the full range of MAEs, including
whether actual or potential harm was measured [5, 6].

Direct observation is considered the most appropriate
method to identify MAEs, as it identifies the largest
number and full range of errors compared with chart
review and self-reporting [48, 49] and does not appear to be
influenced by observation time or observer intervention
[50]. Whilst seven studies used direct observation for MAE
data collection, one used chart review [35], another used
reconciliation [31] and two others used self-reporting [30,
34] methods that may underestimate the MAE rate. The
studies that detected types of ADEs using chart review and
self-reporting, amongst other methods [24, 29], may not be
disadvantaged as chart review is suitable for identifying
such outcomes [51], though caution must be advised as
different adverse event detection methods show little
overlap in their findings [52].

Although a positive impact on outcomes was seen for some
medication use technology, nurse educational/training and
ward system interventions, equivocal or negative changes in
MAE rates were seen for those that remained, some of which
were assessed using RCTs with less risk of potential bias.

With the exception of decision support-enabled infusion
pumps, medication use technology interventions (CPOE,
ADS, BCMA/ electronic medication administration record
[eMAR]) showed statistically significant reductions in out-
come rates [27, 32, 34]. Of these, two used direct observation
error detection methods (ADS, BCMA) [27, 32]. In particular,
in the RCT design of the ADS study [32], the risk of bias was
limited to contamination and allocation knowledge, which are
difficult to enforce in hospitals where staff move between
wards and the intervention is clearly visible and requires
interaction. However, the positive outcomes reported in the
CPOE study [34] should be viewed with caution given the
unreliability of incident reports as a reflection of MAE rates
over time, and the wider question should be asked as to

whether this intervention would have a pronounced effect on
MAESs beyond written communication deficiencies. Although
overall these results for technology are encouraging, further
research is required to confirm these findings. Future evalua-
tions could place greater emphasis on the untoward effects of
information technology on medication use processes; safety
features of infusion pumps were often bypassed in one
included study [29], and research conducted elsewhere sug-
gests workarounds are a major barrier to effective imple-
mentation of medication administration support technology
[13, 53] and that implementation of technology requires
careful planning to avoid such issues [54].

Mixed results were observed when changes to ward sys-
tems were made. The observed increase in MAEs for single
nurse medication administration warrants careful consider-
ation, as potential risks of bias affecting almost all assessed
areas were noted as well as a large decrease in MAE rate
between phases for the control group [35], which may indi-
cate the influence of other ward changes or circumstances in
accounting for the change in MAE rate. One RCT with fewer
potential risks of bias found that nurses made more errors
when they were given the sole task of medication adminis-
tration [25], and elsewhere a patients’ own drugs scheme
[33] and a multifaceted team intervention inferred no sig-
nificant reductions in outcome rates [24].

Two studies (including one RCT) found that a multi-
faceted system to improve IV medication administration in
anesthesia did not reduce MAEs [30, 31], though con-
tamination and blinding were areas of high risk of potential
bias and errors were measured using techniques other than
direct observation, where self-reporting in particular meant
that the rates of errors reported may have been influenced
by awareness of errors and reporting behavior as well as
the intervention being tested [55].

Direct observation evidence from nurse education and
training interventions suggests that self-directed learning
does not appear effective thus far in reducing MAEs in
hospitals [26], but that simulation-based exercises and
clinical pharmacist-led training may show promise, though
further rigorous evaluation is required [28, 36]. Two
studies (including one RCT) [25, 26] found that their
educational/ward system changes reduced procedural
errors such as failure to check or borrowing medicines but
did not reduce (and displayed a trend towards increasing)
MAESs. The origins of some MAEs may thus be indepen-
dent of such failures [25, 26].

The educational interventions appeared practical, as they
required little time for staff to participate [26, 28, 36]. In
contrast, technological interventions such as BCMA/eMAR,
CPOE, ADS, and the multifaceted anesthesia system may
require substantial and sustained organizational change,
along with major financial investment and may therefore
take a considerable period of time to implement and for
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benefits to be seen (as well as altering time spent on certain
tasks [31]) [11, 55]. However, research has noted economic
benefits associated with barcode-assisted pharmacy dis-
pensing [56], CPOE [57],and BCMA [58]. Changing the role
of nurses and patients may be less costly than technological
innovations to introduce, but one must consider their impact
on social dynamics and workflow patterns [25], with one
study reporting that dual nurse administration took twice as
long as single nurses [35]. In addition, the attitudes and
experiences of front-line staff using these interventions are
an important contributor to successful implementation [59],
and must be evaluated more rigorously, as only two studies
reporting such measures asked both comparator groups for
feedback [28, 31, 32]. Although RCT study designs are
preferable when evaluating interventions, they may not be
feasible when testing particular patient safety research
questions, or evaluating interventions that are implemented
across a hospital simultaneously [60].

Whilst a number of different interventions were evalu-
ated, other important targets for MAE minimization did not
feature and warrant investigation using robust study
designs [8]. These include interventions to reduce inter-
ruptions/distractions and to improve the process of medi-
cation dosing, including checking and checklists. Recent
research has identified weaknesses in existing interventions
designed to minimize interruptions (and MAEs) [14] and
where future investigations could focus [14, 61, 62]. Others
have reported that checking exercises may minimize
MAESs, though more robust evaluations are needed [15,
63]. Given the frequency with which intensive care units
(ICUs, n = 5, with two using ICUs exclusively [28, 32])
and theatres (n = 2) [30, 31] were used by studies in this
review, one must also consider that errors may originate
from different pathways and factor combinations than other
environments [8, 64], which may then suggest different
solutions. Evidence from critical care suggests that no
single intervention can as yet be recommended, with rel-
evant studies possessing limitations similar to those iden-
tified in this review [17]. Despite our understanding that
multifaceted interventions are likely to be needed to reduce
ME:s [7, 8, 10], the few studies employing this approach
failed to show benefits [24, 30, 31], though one study
reported reductions in IV MAEs after implementing pro-
cedural and training changes, though their focus was on the
latter of the two interventions [36]. This suggests that
further theoretical study of their underlying causes may be
required to best inform forthcoming interventions [8, 65].

5 Conclusion

The evidence base for interventions designed to reduce
MAEs in hospital settings is limited. Despite this,
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significant improvements in MAE/related ADE rates were
seen for nurse education and training initiatives, and
medication use technology interventions, though these
findings should be viewed with caution as many did not
utilize optimal study designs or more suitable data col-
lection techniques, and all were susceptible to potential risk
of bias. Evidence from RCTs with fewer potential biases
suggests that dedicated medication nurses, self-directed
educational CD ROM packages on medication adminis-
tration safety, and a multimodal anesthesia drug delivery
package may not reduce MAEs in hospitals. In the future,
greater standardization of methods and a more theory-dri-
ven approach to the design and implementation of forth-
coming interventions to minimize MAEs is needed,
whereby knowledge of the range and causes of these errors
is used to guide their prevention.
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