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Abstract.

Non-adherence as a major contributor to poor treatment outcomes. This study aimed to explore the

effectiveness of existing interventions promoting adherence to antimalarial drugs by systematic review. The following
databases were used to identify potential articles: MEDLINE, EMBASE, the Cochrane CENTRAL, and CINAHL
(through March 2013). From 1,813 potential papers identified, 16 studies met the selection criteria comprising 9,247
patients. Interventions were classified as packaging aids, visual media, combined visual media and verbal information,
community education, medication supervision, and convenient regimen. These interventions were shown to increase
adherence to antimalarial drugs (median relative risk = 1.4, interquartile range 1.2-2.0). Although a most effective
intervention did not emerge, community education and visual media/verbal information combinations may well have
most potential to improve adherence to antimalarial medication. These interventions should be implemented in combi-
nation to optimize their beneficial effects. The current understanding on improved adherence would facilitate to contain

outbreaks of malaria cost effectively.

INTRODUCTION

Malaria is a major public health problem in tropical
countries with 300 to 500 million clinical cases globally,
thus imposing an economic burden, particularly in coun-
tries with high transmission rates.'” The effective control and
treatment of malaria remains a challenge and the World
Health Organization (WHO) suggested that rapid treat-
ment with antimalarials is necessary.> Ample evidence has
shown that adherence is one of the most important factors
that contributes to controlling outbreaks of the disease.>™
Poor adherence jeopardizes antimalarial effectiveness and
control of malarial transmission.

Current evidence suggests that poor to moderate adherence
is common in malarial treatment in the community6'9; an
effective approach is therefore essential to address this prob-
lem. To date, several interventions aiming to promote adher-
ence have been developed and implemented in endemic areas
where poor adherence was observed. Understanding the rela-
tive effectiveness of each type of intervention could thus help
to formulate clear guidelines that improve adherence to med-
ication. A previous systematic review had tried to illustrate
such information and found that interventions focusing on
carers, behavior, user-friendly packaging, and provision of
correct dosage improved adherence to antimalarial drugs.'
Although this review gave an inclusive outline of the available
effective interventions, it was dated back in 2005 and did not
adequately provide an overview of the quality of the included
studies. Furthermore, designs of the studies included in the
previous review were varied and not limited to intervention
studies. Considering the previous shortcomings and the grow-
ing number of published literature, an update focusing on the
current evidence for the role of interventions that promote
adherence to antimalarial drugs is needed. This will provide
an informative review for healthcare practitioners and
policymakers to deliver effective antimalarial treatment using
efficacious interventions. To this end, we aimed to explore the
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relative effectiveness of existing interventions to improve
antimalarial drug adherence.

METHODS

This systematic review was conducted according to the
Cochrane Collaboration framework and the reporting
followed the PRISMA Statement.'*!?

Search strategy. The following bibliographic databases were
systematically searched since their inception dates to March
2013: MEDLINE, Excerpta Medica Database (EMBASE),
Cumulative Index to Nursing and Allied Health Literature
(CINAHL), and Cochrane CENTRAL. The search terms:
antimalarial, compliance or adherence, and malaria were used.
Authors of the potential papers were contacted where neces-
sary to clarify missing or incomplete data. We identified all
relevant studies regardless of language.

Study selection. Full papers of potentially relevant studies
were checked for eligibility to the inclusion criteria by three
authors (AF, TD, and CK). Disagreements were resolved
through discussion and consensus.

Inclusion criteria. Original comparative studies investigat-
ing the effectiveness of any intervention that aimed to
improve adherence to antimalarial drugs were included in this
review if they were conducted on outpatients with uncompli-
cated malaria and provided sufficient data for calculating the
rate of adherence to antimalarial drugs.

Data extraction. The participants, study design, type of inter-
vention, adherence rates to antimalarial drugs, and cure rates
for each type of intervention were extracted by two reviewers
(TD, AF). Rates of adherence and clinical efficacy were
presented as number of patients on an intention to treat basis.

Assessment of study quality. We assessed risk of bias in
studies using a standard method, the Cochrane Collaboration
Tool for Assessing Risk of Bias in Studies."> The following
six domains were assessed: 1) random sequence generation,
2) allocation concealment, 3) blinding of patients, personnel,
and outcome assessors, 4) missing data, 5) lack of bias or
elective outcome reporting, and 6) other sources of bias. A
Jadad score was also applied to assess the methodological
quality of controlled clinical trials."*
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Outcome measures and analytical strategy. The primary
outcome was the prevalence of adherence, calculated by the
number of patients who adhered to antimalarial drugs and
divided by the total number of patients prescribed antimalar-
ial drugs. We performed the calculation of adherence rate for
all intervention types (i.e., packaging aids, visual media, com-
bined approach of visual media and verbal information, com-
munity education, medication supervision and convenient
regimen). Sensitivity analysis examined the impact of promot-
ing interventions on adherence rate. The Cochran-Mantel-
Haenszel method was performed to test for heterogeneity'?
and P < 0.10 was considered evidence of heterogeneity'>'®;
the degree of between-study heterogeneity was assessed using
%% and I tests to determine whether it was appropriate to
compute a meta-analytic summary estimate. An I* of 25%,
50%, and 75% indicates low, medium, and high heterogene-
ity, respectively’”; if there was a significant heterogeneity
between studies, the results across these studies were summa-
rized using the median and interquartile range (IQR). The
software used to perform all statistical analyses was STATA
version 10.0 (StataCorp LP, College Station, TX).

RESULTS

Search results. Out of the 1,813 potential articles, 16 fulfilled
the inclusion criteria (Figure 1)'7? and comprised a total of
9,247 patients. Of these, two studies included two different

Potentially relevant studies through databases search (n= 1813) ‘

_+ Duplicated papers (n=666) ‘

Studies excluded because

- Not involved malaria (n=31)

- Conducted on hospitalized cases

(n=17)

- Malaria prophylaxis or prevention
(n=50)
Adherence to treatment guideline
(n=6)
- No intervention to improve

adherence (n=941)

- Survey, retrospective studies,
reviews, comments, and

conference abstracts (n=29)

Studies related to adherence (n=73)

No adherence outcomes reported

(n=31)

—>| No comparator/controls (n=26) ‘

Studies included for the present review (n=16)
- Packaging aids (n=5)
- Combined approach of visual media and
verbal information (n=3)
- Community education (n=2)
- Medication supervising (n=2)
- Different medication regimen (n=4)

FiGure 1. Flow of the included studies.

interventions.'®? Studies were published from 1998 to 2011.
Ten studies (62.5%) were undertaken in Africa®® 223132 and
the remainder were set in Asia.'’ 7?2?7283 AJl the studies
were based in the public healthcare sectors (12 in a hos-
pital'”1972224=31 and 4 in a community setting)!®232532
but one study also included a group from the private sec-
tor.*” Eight studies (50.0%) investigated the impact of adher-
ence promoting intervention on children or their mothers/
caregivers,20-22:23:25:26.29.3132 The other studies enrolled adults
or patients at all ages.'” 192124272830 1n 14 studies (87.5%),
the patients were infected with falciparum malaria'® 293132
and the remaining studies used patients with vivax malaria.!”*
Six studies (37.5%) used chloroquine,**2* five studies (31.2%)
used artemisinin-based combination therapy (ACT) 2025293132
Other antimalarials were artemisinin monotherapy,"’
sulphadoxine-pyrimethamine, quinine,?® quinine plus tet-
racycline,'®!? chloroquine plus sulphadoxine-pyrimethamine,?’
and chlorproguanil-dapsone.®! The therapeutic regimens for
both studies on vivax malaria were chloroquine followed
by primaquine.'’*°

The majority of studies (13 studies; 81.3%) were ran-
domized controlled trials (RCTs).!”19723-26-32 Tyelve stud-
ies (75.0%)'972426-3032 provided a definition of adherence
(as defined in Table 1) although these definitions and the
methods used to assess adherence varied between studies.
Remaining drug count was the main technique used to assess
adherence.'®20282931 The other methods used were inter-
view, 182125273032 qyestionnaire or  self-report,®17-21-24.26.28
and drug concentration monitoring,'”

Quality assessment of included studies. The quality of study
design and reporting was defined as low. Thirteen controlled
trials were assessed for sources of bias using the Cochrane
Collaboration Tool for Assessing Risk of Bias Studies and
the methodological quality of controlled clinical trials using
the Jadad score. Ten studies were mentioned for random-
ization however there was insufficient information about
sequence generation or allocation concealment,'7-19-23:27:29.30.32
None of the studies were described as double blinded. Incom-
plete outcome data were not addressed in four studies!7?12330.
all studies were free of selective outcome reporting but other
sources of bias were unclear, and thus there was a risk of bias.
The Jadad scores for the studies reviewed ranged from 1 to 3
and were mainly associated with inadequate concealment of
allocation and absence of blinding. Only six studies calculated
sample size based on adherence outcomes'’2%*%3 and three of
these had patients as planned.!”182

Heterogeneity of the included studies. Heterogeneity test-
ing showed that data from all 16 studies were not homogeneous
(x* 340.36; degrees of freedom [df] 18; P < 0.001; I* 94.7%).
Analysis by type of intervention also showed high heterogene-
ity among studies in the same intervention groups.

Effect of different interventions to adherence rate. The
interventions used to promote adherence to antimalarial med-
ication can be classified into six main groups: 1) packaging aids
(5 studies),'”?*1-2327 2) visual media (1 study),?* 3) combined
approaches of visual media and verbal information (2 stud-
ies),?>** 4) community education (3 studies),'**? 5) medica-
tion supervision (2 studies),>**” and 6) convenient regimens,
i.e., once daily medication regimen (2 studies)®>*' or a shorter
duration of treatment (2 studies).'**® The median relative risk
(RR) for adherence across 16 studies was 1.4 (IQR 1.2-2.0)
compared with no intervention.
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(1) Packaging aids: Prepackaging or blister packs were clas-
sified as packaging aids. The adherence rate following the use
of packaging aids among the four studies in falciparum
malaria ranged from 66.7% to 91.0%, with corresponding
median of RR 1.4, IQR 1.1-1.9."7*%?'*7 One of these four
studies failed to detect any effect of packaging on adherence
to antimalarial drugs in 168 primary school patients.?” In con-
trast, two RCTs for chloroquine regimen (prepackaged syrup
or tablets) consistently showed a greater adherence rate in
patients receiving prepackaging medications compared with
bulk package (Table 1).**?' The remaining study on
falciparum malaria also showed that prepackaging of chloro-
quine plus sulphadoxine-pyrimethamine showed a possible
trend toward better adherence compared with the control
group.”” The only study that investigated the adherence on
vivax malaria also showed that blister packaging exhibited a
greater adherence to primaquine or chloroquine treatment.'’

(2) Visual media: A pictorial insert without verbal instruc-
tion increased the adherence rate when guardians adminis-
tered chloroquine syrup to children compared with group
(51.9% versus 36.5%, P < 0.001).>> There was no study of
visual media intervention in adults.

(3) Combined visual media and verbal information: Two
studies used both visual media and verbal information®**
where the median RR favoring the intervention was 1.7
(IOR 1.4-2.0). Pictorial insert plus verbal instruction
exhibited a greater adherence rate when mothers adminis-
tered chloroquine syrup to their children compared with no
such intervention (73.3% versus 36.5%, P < 0.001), although
the visual aid alone also improved adherence (73.3% versus
51.9%, P < 0.001).> This accords with the study of Agyepong
and others®* who found that the adherence rate (defined as
minimally effective daily dose) in outpatients who received
information combined with antimalarial drug labeling (picto-
rial or writing) increased from 52.7% to 72.3%.

(4) Community education: Three studies explored the
impact of education in the community setting'®***? and the
median RR of 2.7 (IQR 1.7-22.4) favored adherence. A video
plus posters, delivered to villagers in Cambodia also improved
adherence to antimalarial drugs from 0.5% to 204% (P <
0.001), whereas the poster alone failed to have any impact (P >
0.05) in a 7-day course of quinine plus tetracycline.'® Winch and
others® ran training courses on the diagnosis and treatment of
malaria to the persons managing the drug kits. These village
managers of the drug kits subsequently counseled parents on
the administration method of chloroquine. This intervention
substantially increased the adherence rate to chloroquine from
21.6% to 71.7%. Kangwana and others® also showed that the
provision of subsidized packs of pediatric ACT to retail outlets,
training of retail staff and community awareness activities
improved antimalarial adherence from 49.4% to 66.5%.

(5) Medication supervision: Two RCTs, one on falciparum
and one on vivax malaria, using supervised dosing or directly
observed treatment (DOT), showed a high adherence rate to
antimalarial medication.?®*° In a study on falciparum malaria,
the adherence rate in the non-directly observed treatment
(non-DOT) group was high (149 of 160; 93.1%), although
statistical testing comparing to DOT was not reported.”®
Another study undertaken on vivax malaria found that DOT
achieved a 100% adherence rate during a 14-day primaquine
treatment, which is higher than the self-administration
group (80.4%).>°

(6) Convenient regimen: The treatment regimen was either
as 1) once daily dosing or ii) short treatment duration.

(if) Once daily dosing: Two RCTs explored the impact of
once daily dosing on adherence to antimalarial medica-
tion and showed a median RR 1.2 (IQR 1.1-1.4).2%3!
Dunyo and others®' carried out an RCT where once daily
chlorproguanil-dapsone showed a superior adherence
rate compared with a twice daily artemether-lumefantrine
regimes. This accords with Faucher and others?® who
also showed a better adherence rate for once daily
artesunate-amodiaquine (ASAQ) versus artemether-
lumefantrine twice daily also among children.

(ii) Short duration of treatment: The two studies investigated
the effect of duration of treatment and a shorter medica-
tion period showed better adherence: median RR 1.6
(IQR 1.2-2.0).12° Adherence was also much improved in
the Achan and others®® study where patients underwent a
3-day course of artemether plus lumefantrine (79.8%
adherence) were compared with those treated with quinine
for 7 days (39.5%). However, Fungladda and others' in a
RCT showed no difference in adherence rate when com-
paring a 7-day quinine plus tetracycline to 5 days of
artesunate (P > 0.05).

Effect of adherence promoting interventions on treatment
outcomes. In addition to adherence, treatment efficacy was
also measured in 10 studies on the following interventions:
packaging aids (2 studies),?*?” visual media (1 study),*? com-
bined approach of visual media and verbal information
(1 study),” medication supervision (2 studies),”*>” and conve-
nient regimen (4 studies).!**?%3! Various types of treatment
outcomes (e.g., cure rate, adequate clinical and parasitologi-
cal response rate, reappearance rate, clinical failure rate)
were investigated among these studies. Although most
studies showed improvement in adherence rate after inter-
vention, the positive impact on treatment outcomes was not
observed.!”"1%21:23-23:32 Oply DOT over 14 days of treatment
of vivax malaria showed a significant reduction in reap-
pearance rate compared with non-DOT.*

DISCUSSION

The present review evaluated a group of different inter-
ventions designed to promote adherence to antimalarial
medications and teasing out the relative importance of each
interventions in a new perspective. Our findings suggested
that a combined approach of visual media and verbal infor-
mation and community education are potential interventions
to improve adherence to antimalarial drugs. These results are
consistent with those of other studies and suggest that multi-
faceted interventions featuring interactive education and
training have been shown to help promote adherence across
a variety of conditions™; this thorough review of the current
evidence is useful to accommodate WHO treatment guide-
lines in enhancing adherence to antimalarial medication.

Neither visual media nor verbal information alone were suf-
ficient to promote adherence to antimalarial drugs however,
when combined, an improved adherence among children who
were dosed by caregivers is noteworthy.?>?* This review pro-
duced results that corroborate the findings from previous
work, which explored the use of combination interventions to
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promote adherence.>**> Community education (i.e., training of
drug kit managers, shopkeepers, retailers, or other dispensers,
and promoting public awareness) could increase the under-
standing of malaria treatment and indirectly improve patient’s
adherence to antimalarial drugs.'®*3? There were various
educational techniques used for promoting adherence to anti-
malarials. Acceptability or popularity among the patients, fea-
sibility, and the role of responsible healthcare workers should
be taken into account as factors for selection of an appropriate
educational technique. For example, video parlors were used
to educate community members in Cambodia where it is a very
popular medium,'® whereas managers of village drug-kits were
well established in southern Mali and therefore were used to
educate parents or caregivers of patients with malaria.®

Findings from the included studies on convenient medica-
tion regimens were insufficient to conclude that such inter-
ventions are effective in improving adherence to antimalarial
medications. This is because the once daily dosing regimen of
ACT and short treatment duration seem to demonstrate a
better benefit in improving adherence in only some of the
studies reviewed.?>*! Another drawback in interpreting find-
ings in this type of intervention was caused by the minimal
validity of the included studies.'®?%?°>! This is because the
studies were not randomized into two equal groups and
employment of two different antimalarial drugs. This was
deemed as a major confounder to the outcomes observed as
those who received older medications (e.g., chloroquine, qui-
nine plus tetracycline) may not adhere well to their medica-
tion of the lower efficacies and more numerous side effects,
whereas patients on new treatments (e.g., ACTs) were more
likely to complete the treatment course.'” The positive impact
of convenient regimen should therefore be interpreted as a
combined influence of the antimalarial drug itself and its fre-
quency of administration.

Packaging aids and medication supervision may improve
adherence to antimalarial drugs; although the effect remains
inconclusive. Afenyadu and others® showed no difference in
adherence rate between patients receiving pre-packaged and
non-prepackaged chloroquine. However, this study seemed
underpowered to detect differences between the groups. In
contrast, results from three other RCT studies showed that
packaging aids improved patient adherence to antimalarial
drugs, which was consistent with the previous review.'® Like-
wise, studies evaluating the impact of medication supervision
on adherence provided mixed results. A study of 320 patients
in Bangladesh exhibited a high adherence rate in the non-
DOT group®®; the authors of this study suggested that a
DOT-like approach of drug delivery may not be necessary.
However, selection bias was observed in this study because
patients who tended to adhere to the medication, indicated
by the ability to attend follow-up visits, were included in
the study, whereas those unable to attend follow-up visits
were excluded.

In addition to the adherence-promoting interventions iden-
tified in this review, mobile phone short message service
(SMS) may be an alternative intervention to improve antima-
larial drugs adherence. A review by Fjeldsoe and others®® on
the use of SMS text messaging for behavior change among
patients in clinical care and for clients in preventive health
behaviors interventions found participant retention ranging
from 43% to 100% and a great variability in acceptance and
compliance with the SMS programs. Furthermore, a study in

Thailand showed that the mobile phone-based case follow-up
rate was higher than previous paper-based case follow-up,
and adherence to antimalarials was 94% for Plasmodium
falciparum-infected patients and 42.6% for Plasmodium vivax
cases.’” However, comparative studies are needed to confirm
the benefit of SMS text messaging to patient adherence to
antimalarial drugs.

The strength of our study is that we have used extended
databases and a timeline beyond the previous systematic
review,'? which allowed us to include an additional nine com-
parative studies.”**>? Considering the information from
these recent studies, an additional intervention, i.e., conve-
nient dosing regimen, has been identified and described.'’
Standard assessment tools (i.e., the Cochrane Collaboration
Tool for Assessing Risk of Bias in Studies and Jadad score)
were also used to assess the methodology of the included
studies. This allows the reader to justify quality of the study
available in this area.

Despite the vigorous bibliographic search of relevant pub-
lications, the high heterogeneity precluded a meta-analysis for
different intervention types. Possible causes of heterogeneity
were diversities in study design, intervention approach, com-
parators, treatment regimes, treatment duration, and methods
to evaluate adherence to antimalarial drugs. This heterogene-
ity is a common problem found in systematic reviews includ-
ing those studying medication adherences in other types of
treatment, such as cardiovascular drugs.38’39 In addition, this
was also reflected in the wide variation in baseline adherence
rates between different studies. There was no readily identi-
fiable cause for this but the national setting, epoch of the
study, antimalarial regimen, general educational level, medi-
cal policies (including how the drugs are paid for), and con-
current treatments probably all made contributions to this
immense disparity.

The definitions for adherence were only described in a small
proportion of the studies and they were various. The rate of
adherence to antimalarial drugs presented in this review is,
therefore, not uniformly defined throughout the different
included studies nor is the methodology used to assess adher-
ence. Basically, it should clearly state the number of doses
consumed and their frequency, size, and the treatment dura-
tion. Like many diseases, defining what constitutes adequate
medication adherence is a complex issue. A working general
definition of adequate adherence in clinical practice is the
minimum level of adherence required for each person to
achieve adequate treatment response and avoid relapse that
is mutually agreed upon by patient and healthcare profes-
sionals. Although, there is no clear consensus at this time on
which cutoff to use and the choice may depend on the specific
aims of each study. Future studies should tailor a categorical
definition using evidence-based treatment parameters, for
examples, by adding a minimally effective dose to the percent
use over time or to a minimal duration of treatment. Defini-
tion of adequate adherence should also take into account the
possibility of excessive use of medication, or overdosing.

Measurement of medication adherence remains a challenge
in routine practice and the research field. Although electronic
pill boxes have been suggested as an appropriate approach to
evaluate adherence to medication,*” they have their own prob-
lems and being too expensive in regions where malaria is
endemic. Because all adherence measures have strengths and
weaknesses, it is generally recommended that investigations
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combine two or more potentially complementary measures of
adherence. Selection of the approach in evaluating adher-
ence should depend on the type of adherence, intervention
target, nature of research, and the treatment being investi-
gated. Minimally, adherence studies should follow CONSORT
guidelines*'; these may help researchers to improve their mea-
surement of adherence in drug effectiveness studies.

Additional factors that are likely to have an impact on the
findings of this review include: inadequacy in prescribing and
dispensing antimalarials by health professionals, accessibility
to healthcare facilities, and out-of-pocket payment for the
treatment. Another confounding factor affecting the adher-
ence to medication was the particular antimalarial compound
per se, as previously mentioned. These factors were not well
addressed or clarified in the studies reviewed and therefore
need to be considered in future research work to fulfill the
existing deficiencies.

The small number of studies in each intervention group may
also lead to overinterpretation of the results. Although sample
size calculations were conducted in six studies,'”2%?*%> only
three stated the number of subjects to detect a genuine effect.
It is suggested that matching the test intervention to a three-
tier model (e.g., the intervention is targeted to either 1) the
whole study population [universal], 2) patients at risk for
nonadherence [selected], or 3) those nonadherent [indicated])
has the potential to improve the effect sizes of such adherence
studies, and help in providing a structure that facilitates the
dissemination and implementation in real world settings.** Tt
should also be noted that none of the studies reviewed were
conducted at a national level. Results from these small-scale
studies may only be valid in certain areas or communities and
may not be able to be extrapolated unless supported by coun-
trywide studies. Considering the wide range of current antima-
larial drugs, we recommend that further adherence-promoting
intervention studies should also extend to other recommended
antimalarial regimens (e.g., artesunate-mefloquine [ASMQ)]
and dihydroartemisinin-piperaquine [DHAPQ]) or different
preparations (e.g., suppository).

Most of the available studies were at an unclear risk of bias
and had low Jadad scores caused by poor details on the ran-
domization method or nondisclosure of the method used for
sequence generation or allocation sequence. However, some
criteria may not apply to certain interventions (e.g., behavior
change interventions). For example, almost all of the studies
reviewed, most notably the failed “blinding” criterion because
of practical difficulties to blind both patients and most of the
researchers'’?; although, these types of intervention studies
are not amenable to double blinding, there was no informa-
tion about how interactions between the control and interven-
tion groups were minimized.

Poor adherence continues to be a major problem in malar-
ial treatment. Although some single interventions (such as
short-course treatment regimen and user-friendly packaging)
were adopted in routine practice, more than one potential
intervention should be added on top of the existing ones to
summate their beneficial effects in the real world. Further
studies should also explore whether those described interven-
tions are actually implemented in routine treatment contexts.
This systematic review implies that community education and
a visual media/verbal information combination will be of major
benefit to adherence thus augmenting the cost-effectiveness of
malarial containment.

Received September 25,2012. Accepted for publication October 1,2013.
Published online October 28, 2013.

Acknowledgments: We thank Norman Scholfied for the support and
assistance in proofreading the manuscript and valuable comments.

Disclaimer: The authors declare they have no financial compet-
ing interest.

Authors’ addresses: Anjana Fuangchan and Teerapon Dhippayom,
Pharmaceutical Care Research Unit, Faculty of Pharmaceutical
Sciences, Naresuan University, Muang, Phitsanulok, Thailand,
E-mails: anjana.fuangchan@gmail.com and teerapond@hotmail.com.
Chuenjid Kongkaew, Faculty of Pharmaceutical Sciences, Naresuan
University, Muang, Phitsanulok, Thailand, E-mails: chuenjidk@nu.ac.th
or chuenjid@googlemail.com.

REFERENCES

1. World Health Organization, 2011. Fact Sheet Malaria. Available
at: http://www.who.int/mediacentre/factsheets/fs094/en/. Accessed
October 31, 2011.

2. Sachs J, Malaney P, 2002. The economic and social burden of
malaria. Nature 415: 680—685.

3. World Health Organization, 2010. Guidelines for the Treatment of
Malaria. Geneva: WHO.

4. White NJ, Olliaro PL, 1996. Strategies for the prevention of anti-
malarial drug resistance: rationale for combination chemother-
apy for malaria. Parasitol Today 12: 399-401.

S. Bloland PB, 2001. Drug Resistance in Malaria. Geneva: World
Health Organization.

6. Kachur SP, Khatib RA, Kaizer E, Fox SS, Abdulla SM, Bloland
PB, 2004. Adherence to antimalarial combination therapy with
sulfadoxine-pyrimethamine and artesunate in rural Tanzania.
Am J Trop Med Hyg 71: 715-722.

7. Fogg C, Bajunirwe F, Piola P, Biraro S, Checchi F, Kiguli J,
Namiiro P, Musabe J, Kyomugisha A, Guthmann JP, 2004.
Adherence to a six-dose regimen of artemether-lumefantrine
for treatment of uncomplicated Plasmodium falciparum malaria
in Uganda. Am J Trop Med Hyg 71: 525-530.

8. Kabanywanyi AM, Lengeler C, Kasim P, King’eng’ena S,
Schlienger R, Mulure N, Genton B, 2010. Adherence to and
acceptability of artemether-lumefantrine as first-line anti-malarial
treatment: evidence from a rural community in Tanzania.
Malar J 9: 48.

9. Beer N, Ali AS, Rotllant G, Abass AK, Omari RS, Al-Mafazy AW,
Bjorkman A, Kallander K, 2009. Adherence to artesunate-
amodiaquine combination therapy for uncomplicated malaria
in children in Zanzibar, Tanzania. Trop Med Int Health 14:
766-774.

10. Yeung S, White NJ, 2005. How do patients use antimalarial
drugs? A review of the evidence. Trop Med Int Health 10:
121-138.

11. Liberati A, Altman DG, Tetzlaff J, Mulrow C, Gotzsche PC,
Ioannidis JP, Clarke M, Devereaux PJ, Kleijnen J, Moher D,
2009. The PRISMA statement for reporting systematic reviews
and meta-analyses of studies that evaluate healthcare interven-
tions: explanation and elaboration. BMJ 339: b2700.

12. Higgins JPT, Green S, 2011. Cochrane Handbook for Systematic
Reviews of Interventions Version 5.1.0. Available at: www
.cochrane-handbook.org. Accessed March 1, 2013.

13. Higgins JPT, Green S, 2008. Cochrane Handbook for Systematic
Reviews of Interventions. Chichester: John Wiley & Son Ltd.

14. Jadad AR, Moore RA, Carroll D, Jenkinson C, Reynolds DJ,
Gavaghan DJ, McQuay HJ, 1996. Assessing the quality of
reports of randomized clinical trials: is blinding necessary?
Control Clin Trials 17: 1-12.

15. Higgins JPT, Thompson SG, 2002. Quantifying heterogeneity in a
meta-analysis. Stat Med 11: 1539-1558.

16. Deeks JJ, Higgins JPT, Altman DG (ed), 2008. Chapter 9:
analysing data and undertaking meta-analyses. In: Higgins
JPT, Green S (eds). Cochrane Handbook for Systematic
Reviews of Interventions. Version 5.0.1 [updated September
2008]. The Cochrane Collaboration. Available at: www.cochrane-
handbook.org.



17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

IMPROVING ADHERENCE TO ANTIMALARIAL MEDICATION 19

Qingjun L, Jihui D, Laiyi T, Xiangjun Z, Jun L, Hay A, Shires S,
Navaratnam V, 1998. The effect of drug packaging on patients’
compliance with treatment for Plasmodium vivax malaria in
China. Bull World Health Organ 76 (Suppl 1): 21-27.

Denis MB, 1998. Improving compliance with quinine + tetracycline
for treatment of malaria: evaluation of health education inter-
ventions in Cambodian villages. Bull World Health Organ 76
(Suppl 1): 43-49.

Fungladda W, Honrado ER, Thimasarn K, Kitayaporn D,
Karbwang J, Kamolratanakul P, Masngammueng R, 1998.
Compliance with artesunate and quinine + tetracycline treat-
ment of uncomplicated falciparum malaria in Thailand. Bull
World Health Organ 76 (Suppl 1): 59-66.

Ansah EK, Gyapong JO, Agyepong IA, Evans DB, 2001.
Improving adherence to malaria treatment for children: the
use of pre-packed chloroquine tablets vs. chloroquine syrup.
Trop Med Int Health 6: 496-504.

Yeboah-Antwi K, Gyapong JO, Asare IK, Barnish G, Evans DB,
Adjei S, 2001. Impact of prepackaging antimalarial drugs on
cost to patients and compliance with treatment. Bull World
Health Organ 79: 394-399.

Okonkwo PO, Akpala CO, Okafor HU, Mbah AU, Nwaiwu O,
2001. Compliance to correct dose of chloroquine in uncompli-
cated malaria correlates with improvement in the condition of
rural Nigerian children. Trans R Soc Trop Med Hyg 95: 320-324.

Winch PJ, Bagayoko A, Diawara A, Kane M, Thiero F, Gilroy K,
Daou Z, Berthe Z, Swedberg E, 2003. Increases in correct
administration of chloroquine in the home and referral of sick
children to health facilities through a community-based inter-
vention in Bougouni District, Mali. Trans R Soc Trop Med Hyg
97: 481-490.

Agyepong IA, Ansah E, Gyapong M, Adjei S, Barnish G, Evans
D, 2002. Strategies to improve adherence to recommended
chloroquine treatment regimes: a quasi-experiment in the con-
text of integrated primary health care delivery in Ghana. Soc
Sci Med 55: 2215-2226.

Afenyadu GY, Agyepong 1A, Barnish G, Adjei S, 2005. Improv-
ing access to early treatment of malaria: a trial with primary
school teachers as care providers. Trop Med Int Health 10:
1065-1072.

Achan J, Tibenderana JK, Kyabayinze D, Wabwire Mangen F,
Kamya MR, Dorsey G, D’Alessandro U, Rosenthal PJ,
Talisuna AO, 2009. Effectiveness of quinine versus artemether-
lumefantrine for treating uncomplicated falciparum malaria in
Ugandan children: randomized trial. BMJ 339: b2763.

Lauwo JA, Hombhanje FW, Tulo SP, Maibani G, Bjorge S, 2006.
Impact of pre-packaging antimalarial drugs and counseling on
compliance with malaria treatment at Port Moresby General
Hospital Adult Outpatient Department. P N G Med J 49: 14-21.

Rahman MM, Dondorp AM, Day NPJ, Lindegardh N, Imwong
M, Faiz MA, Bangali AM, Kamal AT, Karim J, Kaewkungwal
J, Singhasivanon P, 2008. Adherence and efficacy of supervised
versus non-supervised treatment with artemether/lumefantrine
for the treatment of uncomplicated Plasmodium falciparum
malaria in Bangladesh: a randomized controlled trial. Trans R
Soc Trop Med Hyg 102: 861-867.

Faucher JF, Aubouy A, Adeothy A, Cottrell G, Doritchamou J,
Gourmel B, Houze P, Kossou H, Amedome H, Massougbodji
A, Cot M, Deloron P, 2009. Comparison of sulfadoxine-
pyrimethamine, unsupervised artemether-lumefantrine, and unsu-
pervised artesunate-amodiaquine fixed-dose formulation for

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

uncomplicated Plasmodium falciparum malaria in Benin: a ran-
domized effectiveness noninferiority trial. J Infect Dis 200: 57-65.

Takeuchi R, Lawpoolsri S, Imwong M, Kobayashi I,
Kaewkungwal J, Pukrittayakamee S, Puangsa-Art S,
Thanyavanich N, Maneeboonyang W, Day NP, Singhasivanon
P, 2010. Directly-observed therapy (DOT) for the radical
14-day primaquine treatment of Plasmodium vivax malaria on
the Thai-Myanmar border. Malar J 9: 308.

Dunyo S, Sirugo G, Sesay S, Bisseye C, Njie F, Adiamoh M,
Nwakanma D, Diatta M, Janha R, Sisay Joof F, Temple B,
Snell P, Conway D, Walton R, Cheung YB, Milligan P, 2011.
Randomized trial of safety and effectiveness of chlorproguanil-
dapsone and lumefantrine-artemether for uncomplicated
malaria in children in the Gambia. PLoS ONE 6: e17371.

Kangwana BP, Kedenge SV, Noor AM, Alegana VA, Nyandigisi
AJ, Pandit J, Fegan GW, Todd JE, Brooker S, Snow RW,
Goodman CA, 2011. The impact of retail-sector delivery of
artemether-lumefantrine on malaria treatment of children
under five in Kenya: a cluster randomized controlled trial.
PLoS Med 8: €1000437.

Krueger KP, Berger BA, Felkey B, 2005. Medication adher-
ence and persistence: a comprehensive review. Adv Ther
22:313-356.

Berben L, Bogert L, Leventhal ME, Fridlund B, Jaarsma T,
Norekval TM, Smith K, Stromberg A, Thompson DR, De
Geest S, 2011. Which interventions are used by health care pro-
fessionals to enhance medication adherence in cardiovascular
patients? A survey of current clinical practice. Eur J Cardiovasc
Nurs 10: 14-21.

Wu YP, Roberts MC, 2008. A meta-analysis of interventions
to increase adherence to medication regimens for pediatric
otitis media and streptococcal pharyngitis. J Pediatr Psychol
33:789-796.

Fjeldsoe BS, Marshall AL, Miller YD, 2009. Behavior change
interventions delivered by mobile telephone short-message
service. Am J Prev Med 36: 165-173.

Meankaew P, Kaewkungwal J, Khamsiriwatchara A, Khunthong
P, Singhasivanon P, Satimai W, 2010. Application of mobile-
technology for disease and treatment monitoring of malaria in
the “Better Border Healthcare Programme”. Malar J 10: 69.

Bowry AD, Shrank WH, Lee JL, Stedman M, Choudhry NK,
2011. A systematic review of adherence to cardiovascular med-
ications in resource-limited settings. J Gen Intern Med 26:
1479-1491.

Sandercock P, 2011. The authors say: “The data are not so robust
because of heterogeneity’ - so, how should I deal with this
systematic review? Meta-analysis and the clinician. Cerebrovasc
Dis 31: 615-620.

Twagirumukiza M, Kayumba PC, Kips JG, Vrijens B, Stichele
RV, Vervaet C, Remon JP, Van Bortel ML, 2010. Evaluation
of medication adherence methods in the treatment of malaria
in Rwandan infants. Malar J 9: 206.

Moher D, Hopewell S, Schulz KF, Montori V, Gotzsche PC,
Devereaux PJ, Elbourne D, Egger M, Altman DG, 2010.
CONSORT 2010 Explanation and Elaboration: updated guide-
lines for reporting parallel group randomized trials. J Clin
Epidemiol 63: e1-e37.

Velligan D, Sajatovic M, Valenstein M, Riley WT, Safren S,
Lewis-Fernandez R, Weiden P, Ogedegbe G, Jamison J, 2010.
Methodological challenges in psychiatric treatment adherence
research. Clin Schizophr Relat Psychoses 4: 74-91.



