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Do patients adhere to over-the-counter
artemisinin combination therapy for malaria?
evidence from an intervention study in Uganda
Jessica L Cohen1,2*, Elif Yavuz1, Alexandra Morris3, Jean Arkedis4 and Oliver Sabot3

Abstract

Background: Increasing affordability of artemisinin combination therapy (ACT) in the African retail sector could be
critical to expanding access to effective malaria treatment, but must be balanced by efforts to protect the efficacy
of these drugs. Previous research estimates ACT adherence rates among public sector patients, but adherence
among retail sector purchasers could differ substantially. This study aimed to estimate adherence rates to
subsidized, over-the-counter ACT in rural Uganda.

Methods: An intervention study was conducted with four licensed drug shops in Eastern Uganda in December
2009. Artemether-lumefantrine (AL) was made available for sale at a 95% subsidy over-the counter. Customers
completed a brief survey at the time of purchase and then were randomly assigned to one of three study arms:
no follow-up, follow-up after two days or follow-up after three days. Surveyors recorded the number of pills
remaining through blister pack observation or through self-report if the pack was unavailable. The purpose of the
three-day follow-up arm was to capture non-adherence in the sense of an incomplete treatment course ("under-
dosing”). The purpose of the two-day follow-up arm was to capture whether participants completed the full course
too soon ("over-dosing”).

Results: Of the 106 patients in the two-day follow-up sample, 14 (13.2%) had finished the entire treatment course
by the second day. Of the 152 patients in the three-day follow-up sample, 49 (32.2%) were definitely non-adherent,
three (2%) were probably non-adherent and 100 (65.8%) were probably adherent. Among the 52 who were non-
adherent, 31 (59.6%) had more than a full day of treatment remaining.

Conclusions: Overall, adherence to subsidized ACT purchased over-the-counter was found to be moderate.
Further, a non-trivial fraction of those who complete treatment are taking the full course too quickly. Strategies to
increase adherence in the retail sector are needed in the context of increasing availability and affordability of ACT
in this sector.

Background
Artemisinin Combination Therapy (ACT) is the WHO
recommended first-line therapy for Plasmodium falci-
parum malaria in nearly all malaria endemic countries and
is the most effective treatment for the disease [1]. Several
recent papers have stressed the urgency of developing stra-
tegies to stem parasite resistance to artemisinin, as resistant
strains have already been detected [2-4]. The development
of widespread resistance to previous generations of

inexpensive, commonly purchased anti-malarials contribu-
ted to increases in malaria mortality among African
children against a backdrop of overall declines in child
mortality in this region [5,6].
Volumes of ACT purchased and distributed through

private and retail sector channels are increasing substan-
tially [7,8], though availability in retail outlets is still far
from universal [9,10]. Since the majority of malaria
treatment-seeking occurs in these sectors [11], and ACT
is 5 to 24 times more expensive than alternative anti-
malarials [9], price has been a major barrier to transi-
tioning anti-malarial purchases from older, less effective
medicines to ACT [12-15]. The Affordable Medicines
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Facility - malaria (AMFm) is a pilot initiative in seven
African countries that aims to substantially reduce the
price of ACT through subsidies [16]. Through this ACT
price reduction, the AMFm also aims to encourage the
purchase of ACT over artemisinin monotherapies
(AMT), as AMT use can be a serious risk for parasite
resistance to artemisinin-based drugs [17,18]. However,
the AMFm’s ultimate impact in protecting artemisinin
will be inhibited if ACT is being used inappropriately
[19].
Non-adherence to recommended treatment regimens,

resulting in sub-therapeutic drug concentrations is a key
driver of parasite resistance [17,20-22]. Non-completion of
a full standard regimen also exposes patients to recurrent
malaria infections and can increase related morbidity and
mortality [23,24]. Previous studies have estimated a range
of adherence rates to ACT obtained in the public sector,
some finding nearly perfect adherence and others finding
adherence rates as low as 39%, but with estimates varying
importantly with the strictness of the definition, research
methods and context [25-37]. It is questionable to what
extent results from these studies can be generalized
to patients purchasing ACT from private sector outlets
such as licensed pharmacies, licensed and unlicensed drug
shops, and other informal outlets like general stores and
market stands. In most public sector studies, adherence is
measured with home visits to patients who received ACT
free-of-charge after a confirmed malaria diagnosis and
often after receiving counseling, dosing instructions and
side effects warnings from a trained provider who often
supervised the first dose [25,28,29,32-34,37,38]. To the
extent that diagnosis, instructions and supervision can
improve adherence, retail sector adherence rates are likely
to be lower [36]. Patient characteristics could differ impor-
tantly as well, e.g. if people are more likely to visit the pub-
lic sector when the patient is young and the illness is
severe [39,40]. Finally, retail sector customers may only be
able to afford a sub-therapeutic dose of ACT and may
choose to keep pills for the next time a household member
is ill to defray future expense [41]. For all of these reasons,
it may be inappropriate to forecast adherence rates to
ACT provided through the retail sector based on existing
public sector estimates.
As financing and other initiatives aiming to increase

access to ACT reach the substantial share of malaria
patients who seek treatment in the retail sector, it is
increasingly crucial to have estimates of adherence rates
among this population. Understanding ACT adherence
in the retail sector is necessary for developing appropriate
strategies to prevent the emergence of artemisinin resis-
tance. This study estimates adherence rates and explores
associated characteristics among patients purchasing
over-the-counter ACT in Uganda. It is the first study to

use follow-up methods to estimate adherence rates to
subsidized, over-the-counter ACT.

Methods
Study area and context
The study was conducted in Soroti District, a rural area in
Northeast Uganda, over three weeks between November
and December of 2009. Soroti has a very high rate of
malaria transmission, with more than 100 infective bites
per person per year [42]. As common in the rest of
Uganda [42,43], Soroti is a district in which patients fre-
quently access medicines through the private sector, at
formal or informal shops and pharmacies. Artemether-
lumefantrine (AL) is the first-line anti-malarial for uncom-
plicated malaria in Uganda. At the time of the study, AL
was approved for over-the-counter use, but less than 5%
of drug stores carried ACT and the median retail price of
ACT in drug stores was $8.76 [43]. The study took place
roughly a year and a half before the introduction of the
AMFm in Uganda. An ACT subsidy pilot program called
the Consortium for ACT in the Private Sector Subsidy
(CAPSS), run by Medicines for Malaria Venture (MMV)
and the Ugandan Ministry of Health, took place in Uganda
in 2008. Soroti was used as a control district for the eva-
luation of this pilot, but no interventions were conducted
there.

Study population
Brief surveys were conducted at 23 retail outlets (“drug
shops”) in Soroti, with information recorded on location,
shop owner and attendant qualifications and years in busi-
ness, customer traffic, days/hours open and most common
anti-malarials sold. Four shops, all licensed and registered
with Uganda’s National Drug Authority, were selected
from this sample to participate in the study. These shops
were licensed “Class C” outlets, meaning that they can
solely dispense over-the-counter medicines. Drug shops in
Uganda are distinct from pharmacies, which can sell pre-
scription medicines as well, but are typically located in
urban areas. At the time of this study, ACT was in the
process of being approved for over-the-counter dispensing
in Uganda and we received special permission from the
Ugandan Ministry of Health to allow our participating
shops to dispense ACT. The shops that were included in
the study were chosen because they were far apart from
one another, staffed by well-qualified attendants, and were
open a sufficient amount of time with enough customer
traffic for us to obtain our patient sample in a three week
time-frame. All four shops were managed by nursing assis-
tants, were open all seven days a week (except one shop
which was closed on Sunday) and were open from the
early morning until mid-evening. The number of malaria
patients visiting the shop per day ranged from 5 in one
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shop to 20 at the shop with the highest patient traffic. All
shops cited Quinine as their most commonly sold anti-
malarial. All four shops were located in the area of their
village known as the trading center, which generally con-
stitutes a grouping of a small number of retail outlets
often including at least one drug shop. None of the shops
were in a very remote location or in a busy town center.
Patients or their caregivers who purchased subsidized

AL from the participating shops–either because they
requested it or because the shop attendant recommended
it–were recruited to enroll in the study immediately fol-
lowing purchase. Pregnant women and infants under four
months of age were excluded from the study since AL is
not approved for this patient population. Patients were
recruited until enrollment reached 395, a sample size
allowing us to detect a projected adherence rate in the
three-day follow-up group of 70% with a 10% margin of
error, a design effect of 2 and 20% loss to follow up.

Intervention design and procedures
Enrollment
Shop attendants participated in a one-day training session
led by a Uganda Ministry of Health-trained professional
on storage, administration, and appropriate use of AL.
With the information and materials obtained during the
training, attendants were instructed to follow their normal
dispensing practices. Shop attendants were trained to refer
any patients who either did not recover after completion
of anti-malarial treatment or who were exhibiting signs of
severe malaria to the nearest public health facility.
Following the training, the study team provided the

selected drug shops with a controlled supply of AL, brand
name Coartem® manufactured by Novartis, for sale in the
shops. The Coartem treatment package was the standard
packaging commonly available in the private sector, which
is a simple orange and white box with black and red text
on it. Unlike some packaging provided in the public sector,
this packaging included no drawings or visual cues on
appropriate dosing other than a paper insert with written
English instructions printed in black and white. The price
of Coartem to consumers was fixed at 200, 400, 600 or
800 Ugandan Shillings ($0.10 - $0.40 at 2009 exchange
rates) depending on the age/weight band. Shops were per-
mitted to keep 50 Ugandan Shillings on every sale. Prices
were equivalent to those in the CAPSS ACT subsidy pilot
programme [44] and roughly equal to the final retail prices
targeted under the AMFm [45]. A full course of AL con-
sists of six doses, with 1-4 tablets per dose, depending on
bodyweight/age, administered over the course of three
days [46].
All eligible customers who purchased AL and gave con-

sent to be surveyed at the shop were enrolled. The study
team conducted a brief survey at the shop to collect symp-
tom and background information (including the village

and location of the household) and to record observations
regarding the interaction between the shop attendant and
the customer. If the customer was purchasing AL for
another family member or neighbour, the household infor-
mation for both the customer and the patient was
obtained. Neither customers nor patients were informed
of the intent to follow-up or were asked to retain their
blister pack. All questionnaires and informed consent
documents were translated into Ateso, the predominant
language in Soroti. Interviews and informed consent pro-
cesses were conducted in either English or Ateso, accord-
ing to the language preferences of the participant.
Randomization assignment
A pseudo-random number generator in STATA Version
11 (STATA Corporation, College Station, Texas) was used
to create a list that assigned a follow-up assignment to
each patient, based on the order in which they were
enrolled. The project manager had one list numbered 1 to
100 for each shop, with a pre-filled follow-up assignment
for each number. Surveyors enrolling patients at the shop
(and the patients themselves) were blinded to the eventual
follow-up assignment. Participants were randomly
assigned to either no follow-up, follow-up at day two or
follow-up at day three. The aim of the three-day follow-up
was to assess whether patients delayed or discontinued
treatment. The aim of the two-day follow-up was to assess
whether patients finished their entire treatment course too
early. The aim of the no follow-up arm was to introduce
additional uncertainty about the intent to follow up. The
window of time following enrollment for the two-day fol-
low-up arm was between 41 and 55 hours, while for the
three-day follow-up arm it was between 72 and 96 hours.
Follow-up visits
At the household follow-up visit, patients or their care-
givers were again asked for consent to be surveyed. Fol-
low-up questionnaires included sections on demographic
and health background information and household assets
in order to characterize socioeconomic status. Additional
sections focused on the patient’s medicine-taking experi-
ence and behaviour, during which time the surveyor asked
to see the blister pack and recorded the number of tablets
remaining in the pack. If the pack was unavailable or the
participant declined to show the pack, the surveyor asked
the participant how many pills were remaining. Finally,
surveyors reviewed appropriate adherence practices with
the participant. If participants were still feeling ill at the
time of the household visit, enumerators were instructed
to recommend to patients that they visit the nearest public
health facility as soon as possible.
Definition of adherence
Adherence is defined with regard to completion of the
entire age-appropriate treatment course at the three-day
follow-up visit, based on blister pack observation or, in its
absence, self-report. A patient was considered “probably
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adherent” if the blister pack was available for inspection
and there were no pills left or if no blister pack was avail-
able but the patient reported that all the pills were taken.
A patient was considered “definitely non-adherent” if the
blister pack was available for inspection with pills remain-
ing in the pack and “probably non-adherent” if no blister
pack was available for inspection but the patient reported
that the treatment course was not completed.
Ethical considerations
The study gained approval from the Uganda National
Council for Science and Technology (UNCST), Uganda’s
Office of the President, and the Harvard School of Pub-
lic Health Institutional Review Board.
Analysis
Survey data were double entered in CSPro Version 3.1
(U.S. Census Bureau. Washington D.C., USA) and cross-
checked for discrepancies until the error rate calculated
for all sections was below 0.5%. The investigators cleaned
and analysed data using STATA Version 11 software
(STATA Corp., College Station, Texas). Analysis of vari-
ables associated with adherence is conducted in two
ways. First, running probit regressions of the dichoto-
mous variable “probably adherent” (as defined above) on
each of the variables listed in Tables 1 and 2. For this
analysis, coefficient estimates are reported as marginal
effects of the independent variables on the probability of
adherence. The second type of analysis is a series of
ordinary least squares regressions with a variable measur-
ing the number of doses remaining at follow-up (includ-
ing zero if the patient adhered) as the dependent variable
and again with each of the variables listed in Tables 1
and 2 as independent variables. All regressions control
for the shop at which the transaction took place, since
the randomization was stratified by shop [47].
Variables potentially associated with adherence are pre-

sented in Tables 1 and 2. These include (Table 1) socio-
economic status measures (age, gender, marital status,
occupation and assets), education measures (years of edu-
cation, level of education and literacy), health behaviour
measures (bed net usage, water purification and health
system usage), treatment-seeking for this illness episode
(how long the patient waited before seeking any care and
whether or not a health facility was visited or medicines
were taken prior to visiting the drug shop), illness resolu-
tion measures (whether the condition has improved and
the patient can work or play at follow-up and whether the
patient is still experiencing fever), and perceptions of
malaria incidence. Perceptions of malaria incidence were
elicited since this could influence the incentive to save
pills for future malaria episodes. Respondents were asked,
for different age groups, how many babies/children/adults
out of 10 they would expect to get malaria in the next
month. Characteristics of the drug shop transaction (such
as what instructions were given and whether they were

clear) were also recorded based on both direct observation
at the drug shop and self-report by the patient at the fol-
low-up visit.

Results
Description of population and drug shop transaction
Of the 395 enrolled customers, 39 (9.9%) were assigned to
no follow-up, 159 (40.3%) were assigned to two-day
follow-up and 197 (49.9%) were assigned to three-day
follow-up. Loss to follow-up was balanced across groups
at 27 (17%) and 32 (16.2%) in the two and three-day
follow-up groups, respectively. Since the timing of the sur-
vey and blister pack observation is critical for accurate
adherence data, those found beyond the appropriate time
were excluded from the analysis. This includes 26 (16.4%)
patients in the two-day follow-up group and 13 (6.6%) in
the three-day follow-up group, leaving a sample of 106
patients in the two-day group and 152 in the three-day
group. Among those found on time 91.5% (n = 97) and
73.7% (n = 112) showed their blister pack for inspection in
the two-day and three-day groups, respectively. The most
common reasons for not showing the blister pack in the
three-day group were that it was thrown away (58.7%) or
lost (30.4%).
The randomization successfully achieved balance across

observable characteristics (Table 1)–the two follow-up
groups only differed significantly (p = .025) in the share of
patients ages four to seven years. The majority of patients
in the sample were from age groups prescribed the highest
(age 13 and over; ~36%) and lowest (three months
through three years; ~32-40%) doses of AL. The patient
and customer were different in over 70% of cases, but the
great majority of these cases were adult customers buying
medication for a child who was the patient. When the
patient and customer were not the same, the average age
of the patient was 8 and 84% of the patients were 10 or
younger. Since the AL packaging was written in English, it
is important to note that only roughly 40% of patients or
their caregivers could read English. Patients lived on aver-
age just over 2 kilometers from the drug shop and were
for the most part subsistence farmers with low levels of
education. Only about one-quarter of patients visited a
health facility prior to arriving at the shop but more than
half had taken some other medicines before this shop visit.
Although this study was conducted prior to the

AMFm, familiarity with Coartem was high in this popu-
lation, possibly because of experience with the drug
through the public sector. When asked at the follow-up
visit why the patient or caregiver purchased Coartem
half of respondents answered that they believed it was
the most effective anti-malarial and a quarter responded
that they had taken it before and liked it. The majority
of patients/caregivers, when asked which anti-malarial
they prefer if money were no concern stated Coartem
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Table 1 Characteristics of Sample and of Drug Purchase Transaction

Two-Day Follow-Up, Mean
(SD)

Three-Day Follow-Up, Mean
(SD)

Observations 106 152

Customer Age (years) 33.4 (11) 33.6 (13)

Customer Sex (Female) 59.4% (49) 57.6%(50)

Customer and Patient Are Same 28.3% (45) 26.7% (44)

Characteristics of Patient/Caregiver

Patient Age (years) 16.4 (19) 17.3 (22)

Patient is 3 years or Below 32.1% (47) 40.8%(49)

Patient is 4-7 Years 26.4%(44) 15.1% (36)

Patient is 8-12 Years 4.7% (21) 7.2%(26)

Patient is 13 Years or Older 36.8% (48) 36.8%(48)

Patient Sex (Female) 59.4% (49) 53.3% (50)

Number of Dependents 5 (3) 5 (3)

Married 84.9% (36) 84.2% (37)

Reads English 39.6% (49) 41.7% (49)

Years of Education 5.5 (4) 5.4 (4)

Some Secondary Education or Beyond 16% (37) 18.4% (39)

Subsistence Farmer 70.8% (46) 77% (42)

Characteristics of Patient/Caregiver’s House and Assets

Distance from Drug Shop (Km; assessed by respondent) 2.1 (2) 2.6 (8)

Land (Acres) 3.6 (3) 3.7 (3)

No Toilet 34.9% (48) 33.6% (47)

Iron Roof 17% (38) 22.4% (42)

Number of Cattle Owned 2.6 (4) 2.9 (6)

Number of Chickens Owned 7.3 (9) 7.1 (9)

Health Behavior

Number of Mosquito Nets Hanging 2.5 (1) 2.4 (1)

First Child Born in Facility (among those with children) 40.4% (49) 36.7% (48)

Treat/Purify Water 9.4% (29) 13.3% (34)

Characteristics of This Illness Episode

Visited a Health Facility Before Shop 23.6% (43) 24% (43)

Days Waited Before Seeking Any Treatment 2.8 (4) 2.9 (4)

Medicines Taken Before Visiting Shop 50.9% (50) 52.3% (50)

Patient Reports Having Fever 58.5% (50) 55.0 (50)

Familiarity with and Perceptions of Coartem

Stated Reason for Purchasing Coartem at Shop: “Believe it is Most Effective” 51.9% (50) 51.3% (50)

Stated Reason for Purchasing Coartem at Shop: “Taken it Before and Liked It” 25.5% (44) 27.0% (45)

Stated Reason for Purchasing Coartem at Shop: “Shop Attendant Recommended” 22.6% (42) 29.6% (46)

If Money Were No Concern, Patient would Choose Coartem 90.2% (30) 82.8% (38)

If Would Choose Coartem, Why: “Believe it is Most Effective” 75.0% (44) 80.8% (40)

If Would Choose Coartem, Why: “Taken it Before and Liked It” 30.4% (46) 30.0% (46)

If Would Choose Coartem, Why: “Shop Attendant Recommended” 10.9% (31) 8.3% (28)

Illness Resolution

Still Experiencing Fever 21.7% (41) 21.5% (41)

Condition Has Improved 93.9% (24) 90.5% (29)

Patient is Able to Work/Play 93.3% (25) 91.8% (27)

Perceptions of Malaria Incidence: “Chances of Getting Malaria in the Next Month
(Out of 10)”

Adults 5.1 (3) 4.8 (3)

Child Age 6-15 6.5 (3) 6.6 (3)

Child Under 2 Years 7.3 (3) 7.4 (3)
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(90% and 83% in the two- and three-day follow-up
groups, respectively) and again the most commonly sta-
ted reasons for this preference were because it was
believed to be most effective or because they had taken it
before and liked it. Nearly all patients said their condition
had improved and they could work or play at follow-up,
but just over 20% said they were still experiencing some
fever. Respondents’ expectations of the likelihood of
malaria in the next month were very high–roughly 50%
chance of infection in the next month for adults and
nearly 75% chance for babies.
Nearly all patients received the correct dose for their age

group and paid the correct price (Table 2). Those who
received the incorrect dose were either on or very close to
the boundary of one of the age bands (Additional file 1
Table S1). Adherence among these patients is thus
assessed on the basis of the number of pills taken from the
pack size they actually received in the results below. Based
on shop observation, attendants provided patients with
complete instructions on dosing, including the number of
pills per dose, the number of doses per day and the num-
ber of days for treatment, approximately 80% of the time.
However, instructions on what to do in case of vomiting
or if the patient got worse or did not improve were given a
minority of the time. Based on patient or caregiver report,
just over 80% of respondents in the three-day follow-up
group claimed that the shop attendant gave them at least
some verbal dosing instructions and nearly everyone who
received verbal instructions said that these instructions
were clear. 88% of patients in the three-day follow-up
group claimed that they were provided with written
instructions, but only half of respondents said that these
written instructions were clear. Patient/caregiver reports
about receipt and clarity of instructions were similar in the
two-day follow-up group.

Adherence
Just over 13% (14/106) of patients had finished all of
their medicine at the time of the home visit in the two-
day follow-up group. The mean number of doses left on
day two was 1.67 (95% CI 0, 5).
Out of 152 patients in the three-day follow-up group,

100 (65.8%) were “probably adherent”, whereas 49 (32.2%)
were “definitely non-adherent” and 3 (2.0%) were “prob-
ably non-adherent.” Among the non-adherent group (n =
52), the average number of doses left was 2.27 (95% CI
.33, 6). 31 (59.6%) patients in the non-adherent group had
more than a full day of treatment remaining (Table 3).

Variables associated with adherence
No significant relationship was found between the age or
gender of the patient and whether or not treatment was
completed (Table 4), although female patients had .47
fewer doses left than male patients (p = .036; 95% CI
[-.917, -.03]). None of the socioeconomic status variables
had any significant relationship to treatment completion
or doses left other than the variables measuring education.
Patients or their caregivers who attained some secondary
school education or beyond were 22% more likely to com-
plete the treatment (p = .024; 95% CI [.063, .382]). Those
able to read English had .47 fewer doses left (p = .049; 95%
CI [-.93, -.003]). None of the variables related to health
behaviour, including the number of bed nets hanging in
the household, were significantly associated with
adherence.
While the coefficient estimates are not quite significant

at conventional levels, the results are suggestive of a rela-
tionship between the condition of the patient at the time
of follow-up and adherence. Those whose condition had
improved were 26% more likely to have completed treat-
ment (p = .070; 95% CI [-.026, .54]) and had .63 fewer

Table 2 Characteristics of Drug Shop Transaction

Two-Day Follow-Up, % (SD) Three-Day Follow-Up, % (SD)

Observed

Patient Got Correct Dose for Age 96.2% (19) 94.7% (22)

Patient Paid Recommended Price 100% (0) 99.3% (8)

Shop Attendant Gave Complete Dosing Instructions 78.5% (41) 82.0% (39)

Shop Attendant Gave Instructions in Case of Vomiting 16.3% (37) 18.8% (39)

Shop Attendant Gave Instruction in Case the Patient Gets Worse 3.8% (19) 4.0% (20)

Shop Attendant Gave Instruction in Case the Patient Does not Improve 4.8% (21) 5.4% (23)

Reported by Patient/Caregiver

Shop Attendant Gave Verbal Instructions 90.5% (29) 82.1% (38)

Verbal Instructions Were Clear (If given) 99.0% (10) 98.4% (13)

Shop Attendant Gave Written Instructions 83.8% (37) 88.4% (32)

Written Instructions Were Clear (If given) 47.7% (50) 50.8% (50)

The shop attendant was considered to have given complete instructions if instructions were given on how many tablets should be taken with each dose, the
number of times per day each dose should be taken and the number of days the doses should be taken. Patients/caregivers were only asked whether or not
they received any verbal or written instructions but were not asked to specify which instructions they were given.
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doses remaining (p = .077; 95% CI [-1.33, .069]) than those
whose condition had not improved. Those still experien-
cing fever had .45 more doses left (p = .07; 95% CI [-.038,
.936]) than those whose fever had resolved. Higher
expected likelihood of malaria in the next 30 days is signif-
icantly associated with lower levels of treatment comple-
tion and more doses left for children ages 6-15 (p = .049
and 95% CI [-.059, -.000] for treatment completion; p =
.042 and 95% CI [.003, .172] for doses left).
The data are mixed on the relationship between shop

attendant instructions and adherence behavior. There is
no significant relationship between treatment completion
or the number of pills left and any of the variables measur-
ing instructions given at the shop based on observation.
However, we also asked patients (or their caregivers) at
the time of follow-up whether or not they were provided
with instructions and whether or not those instructions
were clear. Based on these self-reported measures, having
received instructions is associated with a 28% increase in
treatment completion (p = .008; 95% CI [.071, .49]) and
.81 fewer doses remaining (p = .005; 95% CI [-1.36, -.25]).
Further, among patients who received written instructions,
those reporting that the instructions were clear were
16.5% more likely to complete treatment (p = .045; 95% CI
[.006, .324]) and had .64 doses fewer remaining (p = .004;
95% CI [-1.06, -.212]) than those reporting that the
instructions were unclear.

Discussion
A substantial amount of research has been conducted on
adherence to ACT obtained through the public sector
with generally encouraging results [24,26,28,29,33,34]
overall. Several important recent public sector studies,
however, find adherence results close to or lower than
the levels we report here [25,27,35,37,38]. It is hard to
infer adherence rates among retail sector patients from
these studies, however, since the types of patients, ill-
nesses and services provided in the retail sector could

differ substantially. Results from this study suggest that
adherence rates to ACT sold through the retail sector are
moderate, with 65.8% of patients “probably adherent.”
While patients’ commonly stated that their intention was
to finish the remaining pills, 59.6% of those who had any
pills left had more than one full day of treatment remain-
ing, suggesting that the lack of adherence was unlikely
due to premature visits to patients who would have com-
pleted the final dose soon thereafter. A stricter definition
that included the timing of dosing would have yielded
lower adherence rates.
Follow-up home visits from the two-day follow-up

group revealed that 13% of patients had already finished
their medicine. This is a non-trivial fraction of patients,
but it is low enough to infer that, for the most part, people
are aware that the treatment should not be completed by
day two. Combined with the fact that we observed shop
attendants giving dosing instructions in the majority of
cases, this suggests that non-adherence is less likely due to
a general non-comprehension of dosing than to a non-
comprehension of the importance of finishing the treat-
ment course specifically, a message that should perhaps be
emphasized in drug shop training or other interventions
to increase adherence. Adherence rates are found to be
higher among patients whose condition has improved and
who are no longer experiencing fever, possibly suggesting
that people stop treatment when they feel it is not helping.
It is also possible that this association between adherence
and illness resolution is simply due to the fact that finish-
ing the entire course leads people to feel better. Shop
attendants in this study very rarely provided instructions
in case the illness got worse or did not resolve and it is
possible that this lack of detailed instruction contributed
to the decision to discontinue treatment. Further, it seems
likely that verbal and written instructions in the retail sec-
tor need to be made more understandable since: 1) non-
adherence is significantly more likely among those report-
ing that they did not receive clear instructions, 2) the
packaging insert was in English, while the majority of
patients could not read English, and 3) education was sig-
nificantly correlated with adherence. Patients who antici-
pate frequent malaria infections were found to be less
likely to adhere, suggestive that the adherence decision
could be related to the desire to keep pills for the next
malaria episode.
The setting and characteristics of the study could affect

the generalizability of these results to retail sector ACT
purchasers in other countries and contexts. ACT was very
heavily subsidized. To the extent that price influences
adherence (e.g. because people can only afford partial
doses or save some pills to defray the high future expense),
it may not be appropriate to infer adherence rates from
this study to areas in which ACT is unsubsidized or is sub-
sidized but has a substantially higher retail price. While we

Table 3 Adherence Behaviour (Three-Day Follow-Up
Group)

All (n = 152),

Mean (SD)

Probably Adherent 65.8% (48)

Definitely Non-Adherent 32.2% (47)

Probably Non-Adherent 2.0% (14)

Non-Adherent Group (n =
52),
Mean (SD)

Mean Number of Doses Remaining 2.27 (1.50)

More than One Full Day of Treatment
Remaining

59.6% (50)

A “dose” refers to a half-day of treatment for the patient’s age group. A full
treatment course consists of 6 doses for all ages
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Table 4 Associations with Adherence Behaviour (Three-Day Follow-Up Group)

Dependent Variable:

A. Probably Adherent (Marginal Probit) B. Number of Pills Remaining (Ordinary
Least Squares)

Coefficient on
Independent
Variable

Standard
Error

P-
Value

Coefficient on
Independent
Variable

Standard
Error

P-
Value

Customer Age (years) 0.001 (0.003) [0.749] -0.006 (0.009) [0.540]

Customer Sex (Female) 0.006 (0.080) [0.942] 0.102 (0.232) [0.663]

Customer and Patient Are Same 0.044 (0.087) [0.611] -0.299 (0.258) [0.249]

Characteristics of Patient/Caregiver

Patient Age (years) -0.001 (0.002) [0.599] -0.002 (0.005) [0.646]

Patient is 3 years or Below 0.038 (0.080) [0.638] 0.104 (0.233) [0.658]

Patient is 4-7 Years -0.110 (0.113) [0.329] 0.414 (0.316) [0.192]

Patient is 8-12 Years 0.162 (0.150) [0.279] -0.285 (0.437) [0.515]

Patient is 13 Years or Older -0.026 (0.081) [0.747] -0.252 (0.235) [0.287]

Patient Sex (Female) 0.074 (0.079) [0.344] -0.474 (0.225) [0.036]

Number of Dependents 0.004 (0.012) [0.735] -0.026 (0.036) [0.472]

Married 0.108 (0.109) [0.325] 0.094 (0.311) [0.762]

Reads English 0.067 (0.083) [0.417] -0.467 (0.235) [0.049]

Years of Education 0.013 (0.010) [0.213] -0.045 (0.028) [0.106]

Some Secondary Education or Beyond 0.223 (0.099) [0.024] -0.504 (0.289) [0.083]

Subsistence Farmer -0.110 (0.094) [0.241] 0.069 (0.276) [0.804]

Characteristics of Patient/Caregiver’s House and Assets

Distance from Drug Shop (Km; assessed by respondent) 0.005 (0.008) [0.556] -0.011 (0.016) [0.504]

Land (Acres) -0.023 (0.015) [0.120] 0.058 (0.040) [0.155]

No Toilet -0.013 (0.085) [0.878] -0.009 (0.252) [0.972]

Iron Roof 0.061 (0.101) [0.544] 0.123 (0.289) [0.671]

Number of Cattle Owned 0.005 (0.008) [0.572] -0.011 (0.020) [0.579]

Number of Chickens Owned 0.007 (0.006) [0.197] -0.018 (0.013) [0.166]

Health Behavior

Number of Mosquito Nets Hanging 0.053 (0.034) [0.116] -0.120 (0.088) [0.176]

First Child Born in Facility (among those with children) 0.013 (0.083) [0.872] 0.012 (0.247) [0.960]

Treat/Purify Water -0.109 (0.117) [0.352] 0.370 (0.335) [0.272]

Characteristics of This Illness Episode

Visited a Health Facility Before Shop -0.003 (0.092) [0.974] -0.020 (0.269) [0.941]

Days Waited Before Seeking Any Treatment -0.020 (0.011) [0.080] 0.030 (0.029) [0.299]

Medicines Taken Before Visiting Shop -0.096 (0.078) [0.219] 0.121 (0.229) [0.597]

Patient Reports Having Fever -0.059 (0.079) [0.453] 0.143 (0.230) [0.537]

Familiarity with and Perceptions of Coartem

Stated Reason for Purchasing Coartem at Shop:

“Believe it is Most Effective” 0.065 (0.079) [0.407] -0.375 (0.227) [0.101]

“Taken it Before and Liked It” 0.120 (0.089) [0.178] -0.098 (0.265) [0.711]

“Shop Attendant Recommended” -0.043 (0.086) [0.618] -0.027 (0.253) [0.916]

If Money Were No Concern, Patient would Choose
Coartem

0.155 (0.106) [0.143] -0.257 (0.281) [0.362]

If Would Choose Coartem, Why:

“Believe it is Most Effective” -0.047 (0.108) [0.660] 0.133 (0.291) [0.648]

“Taken it Before and Liked It” 0.098 (0.093) [0.293] -0.074 (0.265) [0.781]

“Shop Attendant Recommended” -0.045 (0.149) [0.761] 0.265 (0.413) [0.522]

Illness Resolution

Still Experiencing Fever -0.140 (0.096) [0.147] 0.449 (0.247) [0.070]

Condition Has Improved 0.257 (0.142) [0.070] -0.634 (0.356) [0.077]

Patient is Able to Work/Play 0.093 (0.148) [0.529] -0.424 (0.381) [0.268]
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show in Table 1 that familiarity with and preference for
ACT was high in our study population, it could also be
the case that as the AMFm has rolled out in Uganda,
familiarity with ACT dosing has increased, perhaps
increasing adherence rates. The fact that shop attendants
in our study were chosen based on their qualifications,
were given training on ACT dispensing and were under
observation from our study staff most likely led to the
high rates of written and verbal instructions provided and
to the nearly perfect administration of dosing by age
group. Other research finds that retail shops often provide
sub-therapeutic doses of ACT, even when it is pre-pack-
aged [48]. This suggests that the estimates of adherence in
the retail sector found in this study may be upper bounds.
Similarly, while efforts were made to limit patient aware-
ness of the intention to follow-up with them, it is possible
that adherence rates were higher than would truly exist
among retail patients who were not part of a research
study.
The sample sizes used for the analysis were smaller

than ideal (and thus confidence intervals were wide)
because of the loss to follow-up and the fact that people
were found beyond the appropriate time frame. This
attrition was largely due to the fact that patients were
not made aware of the intention to come to their house-
hold for a follow-up visit and were not asked for direc-
tions to the household, a trade-off made to reduce the
degree to which patients adhered to treatment because
they knew they were under observation. Finally, blister
packs were observed for roughly three-quarters of the
sample. Those who did not show blister packs could
have thrown them away because they had finished treat-
ment or could have been reluctant to show us the packs

because pills were left over. If the latter is the case, our
estimates of adherence are too high.
The retail sector is the most common source of anti-

malarials in general, and increasingly a common source
for ACT. Nearly 150 million subsidized courses of ACT
have been purchased through the AMFm for retail sector
distribution, an unprecedented scale and speed of a public
intervention to finance distribution of a drug in the private
sector in the developing world. At the end of 2012,
informed by the results of an independent evaluation, the
Global Fund Board will make a critical policy decision on
whether to continue with this initiative or potentially
expand it. The first phase of the AMFm has included
some interventions which could increase ACT adherence,
such as additional ACT packaging requirements and train-
ing of private retail staff. ACT manufacturers participating
in the AMFm were required to create separate packaging
by age/weight band, to clearly mark the individual dose
sub-units and to provide symbolic representations of key
instructions. As our adherence estimates pertain to a sam-
ple of patients who received ACT from trained shop atten-
dants who administered the correct (age-appropriate) dose
in nearly every case, these findings suggest that additional
measures may be needed to achieve high adherence rates.
Any such measures will need to be highly cost-effective
and operationally simple given the constraints on global
health resources and the scale of private sector ACT distri-
bution. Options could include enhanced simple informa-
tion or instructions on ACT packaging and mobile phone
based reminders to patients, both of which are being
examined through research being implemented in connec-
tion with the AMFm [49]. Results from this study suggest
that adherence may be an important factor in considering

Table 4 Associations with Adherence Behaviour (Three-Day Follow-Up Group) (Continued)

Perceptions of Malaria Incidence: “Chances of Getting
Malaria in the Next Month (Out of 10)”

Adults -0.026 (0.016) [0.117] 0.053 (0.046) [0.245]

Child Age 6-15 -0.030 (0.015) [0.049] 0.088 (0.043) [0.042]

Child Under 2 Years -0.020 (0.014) [0.140] 0.037 (0.038) [0.326]

Instructions Given by Shop Attendant (Observed)

Complete Dosing Instructions -0.049 (0.113) [0.662] 0.137 (0.346) [0.692]

Instructions in Case of Vomiting -0.052 (0.103) [0.614] -0.254 (0.299) [0.396]

Instruction in Case the Patient Gets Worse -0.374 (0.218) [0.086] 0.424 (0.583) [0.467]

Instruction in Case the Patient Does not Improve -0.166 (0.179) [0.354] 0.222 (0.508) [0.663]

Instructions Given (Reported by Patient/Caregiver)

Shop Attendant Gave Verbal Instructions 0.281 (0.106) [0.008] -0.807 (0.282) [0.005]

Shop Attendant Gave Written Instructions 0.151 (0.129) [0.242] -0.455 (0.363) [0.212]

Written Instructions Were Clear (If given) 0.165 (0.082) [0.045] -0.635 (0.214) [0.004]

Estimates in Panel A are from probit regressions of a binary variable for whether or not treatment was completed on the independent variable indicated by row.
Coefficient estimates from these regressions are reported as marginal effects. Estimates in Panel B are from linear ordinary least squares regressions of a variable
indicating the number of pills remaining (including zero if the patient finished treatment) on the independent variable indicated by row. The variable indicating
clarity of verbal instructions (Table 2) is not included here because only 2 people in the three-day follow-up group claimed that instructions were unclear
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both the impact and future design of the AMFm and other
initiatives striving to increase access to ACT while preser-
ving its effectiveness.

Additional material

Additional file 1: Table S1. Dosage Given by Patient Age.

Acknowledgements
Study was implemented with support from the Clinton Health Access
Initiative (CHAI) and Innovations for Poverty Action (IPA), and funded by the
UK Department of International Development and the Bill and Melinda
Gates Foundation. We gratefully acknowledge the support of Pia Raffler and
Charity Komujurizi from IPA-Uganda for their invaluable guidance and
support. We also thank the Uganda National Malaria Control Programme for
their support of the study. We are very grateful to Andrew Balyeku, S. Patrick
Kachur, Ambrose Talisuna, and Nicholas White for feedback on the study
design and materials. JC is supported by a grant from the Clinton
Foundation.

Author details
1Harvard School of Public Health, 677 Huntington Avenue, Boston, MA
02115, USA. 2Brookings Institution, 1775 Massachusetts Avenue NW,
Washington, DC 20036, USA. 3Clinton Health Access Initiative, 383
Dorchester Avenue, Suite 400, Boston, MA 02127, USA. 4Results for
Development, 1100 15th Street NW, Suite 400, Washington, DC 20005, USA.

Authors’ contributions
JC, JA and OS conceptualized and designed the study. JC was Principal
Investigator and AM and JA managed study implementation. JC, EY and AM
conducted data analysis. All authors contributed to the manuscript. All
authors read and approved the final manuscript.

Competing interests
OS and AM are members of, and JC receives research support from, the
Clinton Health Access Initiative, which is actively supporting efforts to
expand funding for and implementation of ACT treatment in the private
sector.

Received: 13 December 2011 Accepted: 23 March 2012
Published: 23 March 2012

References
1. World Health Organization: World Malaria Report 2010 [http://www.who.int/

malaria/world_malaria_report_2010/en/index.html], Accessed 15 November
2011.

2. Dondorp AM, Yeung S, White L, Nguon C, Day NPJ, Socheat D, von
Seidlein L: Artemisinin resistance: Current status and scenarios for
containment. Nat Rev Microbiol 2010, 8:272-280.

3. Dondorp AM, Nosten F, Yi P, Das D, Phao Phyo A, Tarning J, Lwin KM,
Ariey F, Hanpithakpong W, Lee SJ, Ringwald P, Silamut K, Imwong M,
Chotivanich K, Lim P, Herdman T, An SS, Yeung S, Singhasivanon P,
Day NPJ, Lindegardh N, Socheat D, White NJ: Artemisinin resistance in
Plasmodium falciparum malaria. N Engl J Med 2009, 361:455-467.

4. Denis MB, Tsuyuoka R, Lim P, Lindegardh N, Yi P, Top SN, Socheat D,
Fandeurs T, Annerberg A, Christophel EM, Ringwald P: Efficacy of
arthemether-lumefantrine for the treatment of uncomplicated falciparum
malaria in northwest Cambodia. Trop Med Int Health 2006, 11:1800-1807.

5. Baird JK: Effectiveness of antimalarial drugs. N Engl J Med 2005,
352:1565-1577.

6. Korenromp EL, Williams BG, Gouws E, Dye C, Snow RW: Measurement of
trends in childhood malaria mortality in Africa: an assessment of progress
toward targets based on verbal autopsy. Lancet Infect Dis 2003, 3:349-358.

7. The Global Fund to Fight AIDS, TB and Malaria: AMFm Summary Report
on Co-payments. 2011 [http://portfolioreports.cloudapp.net/
AMFm_Summary.aspx], Accessed 15 November 2011.

8. Health Action International: Retail prices of ACT co-paid by the AMFm and
other antimalarial medicines: Ghana, Kenya, Madagascar, Nigeria, Tanzania
and Uganda 2011.

9. O’Connell KA, Gatakaa H, Poyer S, Njogu J, Evance I, Munroe E, Solomon T,
Goodman C, Hanson K, Zinsou C, Akulayi L, Raharinjatovo J, Arogundade E,
Buyungo P, Mpasela F, Adjibabie CB, Agbango JA, Ramarosandratana BF,
Coker B, Rubahika D, Hamainza B, Chapman S, Shewchuk T, Chavasse D:
Got ACT? Availability, price, market share and provider knowledge of
anti-malarial medicines in public and private sector outlets in six
malaria-endemic countries. Malar J 2011, 10.

10. Smith N, Obala A, Simiyu C, Menya D, Khwa-Otsyula B, Prudhomme
O’Meara W: Accessibility, availability and affordability of anti-malarials in
a rural district in Kenya after implementation of a national subsidy
scheme. Malar J 2011, 10:316.

11. Patouillard E, Hanson K, Goodman C: Retail sector distribution chains for
malaria treatment in the developing world: a review of the literature.
Malar J 2010, 9:50.

12. Cohen J, Dupas P, Schaner S: Price subsidies, diagnostic tests and the
demand for malaria treatment: evidence from a randomized controlled trial
2011, J-PAL Working Paper. http://www.povertyactionlab.org/. Accessed: 16
November 2011.

13. Saulo EC, Forsberg BC, Premji Z, Montgomery S, Bjorkman A: Willingness
and ability to pay for artemisinin-based combination therapy in rural
Tanzania. Malar J 2008, 7:227.

14. Wiseman V, Onwujekwe O, Matovu F, Mutabingwa TK, Whitty CJM:
Differences in willingness to pay for artemisinin-based combinations or
monotherapy: experiences from the United Republic of Tanzania. Bull
World Health Organ 2005, 83:845-852.

15. Whitty JM, Chandler C, Ansah E, Leslie T, Staedke SG: Deployment of ACT
antimalarials for treatment of malaria: challenges and opportunities.
Malar J 2008, 7(Suppl 1):S7.

16. Adeyi O, Atun R: Universal access to malaria medicines: innovation in
financing and delivery. Lancet 2010, 376:1869-1871.

17. World Health Organization: Global Report on Antimalarial Drug Efficacy and
Drug Resistance: 2000-2010 2010 [http://whqlibdoc.who.int/publications/
2010/9789241500470_eng.pdf], Accessed: 16 November 2011.

18. Yeung S, Avornpinyo WP, Mills AJ, White NJ: Antimalarial drug resistance,
artemisinin-based combination therapy, and the contribution of
modeling to elucidating policy choices. Am J Trop Med Hyg 2004,
71:179-186.

19. Malaria Consortium: strategy paper on management of antimalarial drug
resistance for the Roll Back Malaria (RBM) Board 17th Meeting, 2-4
December, 2009. 2010, Submitted by The Global Malaria Programme
(GMP). http://www.malariaconsortium.org/userfiles/file/Resistance-Resources/
RBM%20Strategy%20on%20Antimalarial%20Drug%20Resistance.pdf.
Accessed: May 9, 2011.

20. White NJ, Pongtavornpinyo W, Maude RJ, Saralamba S, Aguas R,
Stepniewska K, Lee SJ, Dondorp AM, White LJ, Day NPJ: Hyperparasitaemia
and low dosing are an important source of anti-malarial drug resistance.
Malar J 2009, 8:253.

21. White NJ, Pongtavornpinyo W: The de novo selection of drug-resistant
malaria parasites. Proceedings Biological Sciences 2003, 270:545-554.

22. White NJ: Antimalarial drug resistance and combination therapy.
Philosophical Transactions of the Royal Society, Series B, Biological Sciences
1999, 354:739-749.

23. Aduik M, Babiker A, Garner P, Olliaro P, Taylor W, White NJ, International
Artemisinin Study Group: Artesunate combinations for treatment of
malaria: meta-analysis. Lancet 2004, 363:9-17.

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

25. Lawford H, Zurovac D, O’Reilly L, Hoibak S, Cowley A, Munga S, Vulule J,
Juma E, Snow R, Allan R: Adherence to prescribed artemisinin-based
combination therapy in Garissa and Bunyala districts. Kenya Malar J 2011,
10:281.

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

27. Gerstl S, Dunkley S, Mukhtar A, Baker S, Jacob M: Successful introduction
of artesunate combination therapy is not enough to fight malaria:

Cohen et al. Malaria Journal 2012, 11:83
http://www.malariajournal.com/content/11/1/83

Page 10 of 11

http://www.biomedcentral.com/content/supplementary/1475-2875-11-83-S1.DOC
http://www.who.int/malaria/world_malaria_report_2010/en/index.html
http://www.who.int/malaria/world_malaria_report_2010/en/index.html
http://www.ncbi.nlm.nih.gov/pubmed/20208550?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20208550?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19641202?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19641202?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17176344?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17176344?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17176344?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15829537?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12781507?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12781507?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12781507?dopt=Abstract
http://portfolioreports.cloudapp.net/AMFm_Summary.aspx
http://portfolioreports.cloudapp.net/AMFm_Summary.aspx
http://www.ncbi.nlm.nih.gov/pubmed/22029829?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/22029829?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/22029829?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20149246?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20149246?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18976453?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18976453?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18976453?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16302041?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16302041?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19091041?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19091041?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20940074?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20940074?dopt=Abstract
http://whqlibdoc.who.int/publications/2010/9789241500470_eng.pdf
http://whqlibdoc.who.int/publications/2010/9789241500470_eng.pdf
http://www.ncbi.nlm.nih.gov/pubmed/15331836?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15331836?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15331836?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19906307?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19906307?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14723987?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14723987?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15679555?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15679555?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20149235?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20149235?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20149235?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20129636?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20129636?dopt=Abstract


results from an adherence study in Sierra Leone. Trans R Soc Trop Med
Hyg 2010, 104:328-335.

28. Beer N, Ali A, Rotllant G, Abass AK, Omari R, Al-mafazy A, Björkman A,
Källander K: Adherence to artesunate-amodiaquine combination therapy
for uncomplicated malaria in children in Zanzibar, Tanzania. Trop Med Int
Health 2009, 14:766-774.

29. Souares A, Lalou R, Sene I, Sow D, Le Hesran J: Factors related to
compliance to anti-malarial drug combination: example of amodiaquine/
suplhadoxine-pyrimethamine among children in rural Senegal. Malar J
2009, 8:118.

30. Bell D, Wootton D, Mavuto M, Montgomery J, Kayange M: Measurement of
adherence, drug concentrations and the effectiveness of artemether-
lumefantrine, chlorproguanil-dapsone or sulphadoxine-pyrimethamine in
the treatment of uncomplicated malaria in Malawi. Malar J 2009, 8:204.

31. Rahman MM, Dondorp AM, Day NPJ, Lindegardh N, Imwong M: 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 2008, 102:861-867.

32. Piola P, Fogg C, Bajunirwe F, Biraro S, Grandesso F, Ruzagira E, Babigumira J,
Kigozi I, Kiguli J, Kyomuhendo J, Ferrdini L, Taylor W, Checci F,
Guthmann JP: Supervised versus unsupervised intake of six-dose
artemether-lumefantrine for treatment of acute uncomplicated
Plasmodium falciparum malaria in Mbarara, Uganda: a randomized trial.
Lancet 2005, 365:1467-1473.

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

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

35. Depoortere E, Guthman J, Sipilanyambe N, Nkandu E, Fermon F, Balkan S,
Legros D: Adherence to the combination of sulphadoxine-
pyrimethamine and artesunate in the Maheba refugee settlement,
Zambia. Trop Med Int Health 2004, 9:62-67.

36. Osterberg L, Blaschke T: Adherence to Medication. N Engl J Med 2005,
353:487-497.

37. Lemma H, Löfgren C, San Sebastian M: Adherence to a six-dose regimen
of artemether-lumefantrine among uncomplicated Plasmodium
falciparum patients in the Tigray Region. Ethiopia Malar J 2011, 10:349.

38. Mace KE, Mwandama D, Jafali J, Luka M, Filler SJ, Sande J, Ali D, Kachur SP,
Mathanga DP, Skarbinski J: Adherence to treatment with artemether-
lumefantrine for uncomplicated malaria in rural Malawi. Clin Infect Dis
2011, 53:772-779.

39. Rutebemberwa E, Pariyo G, Peterson S, Tomson G, Kallander K: Use of
drugs, perceived drug efficacy and preferred providers for febrile
children: implications for home management of fever. Malar J 2009,
8:131.

40. Njau JD, Goodman C, Kachur SP, Palmer N, Khatib RA, Abdulla S, Mills A,
Bloland PB: Fever treatment and household wealth: the challenge posed
for rolling out combination therapy for malaria. Trop Med Int Health 2006,
11:299-313.

41. Yadav P: Countering drug resistance in the developing world: An
assessment of incentives across the value chain and recommendations
for policy interventions. Center for Global Development, Working Paper 183
2009 [http://www.cgdev.org/content/publications/detail/1422842], Accessed
11 May 2011.

42. Uganda Bureau of Statistics (UBOS) and ICF Macro: Uganda Malaria
Indicator Survey 2009. Calverton, Maryland, USA: UBOS and ICF Macro;
2010.

43. ACT Watch - Evidence for Malaria Medicines Policy: Household Survey
Report (Baseline) Republic of Uganda -03/09 - 04/09. 2009 [http://www.
actwatch.info], Accessed 9 May 2011.

44. Schaferhoff M, Yamey G: Estimating Benchmarks of Success in the
Affordable Medicines Facility–malaria (AMFm) Phase 1. 2011 [http://www.
seekdevelopment.org/e2pi_estimating_benchmarks_in_amfm_report_en.
pdf], Accessed November 15, 2011.

45. Global Fund to Fight AIDS, TB and Malaria: Roll Back Malaria ACT Pricing
Fact Sheet. 2011 [http://www.theglobalfund.org/en/amfm], Accessed 16
November 2011.

46. Novartis: Coartem International Package Leaflet. 2009 [http://www.
coartem.com/downloads/IPL-Coartem.pdf], Accessed 16 November 2011.

47. Bruhn M, McKenzie D: In pursuit of balance: randomization in practice in
development field experiments. Amer Econ J: Applied Econ 2009,
1:200-232.

48. Kangwana B, Kedenge S, Noor A, Alegana V, Nyandigisi A, Pandit J,
Fegan GW, Todd JE, Brooker S, Snow RW, Goodman CA: 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 2011, 8:e1000437.

49. Clinton Health Access Initiative: CHAI Operational Research Study Matrix
for the Affordable Medicines Facility for Malaria Ad Hoc Committee
Meeting. 2011, Submitted by the Clinton Health Access Initiative and
annexed in the AMFm AHC Report.

doi:10.1186/1475-2875-11-83
Cite this article as: Cohen et al.: Do patients adhere to over-the-counter
artemisinin combination therapy for malaria? evidence from an
intervention study in Uganda. Malaria Journal 2012 11:83.

Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

Cohen et al. Malaria Journal 2012, 11:83
http://www.malariajournal.com/content/11/1/83

Page 11 of 11

http://www.ncbi.nlm.nih.gov/pubmed/20129636?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19549001?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19549001?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19497103?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19497103?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19497103?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19709418?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19709418?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19709418?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19709418?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18606428?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18606428?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18606428?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18606428?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18606428?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15850630?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15850630?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15850630?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15569777?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15569777?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15569777?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15642960?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15642960?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15642960?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14728608?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14728608?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14728608?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16079372?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21921220?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21921220?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19523220?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19523220?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19523220?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16553910?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16553910?dopt=Abstract
http://www.cgdev.org/content/publications/detail/1422842
http://www.actwatch.info
http://www.actwatch.info
http://www.seekdevelopment.org/e2pi_estimating_benchmarks_in_amfm_report_en.pdf
http://www.seekdevelopment.org/e2pi_estimating_benchmarks_in_amfm_report_en.pdf
http://www.seekdevelopment.org/e2pi_estimating_benchmarks_in_amfm_report_en.pdf
http://www.theglobalfund.org/en/amfm
http://www.coartem.com/downloads/IPL-Coartem.pdf
http://www.coartem.com/downloads/IPL-Coartem.pdf
http://www.ncbi.nlm.nih.gov/pubmed/21655317?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21655317?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21655317?dopt=Abstract

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Study area and context
	Study population
	Intervention design and procedures
	Enrollment
	Randomization assignment
	Follow-up visits
	Definition of adherence
	Ethical considerations
	Analysis


	Results
	Description of population and drug shop transaction
	Adherence
	Variables associated with adherence

	Discussion
	Acknowledgements
	Author details
	Authors' contributions
	Competing interests
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 500
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 500
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents suitable for reliable viewing and printing of business documents.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


