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Abstract

Background: In April 2017, the Thai Ministry of Public Health (MoPH) was alerted to a potential malaria outbreak
among civilians and military personnel in Sisaket Province, a highly forested area bordering Cambodia. The objective
of this study was to present findings from the joint civilian-military outbreak response.

Methods: A mixed-methods approach was used to assess risk factors among cases reported during the 2017 Sisaket
malaria outbreak. Routine malaria surveillance data from January 2013 to March 2018 obtained from public and mili-
tary medical reporting systems and key informant interviews (Klls) (n =72) were used to develop hypotheses about
potential factors contributing to the outbreak. Joint civilian-military response activities included entomological sur-
veys, mass screen and treat (MSAT) and vector control campaigns, and scale-up of the “1-3-7"reactive case detection
approach among civilians alongside a pilot “1-3-7"study conducted by the Royal Thai Army (RTA).

Results: Between May-July 2017, the monthly number of MoPH-reported cases surpassed the epidemic threshold.
Outbreak cases detected through the MoPH mainly consisted of Thai males (87%), working as rubber tappers (62%) or
military/border police (15%), and Plasmodium vivax infections (73%). Compared to cases from the previous year (May-
July 2016), outbreak cases were more likely to be rubber tappers (OR = 14.89 [95% Cl: 5.79-38.29]; p<0.001) and
infected with P vivax (OR=2.32 [1.27-4.22];, p =0.006). Themes from Klls were congruent with findings from routine
surveillance data. Though limited risk factor information was available from military cases, findings from RTA's “1-3-7"
study indicated transmission was likely occurring outside military bases. Data from entomological surveys and MSAT
campaigns support this hypothesis, as vectors were mostly exophagic and parasite prevalence from MSAT campaigns
was very low (range: 0-0.7% by PCR/microscopy).
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tion goals in Southeast Asia and beyond.

cooperation, Southeast Asia, Greater Mekong Subregion

Conclusions: In 2017, an outbreak of mainly P vivax occurred in Sisaket Province, affecting mainly military and rubber
tappers. Vector control use was limited to the home/military barracks, indicating that additional interventions were
needed during high-risk forest travel periods. Importantly, this outbreak catalyzed joint civilian-military collaborations
and integration of the RTA into the national malaria elimination strategy (NMES). The Sisaket outbreak response serves
as an example of how civilian and military public health systems can collaborate to advance national malaria elimina-

Keywords: Military, Civilian, Malaria, Malaria outbreak investigation, Thailand, Malaria elimination, Civilian-military

Background

In the Greater Mekong Subregion (GMS), high con-
centrations of mobile and migrant populations (MMP)
transit and seek employment near international bor-
ders. Borders in the GMS are particular ‘hot spots’ for
malaria transmission given they commonly pass through
remote and densely forested areas which make them a
suitable ecosystem for Anopheles mosquitoes. Intense
cross-border population movement also increases the
susceptibility of these areas to malaria outbreaks [1, 2]
and multidrug-resistant Plasmodium falciparum para-
sites [3—6], affecting both civilian (e.g., rubber tappers,
loggers, and miners) and military populations.

In April 2017, the Thai Ministry of Public Health
(MoPH) was notified of an increase in malaria cases in
Sisaket Province, located along the Thai-Cambodian
border and an area with a significant presence of MMPs
and Royal Thai Army (RTA) personnel. By May, the
number of monthly reported cases surpassed the prede-
fined epidemic threshold (two standard deviations above
the mean number of monthly cases averaged across the
prior four years). The Thai health authorities activated
an Emergency Operations Center (EOC) to investi-
gate the causes of the outbreak and coordinate response
measures. This EOC included representatives from
the MoPH’s central Division of Vector Borne Diseases
(DVBD) [formerly the Bureau of Vector Borne Diseases
(BVBD)]; the Sisaket Provincial Health Office (PHO) and
district health staff; the RTA and US components of the
Armed Forces Research Institute of Medical Sciences
(RTA-AFRIMS and USAMD-AFRIMS, respectively);
the Malaria Elimination Initiative at the University of
California, San Francisco; and local administrative staff.
The outbreak investigation and response focused on six
key activities (Fig. 1) aligned with Thailand’s National
Malaria Elimination Strategy (NMES) for 2017-2026
and the National Malaria Elimination Operational Plan
(NMEOP) for 2017-2021 [7]. Activities included:

+ Analysis of routine malaria surveillance data col-
lected by the MoPH and RTA.

+ Key informant interviews (KIIs) among malaria
stakeholders.

+ Molecular genotyping of antimalarial drug resist-
ance markers (as Thai-Cambodian border is known
to harbor multidrug-resistant P falciparum parasites
[4]).

+ Scale-up of “1-3-7" reactive case detection (RACD).

+ Mass screen and treat (MSAT) campaigns.

+ Mass distribution campaigns of insecticide-treated
bed nets (ITNs), insecticide-treated hammock nets
(ITHNS), and indoor residual spraying (IRS).

The overall aim of this study was to describe the out-
break and the key activities that followed, including
collaborative activities between the public and military
health sectors.

Key informant
interviews and
focus group
discussion
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routine malaria and-treat
case data campaigns
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Mass vector
control
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antimalarial drug
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Trainings &
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Fig. 1 Key response activities by Emergency Operations Center
during 2017-2018 Sisaket Outbreak
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Methods

Study site

The investigation was conducted in Sisaket Province
located in northeastern Thailand along the heavily for-
ested Thai-Cambodian border (Fig. 2). In 2016-2017,
the year prior to the outbreak, 952 malaria cases were
reported in Sisaket through the MoPH’s malaria sur-
veillance system, an estimated malaria incidence
of 0.58 cases per 1000 person-years [8]. In Sisaket,
cases mainly occur in the southern districts, along
the Thai-Cambodian border. In these areas, malaria
is highly seasonal, with two distinct bi-annual peaks:
May-August and October-January and transmission
is thought to be driven by forest-based exposures and
MMPs [9].
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Malaria service delivery in military versus civilian
health systems

Despite facing similar occupational and geographic risk
factors, malaria services for civilians and military per-
sonnel are delivered through separate health systems.
For civilians, malaria services are generally managed at
public health facilities under MoPH. At MoPH facilities,
suspected cases of malaria are confirmed either by rapid
diagnostic test (RDT) or blood smear microscopy and
reported directly into MoPH’s web-based malaria sur-
veillance database, the Malaria Information System (MIS)
[8]. For first-line treatment of P falciparum malaria,
national guidelines at the time of the outbreak recom-
mended a three-day regimen of dihydroartemisinin-pipe-
raquine (DHA-PPQ) and single-low dose primaquine.
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Fig. 2 Map of Sisaket Province, Thailand. Green shaded areas indicate forested areas. Districts with the highest malaria burden (Kantharalak, Khun
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The first-line treatment for Plasmodium vivax infections
was and remains a three-day regimen of chloroquine and
a 14-day regimen of primaquine (PQ). Prior glucose-
6-phosphate dehydrogenase testing is recommended for
administration of PQ for radical cure in Thailand [10].

To identify additional asymptomatic cases and prevent
onward transmission, Thailand’s NMES for 2017-2026
recommends the “1-3-7" RACD approach [11], a strat-
egy first adopted by the national malaria elimination pro-
gramme in China [12]. Under “1-3-7", confirmed and
suspected malaria cases are rapidly reported to the MIS
within one day; investigation is completed within three
days; and response activities are conducted within seven
days. In addition to “1-3-7’, the Sisaket PHO conduct
routine entomological and foci surveillance; proactive
case detection; and ITN/ITHN campaigns.

For RTA personnel, malaria services are managed
through the military health care system which spans
a continuum of large tertiary care hospitals (generally
located in urban centers) to military versions of MoPH
“malaria posts” These posts are near areas of high trans-
mission risk for military personnel, whose occupational
risk factors are parallel to MMPs. In the RTA malaria
posts, suspected cases are diagnosed by RDT, confirmed
by microscopy by MoPH where feasible, and treated fol-
lowing national treatment guidelines. Cases are reported
to a passive surveillance system managed by the RTA
Medical Department and monthly aggregated case
counts are shared with MoPH. Occasionally, military
personnel are directly diagnosed and treated at MoPH
facilities, and occupational status is captured as ‘military/
border police’ in the MoPH case investigation form. Mili-
tary health staff engage in routine malaria control efforts,
including semi-annual IRS of barracks, routine distribu-
tion of ITNs, and proactive case detection. Soldiers are
advised to use topical repellents while in the field. Prior
to this outbreak, “1-3-7" activities were not conducted
as part of the military’s routine malaria prevention and
response strategy.

Malaria surveillance data

Routine malaria surveillance data from January 2013 to
March 2018 were obtained from Thailand’s case-based
MIS surveillance system [8] and RTA’s passive malaria
surveillance system. Characteristics of MIS-reported
cases were summarized using frequencies and col-
umn percentages for categorical variables. To generate
hypotheses of the potential causes of the outbreak and
to assess for any demographic shifts from the previous
year, characteristics were compared between outbreak
cases and cases detected in the previous year (May-
July 2016). Bivariate analyses comparing characteristics
between these two groups were conducted using logistic

Page 4 of 13

regression models and p-values <0.05 were considered
statistically significant. Statistical analyses were per-
formed using R (version 3.5.3; http://www.r-project.org/).
Passive malaria surveillance data from RTA was used
to generate epidemiological curves, but risk factor analy-
ses could not be conducted among RTA cases, as neither
individual-level nor demographic data were available.

Entomological surveys

Routine entomological surveillance data were obtained
from MoPH’s Vector Borne Disease Center (VBDC) to
describe the prevalence of vector species in Sisaket Prov-
ince. Indoor and outdoor human landing catches were
carried out in Phu Sing, Khun Han, and Kantharalak
Districts.

Key informant interviews

Key informant interviews were conducted by public
health professionals from the DVBD and Sisaket PHO.
Interviews were conducted in Thai by members of the
study staff using a semi-structured questionnaire, with
responses being captured manually by multiple observers
simultaneously. Analyses of these data were conducted
using TAMS Analyzer [13].

Results
Analysis of malaria surveillance data
MOoPH surveillance system
Between May and July of 2017, the monthly number of
cases surpassed the epidemic threshold (two standard
deviations above the mean number of monthly cases
averaged across the previous four years). During this
period 422 cases were reported to the MIS, a 2.2-fold
increase from the previous four-year average (n=189)
and an 8.4-fold increase compared to the previous year
(n=50) (Table 1). By August 2017, monthly caseloads
returned to pre-outbreak levels (Fig. 3A). The majority
of outbreak cases had P vivax mono-infections (73%).
95% of cases came from three districts: Khun Han (45%),
Phu Sing (28%), and Kantharalak (22%), all of which lie
on the mountainous and forested Thai-Cambodian bor-
der (Fig. 2). Outbreak cases were largely comprised of
Thai males (87%) of working age (91% were between
15 and 59years of age), who reported traveling outside
their home village or outside of Thailand in the past two
weeks (68% and 29%, respectively). Rubber tapping and
military/border police were the most commonly reported
occupations among cases (62% and 15%, respectively).
Of the 422 cases captured through the MIS during the
outbreak period, 280 (66%) cases had data available on
travel history and use of personal protective equipment.
All but one case (n=279) reported spending at least one
night outside of their home in the previous two weeks,


http://www.r-project.org/

Roh et al. Malaria Journal ~ (2021) 20:458 Page 5 of 13

Table 1 Bivariate analyses of risk factors associated with outbreak cases (May—July 2017) compared to cases reported in the previous
year (May-July 2016)

Characteristics Outbreak Cases from the previous OR p-value
cases year [95% Cl]
(n=422) (n=50)

Species

Plasmodium vivax 308 (73) 27 (54) 232[1.27,4.22] 0.006
Plasmodium falciparum 113 (27) 23 (46) Ref

Mixed 1(0.002) 0(0) = < 0.001
District of residence, n (%)P

Kantharalak 92 (22) 10 (20) 21[0.54,2.32] 0.77

Khun Han 191 (45) 32 (64) 0.471[0.25,0.85] 0.014

Phu Sing 116 (28) 5(10) 3411[1.32,881] 0.011

Other 23 (5) 3(6) 0.90[0.26, 3.12] 0.87
Nationality, n (%)

Thai 412 (98) 49 (98) Ref

Cambodian 10 (2) 1(2) 1.190.15,9.50] 0.87
Gender, n (%)

Male 368 (87) 48 (96) Ref

Female 54 (13) (4) 3.52[0.83,14.91] 0.087
Age in years, n (%)°

0-14 18 (4) 0(0) -2 -

15-59 386 (91) 48 (96) 04510.10,1.91] 0.28

> 60 18 (4) 2(4) 1.07[0.24,4.75] 0.93
Travel history”

No travel 15 (4) 8(16) 0.19[0.08,0.48] < 0.001

Within Thailand 285 (68) 33 (66) 1.07[0.58, 1.99] 0.83

Outside Thailand 122 (29) 9(18) 1.85[0.87,3.93] 0.11
Main occupation®

Rubber tapper 263 (62) 5(10) 14.89 [5.79, 38.29] <0.001

Soldier/police 62 (15) 11(22) 0.61[0.30, 1.26] 0.18

Child/student 25 (6) 2(4) 1[0.35,6.58] 0.58

Rice farmer 15 (4) 23 (46) 0.04 [0.02,0.09] < 0.001

Other 57 (14) 9(18) 0.71[0.33, 1.54] 0.39

Data were extracted from the Thai Ministry of Public Health’s Malaria Information System (MIS). Outbreak cases were defined as cases reported during the months that
surpassed the epidemic threshold

OR odds ratio
2 0dds ratios were not estimated due to zeroes in cell counts

b Dummy variables were used for characteristics with more than two categories. For example, the comparison (reference) group for rubber tappers was non-rubber
tappers

with most cases reporting sleeping in a hut outside their
village (n=193; 69%) or in the forest (n=_82; 29%). Com-
monly reported reasons for travel included: rubber tap-
ping (n=141; 50%); military operations/border patrol
(n=52; 19%); forest foraging (n=38; 14%); hunting
(n=24; 9%); or pilgrimage/meditation retreat (n=17;
6%). Overall, 60% percent of cases reported sleeping
under an ITN (n=161), though ITN use significantly dif-
fered by overnight dwelling (p <0.001), such that reported
ITN use was high among cases that reported sleeping in a

hut outside their village (77%), but low among those that
reported sleeping in the forest (24%).

To assess any demographic shifts or changes in risk
behaviors that may have contributed to this outbreak,
characteristics of outbreak cases were compared with
cases from the previous year (May—July 2016; n=>50)
(Table 1). Compared to the previous year, outbreak
cases had higher odds of being infected with P vivax
(OR=2.32 [95% CI=1.27, 4.22]; p=0.006) and report
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rubber tapping as their main occupation (OR= 14.89
[95% CI: 5.79-38.29]; p<0.0001), but lower odds of not
traveling in the previous two weeks (OR = 0.19 [95% CI:
0.08-0.48]; p<0.001) and being rice farmers (OR=0.04
[0.02, 0.09]; p<0.001). The proportion of military and
border police cases did not statistically significantly differ
between years (15% versus 22%; p=0.18).

RTA surveillance system

Aggregate case counts from January 2017 to March 2018
were collected from RTA’s passive malaria surveillance
system. Similar to MoPH cases, RTA observed a substan-
tial increase of cases during the outbreak period com-
pared to the previous year (n=4; a 20.3-fold increase)
(Fig. 3B). However, the number of cases during the
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outbreak period were much lower compared to the previ-
ous four-year average (n=187; 0.4-fold decrease). Similar
to the MoPH epidemiological curve, RTA cases peaked
between May and July, though a second, smaller peak was
observed between October and November, which was
not found in MoPH trends (Fig. 3A).

Entomological surveys

In November 2017, a few months after the peak out-
break period, MoPH staff conducted standardized
entomological surveys in nine villages within Phu Sing,
Khun Han, and Kantharalak districts. Anopheles barbi-
rostris, Anopheles philippinesis, and Anopheles macula-
tus (which are generally exophagic vectors with varied
peak biting hours [14-18]) were the primary vector
species across sites. Although insecticide-susceptibility
data on local populations in Sisaket was not available
at the time of the outbreak investigation, entomological
data from a neighboring province (Ubon Ratchathani),
found these vectors to be highly susceptible to both
deltamethrin and permethrin, insecticides of the pyre-
throid family commonly used in ITNs and IRS [19].

Key informant interviews

In December 2017, the DVBD and Sisaket PHO con-
ducted key informant interviews to contextualize and
formulate hypotheses of the potential contributors to the
outbreak (Table 2). Interviews were conducted in Kan-
tharalak, Phu Sing, and Khun Han districts and consisted
of one group interview and 71 rapid, semi-structured
interviews among MoPH health staff (n=45), military
health staff (n=1), recent malaria patients (n=15), and
village leaders (n=10). Themes of interviews included:
forest-based travel and occupations, general care-seeking
behavior, and any observed changes in weather or occu-
pational factors.
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The general consensus among interviewees was that
the epidemic was driven by the recent maturation of trees
on local rubber plantations. It was reported that many
rubber trees in the area were planted approximately ten
years ago and were now mature enough to produce suf-
ficient amounts of latex for harvesting. Health staff and
recent malaria patients also suspected illegal rosewood
logging operations and other forest-based activities were
contributors to malaria transmission, but no further
information was available on the magnitude or impact of
these activities.

Overall, the district health staff appeared to have the
richest knowledge about recent changes in malaria trans-
mission. This included mentioning that few of the cases
were appearing outside the usual demographics, includ-
ing the mention of fatalities by several key informants,
but nearly all district staff stated that rubber plantation
workers clearly constituted the majority of outbreak
cases. Moreover, families that work and live on rubber
plantations themselves were specifically highlighted by
several interviewees. Major risk factors identified were
“staying in the huts at rubber plantations”; “living in the
forest and rubber tree farm and not taking enough care
from mosquito bites”; and anyone “living in the jungle at
nighttime”.

While the self-reported use of topical repellents and
ITNs was frequent among cases, few interviewees
reported the use of ITHNs or long-sleeved clothing while
in the forest. The reasons provided for not using these
vector control interventions included: difficulty in using
interventions in the forest; being too busy working; or
simply forgetting to use personal protective equipment.
Topical repellent was also reported to “scare away ani-
mals while hunting,” and the one soldier reported that
“when on patrol, it’s difficult to prevent [malaria]” How-
ever, only a few individuals knew that mosquito bites

Table 2 lllustrative responses from key informant interviews and focus groups

Query Response

What types of higher-risk activities have you
been involved with during the last month?

“Many different things: forest fringe farming; sleeping in rice field/farm huts; hunting; fishing; and
mushroom collecting” (Phu Sing; male, recent malaria patient).

“Forest fringe farming; sleeping in rice field/farm huts” (Kantharalak; female, recent malaria patient).

What types of activities do you think led to the
recent changes in malaria cases here?

“Protection measures are not good as there is no bed net use during rubber tapping, and mosquitoes
bite during rubber tapping.’ (Phu Sing; male, village leader.)

“Parents bring their children to work in rubber plantation farm more and patients didn't protect
themselves! (Phu Sing; female, village leader).

What increases risk in the high-risk populations? “It's their occupation--work in the forest, rubber tapping stay overnight in the rubber plantation farm,
with increased mosquitoes. We need a campaign for people not to stay overnight in the forest” (Phu

Sing, male village leader).

“Work in the forest hunting, foraging, or stay overnight in the forest in the cave. People can't use
repellents as animals will know. Soldiers can use hammocks, but can't use bed nets since they're
white colour, very dangerous as they can be seen from far away”” (Khun Han; male health staff).
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specifically were the cause of malaria, with “dirty water”
being a common response.

The military-specific interview was limited to a single
military clinic with one medic and three recent malaria
patients. All three military malaria cases stated that use
of ITNs and topical repellents was common. The medic
interviewee stated that each military squad on patrolling
duties had a medical kit that included both RDTs and
artemisinin-based combination therapies and for cases
diagnosed at the military clinic, all P falciparum cases
were referred to the closest MoPH hospital, while con-
firmed P. vivax cases received chloroquine directly and
remained warded in the military hospital for the dura-
tion of their 14-day PQ regimen to ensure medication
adherence.

Drug resistance surveys

During the same period Cambodia replaced DHA-PPQ
with artesunate-mefloquine as the first-line treatment
for uncomplicated P. falciparum malaria (in 2016) [20],
USAMD-AFRIMS began molecular surveillance of
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anti-malarial drug resistance in a military camp located
in the southwestern region of Sisaket, close to the Cam-
bodian border. These data have been reported elsewhere
[21], but in summary, because of the relatively low num-
bers of P falciparum cases recorded during outbreak,
P falciparum resistance was not determined to be the
underlying cause of the outbreak.

Outbreak response activities

During the outbreak, a series of meetings were held
between members of the EOC to discuss response activi-
ties and potential collaborations between public and mili-
tary health sectors. Activities included MSAT campaigns,
mass vector control campaigns, scale-up of adaptive
“1-3-7” RACD among civilians, and implementation of
“1-3-7" among military personnel (Fig. 4).

Mass campaigns

Between July 2017 and April 2018, MoPH and USAMD-
AFRIMS conducted six rounds of mass screen and
treat (MSAT) campaigns across several active foci vil-
lages (Fig. 4). During these campaigns, a total of 6,299
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individuals were tested via microscopy and/or polymer-
ase chain reaction (PCR). Parasite prevalence across
rounds ranged from zero to 0.7%. In January 2018, MoPH
conducted large-scale ITNs and ITHNs campaigns across
103 villages in Kantharalak, Khun Han, Phu Sing, and
Khukhan districts. In April 2018, MoPH, RTA Medical
Department, and USAMD-AFRIMS distributed insec-
ticide-treated uniforms and conducted IRS and MSAT
campaigns across eight military camps (Fig. 4).

Scale-up of “1-3-7" activities

Between November and December 2017, a series of
trainings were led by the MoPH to improve case man-
agement and increase capacity for “1-3-7” response
in Sisaket Province. By May 2018, Sisaket public health
staff were re-trained on new MoPH guidelines that rec-
ommended a more adaptive approach to “1-3-7" Rather
than conducting RACD around index cases’ household,
the adaptive approach conducted RACD among 50 other
at-risk persons with a known association to the index
case [22]. Indicators of completeness and timeliness
of “1-3-7” after re-trainings are presented in Table 3.
After trainings, modest changes were observed in the
completeness and timeliness of case investigations and
responses. According to public health staff, the main rea-
sons for delays in response activities were lack of human
resources at the proper levels and high caseloads associ-
ated with the outbreak.

In November 2017, to align with national malaria elim-
ination goals, RTA-AFRIMS began piloting the “1-3-7"
approach among Sisaket-based RTA personnel. Imple-
mentation and design of the “1-3-7” approach were
closely aligned with guidelines provided by the MoPH,
including the adaptation of MoPH case investigation
forms. Cases were reported and investigated on the
same day of diagnosis and day 7 responses were allo-
cated to the neighbouring geographic area of the index
case. Response activities included reactive case detec-
tion around the index case’s base using microscopy, IRS
of barracks, and providing malaria education for soldiers.

Between November 2017 and September 2018, a total
168 case reports from the RTA were investigated. Of
these total cases, 150/168 (89%) were P. vivax infections,
3 (2%) were P, falciparum, and 15 (9%) were mixed spe-
cies infections. Data from 166/168 investigations (98%)
were available for analysis. All cases were male (100%),
approximately 25years of age (SD: 7; range: 21-58), sta-
tioned across three military bases. Vector control use was
high among soldiers: self-reported ITN, topical repellent,
and IRS use (in the prior six months) was 90%, 69%, and
95%, respectively. Of the 166 cases that had travel history
information available, 76 (46%) reported traveling to the
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forest in the previous month prior to the onset of febrile
illness, with 100% reporting military missions as the pur-
pose for travel. Though all reported cases were investi-
gated, only 10 (6%) day 7 responses were conducted. RTA
outbreak personnel indicated the low day seven response
rate was primarily due to inability to follow up cases who
were deployed on active military duties.

Discussion
In April 2017, the Thailand MoPH was alerted to an
increase in malaria cases in Sisaket Province. Between
May and July 2017, the case burden surpassed the epi-
demic threshold. An EOC, which comprised of both
public and military health officials, was launched to
investigate and respond to the outbreak. During the
three-month outbreak period, public and military health
sectors observed an 8.4-fold and 20.3-fold higher case-
load compared to the previous year, respectively. Based
on case investigation data collected through MoPH,
outbreak cases were mostly Thai males of working age,
infected with P vivax, who engaged in forest-related
activities (predominantly rubber tappers and military/
border police). Relative to national targets (55% in 2018)
[11], self-reported ITN use was high among civilians
(60%) and military (84%). However, upon further inves-
tigation of MoPH case investigation surveillance data,
ITN use was sub-optimal among travelers who slept
in the forest (24%) compared to those sleeping in huts
(77%). Routine entomological surveys conducted in the
neighbouring province indicated the presence of mostly
exophagic vector species with varied biting hours, fur-
ther confirming cases were likely unprotected during
their time in the forest. Based on qualitative interviews
conducted after the outbreak, district-level health work-
ers appeared to have the richest knowledge of the malaria
epidemiology, which supported findings from routine
surveillance data. Data from antimalarial drug resistance
surveillance systems collected around the same period
detected piperaquine-associated drug resistance muta-
tions (PM2). Though this finding does not constitute
definitive evidence of treatment failure nor the reason
for the documented outbreak (as most cases during the
outbreak were P. vivax), these data along with molecular
genotyping results from other groups supported the Thai
MoPH’s decision to change the first-line ACT for P. fal-
ciparum in Sisaket and neighboring Ubon Ratchathani
Provinces to pyronaridine-artesunate in July 2019. This
decision proved to be prescient, since clinical DHA-PPQ
treatment failures were subsequently reported in the
region [23].

Consistent with other settings in Thailand [24] and the
GMS [25, 26], this study suggests the outbreak was driven
by increased population movement of rubber tappers and
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military near the forest and forest fringes of the Thai-
Cambodian border. Though the source of the outbreak
remains unknown, the parallel epidemiological curves
between MoPH and RTA indicates a strong link between
these two MMPs, suggesting an outbreak in civilians will
likely lead to an outbreak among military, and vice versa.
Vector control use (e.g., ITNs) during high-risk period/
locations was similarly low in these two groups. Such
observations indicate both MoPH and RTA should con-
sider evaluating additional malaria prevention methods
to supplement current activities that target static trans-
mission, especially ones that can accommodate the prac-
tical realities of working in forested areas. These could
include the chemoprophylaxis strategies (e.g., individual
chemoprevention, focal mass drug administration); spa-
tial repellents; wearing long-sleeve shirts, trousers, and
socks; insecticide-treated clothing; and/or alternative
ways for high-risk populations to access prevention and
treatment services (e.g., via peer navigators or mobile
malaria workers that can test and treat in forest fringe
areas during the high malaria season) [26, 27]. In addi-
tion, improving upon prompt case management and
timeliness of “1-3-7” activities, particularly in border
and forested areas, would help to predict and mitigate
future outbreaks [28].

Study limitations

This study was subject to several limitations. First, the
malaria surveillance data obtained from the military
health system was limited to aggregated case counts,
and risk factors among military outbreak cases could
not be assessed. Second, due to logistical challenges, a
formal case-control study which would have allowed a
more rigorous evaluation of potential risk factors, espe-
cially if risk factors differed between RTA and civilians
[29]. Third, conclusions from key informant interviews
may be subject to selection bias, as interviews were con-
ducted amongst those who were willing or able to come
to interview sites. Furthermore, responses from recent
patients may have also been subject to social desirabil-
ity bias (particularly if recent cases had participated in
semi-legal or illegal activities) and recall bias, due to the
delayed timing of the interviews (December) relative to
the peak outbreak period (May—July). Fourth, rigorous
impact evaluations of the joint outbreak response activi-
ties were outside the scope of this work and it is unclear
from this study what effect these response activities had
on the overall outbreak and proceeding malaria season.
However, it is unlikely that MSAT campaigns had a major
impact on outbreak cessation, as cases were already
reducing by the time the first MSAT campaign was ini-
tiated and little to no cases were found during these
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campaigns. Similarly, the ITN campaign and adaptive
“1-3-7" RACD approaches were also conducted after the
outbreak, though it is possible that these activities may
have prevented a second seasonal peak in October and
January.

Need for continued civilian-military collaboration
Despite the study limitations, an important outcome of
this investigation was the establishment of public and
military health sector collaboration toward outbreak mit-
igation. Within two months of the outbreak alert, MoPH
and RTA began conducting joint response activities (e.g.,
MSAT and vector control campaigns) and the military
began introducing elimination strategies into their regu-
lar malaria prevention and response activities. Though
it is unclear whether these activities led to a reduc-
tion in case burden and possible prevention of a second
seasonal peak between October and January, this is the
first time in peer-reviewed literature to report the inclu-
sion of military into national malaria outbreak response
activities and the adoption of specific malaria elimination
strategies by the Thai military in support of their civilian
counterparts.

In the GMS, militaries represent an important, but
often underrecognized reservoir of malaria transmis-
sion [30]. Because malaria services tend to be deliv-
ered through separate military and civilian systems,
national malaria elimination goals and strategies have
not always aligned. Facing the urgency of a mount-
ing malaria outbreak in Sisaket, the RTA was swift in
their response by sharing surveillance data with MoPH
counterparts, piloting a “1-3-7" RACD approach,
and participating as members of the EOC. Similar
to successful cross-border collaborations [6, 31, 32],
civilian-military collaborations will require substan-
tial political commitment by both parties. In Sisaket,
civilian-military collaborations were made possible
through regular meetings between high-level MoPH
and RTA officials, the designation of trusted local
public health staff to provide technical support and
resources to military health personnel, and through
joint research efforts by USAMD- and RTA-AFRIMS
to pilot malaria elimination research activities among
the military. This case study may serve as a blueprint
for other countries to proactively begin discussions
between public and military malaria programmes.
Outputs from these collaborations will greatly ben-
efit both acute crisis response (as malaria outbreaks
in the military are likely to affect civilian populations
and vice versa) and ensure that military malaria activi-
ties are fully aligned with national malaria elimination
goals and strategies. In addition to national civilian-
military cooperation, better cross border collaboration
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will be needed to greatly accelerate progress toward
national and regional malaria elimination goals, par-
ticularly in Sisaket, where transmission is likely driven
in part by cross-border movement along the Thai-
Cambodian border [33].

Conclusions

In 2017, an outbreak of malaria among civilian and
military persons occurred in Sisaket Province, Thai-
land. Joint outbreak investigations by military and
public health sectors found forest-related activity (e.g.,
rubber tapping, border patrolling, and military opera-
tions in the forest) was a major factor in the observed
increase in cases. Civilians and military personnel
both reported high ITN use, though use was limited
to the cases’ home or military base, suggesting alterna-
tive interventions were needed during the period they
engaged in forest-related activities. Though monthly
caseloads returned to pre-outbreak levels by August
2017, the outbreak resulted in strong “civ-mil” collabo-
rations, better integration of the military into national
malaria elimination goals and strategies, and a prac-
tical opportunity to implement Thailand’s National
Malaria Elimination Operational Plan (NMEOP). Col-
laborative “civ-mil” efforts as observed during this out-
break can serve as an initial model for other countries
in the GMS and Southeast Asia that aim to eliminate
malaria by 2030.

Abbreviations

ACT: Artemisinin-based combination therapy; AFRIMS: Armed Forces Research
Institute of Medical Sciences; DHA-PPQ: Dihydroartemisinin-piperaquine;
DVBD: Division of Vector Borne Diseases, MoPH Thailand; EOC: Emergency
Operations Center; GMS: Greater Mekong Subregion; IRS: Indoor residual
spraying; ITHN: Insecticide-treated hammock net; ITN: Insecticide-treated net;
KIl: Key informant interviews; MoPH: Ministry of Public Health, Thailand; MIS:
Malaria Information System; MMP: Mobile and migrant populations; MSAT:
Mass screen and treat; NMEOP: National Malaria Elimination Operational

Plan; NMES:: National Malaria Elimination Strategy; PCR: Polymerase chain
reaction; PHO: Provincial Health Office; PM2: Plasmepsin copy number 2; PQ:
Primaquine; RACD: Reactive case detection; RDT: Rapid diagnostic test; RTA:
Royal Thai Army; USAMD: United States Army Medical Directorate; VBDC: Vec-
tor Borne Disease Center.

Acknowledgements

The authors would like to thank the people of Sisaket Province for their
participation in the outbreak response activities; the researchers, health
professionals, and staff members at USAMD-AFRIMS, the Ministry of Public
Health's DVBD, District Health Offices and Health Promotion Hospitals in
Sisaket Province, and Sisaket PHO who supported outbreak activities; the staff
atVBDC 10.1, Ubon Ratchathani for providing entomological surveillance data;
and Mr. Surasak Sawang for extracting and providing the MIS data used in this
report.

Disclaimer

The material has been reviewed by the Walter Reed Army Institute of
Research. There is no objection to its presentation and/or publication. The
opinions or assertions contained herein are the views of the author, and are
not to be construed as official, or as reflecting the Army or the Department of
Defense.

Page 12 of 13

Authors’ contributions

PSu, RG, NJM, AAL and MFu conceived and planned the study. KL, NC, KJ, PSu,
CR, ST, PN, MS, MA, PB, SS, PSa, CC, PPo, PPr, DJ, and WL conducted response
activities outlined in the manuscript. MER, NC, KJ, ST, and AAL conducted the
analysis and interpretation of the results. MER, KL, NC, KJ, PSu, CR, ST, PN, MS,
MA, PB, SS, PSa, CC, MFe, and AAL collected data used in this study. MER, KJ, SR,
AB, RG, NJM, AAL, and MFu wrote the manuscript, with substantial input from
all other co-authors. All authors read and approved the final manuscript.

Funding

The study was funded under the US Department of Defense’s Defense Malaria
Assistance Program. The funders participated in the design of the study, data
collection, interpretation of the data, and writing the manuscript. The corre-
sponding author had full access to the data in the study and final responsibil-
ity for the decision to submit the manuscript.

Availability of data and materials

The data generated and analysed in the current study may be available from
the corresponding author upon reasonable request and with permissions
from the Thai MoPH and/or RTA.

Declarations

Ethics approval and consent to participate

The study was reviewed by the Walter Reed Army Institute of Research Human
Subjects Protection Branch and the Committee on Human Research at Uni-
versity of California, San Francisco. The study was classified as part of standard
public health practices of the Thai MoPH and was not considered human
subjects research.

Consent for publication
Not applicable.

Competing interests
The authors declare no competing interests.

Author details

Malaria Elimination Initiative, Institute of Global Health Sciences, University
of California, San Francisco, San Francisco, California, USA. *Sisaket Provincial
Health Office, Sisaket, Sisaket Province, Thailand. *Royal Thai Army, Armed
Forces Research Institute of Medical Sciences (AFRIMS), Bangkok, Thailand.
4US Army Medical Directorate, Armed Forces Research Institute of Medical
Sciences, Bangkok, Thailand. *Division of Vector Borne Disease, Department
of Disease Control, Ministry of Public Health, Nonthaburi, Thailand. ®Office
of Disease Prevention and Control 10, Ministry of Public Health, Ubon Rat-
chathani Province, Thailand. ”Department of Biostatistics and Epidemiology,
School of Public Health and Health Sciences, University of Massachusetts-
Ambherst, Amherst, Massachusetts, USA.

Received: 8 September 2021 Accepted: 25 November 2021
Published online: 07 December 2021

References

1. Imwong M, Jindakhad T, Kunasol C, Sutawong K, Vejakama P, Dondorp
AM. An outbreak of artemisinin resistant falciparum malaria in Eastern
Thailand. Sci Rep. 2015;5:17412.

2. Kounnavong S, Gopinath D, Hongvanthong B, Khamkong C, Sichan-
thongthip O. Malaria elimination in Lao PDR: the challenges associated
with population mobility. Infect Dis Poverty. 2017;6:81.

3. Imwong M, Suwannasin K, Kunasol C, Sutawong K, Mayxay M, Rekol H,
et al. The spread of artemisinin-resistant Plasmodium falciparum in the
Greater Mekong subregion: a molecular epidemiology observational
study. Lancet Infect Dis. 2017;17:491-7.

4. Bhumiratana A, Intarapuk A, Sorosjinda-Nunthawarasilp P Maneekan P,
Koyadun S. Border malaria associated with multidrug resistance on Thai-
land-Myanmar and Thailand-Cambodia borders: transmission dynamic,
vulnerability, and surveillance. Biomed Res Int. 2013;2013:363417.



Roh et al. Malaria Journal (2021) 20:458

20.

21

22.

23.

24.

25.

26.

27.

Sturrock HJ, Hsiang MS, Cohen JM, Smith DL, Greenhouse B, Bousema

T, Gosling RD. Targeting asymptomatic malaria infections: active surveil-
lance in control and elimination. PLoS Med. 2013;10:e1001467.

WHO. Malaria Policy Advisory Committee Meeting of the evidence review
group on border malaria. Geneva: World Health Organization; 2018.
Thailand Ministry of Public Health, Thailand Bureau of Vector Borne Dis-
eases. Thailand National Malaria Elimination Strategy 2017-2026: Malaria
Elimination Operational Plan 2017-2021. Bangkok, 2016.

Thailand Malaria Information System. http://malaria.ddc.moph.go.th/
malariar10/index_newversion.php

President’s Malaria Initiative, USAID, CDC, Department of Health and
Human Services, US Department of State. Malaria Operational Plan FY
2018: Thailand, Lao PDR, and Regional.

Khantikul N, Butraporn P, Kim HS, Leemingsawat S, Tempongko MSB,
Suwonkerd W. Adherence to antimalarial drug therapy among vivax
malaria patients in northern Thailand. J Health Popul Nutr. 2009;27:4-13.

. Thailand Ministry of Public Health. National Malaria Elimination Strategy

Thailand 2017-2026. Bangkok, Thailand, 2016.

Cao J, Sturrock HJ, Cotter C, Zhou S, Zhou H, Liu Y, et al. Communicating
and monitoring surveillance and response activities for malaria elimina-
tion: China's “1-3-7"strategy. PLoS Med. 2014;11:e1001642.

Weinstein M. TAMS analyzer: Anthropology as cultural critique in a digital
age. Soc Sci Comput Rev. 2006;24:68-77.

Bashar K, Tuno N, Ahmed TU, Howlader AJ. Blood-feeding patterns of
Anopheles mosquitoes in a malaria-endemic area of Bangladesh. Parasit
Vectors. 2012;5:39.

Do Manh C, Beebe NW, Le Quang T, Lein CT, Van Nguyen D, Xuan TN,

et al.Vectors and malaria transmission in deforested, rural communities in
north-central Vietnam. Malar J. 2010;9:259.

The Malaria Atlas Project. Anopheles barbirostris species complex. https://
map.ox.ac.uk/bionomics/anopheles-barbirostris/

Rattanarithikul R, Harrison BA, Harbach RE, Panthusiri P, Coleman RE. Illus-
trated keys to the mosquitoes of Thailand. IV. Anopheles. Southeast Asian
JTrop Med Public Health. 2006;37 Suppl 2:1-128.

Poolphol P, Harbach RE, Sriwichai P, Aupalee K, Sattabongkot J, Kumpitak
C, et al. Natural Plasmodium vivax infections in Anopheles mosquitoes

in a malaria endemic area of northeastern Thailand. Parasitol Res.
2017;116:3349-59.

Sumarnrote A, Overgaard HJ, Marasri N, Fustec B, Thanispong K,
Chareonviriyaphap T, et al. Status of insecticide resistance in Anopheles
mosquitoes in Ubon Ratchathani province, Northeastern Thailand. Malar
J.2017;16:299.

Rossi G, De Smet M, Khim N, Kindermans J-M, Menard D. Emergence of
Plasmodium falciparum triple mutant in Cambodia. Lancet Infect Dis.
2017;17:1233.

Nonlawat B, Chatchadaporn T, Piyaporn S-N, Winita T-A, Montri A,
Nichapat U, et al. Plasmodium falciparum phenotypic and genotypic
resistance profile during the emergence of piperaquine resistance from
Royal Thai Army and civilian patients in Northeastern Thailand. Research
Square [Preprint] 2021.

Rossi G, Van den Bergh R, Nguon C, Debackere M, Vernaeve L, Khim N,et
al. Adapting reactive case detection strategies for falciparum malaria in a
low-transmission area in Cambodia. Clin Infect Dis. 2018;66:296-8.

Van Der Pluijm RW, Imwong M, Chau NH, Hoa NT, Thuy-Nhien NT, Thanh
NV, et al. Determinants of dihydroartemisinin-piperaquine treatment
failure in Plasmodium falciparum malaria in Cambodia, Thailand, and Viet-
nam: a prospective clinical, pharmacological, and genetic study. Lancet
Infect Dis. 2019;19:952-61.

Edwards HM, Sriwichai P, Kirabittir K, Prachumsri J, Chavez IF, Hii J. Trans-
mission risk beyond the village: entomological and human factors con-
tributing to residual malaria transmission in an area approaching malaria
elimination on the Thailand-Myanmar border. Malar J. 2019;18:221.
CuilL, Yan G, Sattabongkot J, Cao Y, Chen B, Chen X, et al. Malaria in the
Greater Mekong Subregion: heterogeneity and complexity. Acta Trop.
2012;121:227-39.

von Seidlein L, Peto T, Tripura R, Pell C, Yeung S, Kindermans J, et al. Novel
approaches to control malaria in forested areas of Southeast Asia. Trends
Parasitol. 2019;35:388-98.

Stratil A-S, Vernaeve L, Lopes S, Bourny Y, Mannion K, Hamade P, et al.
Eliminating Plasmodium falciparum malaria: results from tailoring active

Page 13 of 13

case detection approaches to remote populations in forested border
areas in north-eastern Cambodia. Malar J. 2021;20:108.

28. Sudathip P, Kitchakarn S, Shah JA, Bisanzio D, Young F, Gopinath D, et al.
A foci cohort analysis to monitor successful and persistent foci under
Thailand’s Malaria Elimination Strategy. Malar J. 2021,20:118.

29. Dwyer DM, Strickler H, Goodman RA, Armenian HK. Use of case-control
studies in outbreak investigations. Epidemiol Rev. 1994;16:109-123.

30. Manning JE, Satharath P, Gaywee J, Lopez MN, Lon C, Saunders DL.
Fighting the good fight: the role of militaries in malaria elimination in
Southeast Asia. Trends Parasitol. 2014;30:571-81.

31. ReliefWeb. PAHO/WHO Malaria Champion awards go to Brazil, Haiti, and
Dominican Republic. Washington, DC, USA2017.

32. Saldanha R, Mosnier E, Barcellos C, Carbunar A, Charron C, Desconnets
J-C, et al. Contributing to elimination of cross-border malaria through a
standardized solution for case surveillance, data sharing, and data inter-
pretation: development of a cross-border monitoring system. JMIR Public
Health Surveill. 2020;6:215409.

33. Lover AA, Harvard KE, Lindawson AE, Smith Gueye C, Shretta R, Gosling R,
et al. Regional initiatives for malaria elimination: building and maintaining
partnerships. PLoS Med. 2017;14:21002401.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.

Ready to submit your research? Choose BMC and benefit from:

fast, convenient online submission

thorough peer review by experienced researchers in your field

rapid publication on acceptance

support for research data, including large and complex data types

gold Open Access which fosters wider collaboration and increased citations

maximum visibility for your research: over 100M website views per year

At BMC, research is always in progress.

Learn more biomedcentral.com/submissions . BMC



http://malaria.ddc.moph.go.th/malariar10/index_newversion.php
http://malaria.ddc.moph.go.th/malariar10/index_newversion.php
https://map.ox.ac.uk/bionomics/anopheles-barbirostris/
https://map.ox.ac.uk/bionomics/anopheles-barbirostris/

	Civilian-military malaria outbreak response in Thailand: an example of multi-stakeholder engagement for malaria elimination
	Abstract 
	Background: 
	Methods: 
	Results: 
	Conclusions: 

	Background
	Methods
	Study site

	Malaria service delivery in military versus civilian health systems
	Malaria surveillance data
	Entomological surveys
	Key informant interviews

	Results
	Analysis of malaria surveillance data
	MoPH surveillance system
	RTA surveillance system

	Entomological surveys
	Key informant interviews
	Drug resistance surveys
	Outbreak response activities
	Mass campaigns
	Scale-up of “1–3–7” activities


	Discussion
	Study limitations
	Need for continued civilian-military collaboration
	Conclusions
	Acknowledgements
	References




