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Supplementary Table 1. Search strategy
Search Name: Cochrane Central Register of Controlled Trials

ID Search

#2 "antimalarial":ti,ab,kw (Word variations have been searched)

#3 malaria:ti,ab,kw (Word variations have been searched)

#4 MeSH descriptor: [Malaria] explode all trees

#5 MeSH descriptor: [Antimalarials] explode all trees

#6 #2 or #3 or #4 or #5

#7 "mass chemoprophylaxis" or "mass drug administration" or "mass administration"
#8 "mass screening and treatment"”

#9 "mass treatment"

Database: Embase 1947-Present, updated daily

malaria/ or malaria control/

antimalarial agent/ or antimalarial*.mp.

(malaria or antimalarial*).ab. or (malaria or antimalarial*).ti.

lor2or3

Vi WIN|F

("mass chemoprophylaxis" or "mass drug administration" or "mass
administration").mp.

mass drug administration.mp.

mass treatment.mp.

"mass screening and treatment".mp.

OO |V D

S5or6or7or8

10

4and9

Pubmed Search history

Search | Query

#1 malaria Field: Title/Abstract

#2 antimalarial*or anti-malarial* Field:Title/Abstract

#3 (malaria[MeSH Terms]) OR antimalarials[MeSH Terms]

#4 #lor#2or #3

#5 ((mass chemoprophylaxis) OR mass drug administration) OR mass administration




Field:Title/Abstract

#6 "mass screening and treatment" Field: Title/Abstract

#7 (MDA[Title/Abstract] OR MSAT[Title/Abstract] OR iMSaT[Title/Abstract])
#8 mass drug administration[MeSH Terms]

#9 #5 or #6 or #7 or #8

#10 #4 and #9

Database : LILACS

Search on: ‘ malaria or antimalarial$ [Words] and mass administration [Words]




Supplementary Table 2. List of studies excluded after full review and primary reasons for exclusion

Study

Bennett
2020

Bennett
2016
Chishimba
2020
Daniels
2020

Finn 2016

Finn 2020

Finn 2020
Galactiono
va 2020

Miller 2020

Porter

2020

Scott 2015

Silumbe
2020

Steketee
2020
Yukich

722

61

728

729

60

727

731

713

730

726

36

720

724
725

REASON FOR EXCLUSION

Cross reference with outcomes; Linked to Eisele 2020
(#723)

Duplicate; ASTMH abstract - duplicate of #722; Linked
to Eisele 2020 (#723)

No outcomes reported; Linked to Eisele 2020 (#723)

No outcomes reported; Linked to Eisele 2020 (#723)

Duplicate; ASTMH abstract; Linked to Eisele 2020
(#723)

Cross reference with additional details; Linked to
Eisele 2020 (#723)

Cross reference with additional details; Linked to
Eisele 2020 (#723)

Provides Contextual Factors; linked to Eisele 2020
(723)

No outcomes reported; linked to Eisele 2020 (723)

Contextual Factors; linked to Eisele 2020 (723)

ASTMH abstract - duplicate of #725; Linked to Eisele
2020 (#723)

Provides contextual Factors only; linked to Eisele 2020
(723)

Cross reference with outcomes; linked to Eisele 2020
(723)
Contextual Factors; linked to Eisele 2020 (723)

Title

A Longitudinal Cohort to Monitor Malaria Infection Incidence
during Mass Drug Administration in Southern Province, Zambia
A longitudinal cohort to monitor malaria infection incidence in
the context of a community randomized trial of mass drug
administration in Southern Province, Zambia

Prevalence of Plasmodium falciparum and Non-falciparum
Infections by Photo-Induced Electron Transfer-PCR in a
Longitudinal Cohort of Individuals Enrolled in a Mass Drug
Administration Trial in Southern Province, Zambia

Evidence for Reduced Malaria Parasite Population after
Application of Population-Level Antimalarial Drug Strategies in
Southern Province, Zambia

Treatment adherence to dihydroartemisinin-piperaquine during
mass drug administration for malaria in Southern Province,
Zambia

Treatment Coverage Estimation for Mass Drug Administration for
Malaria with Dihydroartemisinin-Piperaquine in Southern
Province, Zambia

Adherence to Mass Drug Administration with Dihydroartemisinin-
Piperaquine and Plasmodium falciparum Clearance in Southern
Province, Zambia

Costing malaria interventions from pilots to elimination
programmes

Moving from Malaria Burden Reduction toward Elimination: An
Evaluation of Mass Drug Administration in Southern Province,
Zambia

Recent Travel History and Plasmodium falciparum Malaria
Infection in a Region of Heterogenous Transmission in Southern
Province, Zambia

Evaluating the costs of implementing a package of interventions
and surveillance systems to support malaria elimination in
southern province, zambia: A micro-costing analysis
Assessment of the Acceptability of Testing and Treatment during
a Mass Drug Administration Trial for Malaria in Zambia Using
Mixed Methods

Implications of the MDA Trial in Southern Province, Zambia, for
Malaria Control and Elimination
Cost-Effectiveness of Focal Mass Drug Administration and Mass

Citation

2020.
AJTMH;103(2_Suppl):54-
65

2016. AITMH;95 (5
Supplement 1)():489

2020.
AJTMH;103(2_Suppl):82-
89

2020.
AJTMH;103(2_Suppl):66-
73

2016. AITMH;95 (5
Supplement 1)():284
2020.
AJTMH;103(2_Suppl):19-
27

2020.
AJTMH;103(2_Suppl):37-
45

2020. Malaria
journal;19(1):332

2020.
AJTMH;103(2_Suppl):4426
1

2020.
AJTMH;103(2_Suppl):74-
81

2015. AITMH;93 (4
Supplement)():268
2020.
AJTMH;103(2_Suppl):28-
36

2020.
AJTMH;103(2_Suppl):98-
101

2020.



2020

Anonymou
52017

Bever 2016
Chalwe

2016

Chiyende
2016

Conner
2017

Dieye 2017

Eisele 2015

Eisele 2015

Eisele 2016

Eisele 2017
Galactiono
va 2019

Nct 2014

Silumbe
2016
Silumbe
2019

128

67

57

79

112

111

448

40

488

108

179

275

81

173

No outcomes reported; linked to Eisele 2020 (723)
Contextual Factors; ASTMH abstract; linked to Eisele
2020 (723)

Cross reference with outcomes; ASTMH abstract;
linked to Eisele 2020 (723)

Cross reference with outcomes; ASTMH abstract;
linked to Eisele 2020 (723)

No outcomes reported; ASTMH abstract; linked to
Eisele 2020 (723)

Contextual Factors; linked to Eisele 2020 (723)

Cross reference with additional details; linked to
Eisele 2020 (723)

Duplicate; ASTMH abstract - duplicate of #488; linked
to Eisele 2020 (723)

Cross reference with outcomes; linked to Eisele 2020
(723)

Duplicate; ASTMH abstract, linked to Eisele 2020
(723)

Duplicate; linked to Eisele 2020 (723)

Cross reference with additional details; linked to
Eisele 2020 (723)

Contextual Factors; ASTMH abstract; linked to Eisele
2020 (723)

Duplicate; ASTMH abstract- data duplicated in #723;
linked to Eisele 2020 (723)

Drug Administration with Dihydroartemisinin-Piperaquine for
Malaria Prevention in Southern Province, Zambia: Results of a
Community-Randomized Controlled Trial

Erratum: Short-term impact of mass drug administration with
dihydroartemisinin plus piperaquine on malaria in southern
province zambia: A cluster-randomized controlled trial
Epidemiological and operational lessons learned from a malaria
elimination campaign in zambia's lake kariba region

Adverse event reporting from malaria mass drug administration
rounds conducted in southern zambia

Targeted community sensitization to reduce anticipated refusals
in malaria mass drug administration trial: Lessons learned from
Southern Zambia

Programmatic mass drug administration in southern province,
Zambia: An evaluation of impact and possible spill-over effects
using dhis2 malaria case incidence data

Malaria elimination: Engaging communities through nationwide
campaigns

Assessing the effectiveness of household-level focal mass drug
administration and community-wide mass drug administration for
reducing malaria parasite infection prevalence and incidence in
Southern Province, Zambia: study protocol for a community
randomi

The impact of targeted mass drug administration using
dihydroartemisinin-piperaquine in southern province Zambia:
Initial findings

Short-term Impact of Mass Drug Administration With
Dihydroartemisinin Plus Piperaquine on Malaria in Southern
Province Zambia: A Cluster-Randomized Controlled Trial

The long-term durability of mass drug administration using
dihydroartemisinin-piperaquine as part of a comprehensive
malaria elimination strategy in Southern province zambia

From pilots to an elimination program: How much do malaria
interventions cost

Mass Drug Administration With Dihydroartemisinin + Piperaquine
for Reducing Malaria in Southern Zambia

Transitioning an evidence-based malaria mass drug
administration (MDA) research strategy to program/routine
mode: Factors for consideration

Reductions in malaria burden through the use of a scalable
intervention package (SIP) in accordance with the Zambia

AJTMH;103(2_Suppl):46-
53

2017.) Inf Dis;216(8):1048
2016. AJTMH;95 (5
Supplement 1)():490
2016. AITMH;95 (5
Supplement 1)():487

2016. AJTMH;95 (5
Supplement 1)():485

2017. AITMH;97 (5
Supplement 1)():501
2017. AITMH;97 (5
Supplement 1)():592

2015. Trials;16():347

2015. AJTMH;93 (4
Supplement)():83

2016.J Inf
Dis;214(12):1831-1839

2017. AITMH;97 (5
Supplement 1)():309

2019. AITMH;101 (5
Supplement)():512-513
2014.
https://clinicaltrials.gov/sh
ow/NCT02329301;():

2016. AJTMH;95 (5
Supplement 1)():487
2019. AITMH;101 (5
Supplement)():524



Stuckey
2016
Suresh
2018
Suresh
2019

Wenger
2013

Wenger
2014

Fraser
2020

Mancuso
2019
Adhikari
2017
Adhikari
2017

Adhikari
2018
Adhikari
2018
Chaumeau
2019
Imwong
2020

Kajeechiwa
2016
Kajeechiwa
2017
Landier
2016

467

139

190

384

401

739

189

526

530

538

593

616

199

482

661

72

Modelling data; linked to Eisele 2020 (723)
No outcomes reported; ASTMH abstract; linked to
Eisele 2020 (723)

No outcomes reported; linked to Eisele 2020 (723)

No outcomes reported; ASTMH abstract ; linked to
Eisele 2020 (723)

No outcomes reported; linked to Eisele 2020 (723)
Design: insufficient data points for ITS; ITS analysis of
programmatic rounds of MDA. However, IRS partially
implemented at the same time as MDA, so insufficient
data points to evaluate MDA alone;

Cross reference with outcomes; linked to only #739
(Fraser 2020); ASTMH abstract

Contextual Factors; linked to vonSeidlein 2019 (596)

Contextual Factors; linked to vonSeidlein 2019 (596)

Contextual Factors; linked to vonSeidlein 2019 (596)

Contextual Factors; linked to vonSeidlein 2019 (596)
Cross reference with outcomes; linked to vonSeidlein
2019 (596)

Cross reference with outcomes; linked to vonSeidlein
2019 (596)

Contextual Factors; linked to vonSeidlein 2019 (596)
Contextual Factors; linked to vonSeidlein 2019 (596)

Cross reference with outcomes; linked to vonSeidlein
2019 (596)

national malaria elimination strategic plan 2017-2021: The case of
Mulobezi district in Western Province

Operational strategies of anti-malarial drug campaigns for malaria
elimination in Zambia's southern province: a simulation study
Stratification of malaria transmission dynamics and optimal
intervention packages in Zambia and Mozambique

Choosing the right tool for the job: Estimating effect sizes for
multiple overlapping interventions in Southern Province, Zambia
Modeling for malaria control and elimination scenario planning:
Application of the epidemiological modeling (EMOD) malaria
disease transmission kernel to community-based intervention
delivery in Southern Zambia

Spatial dynamics of malaria transmission in the EMOD model for
campaigns targeting sustained regional elimination in Southern
Zambia

Evaluating the impact of programmatic mass drug administration
for malaria in Zambia using routine incidence data

Ongoing assessment of plasmodium falciparum parasite
prevalence in southern province Zambia: Results from a 2019
parasite survey three years after a mass drug administration trial
Elements of effective community engagement: lessons from a
targeted malaria elimination study in Lao PDR (Laos)

Factors associated with population coverage of targeted malaria
elimination (TME) in southern Savannakhet Province, Lao PDR
Why do people participate in mass anti-malarial administration?
Findings from a qualitative study in Nong District, Savannakhet
Province, Lao PDR (Laos)

Perceptions of asymptomatic malaria infection and their
implications for malaria control and elimination in Laos
Contribution of Asymptomatic Plasmodium Infections to the
Transmission of Malaria in Kayin State, Myanmar

Molecular epidemiology of resistance to antimalarial drugs in the
Greater Mekong subregion: an observational study

The acceptability of mass administrations of anti-malarial drugs as
part of targeted malaria elimination in villages along the Thai-
Myanmar border

Community engagement for the rapid elimination of malaria: the
case of Kayin State, Myanmar

Relative contribution of generalized early diagnosis and
treatment and of targeted mass treatment to elimination of

2016. Malaria
journal;15():148

2018. AITMH;99 (4
Supplement)():357-358
2019. AITMH;101 (5
Supplement)():416

2013. AITMH;1)():396

2014. AITMH;1)():14

2020. J Inf Dis;():

2019. AJTMH;101 (5
Supplement)():216
2017. Global health
action;10(1):1366136
2017. Malaria
journal;16(1):424

2018. Malaria
journal;17(1):15
2018. PloS
one;13(12):e0208912
2019.J Inf
Dis;219(9):1499-1509
2020. The Lancet
Infectious Diseases.;():

2016. Malaria
journal;15(1):494
2017. Wellcome open
research;2():59

2016. AITMH;95 (5
Supplement 1)():382



Landier
2017

Li 2019

Nct 2013
Nguyen
2017
Parker
2019

Pell 2017

Pell 2019

Peto 2018

Peto 2018

Peto 2018

Phommaso
ne 2020

Pongvongs
a 2018
Sahan 2017

Tangseefa
2018

Tripura
2018

662

186

278

497

598

511

597

537

539

588

624

559

500

705

Cross reference with outcomes; linked to vonSeidlein
2019 (596)

No outcomes reported; linked to vonSeidlein 2019
(596)

Cross reference with additional details; linked to
vonSeidlein 2019 (596)

Contextual Factors; linked to vonSeidlein 2019 (596)
Cross reference with outcomes; linked to vonSeidlein
2019 (596)

Contextual Factors; linked to vonSeidlein 2019 (596)

Contextual Factors; linked to vonSeidlein 2019 (596)

Contextual Factors; linked to vonSeidlein 2019 (596)

Contextual Factors; linked to vonSeidlein 2019 (596)

Contextual Factors; linked to vonSeidlein 2019 (596)

Cross reference with outcomes; linked to vonSeidlein
2019 (596)

Cross reference with outcomes; linked to vonSeidlein
2019 (596)

Contextual Factors; linked to vonSeidlein 2019 (596)

Contextual Factors; linked to vonSeidlein 2019 (596)

Cross reference with outcomes; linked to vonSeidlein
2019 (596)

plasmodium falciparum malaria in eastern myanmar

Safety and effectiveness of mass drug administration to
accelerate elimination of artemisinin-resistant falciparum malaria:
A pilot trial in four villages of Eastern Myanmar

Spatial analysis of parasite population genomics during malaria
elimination efforts in Eastern Myanmar

Targeted Chemo-elimination (TCE) of Malaria

Community perceptions of targeted anti-malarial mass drug
administrations in two provinces in Vietnam: a quantitative
survey

Potential herd protection against Plasmodium falciparum
infections conferred by mass antimalarial drug administrations
Mass anti-malarial administration in western Cambodia: a
qualitative study of factors affecting coverage

Community engagement, social context and coverage of mass
anti-malarial administration: Comparative findings from multi-site
research in the Greater Mekong sub-Region

Reflections on a Community Engagement Strategy for Mass
Antimalarial Drug Administration in Cambodia

Community participation during two mass anti-malarial
administrations in Cambodia: lessons from a joint workshop
The feasibility and acceptability of mass drug administration for
malaria in Cambodia: a mixed-methods study

Mass drug administrations with dihydroartemisinin-piperaquine
and single low dose primaquine to eliminate Plasmodium
falciparum have only a transient impact on Plasmodium vivax:
Findings from randomised controlled trials

The dynamic of asymptomatic Plasmodium falciparum infections
following mass drug administrations with dihydroarteminisin-
piperaquine plus a single low dose of primaquine in Savannakhet
Province, Laos

Community engagement and the social context of targeted
malaria treatment: a qualitative study in Kayin (Karen) State,
Myanmar

"Nine Dimensions": A multidisciplinary approach for community
engagement in a complex postwar border region as part of the
targeted malaria elimination in Karen/Kayin State, Myanmar

A Controlled Trial of Mass Drug Administration to Interrupt
Transmission of Multidrug-Resistant Falciparum Malaria in
Cambodian Villages

2017. Wellcome open
research;2():81

2019. AITMH;101 (5
Supplement)():597

2013.
https://clinicaltrials.gov/sh
ow/NCT01872702;():

2017. Malaria
journal;16(1):17

2019. eLife;8():
2017. Malaria
journal;16(1):206

2019. PloS
one;14(3):e0214280

2018. AJTMH;98(1):100-
104

2018. Malaria
journal;17(1):53

2018. Trans Royal Soc Trop
Med Hyg;112(6):264-271

2020. PloS
one;15(2):e0228190

2018. Malaria
journal;17(1):405

2017. Malaria
journal;16(1):75

2018. Wellcome open
research;3():116

2018. Clin Inf
Dis;67(6):817-826



Tun 2017

vonSeidlein
2019

Mwesigwa
2019

Mwesigwa
2016
Mwesigwa
2017

Mwesigwa
2018
Mwesigwa
2019
Dierickx
2015

Dierickx
2016

Dial 2014

Siling 2016

Wu 2018

Aguas 2018

Ali 2017
Archibald
1960
Archibald
1960
Archibald

533

619

631

74

103

152

609

47

464

671

73

136

552

522

894

895
896

No outcomes reported; linked to vonSeidlein 2019
(596)

No outcomes reported; linked to vonSeidlein 2019
(596)

Design: control group criteria not met; not designed
as ITS; no control group and outcomes are pf

Cross reference with outcomes; ASTMH abstract - full
publication is #631

Cross reference with outcomes; ASTMH abstract - full
publication is Mwesigwa 2019 (#631)

Duplicate; ASTMH abstract - full publication is
Mwesigwa 2019 (#631)

No outcomes reported; full publication is Mwesigwa
2019 (#631)

Duplicate; ASTMH abstract - full publication is #464;
linked Mwesigwa 2019 (#631)

Contextual Factors; linked to Mwesigwa 2019 (#631)
Contextual Factors; linked to 631- Mwesigwa 2019
(631)

Contextual Factors; ASTMH abstract; linked to
Mwesigwa 2019 (631)

No outcomes reported; ASTMH abstract

No outcomes reported

Contextual Factors
Intervention: not MDA

Design: control group criteria not met
Cross reference with outcomes; Linked to #895

Towards malaria elimination in Savannakhet, Lao PDR:
mathematical modelling driven strategy design

The probability of a sequential Plasmodium vivax infection
following asymptomatic Plasmodium falciparum and P. vivax
infections in Myanmar, Vietnam, Cambodia, and Laos

Mass Drug Administration With Dihydroartemisinin-piperaquine
and Malaria Transmission Dynamics in The Gambia: A Prospective
Cohort Study

Impact of mass drug administration with dihydroartemisinin-
piperaquine on malaria transmission in a highly seasonal
transmission setting in the gambia

Impact of two annual cycles of mass drug administration on
temporal trends of clinical malaria

Impact of mass treatment with dihydroartemisinin piperaquine
on malaria transmission dynamics in the Gambia: A prospective
study

Field performance of the malaria highly sensitive rapid diagnostic
test in a setting of varying malaria transmission

Community barriers for the implementation of a mass drugs
administration for malaria in the Gambia

Factors Associated with Non-Participation and Non-Adherence in
Directly Observed Mass Drug Administration for Malaria in The
Gambia

A qualitative study to assess community barriers to malaria
mass drug administration trials in The Gambia

Ignoring people 'who are not there' may mitigate success of mass
drug administration for malaria: Findings from a mixed-method
study in the gambia

Validating novel serological markers of malaria exposure:
Evaluating the effect of mass drug administration (MDA) and
seasonal malaria chemoprevention (SMC) on transmission in rural
Gambia based on population-level antibody responses

Infectivity of Chronic Malaria Infections and Its Consequences for
Control and Elimination

Artemisinin combination therapy mass drug administration in a
setting of low malaria endemicity: programmatic coverage and
adherence during an observational study in Zanzibar

A preliminary report on the effect of diamino-diphenyl sulphone
on malaria in northern Nigeria

Field trials of mass administration of antimalarial drugs in
Northern Nigeria

The appearance of P. falciparum resistant to pyrimethamine in a

2017. Malaria
journal;16(1):483

2019. Malaria
journal;18(1):449

2019. Clin Inf
Dis;69(2):278-286

2016. AITMH;95 (5
Supplement 1)():382
2017. AITMH;97 (5
Supplement 1)():411

2018. AITMH;99 (4
Supplement)():126
2019. Malaria
journal;18(1):288
2015. AITMH;93 (4
Supplement)():197

2016. PloS
one;11(2):e0148627
2014. Malaria
journal;13():47

2016. AITMH;95 (5
Supplement 1)():7

2018. AITMH;99 (4

Supplement)():321-322

2018. Clin Inf
Dis;67(2):295-302

2017. Malaria
journal;16(1):332
1960. J Trop Med
Hyg;63():25-7

1960. ;262():44207
1960. West Afr Med



1960
Aregawi
2016
Baukapur
1984
Bertozzi-
Villa 2017
Bloch 1982

Mason
1973

Mason
1977

NaveReboll
01973

Boni 2019
Brady 2017
Bretscher
2017
Galatas

2020

Galatas
2019

Brew 2017

Cirera 2020

Briet 2017

Butler 1943
Caceres

481

787

120

786

765

766

763

174

514

523

635

193

115

634

96

783
893

(Design: control group criteria not met)

Setting: emergencies/epidemics

Setting: emergencies/epidemics
Modelling data: ABSTRACT ONLY
Intervention: Insufficient information on drug

administration;

Intervention: Insufficient information on drug
administration; linked ot Bloch 1982

Intervention: No data on drug dose available: linked
to Bloch 1982 (786)

Intervention: not enough data in main article for ITS,
no control group; Insufficient information on drug
administration Linked to Bloch 1982 (786)

No outcomes reported;

Modelling data;

Modelling data;

Design: imbalance of interventions; blanket IRS began

at same time as MDA

Duplicate; ASTMH abstract of publication #635
Galatas 2020

Duplicate; ABSTRACT; linked to Galatas 2020 (635)

Contextual Factors; linked to 635, Galatas 2020

No outcomes reported;

No outcomes reported;
Cross reference with additional details; linked to

northern Nigerian village
Impact of the Mass Drug Administration for malaria in response
to the Ebola outbreak in Sierra Leone

A focal outbreak of malaria in Valsad District, Gujarat State
Impact of human migration patterns on malaria elimination
feasibility in the greater mekong subregion

Teachings of the Antimalarial Campaign in El Salvador, Central
America

A study of the epidemiology of malaria in a high-incidence coastal
area of El Salvador, C. A

Malaria field studies in a high-incidence coastal area of El
Salvador, C.A

Malaria in El Salvador. Control and eradication campaign analysis
Antimalarial drug-resistance evolution during and after mass drug
administration

Role of mass drug administration in elimination of Plasmodium
falciparum malaria: a consensus modelling study

Modelling the benefits of long-acting or transmission-blocking
drugs for reducing Plasmodium falciparum transmission by case
management or by mass treatment

A multiphase program for malaria elimination in southern
Mozambique (the Magude project): A before-after study

The magude project: Drastic reduction of malaria burden and
sustained gains after a malaria elimination project in Southern
Mozambique

The economic and educational impacts of a malaria elimination
campaign in Mozambique

Moving towards malaria elimination in southern Mozambique:
Cost and cost-effectiveness of mass drug administration
combined with intensified malaria control

Modelling to support the planning of malaria elimination in
southern Palawan, the Philippines

Malaria Control Program on a South Pacific Base
Eficacia de la cura radical masiva en la incidencia malAirica del

J;9():21-5

2016. Malaria
journal;15():480

1984. Journal of
Communicable
Diseases;16(4):268-272
2017. AITMH;97 (5
Supplement 1)():522-523
1982. R.1.I.M;11(2):119-
124

1973. Revista del Instituto
de Investigaciones
medicas;2(1):51-54, 55-57
1977. Bulletin of the Pan
American Health
Organization;11(1):17-30
1973. Revista del Instituto
de Investigaciones
medicas;2(1):31-39, 3-30
2019. AITMH;101 (5
Supplement)():510

2017. The Lancet. Global
health;5(7):e680-e687

2017. Malaria
journal;16(1):341

2020. PLoS
medicine;17(8):e1003227

2019. AJTMH;101 (5
Supplement)():417
2017. AITMH;97 (5
Supplement 1)():501

2020. PloS
one;15(7):e0235631
2017. Trop Med Int
Health;22 (Supplement
1)():55

1943. Naval Medical
Bulletin;41(6):1603-12
2004. Bol. malariol. salud



2004
Caceres
2005

Camponov
02019

Canet 1949

Canet 1949
Cavalie
1961

Celli 1903

Celli 1914
Snowden
2006

Chang
2019
Chang
2019

Andrinopo
ulos 2016

Druetz
2019
Chaves
2020

MarinRodri
guez 2019
Cheah
2016

Chen 1999

891

615

781

844

890

859

843

799

192

182

78

171

712

627

478
780

Caceres 2005, 2008 (included)
Cross reference with additional details; linked to
Caceres 2008 (included)

Modelling data;

No outcomes reported

Duplicate; 781 Canet 1949
Design: <2 areas/clusters per group

Design: control group criteria not met

No outcomes reported

Cross reference; linked to Celli 1914 (843)

Design: control group criteria not met
No outcomes reported

Contextual Factors; Linked to Chang 2019 (192);
control group criteria not met

Cross reference with outcomes; linked to Chang 2019

No outcomes reported; Include for qualitative
synthesis. No control group, vivax only

Linked to Chaves 2020

Contextual Factors;

Intervention: not MDA; Tx not administered to entire

Municipio Marino, Estado Sucre

Impacto de la Cura Radical Masiva sobre la incidencia malAjrica
del estado Sucre, Venezuela

Mass campaigns combining antimalarial drugs and anti-infective
vaccines as seasonal interventions for malaria control, elimination
and prevention of resurgence: a modelling study

First Trials in Southern Indo-China of Mass Prophylaxis of Malaria
with Nivaquine B (Resoqulne) and with Paludrine

First trials in souther Indo-China of mass prophylaxis of malaria
with Nivaquine B (resoqulne) and with Paludrine.

La campagne expel@rimentale d'ei@radication du paludisme dans
le Nord de la Rel@publique du Cameroun

La malaria in Italia durante il 1902. Parte II: Profilassi della
malaria. [Malaria in Italy in 1902. Part Il: Prophylaxis of Malaria]

[English title not available.]

Congquest of malaria: Italy, 1900-1962.

Results of a pilot of targeted mass drug administration with
sulfadoxine-pyrimethamine and primaquine as a component of a
malaria elimination package in Haiti

Accounting for human mobility in malaria elimination programs
with heterogeneous travel data

Designing malaria elimination strategies to achieve high
community uptake: Findings from a formative research study in
the department of Grand Anse, Haiti

Reduction in malaria prevalence in sentinel populations following
introduction of a package of interventions for malaria elimination:
Results from easy access group surveys in 2017 and 2018,
Grande-Anse (Haiti)

Malaria Elimination in Costa Rica: Changes in Treatment and Mass
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Parasite Removal for Malaria Elimination in Costa Rica
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Awaiting classification; This study does not yet
appear to have been published.

No outcomes reported; Abstract only

Design: control group criteria not met
Intervention: exclude as targeted MDA (sent to
emergency settings review)

Contextual Factors;

Cross reference with additional details; Linked to 778
Clyde 1961

Duplicate; Linked to 778 Clyde 1961

Design: No pre-intervention data or control;

Design: control group criteria not met; not designed
as ITS; no control group

Intervention: not MDA,

Design: control group criteria not met; Pf, no control,
only 1 area

Intervention: not MDA; Treatment not administered
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Design: control group criteria not met

Cross reference with additional details; linked to
Diallo 2016

Cross reference with outcomes; linked to Diallo 2016

combining strengthening infection source treatment and health
education in mountainous areas of Hainan province]

Protocol of the Project of Malaria Elimination in the Plateaux
Region of the Togolese Republic (Sino-Togolese Cooperation)
Quantifying malaria acquired during travel and its role in malaria
elimination on Bioko Island

Experimental control of malaria with synthetic drugs.
Single Dose Pyrimethamine Treatment of Africans during a
Malaria Epidemic in Tanganyika

Malaria Control in Tanganyika under the German Administration.

Part Il. Mass Chcmoprophylaxis in Dar es Salaam

Malaria Control in Tanganyika under the German Administration.

Part |

Malaria control of Tanganyika under the German Administration.

II. Mass chemoprophylaxis in Dar es Salaam

A successful control programme for falciparum malaria in
Xinyang, China

Large-scale Artemisinin-Piperaquine Mass Drug Administration
With or Without Primaquine Dramatically Reduces Malaria in a
Highly Endemic Region of Africa

Malaria in the Maprik area of the Sepik region, Papua New
Guinea: 19573€“1984

The results of the first year of a malaria eradication pilot project
in Northern Kigezi (Uganda)

Clinical consequences of chloroquine prophylaxis and of its
discontinuation in an hyperendemic malarial region

Targetting malaria hotspots in senegal: Results of a cluster-
randomized trial
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malaria in central Senegal: Study design and acceptability of the
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Cross reference with additional details; trial
registration; linked to Diallo 2016 (70)

Contextual Factors; linked to Diallo 2016 (70)

No outcomes reported; This is an abstract, doesn't
appear to be very relevant for modelling outcomes
and has not been published.

No outcomes reported;

Design: <2 areas/clusters per group; Excluded

because each arm has a n=1

Contextual Factors; linked to Echodu 2018

No outcomes reported; A modeling study that does
not compare outcomes according to operational
design considerations; linked to Echodu 2018

No outcomes reported; linked to Echodu 2018

Duplicate; ASTMH abstract; linked to Echodu 2018

Contextual Factors; linked to Echodu 2018 (149)

Design: <2 areas/clusters per group; See Escudie
1962

Cross reference with additional details linked to
Escudie 1961

Design: <2 areas/clusters per group;

A trial of targetted control to eliminate malaria in Central Senegal
The costs and cost-effectiveness of two spatially targeted, multi-
component malaria elimination strategies: Results of a large
three-arm cluster-randomized trial in rural Senegal

Assessing cost optimized strategies for maintaining and extending
the gains against malaria

Mass Prophylaxis of Malaria in Tunis

Mass drug administration combined with indoor residual spraying
for accelerated reduction of malaria in a high transmission setting
in northeastern Uganda: Preliminary results

Community facilitators and barriers to a successful
implementation of mass drug administration and indoor residual
spraying for malaria prevention in Uganda: a qualitative study
Medical and entomological malarial interventions, a comparison
and synergy of two control measures using a Ross/Macdonald
model variant and openmalaria simulation

Synergy and timing: a concurrent mass medical campaign
predicted to augment indoor residual spraying for malaria
Implementing malaria mass drug administration: Experience from
a high transmission setting in northeastern uganda

Implementing population-based mass drug administration for
malaria: experience from a high transmission setting in North
Eastern Uganda

[Results of 2 years of antimalarial chemoprophylaxis in the rural
African area in the pilot zone of Bobo Dioulasso (Haute Volta)]
Results of mass antimalarial chemoprophylaxis with a
combination of 4-aminoquinoline and 8-aminoquinoline under
rural African conditions in the region of Bobo-Dioulasso (Upper
Volta) 1960. Comparative study in a zone treated with DDT and
outside this zone.

Results of pyrimethamine chemoprophylaxis in a pilot
antimalarial prevention study in Boboa€@Dioulasso [Resultats
d'une experimentation de chimioprophylaxie par la
pyrimethamine dans la zone pilote de lutte antipaludique de
Boboéa€lIDiolasso]
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Intervention: not MDA

Intervention: not MDA

Irrelevant, no discussion of MDA

Modelling data;

Setting: emergencies/epidemics:
https://academic.oup.com/ofid/article/6/7/0fz250/54
98323

Cross reference with outcomes; no control, only 1
pre-intervention time point

Imbalance of background interventions;

Contextual Factors; linked to Garfield 1983 (883)

Modelling data;

Modelling data;

Modelling data;

No outcomes reported

Duplicate; 830

Intervention: not MDA

Design: insufficient data points for ITS
Intervention: not tx dose; 1 area divided into 2 parts.

[English title not available] [Essai de prophylaxie rationelle du
paludisme en milieu infantile a Tri-Cu (Tonkin)].

Rapport sur les conditions d'organisation d'une campagne
d'eradication due paludisme en Tunisie

Perspectives of key stakeholders in Tanzania on alternative
technologies for malaria elimination

Determinants of MDA impact and designing MDAs towards
malaria elimination

Effect of mass artesunate-amodioquine distribution on Ebola-
related mortality in Sierra Leone

Estado Sucre: El A©xito antimalAjrico de Venezuela en el aA+o
2003

Changes in malaria incidence after mass drug administration in
Nicaragua

Health education and community participation in mass drug
administration for malaria in Nicaragua

Mass campaigns with antimalarial drugs: a modelling comparison
of artemether-lumefantrine and DHA-piperaquine with and
without primaquine as tools for malaria control and elimination
Optimal Population-Level Infection Detection Strategies for
Malaria Control and Elimination in a Spatial Model of Malaria
Transmission

Impact of mass drug administration campaigns depends on
interaction with seasonal human movement

Observations on the programme for the employment of
antimalarial drugs in the malaria eradication campaign in
Venezuela.

Observations on the Programme for the Employment of
Antimalarial Drugs in the Malaria Eradication Campaign in
Venezuela [Informe del viaje efectuado para observar el
programa de utilizaciA®n de drogas antipalA2dicas en la
campaAza de erradicaciA®n del paludismo en la RepA2blica de
Venezuela.]

Proguanil and malaria among non-tolerant New Guinea natives.
Effect of mass dihydroartemisinin-piperaquine administration in
southern Mozambique on the carriage of molecular markers of
antimalarial resistance

Prophylaxis of malaria in the Sudan, with special reference to the
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No clear data on prevalence pre-Treatment

Design: control group criteria not met; MDA+ nets vs
C: MDA. Does not meet design criteria but may have
info on contextual factors

No outcomes reported

Intervention: not MDA

Intervention: not MDA

Design: No pre-intervention data or control
Cross reference with outcomes; Linked Hsiang 2013
(233)

Design: control group criteria not met; uncontrolled.
Only 1 site. Pf

Intervention: not MDA

Cross reference with outcomes; Linked to Jones 1958
(included)

Contextual Factors;

Design: <2 areas/clusters per group

Duplicate; ASTMH abstract - duplicate of publication
#642 (Kagaya 2019)

No outcomes reported; linked to 642 (Kagaya 2019)

Imbalance of background interventions

Duplicate; linked to Kaneko 2000

Contextual Factors; linked to Kaneko 2000

use of plasmoquine

The influence of permethrin-impregnated bednets and mass drug
administration on the incidence of Plasmodium falciparum
malaria in children in Sabah, Malaysia

Studies on malaria in new China

Chemoprophylaxis of malaria with monthly doses of choloroquine
and amodiaquine.

Treatment of Epidemic-Malaria with a Single Dose of
Pyrimethamine

Mass drug administration for the control and elimination of
Plasmodium vivax malaria: an ecological study from Jiangsu
province, China

Preparation of malaria resurgence in China: case study of vivax
malaria re-emergence and outbreak in Huang-Huai Plain in 2006
Experience with an insecticide-drug combination and
observations on suppressive chloroquine-pyrimethamine
treatment

Etiudes Epidemiologiques & Prophylactiques Sur Le Paludisme en
Tunisie

Resistance of P. falciparum and P. malariae to Pyrimethamine
(Daraprim) following Mass Treatment with this Drug. A
Preliminary Note

The promise, problems and pitfalls of mass drug administration
for malaria elimination: a qualitative study with scientists and
policymakers

Malaria resurgence after significant reduction by mass drug
administration on Ngodhe Island, Kenya

The impact of mass drug administration on submicroscopic
malaria infection: A pilot study on ngodhe island in lake victoria,
kenya

High and Heterogeneous Prevalence of Asymptomatic and Sub-
microscopic Malaria Infections on Islands in Lake Victoria, Kenya

Malaria eradication on islands

Island malaria control in eastern Melanesia: 1) Malaria eliminated
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impregnated bednets

A community-directed strategy for sustainable malaria
elimination on islands: short-term MDA integrated with ITNs and
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Duplicate; linked to Kaneko 2000

Cross reference with outcomes; Kaneko 2000
Modelling data;

Setting: emergencies/epidemics;

Awaiting classification; abstract only;

Design: control group criteria not met;

Intervention: not MDA,

Setting: emergencies/epidemics; abstract

Setting: emergencies/epidemics
Contextual Factors; abstract only, no data at all
included here

Design: control group criteria not met

Design: No pre-intervention data or control
Intervention: not tx dose; mixed curative and
prophylactic dose;

Design: control group criteria not met;

No outcomes reported;
Intervention: not MDA;

robust surveillance

Sustainable malaria elimination on aneityum Island, vanuatu,
1991-2014

Community-directed malaria freedom on Aneityum Island,
Vanuatu, 1991-2014

Mathematical models for P. vivax elimination

Malaria case-finding and treatment strategies in an internally
displaced persons (IDP) camp in the democratic republic of Congo
Evaluation of targeted mass treatment of malaria in tanintharyi
region, myanmar: Preliminary results

Periodic Intermittent Treatment with Chinoplasmine as a
Measure of Malaria Control in a Hyperendemic Area

Safety, Pharmacokinetics, and Mosquito-Lethal Effects of
Ivermectin in Combination With Dihydroartemisinin-Piperaquine
and Primaquine in Healthy Adult Thai Subjects

Malaria prevalence decreased following mass drug administration
of malaria chemoprevention during the Ebola outbreak,
Monrovia, Liberia, 2014

Impact and Lessons Learned from Mass Drug Administrations of
Malaria Chemoprevention during the Ebola Outbreak in
Monrovia, Liberia, 2014

Costing mass drug administration with different targeting
strategies

Effect of generalised access to early diagnosis and treatment and
targeted mass drug administration on Plasmodium falciparum
malaria in Eastern Myanmar: an observational study of a regional
elimination programme

Experiences in the control of a malarial focus in the north
(Arehangel RA©gion) by mass chemoprophylaxis and systemic
treatment of malaria patients (Russian).

INTEGRATED APPROACH IN MALARIA CONTROL INCLUDING
ENVIRONMENTAL MANAGEMENT TO REDUCE MAN-MOSQUITO
CONTACT AND REDUCTION OF INFECTION SOURCE IN
HUANGHUAI PLAIN

Elimination of Plasmodium falciparum in an area of multi-drug
resistance

Use of quinocide in treatment and prophylaxis of vivax malaria
Report of a malaria expedition to Jerusalem.
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Intervention: not MDA

Cross reference with outcomes; MAIN: Sok 2016 (71)
Cross reference with additional details; Linked to Sok
2016 (71)

Cross reference with additional details; linked to Sok
2016

Duplicate 558

Intervention: not MDA,

Modelling data; Kim Lindblade (2021-02-19
23:24:39)(Select): This is linked to Song 2010 #863,
which is the main paper.; Monica Shah (2021-02-15
10:04:15)(Select): Update: this study is not linked to
others. Screen this as an independent study;
Modelling data;

No outcomes reported;

Intervention: can't determine when rounds occured. 3
rounds, monthly, uncontrolled study for pv

Duplicate: 764

Intervention: not MDA: Treatment not administered
to entire population.

No outcomes reported;

Comparison of mass drug administration vs. mass screening and
treatment high-risk, military mobile populations to support
malaria elimination in Cambodia

Primaquine safety in G6PD-deficient military cohort in cambodia
using the lower-dose, extended course regimen as part of mass
drug administration for malaria elimination

Malaria Elimination Pilot Study in Military Forces in Cambodia
Cluster-randomized trial of monthly malaria prophylaxis versus
focused screening and treatment: a study protocol to define
malaria elimination strategies in Cambodia

Cluster-randomized trial of monthly malaria prophylaxis versus
focused screening and treatment: a study protocol to define
malaria elimination strategies in Cambodia 11 Medical and Health
Sciences 1117 Public Health and Health Services

Mass radical treatment of a group of foreign workers to mitigate
the risk of re-establishment of malaria in Sri Lanka

Optimising strategies for Plasmodium falciparum malaria
elimination in Cambodia: primaquine, mass drug administration
and artemisinin resistance

The diminishing returns of atovaquone-proguanil for elimination
of Plasmodium falciparum malaria: modelling mass drug
administration and treatment

Mathematical modelling of tafenoquine for plasmodium
falciparum malaria elimination

Evaluation of alternative scheme of treatment for malaria control

Evaluuation of alternative scheme of treatment for malaria
control.

[English title not available] [Problemas actuales del control y
erradicacion de la malaria en America Latina].

To screen or not to screen: an interactive framework for
comparing costs of mass malaria treatment interventions
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Intervention: not MDA
Intervention: not MDA;

Contextual Factors;

Imbalance of background interventions;

Modelling data;

Registration for Morris 2018 (562) which was included
Intervention: not MDA; Protocol only. MDA
Ivermectin + DP, no DP alone arm:
https://pubmed.ncbi.nlm.nih.gov/33211022/;

No outcomes reported; Abstract only

No outcomes reported;

No outcomes reported; perspective piece;
Contextual Factors; Uncontrolled before and after for
pv, but pre-intervention and post-intervention
includes cases (no denominators) in different
populations. Insufficient info on outcomes to include.
Duplicate 761

No outcomes reported; ASTMH abstract

Modelling data;

Intervention: not MDA- this is MTaT

Electrocardiographic Safety of Repeated Monthly
Dihydroartemisinin-Piperaquine as a Candidate for Mass Drug
Administration

Epidemiology of subpatent Plasmodium falciparum infection:
implications for detection of hotspots with imperfect diagnostics
Misperceptions of patients and health workers regarding malaria
elimination in the Brazilian Amazon: a qualitative study

Mass drug administration and DDT indoor-spraying as
antimalarial measures in the norther savanna of Nigeria
Quantifying the potential impact of mass drug administration on
the parasite reservoir in an area of declining malaria transmission
in Uganda

Effectiveness of Mass Drug Administration for Reducing Seasonal
Malaria Transmission in Zanzibar

Mass Drug Administration of lvermectin and Dihydroartemisinin-
piperaquine as an Additional Intervention for Malaria Elimination
Modeling the effectiveness of population-level malaria infection

detection strategies for optimal campaign scoping

An Investigation of the Failure of Proguanil Prophylaxis

[Elimination in South-East Asia? The role of antimalarial drugs]

An epidemic in the life of a malaria eradication programme
An epidemic in the life of malaria eradication programme.
Reactive case detection for malaria elimination

A stochastic model for the probability of malaria extinction by
mass drug administration

Experiment on the Prophylactic Use of Plasmocide in Daghestan
with Observations on the Mosquito Infection Rate
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Duplicate;

Duplicate;

Design: <2 areas/clusters per group;

No outcomes reported; targeted MDA (to children)
Intervention: not tx dose; Included in Mass relapse
prevention review

Modelling data;

Intervention: not MDA,

Intervention: not MDA;

No outcomes reported

Duplicate 758

Duplicate 681

Modelling data; LINKED: 411-dup681
No outcomes reported; Abstract only;
Intervention: not MDA;

No outcomes reported;

Contextual Factors; abstract only;
Cross reference with outcomes; Simeons 1936

Experiment on the prohylactic use of plasmocide in Daghestan
with observations on the mosquito infection rate.

Assessing associations between recent travel and malaria parasite
prevalence during a mass drug administration campaign in
southern zambia

Pyrimethamine (Daraprim) in the control of epidemic malaria
Strategies for understanding and reducing the Plasmodium vivax
and Plasmodium ovale hypnozoite reservoir in Papua New
Guinean children: a randomised placebo-controlled trial and
mathematical model

The Potential Elimination of Plasmodium vivax Malaria by Relapse
Treatment: Insights from a Transmission Model and Surveillance
Data from NW India

Simulating the council-specific impact of anti-malaria
interventions: A tool to support malaria strategic planning in
Tanzania

Mass proguanil prophylaxis
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Supplementary table 3. Coverage of vector control co-interventions

Study (location, years of
study)

Cluster randomized trials
von Seidlein 2003%*
(Gambia, 1999)

Shekalaghe 2011
(zanzibar, 2008)

Morris 2018%
(Zanzibar, 2016-2017)

von Seidlein 2019%
(Viet Nam, 2013-2014)
von Seidlein 20197
(Myanmar 2013-2014)

von Seidlein 2019%
(Laos 2016-2017)

von Seidlein 2019%
(Cambodia 2014-2016)

Eisele 2020A™ (Zambia,
2014-2017) (Low
transmission)

Eisele 2020B°" (Zambia,
2014-2017) (High
transmission)

McLean 2021”7
(Myanmar, 2014 to 2017)

Non-randomized studies

Simeons 1938 ** (India,
1935)

Co-intervention

MDA only

ITN
ITN and IRS

LLINs

LLINs

LLINs

LLINs

LLINs and IRS

LLINs and IRS

LLIN

Oiling for Larval
Control

IRS Coverage

Single round in March 2016 with pirimiphos methyl;
85% of households sprayed at baseline

6.9% in the MDA arm, 16.9% in control at baseline
(2014); 42.2% in MDA and 47.8% in control by 2016

6.9% in the MDA arm, 16.9% in control at baseline
(2014); 42.2% in MDA and 47.8% in control by 2017

ITN/LLIN coverage

Reported ITN use 25.1% to 36.1% (covers both
intervention and comparison arms)

Universal distribution campaign in 2015-2016;
self-reported ITN use among all ages 71% at
baseline

LLIN use reported by 81.5% overall; 84.4% in
control and 78.5% in intervention arms

LLIN use reported by 81.5% overall; 84.4% in
control and 78.5% in intervention arms

LLIN use reported by 81.5% overall; 84.4% in
control and 78.5% in intervention arms

LLIN use reported by 81.5% overall; 84.4% in
control and 78.5% in intervention arms

70.3% in MDA and 75.3% in control at baseline
(2014) and 77.2% in MDA and 78.8% by 2016

70.3% in MDA and 75.3% in control at baseline
(2014) and 77.2% in MDA and 78.8% by 2017

In all clusters, CHWs distributed LLINs (one per
two people in each household)



Jones 1958 ** (Kenya,
1952-1953)

Gabaldon 1959°"
(Venezuela, 1956-1957)

Schneider 1961°°
(Burkina Faso, 1960-
1961)

Comer 1971% (Panama,
1965-1968)

Paik 1974A* (Solomon
Islands, 1972)

Paik 1974B*® (Solomon
Islands, 1972-73)
Molineaux 1980%
(Nigeria, 1970-1976)

Caceres Garcia 2008
(Venezuela, 2002-2007)

MDA only

IRS

Group 1: MDA only.

Group 2: IRS

MDA only

IRS

MDA only

IRS

MDA only

Coverage not specified

Interventon group 2 only: Co-intervention with IRS
using DDT once a year in May 1960, coverage not
specified

"Total complete coverage" every 6 months

~99% coverage with IRS using propoxur 3-4 rounds
per year in both intervention and comparison arms



Supplementary table 4. GRADE Summary of Findings Tables

Outcomes
Pf Mod-high transmission

AEs
Pf low-very low transmission

SAEs, 0-3 months post MDA
SAEs 4-12 months post MDA

Vomiting
Drug resistance markers (PfKelch13) among Pf
positive individuals 1-3 months post MDA

Drug resistance markers (PfKelch13) among all
samples 1-3 months post MDA

Drug resistance markers (PfKelch13) among Pf
positive individuals 4-12 months post MDA

Drug resistance markers (PfKelch13) among all
samples 4-12 months post MDA

Drug resistance markers (PfKelch13) among Pf
positive individuals 12-24 months post MDA

Drug resistance markers (PfKelch13) among all
samples 2-24 months post MDA

Pv

SAEs, 0-3 months post MDA

SAEs, 4-12 months post MDA

Studies and
participants

1RCT
90 participants

1RCT
6911 participants
1RCT
6911 participants
1RCT
703 participants
1RCT
63 participants
1RCT
1232 participants
1RCT
75 participants
1RCT
2595 participants
1RCT
78 participants
1 RCT
2990 participants

1RCT

6911 participants
1 RCT

6911 participants

Rate ratio
(95% Cl)

OR3.25
(0.68 to 15.53)

OR 3.61
(0.43 to 30.03)
OR 1.47
(0.68 to 3.20)
OR 0.54
(0.19 to 1.54)
RR 0.82
(0.45 to 1.51)
RR 0.13
(0.05 to 0.30)
RR 1.16
(0.83 to 1.61)
RR 0.49
(0.28 to 0.85)
RR 1.07
(0.82 to 1.40)
RR 0.66
(0.40 to 1.11)

OR 3.61
(0.43 to 30.03)
OR 1.47
(0.68 to 3.20)

Risk with no
MDA

133 per 1,000
person-years

0 per 1,000
person-years
3 per 1,000
person-years
43 per 1,000
person-years
608 per 1,000
person-years
64 per 1,000
person-years
610 per 1,000
person-years
29 per 1,000
person-years
714 per 1,000
person-years
25 per 1,000
person-years

0 per 1,000
person-years
3 per 1,000
person-years

cl)

Anticipated absolute effects* (95%

Risk with
MDA

333 per 1,000
(95 to 705)

1 per 1,000
(0to 11)

5 per 1,000
(2to 11)
24 per 1,000
(8 to 65)
498 per 1,000
(274 10 918)
8 per 1,000
(3to 19)
707 per 1,000
(506 to 982)
14 per 1,000
(8 to 24)
764 per 1,000
(586 to 1,000)
17 per 1,000
(10 to 28)

1 per 1,000
(0to11)
5 per 1,000
(2to 11)

Certainty

Very low **

Moderate ©
Moderate ©
Moderate ©

Very low ***

Low **

Very low >#*

Low **

Very low #**

Low **

Moderate "

Moderate "



Supplementary Figure 1a. Risk of bias for included studies; Randomized controlled trials

Domain 4; Parasiternia Prevalence
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Randomized studies: ROB2 tool: Domain 1a. Risk of bias arising from randomization; Domain 1b. Risk of bias from timing of
identification/ recruitment; Domain 2. Risk of bias due to deviations from intended intervention; Domain 3. Missing outcome
data; Domain 4. Risk of bias in measurement of the outcome; Domain 5. Risk of bias in selection of reported result.
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Supplementary Figure 1b. Risk of bias for included studies; Non-randomized trials

Non-randomized studies: Domain 1. Failure to develop and apply appropriate eligibility criteria (inclusion of control
population); Domain 1b. Not applicable; Domain 2. Flawed measurement of exposure; Domain 3. Incomplete follow-up;
Domain 4. Flawed measurement of outcome (outcome-level); Domain 5. Failure to adequately control for confounding.



Supplementary Figure 2. Prevalence of P. falciparum parasitemia in moderate- high

transmission settings, Nonrandomized Trials

MDA Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
2.1.1 <1 Month
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Mot applicahle
Test for overall effect: Mot applicable
2.1.21-3 Months
Schneider 1961 Burkina Faso 86 4GR 386 534 1000% 0.85 [0.78, 0.93] !
Subtotal (95% CI) 466 534 100.0%  0.85[0.78,0.93]
Total events 286 386
Heterogeneity: Mot applicahle
Test for averall effect: 2= 3.60 (F = 0.0003)
2.1.3 412 Months
Malineaux 1980 Migeria (1) 23 2071 4483 1083 100.0% 0.60[0.55, 0.67] 1974 !
Subtotal (95% CI) 2071 1083 100.0%  0.60 [0.55, 0.67]
Total events A23 443
Heterageneity: ot applicable
Testfor overall effect: 7= 9.69 (P = 0.00001)
2.1.412-24 Months
Malineaux 1980 Migeria (2 TO05 2138 484 1123 100.0% 077 [0.70,0.84] 1974 !
Subtotal (95% CI) 2138 1123 100.0%  0.77 [0.70, 0.84]
Total events Tos 484
Heterageneity: Mot applicable
Test for overall effect 7= 5.81 (P = 0.00001)

0.01 0.1 10 100

Test for subgroup differences: Chi# = 24.88, df= 2 (P < 0.00001), F= 82.0%

Footnotes

Favours MDA Favours control

(1) Molineaux 1980 NGA: MDA (SF every 2 weeks during the wet season and 10 weeks during the dry season) + IRS vs. no intervention
(2) Maolineaux 1980 NGA: MDA (SF every 2 weeks during the wet season and 10 weeks during the dry season) + IRS vs. no intervention



Supplementary Figure 3. Incidence of clinical P. falciparum malaria in moderate- high

transmission settings, cRCTs

Rate Ratio

Study or Subgroup log[Rate Ratio] SE Weight IV, Fixed, 95% Cl Year

Rate Ratio
IV, Fixed, 95% CI

3.1.1 MODVHIGH 1-3 Mos. Post MDA

Eisele 2020 Zambia B (1} -08 1.217 1000% 0.41[0.04, 4,42
Subtotal (95% CI) 100.0% 0.41 [0.04, 4.42]

Heterogeneity: Mot applicable
Testfor overall effect, Z=0.74 (P = 0.46)

3.1.2 MODVHIGH 4-12 Mos. Post MDA

Subtotal (95% CI) Not estimable
Heterogeneity: Mot applicahle

Testfor overall effect; Mot applicahle

3.1.3 MOD/HIGH 12-24 Mos. Post MDA

Subtotal (95% CI) Not estimable
Heteraogeneity: Mot applicahle

Testfor overall effect; Mot applicahle

Total {95% CI) 100.0% 0.41 [0.04, 4.42]
Heterogeneity: Mot applicable

Testfor overall effect Z= 074 (P = 0.46)

Testfor subgroup differences: Mot applicable

Footnotes

———

o ——

0.1 1 10
Favours MDA Favours control

(1) All ages; January-May 2015 and 2016; denominator assumed to be average of 2015 and 2016 mid-year HFCA population

100



Supplementary figure 4. Incidence of clinical P. falciparum malaria in low-very low

transmission settings, cRCTs

Rate Ratio Rate Ratio
Study or Subgroup log[Rate Ratio] SE Weight IV, Fixed, 95% Cl Year IV, Fixed, 95% CI
4.1.1 LOW/VLOW 1-3 Mos. Post MDA
Eisele 2020 Zambia A (1) -0.684 0823 11.8% 0450[0.08 3.08 2014 —_— 1
Marris 2018 Zanzibar (2) -0162 1.527  4.3% 085[0.04 16496] 2016
Subtotal {95% CI) 16.2% 0.58 [0.12, 2.73] ——aall—
Heterogeneity, Chi®=0.09, df=1{F =077, F=0%
Testfor averall effect: 7= 0.63 {F = 0.49)
4.1.2 LOWNLOW 4-12 Mos. Post MDA
von Seidlein 2019 Myanmar (3) -0.336 0474 449% 071028 1.81] 2013 ——
woh Seidlein 2019 Cambodia (4) -3.208 1.1 99% 0.04[0.01,029 2015 ————
Marris 2018 Zanzibar -0.078 1108 82% 0.92[011,811] 2016
Subtotal (95% CI) 63.0% 0.47 [0.21,1.03] -
Heterogeneity, Chi®=7.05, df=2 (P =0.03), F=72%
Test for overall effect: £=1.88 (P = 0.08)
4.1.3 LOW/VLOW 12-24 Mos. Post MDA
Marris 2018 Zanzibar (5) -0.257 0697 208% 0.77[0.20,3.03] 2016 —_—
Subtotal (95% CI) 20.8% 0.77 [0.20, 3.03] —anglii—
Heterageneity: Mot applicahle
Testfor overall effect. £Z=037 (P=0.71)
Total (95% CI) 100.0% 0.54 [0.29, 1.01] e
Heterageneity: Chi*= 7.3, df=5{P=0.18); F= 34% T 0 0 100

Testfor overall effect. 2=1.94 (P=0.05)

Testfor subgroup differences: Chif=0239, df=2(F=082), F=0%
Footnotes

(1) All ages; January-May 2015 and 2016; denominator assumed to be average of 2015 and 2016 mid-year HFCA population
(2) All ages; May-August 2016

(3) All ages; May 2013 to January 2014, Plasmodium falciparum or mixed infections

(4) All ages; July 2015 - June 2016, Plasmodium falciparum or mixed infections

(5) All ages; May 2016 - August 2017

Favours MDA Favours control



Supplementary figure 5. Incidence of P. vivax malaria, Non-randomized trials

Rate Ratio Rate Ratio
Study or Subgroup log[Rate Ratio] SE Weight IV, Fixed, 95% Cl Year IV, Fixed, 95% CI
5.1.1 <1 Months
Faik 1974 Saloman Islands B -1.88 012 987% 015([012,0.19] .
Gahaldon 1959 Venezuela -2.83 1.03 1.3% 0.06[0.01,0.44]
Subtotal {95% CI) 100.0% 0.15[0.12,0.19] &
Heterogeneity: Chif=0.82, df=1 (P=0.36), F=0%
Testfor overall effect; £=15.96 (P = 0.00001%
5.1.2 1-3 Months
Faik 1974 Salomaon Islands B -0.98 0.08 984% 0.38[0.32 0.44]
Gahaldon 1959 Venezuela -1.73 0.63 1.6% 0.18[0.05, 0.61]
Subtotal {95% CI) 100.0% 0.37 [0.32, 0.43] [ ]
Heterogeneity: Chif=1.39, df=1 (P=0.24); F=28%
Testfor overall effect: £=12.490(F = 0.00001)
5.1.3 4-12 Months
Gabaldon 1959 Venezuela -1.88 041 1000% 0.15[0.07,0.34] i
Subtotal {95% CI) 100.0% 0.15 [0.07, 0.34]

Heterageneity: Mot applicable
Test for overall effect: 2= 4589 (F = 0.00001)

5.1.4 12-24 Months

Subtotal {95% CI)

Heterogeneity: Mot applicahle

Test for overall effect: Mot applicahle

Not estimable

Testfor subgroup differences: Chi®= 4289, df= 2 (F = 0.00001), F=85.3%

0.01

01 10
Favours MDA Favours control

100



Supplementary figure 6. Prevalence of P. vivax malaria, Non-randomized trials

MDA Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
6.1.1 <1 Month
Paik 1974 Salamon Islands A 8 350 T 99 100.0% 0.32[012, 087 i
Subtotal (95% CI) 350 99 100.0% 0.32[0.12,0.87]
Total events g 7
Heterogeneity: Mot applicable
Testfor averall effect 2= 224 (P=0.03)
6.1.2 1-3 Months
Jores 1858 Kenya (1) 3 135 47 135 79.4%  0.06[0.02,0.20] —l—
Paik 1974 Salaman Islands A 29 Bas 49 20.6% 0.63[0.28,1.39] T
Subtotal (95% CI) 790 234 100.0%  0.18[0.10,0.33] L
Total events 32 a4
Heterageneity: Chi®= 1247, df=1 (F= 000043, F=92%
Testfor averall effect: Z= 541 (P = 0.00001)
6.1.3 4-12 Months
Paik 1974 Salaman Islands A 20 840 ¥ 49 100.0% 0.34[015,0.78] t
Subtotal (95% CI) 840 99 100.0%  0.34 [0.15,0.78]
Total events 20 7
Heterogeneity: Mot applicable
Testfor averall effect: Z= 255 (P=0.01)
6.1.4 12-24 Months
Subtotal (95% CI) 0 0 Not estimable
Total events a a

Heterogeneity: Mot applicable
Test for averall effect: Mot applicable

1 t
01 10

0.01 100
. i Favours MDA Favours control
Testfor subgroup diferences: Chif=1.82 df=2 (P=040), F=0%
Footnotes
(1) Jones 1954 KEM: MDA (Pyr every 6 months for 3 rounds)vs. baseline data
Supplementary figure 7. Incidence of clinical P. vivax malaria, cRCTs
Rate Ratio Rate Ratio
Study or Subgroup log[Rate Ratio] SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
7.1.1 412 Mos. post MDA
wan Seidlein 2019 Camboadia (1) -0.31 0469 146% 073029 1.84] I
won Seidlein 2019 Myanmar (2) 0426 0194 B854% 1.53[1.05 2.24] !
Subtotal (95% CI) 100.0% 1.38 [0.97, 1.95]
Heterogeneity: Chi®= 210, df=1 (P =019}, F=52%
Testfor overall effect Z=1.78 (F=0.08)
0.01 0.1 10 100

Testfor subgroup diferences: Mot applicable

Footnotes

(1) All ages; July 2015 - June 2016; Plasmodium vivax

(2) All ages; May 2013 to January 2014; Plasmodiuim vivax

Favours MDA Favours no MDA



Supplementary figure 8. Incidence of clinical P. vivax malaria, Non-randomized trials

Rate Ratio Rate Ratio
Study or Subgroup log[Rate Ratio] SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
8.1.2 <1 Mos. Post MDA
Caceres Garcia 2008 Yenezuela (1) -2.04 043 1.3% 013[0.06, 0.30] —
Simeons 1938 India -1.47 005 887% 0.23[0.21,0.28] !
Subtotal (95% CI) 100.0% 0.23 [0.21, 0.25]
Heterogeneity: Chif=1.73,df =1 (P=0.19); F=42%
Test for overall effect: Z=29.75 (P = 0.00001)
8.1.3 1-3 Mos. post MDA
Caceres Garcia 2008 Yenezuela 0.04 021 348% 1.04[0.69, 1.47] -1
Simeons 1938 India -1.3 004 965% 0.27[0.25 0.29] .
Subtotal (95% CI) 100.0% 0.29 [0.26, 0.31] [}
Heterogeneity: Chi®= 3829, df=1 (P = 0.00001); F= 87%
Test for overall effect: £=31.858 (P = 0.00001)
8.1.4 412 Mos. post MDA
Simeons 1938 India -0.33 003 1000% 0.72[0.68 0.76] !
Subtotal (95% CI) 100.0% 0.72 [0.68, 0.76]
Heterageneity: Mot applicahle
Testfar overall effect: Z=11.00 (P = 0.00001)
8.1.5 12-24 Mos. post MDA
Simeons 1938 India -3.2 025 1000% 0.04 [0.02 0.07] !
Subtotal (95% CI) 100.0% 0.04 [0.02, 0.07]

Heterogeneity: Mot applicable
Test for overall effect: Z=12.80 (P = 0.00001)

0.01

Testfor subgroup differences: Chif= 65344, df= 3 (P = 0.00001), F=99.5%

Footnotes

(1) Caceres Garcia 2008 VEN: MDA (CQ+PQ once only) vs. baseline data

0.1 10
Favours MDA Favours no MDA

100



Supplementary figure 9. Serious Adverse Events (Pf and Pv)

Treatment Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% C|
9.1.1 0-3 Months
won Seidlein 2019 % G 4314 1 2886 361([0.43, 3003 1
9.1.2 412 Months
won Seidlein 2019 22 4315 9 2556 1.47[0.68, 3.20] 1+
0.01 0.1 10 100

Fewer AE's in Tx Arm Fewer AE's in Control Arm

Supplementary figure 10. Proportion of samples with the PfKelch13 mutation among all

samples*
MDA Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% Cl WM-H, Fixed, 95% CI
10.1.1 Pre-MDA
MclLean 2021 Myanmar 28 B2 27 M2 0.63 [0.41,1.158] —t
10.1.2 1-3 Mos. post MDA
MclLean 2021 Myanmar B T47 31 485 0.13[0.05, 0.30] I —
10.1.3 4-12 Mos. post MDA
McLean 2021 Myanrmar 24 1718 25 BYT 0.458[0.28, 0.85] —t
10.1.4 12-24 Mos. post MDA
MclLean 2021 Myanmar 33 19492 25 9498 0.66 [0.40,1.11] —t+
0.01 0.1 10 100

Less resistance in MDA Less resistance in Ctrl

*Data on actual number of samples collected was only available for the pre-MDA and 3 month post MDA time point, for the 4-
12 and 12-24 month time points, we used the total number surveyed as the denominator. Numbers from the 5 and 10 month
surveys were combined for the 4-12 month period, and numbers from the 15 and 21 month surveys were combined for the 12-
24 month period.



Supplementary figure 11. Proportion of samples with the PfKelch13 mutation among Pf
positive samples

MDA Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H,Fixed, 95% Cl M-H, Fixed, 95% CI
11.1.1 Pre-MDA
Mclean 2021 Myanmar 28 a2 27 42 0.84 [0.60,1.17] —
11.1.2 1-3 Mos. post MDA
McLean 2021 Myanmar 5] 12 N a1 0.82[0.45,1.41] ——
11.1.3 412 Mos. post MDA
McLean 2021 Myanrmar 24 34 25 41 1.16[0.83, 1.61] L
11.1.4 12-24 Mos. post MDA
Mclean 2021 Myanmar 33 43 25 35 1.07 [0.82,1.40] -+

0.01 0.1 10 100

Less resistance in MDA Less resistance in Cirl



