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1. [Impact outcome] Protective efficacy (%) against clinical malaria episodes (modified intention-to-treat analysis). Per-protocol
analysis protective efficacy 39.0% (95% Cl 34.3 to 43.3). Clinical malaria assessed with: illness in a child brought to a study facility
with a measured temperature of 37.5°C and P. falciparum asexual parasitaemia at a density of > 5000 parasites per cubic millimetre or
a case of malaria meeting the primary case definition of severe malaria. Severe malaria primary case definition: P. falciparum asexual
parasitaemia at a density of > 5000 parasites per cubic millimetre with one or more markers of disease severity and without diagnosis
of a coexisting illness. Markers of severe disease were prostration, respiratory distress, a Blantyre coma score of 2 (on a scale of 0 to
5, with higher scores indicating a higher level of consciousness), two or more observed or reported seizures, hypoglycaemia, acidosis,
elevated lactate level, or haemoglobin level of < 5 g per decilitre. Co-existing illnesses were defined as radiographically proven
pneumonia, meningitis established by analysis of cerebrospinal fluid, bacteraemia, or gastroenteritis with severe dehydration). 4-dose
intervention group (R3R) received 3 doses of RTS,S/AS01 at months 0, 1, and 2 and a 4th dose at month 20. The control group (R3C)
received the comparator vaccine (Rabies vaccine) at months 0, 1, 2, and 20. Low transmission trial sites included Kilifi, Kenya and
Korogwe, Tanzania. Moderate transmission trial sites included Lambarene, Gabon; Bagamoyo, Tanzania; Lilongwe, Malawi; and
Manhica, Mozambique. High transmission trial sites included Siaya, Kenya; Nanoro, Burkina Faso; Kintampo, Burkina Faso;
Kombewa, Kenya and Agogo, Ghana.

2. [174]. The number of cases averted over time was calculated as the sum of 3-monthly differences in the estimated number of cases
between the control and the RTS,S/AS01 groups (R3R and R3C combined up to the time of 4th dose and R3R and R3C separately
after the 4th dose) and expressed per 1000 participants vaccinated. In children, 1774 cases of clinical malaria were averted per 1000
children (95% CI 1387-2186) in the R3R group and 1363 per 1000 children (995-1797) in the R3C group. The numbers of cases
averted per 1000 young infants were 983 (95% Cl 592—-1337) in the R3R group and 558 (158-926) in the R3C group. Among the older
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