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Multiplicity of Infection versus Age
Studies usually show a relationship between the age of human individuals and multiplicity of infection (MOI). 
 ADDIN EN.CITE 

[1-4]
 This relationship most likely mainly originates from the lower parasite density encountered in older individuals, who have developed clinical immunity to malaria and the related reduced detectability of clones. 
 ADDIN EN.CITE 
[3,4]
 In the present model, we do not account for the change in parasite density that goes along with acquired immunity and age. Therefore, we do not expect to reproduce the age dependency of MOI observed in field studies. If we do account for reduced detectability of clones with increasing age (still assuming an even distribution of clones in the blood), the (otherwise unchanged) model can reproduce the basic pattern of the observed relationship between age and MOI. 
 ADDIN EN.CITE 

[4]
 Assuming detectability decreases approximately linearly with age (as indicated by the work of Felger et al. 2012, Ref.4, Fig. 4 a, Triplet model), maintaining the assumptions made for duration of infection and exposure to mosquito bites and aiming at an overall equilibrium prevalence of ~70% (as observed in the study by Felger et al. 2012, Ref. 4), the model predicts the MOI vs. age relationship shown in S1A Figure. The corresponding MOI vs. age relationship observed in the field is shown in S1B Figure.
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Figure S1: Comparison of Model Predictions with Field Data for the Relationship between MOI and Age. Panel A shows MOI versus age model predictions when assuming a linear decrease in detectability of clones with age. Panel B shows field observations of Felger et al. 
 ADDIN EN.CITE 

[4]

Quantification of heterogeneity of transmission in high versus low transmission settings

In order to further substantiate the hypothesis that transmission is more heterogeneous in low transmission settings, we have reanalyzed data by Keating et al. reporting mosquito numbers per household in Kenyan villages.5[]
 S2 Figure shows that the coefficient of variation in mosquito numbers per household, decreases with increasing mean catch numbers, indicating that, indeed, mosquitoes are more homogenously distributed in high transmission settings, which is an important assumption in the present model.
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Figure S2: Coefficient of Mosquito Number Variation per Household, with Changing Overall Mosquito Number.
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