


2

n
atu

re
p

o
rtfo

lio
|

rep
o

rtin
g

su
m

m
ary

M
a

rch
2021
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R - v.3.6.3 with the following packages:

1) To generate measures of !-diversity (Bray-Curtis dissimilarity) and NMDS ordination coordinates:

vegan - v.2.5-6

2) A custom R-script to run group comparisons of abundances of metabolic pathways using Kruskal-Wallis tests. P-values were adjusted for
multiple testing bias using the Bonferroni procedure.

3) To run random forest models:

randomForest - v.4.6-14

4) To run survival analysis and cox proportional hazards bivariate models:

survival – v.3.2-13

5) To generate the AUROC curve for the qPCR values

pROC – v.1.16.2

The sequencing data (16S rRNA gene sequencing and shotgun sequencing) generated in this study have been deposited in the NCBI Short Read Archive under
accession code PRJNA767599 (https://www.ncbi.nlm.nih.gov/sra/PRJNA767599).

For each setting, the trial was powered to detect a significant difference in cure rates between the two treatment groups with 90% power at a
two-sided 5% significance level, assuming that the cure rate of albendazole for T. trichiura was 30% and of ivermectin–albendazole was 50%.
We calculated that 121 participants per group would be sufficient to test the primary hypothesis that ivermectin–albendazole has a higher
efficacy against T. trichiura infection than albendazole alone. Taking a potential loss to follow-up of 15% into account, we anticipated that we
needed to enrol 143 participants per treatment group. For the daily sampling sub-study, all eligible participants (n = 88) from the village of Pak
Khan, in Laos.

Data of participants with missing baseline and/or with no daily sampling aliquots for microbiome analysis were excluded as described in Figure
1 (Trial profile).

Parasitological readings (Kato-Katz smears) were done in quadruplicate to ensure accurate estimation of infection as commonly done.

Each qPCR reaction was conducted in duplicate, with a reference standard used to assess inter-plate variability. Inter-replicate variability was
assessed and the qPCR reaction repeated if variability was above 1.5 cycles.

For 16S rRNA gene sequencing, amplification of the V3-V4 region was conducted in triplicate to avoid PCR amplification bias as recommended.

No sample was excluded based on technical variability, hence, replication was successful.

Study participants eligible for treatment were randomly assigned to one of the treatment arms using a computer-generated stratified block
randomization code. The random allocation sequence with varying random blocks of four or eight and stratified by 2 levels of baseline
infection intensity (light: <1000 EPG, and moderate plus heavy: " 1000 EPG T. trichiura infections) was provided by a statistician.

The clinical trial was double blinded. Study participants and the trial team/researchers conducting the treatment and assessing the outcomes
were blinded using repacked tablets including appearance-matched placebos.




