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TableS1.Significance ofthe PBSvaluesforthe extreme SNPsofeachcandidategene, obtainedforeachsimulated demographicmodel.

SNP (Gene) Constant Model Bottleneck+Expansion Bottleneck
rs13411586 (SP100) 0.0001 0.0143 0.0074
rs10978240 (TMEM38B) 0.0017 0.0248 0.0147
rs1046778 (AS3MT) 0.0047 0.0315 0.0192
rs269866 (DUOX2) 0.0001 0.0132 0.0060

rs440191 (CLC) 0.0056 0.0321 0.0206




Table S2. Allelic frequencies by Native American population analyzed in the present study (*Weighted average).

Population (n)

DUOX2 G allele (rs269866)

SP100 C allele (rs13411586)

CLC G allele (rs440191)

Mesoamerican Lowland (< 2,500 m.)

Kaqchikel (13)
Maya (49)
Mixe (17)
Mixtec (5)
Purepecha (1)

Tepehuano (25)

Zapotec (43)
Total (153)

South American (Andean) Highland (= 4,000 m.)

Aymara (23)
Quechua (40)
Total (63)

South American (Amazonian) Lowland (< 2,500 m.)

Guahibo (6)
Guarani (6)
Jamamadi (1)
Kaingang (2)
Karitiana (13)
Kogi (4)
Maleku (3)
Palikur (3)
Parakana (1)
Piapoco (7)
Surui (24)
Teribe (3)
Ticuna (6)
Toba (4)
Waunana (3)
Wayuu (11)
Wichi (5)
Yaghan (4)
Total (106)
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0.068*
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0.167
0.125

0.056
0.200
0.125
0.048*

0.042
0
0.029
0.100
0
0.020
0.114
0.045*

0.413
0.388
0.397*

0.500

0.115

0.167

0.500

0.333

0.125

0.167

0.125
0.053*

0.138
0.147
0.100

0.080
0.182
0.128*

0.500
0.425
0.452*

0.250
0.167

0.375

0.500

0.286

0.167
0.250
0.500
0.056
0.300
0.250
0.142*




South America Highland Mesoamerica lowland South AmericaLowland

—— Observed
~— Gausslan

04
04
04

03
03

03

Density
02
Density
02
d
Density
02

01
0.1

00
00

00

T T T T T T T T T T T T

4 4 2 0 2 4 6 5 0 5 ] ) 2 0 2 4 6
iHS value iHS value {HS value

Figure S1. iHS value distribution patterns for all three groups (South American highland, South America Lowland and Mesoamerica Lowland).
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Figure S2. Bootstrap simulations. (A) Table showing average values (mean and median) of the allele frequencies for each SNP in lowland
populations, as well as, their 95% confidence intervals obtained by simulation, and the average allele frequency of the candidate variant in
highland populations. (B—F). Distribution of allele frequencies obtained by 10,000 simulations for lowlanders considering all markers in

putative selection. The corresponding average allele frequencies observed for highland populations are represented by black vertical lines.
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Figure S3. Differential expression of the DUOX2 putatively selected allele (rs269866 G) for a
differential effect in gene expression in the thyroid tissue (https://www.gtexportal.org/home/,

accessed 26/03/2018).
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Figure S4.Posterior probabilitiesof DUOX2 putativelyselectedallele (rs269866 G)foradifferential effectingene expressioninmultipletissues
(https://www.gtexportal.org/home/, accessed 26/03/2018).
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FigureS5. DifferentialexpressionoftheSP100putativelyselectedallele(rs13411586C)inthe skeletal
muscle (https://www.gtexportal.org/home/, accessed 26/03/2018).
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FigureS6. Posterior probabilities of SP100 putativelyselectedallele (rs13411586 C) foradifferential effectingene expressioninmultipletissues
(https://www.gtexportal.org/home/, accessed 26/03/2018).
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