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Research Question
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I} Eurocentric PGS studies relative to worldwide pop ulations™
2) Disparity in PGS predictive performance between ancestries™'
Q: How to quantify the relative contribution of key factors

(such as differences in LD and MAF between ancestries) to
that loss of prediction accuracy?
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Results
I) Expected RA of PGS in ancestry divergent populations
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2) Performance of the method on simulated data
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3) Impact of negative selection

- =) - = - v - (=) L

Fig L brpact of nagatve sehction an PGS ransancestry reltve scourscims. e were
drradaced with 3 heritabdey ¥« 05 and amuring Mo » 9000 cauml vrtares. Negative sl sctian was
modeled usng s paramener § sudh the smadber whien of Sind cme 1oanger mrength of sl scton Yduem
of § are deaved § and & in the dowry popubson s srge popudmions repecdaly 'We
comiared thes scorarion: 8 S, o 5,0 0SB 5 » <08 § 0™ and e 5,0
RAG o A s A abel e deined a0 in the legend of Fyg |

OPS 5. 08 M,

4) Application to real data

Table 1. The murmbar of GWS SNP: for trats snd domms studad in the UK Bobark

Trai Abh GWS SNPs
Standing hewght Mewght 1,182
Bonty mass ey M1 (X1
LDL dwdesterol LDL 7
KDL (hodesterod HDL N

Trglycerides TS 7
Asthema Astheng n
Type 2 Diabetes riy a“

Hyperieascn HTN 74
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Summary

|. Our theory can predict the relative accuracy attributable to
LD and MAF differences between ancestries with little bias.

2. When heritability is constant and effect sizes of causal
variants are perfectly correlated between ancestries,
differences in strengths of selection between ancestries
might have a negligible impact on the RA of PGS.

3. Over 2/3™ of LOA in AFR ancestry is expected because of
LD and MAF differences between ancestries for traits like
T2D,BMI and height
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