Supplementary Figures
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Supplementary Figure 1: Cross-referencing BMI and T2D GWAS and extracting significant independent
signals for both conditions
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Supplementary Figure 2: Significant signals aligned to the BMI increasing allele and classified as concordant
or discordant according to their coefficient for T2D
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Supplementary Figure 3: P-values for the difference between concordant and discordant SNPs in traits that
reached statistical significance after univariate filtering, spanning across multiple categories
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Supplementary Figure 4: Optimal partition of the SNP-trait matrix built with 67 concordant and discordant
SNPs and 195 traits. The lowest error rate occurred occurred at a partition of 15 clusters
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Supplementary Figure 5
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Supplementary Figure 6: Random forest importance scores of clusters in the optimal partition
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Supplementary Figure 7: Nested random forest models in order of importance scores. The lowest error rate
occurred in the model with the first 8 clusters.



LegFatMassR
____________________________________________ 0.0
® ® ® s n i . 1 15
ArmFatMassR : * . ;2
____________________________________________ 0.0

weic bbb bbb

TotalLeanMass T 050

R RIE IR SN SIS NI NI FRIFRIRRIRRE:

Hee'BMDliéésss‘boéégf

FvC

:

1

;

° 1
1

1

|

1

;

1

;

Py 1
1

;

PY 1
1

;

Y 1
1

;

PY 1
1

;

° 1
1

;

° 1
1

;

° 1
1
ds J2d yobon

S SR IR IR RIS RIS SR R R IR R RE
.

ISR IR SRS IRSIREIRIE IR
L IEsIEEIESIE S IESIESIESIE S SIS
DBP __T_. __+__ __;__ eIl IESIEEI=EIE =S ég
RS TIE IR R R

e S SR SRR AT SN SR SRR AR SRR SR SN
s [ e e e & e s 9 ¢

WHR 2

- AR EEE
2

1 1.1 12 1.3 14 15 16 1.7 18 1.9
W multiplier

Supplementary Figure 8: Sensitivity analysis of the causal estimates using multiple values of ¢ in the
contamination mixture method, which modifies the likelihood function that determines the configuration of
valid and invalid instruments. Multiple disjoint confidence intervals were observed across all ¥ in LDL.
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