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FIG. 1
Summary of FAM13A Variants Associated Independently with WHR
Variant Trait P-Value { EAF | Population Beta N
WHRadjBMI 1.95¢-07 { 208 | UK Biobank : -0.015 | 407,294
Iceland,
Triglycerides 2.17¢-09 | 22.1 | UK Biobank, i -0.0144 | 642,962
Denmark
Iceland,
rs37400569-A HDL Cholesterol | 9.13¢-14 | 22.1 | UK Biobank, . 0.02 | 611,021
(intronic)
Denmark
Systolic Blood P 6.03e-10  22.1 Tcland, 20.0169 | 509,398
ystolic 00 ressure RV RIS . UK Biobank . R
FAM]I 34 Subcutaneous
Adipose cQTL. 5.23¢-33 1 208 deCODE -0.7409
WHRadjBMI 5.06-09 § 185 Iceland, 0.016 | 476383
- 1 UK Biobank : ’
Iceland
7657817-T ;
rs Triglycerides 112¢-09 | 164 | UK Biobank, | -0.0155 | 642.962
(V4431
. Denmark
missense)
Iceland,
HDL Cholesterol 5.11e-11 i 16.4 i UK Biobank, i 0.0187 | 611,021
Denmark
WHRadjBMI 525¢-31 | 47.0 | UK Biobank i 0028 | 407,294
Iceland,
Triglycerides 1.06e-16 | 49.8 i UK Biobank, | 0.0164 | 642,962
Denmark
rs9991328-T
(intronic) Iceland,
HDL Cholesterol 3.59-32 { 49.8 : UK Biobank, ;: -0.0261 { 611,021
Denmark
FAMI3A Subcutancous 5 ) 56+ 402 | deCODE 0.492

Adipose eQTL
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FIG. 2A

FIG. 2B
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Transfection in Renca Cells for 48 hrs
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FIG. 3A
Subcutaneous WAT - Fam13a
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FIG. 3B
Epididymal WAT - Fam13a
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FIG. 3D

Percent Knockdown at 30 mg/kg on Day 5

D-0001 ;| D-0002 ;| D-0003
Subcutaneous WAT 59% 65% 58%
Epididymal WAT 52% 58% 59%
Liver 46% 57% 62%
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FIG. 4A
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FIG.5
Effects of C16- and GalNAc-linked Fam13a siRNA In Obese Mice
p-value
CLENT C16- C16- GalNAc- | GalNAc- c(lsz':g/’i:)"
saline | 30 mg/kg Fami13a Fam13a NT Fam13a vs.
5mg/kg i 30mg/kg i 5 mg/kg 5 mg/kg GalNAc-Fam13a
(5 mg/kg)
Body Weight | 52.1 54.7 52.5 44 S x** 53.8 46.0%*** 0.77
(grams)
Fat Mass { 20.7 22.6 21.8 14 9% *** 21.7 16.9%** 0.51
{grams)
Cumulative | 184.0 | 196.6 190.5 180.9 203.6 182.3** 0.999
Food Intake
(grams)
Liver weight | 2.7 3.1 2.7 1.9%*** 3.0 1.6%*** 0.39
(grams)
Insulin (ng/mL) : 12.0 15.6 8.4%* 4 gHAx* 12.3 4.2%* 0.999
Total { 255.8 276.8 265.4 204.9*** 239.8 150.4%*** 0.0036
cholesterol
(mg/dL)
LDL cholesterol : 25.4 27.5 234 19.4** 23.0 14.6** 0.13
(mg/dL)
ALT (U/L) | 169.1 2454 121.6* 122.1* 275.4 109.4** 0.997

One-way ANOVA with Sidak’s test for multiple comparisons for treatment vs respective NT

control; ¥*p < 0.05, **p < 0.01, ***p < 0.001, ****p < 0.0001
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Human FAM13A mRNA Transcript
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FIG. 6
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FIG. 7A

FIG. 7B

FIG. 7C

FIG. 7D

FIG. 7E

FIG. 7F

FIG. 7G

FIG. 7H
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FIG. 8A

FAM13A mRNA Knockdown in Liver Tissue
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FIG. 8B

FAM13A mRNA Knockdown in Liver Tissue

by T-5043 Duplexes
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FIG. 8C FAM13A mRNA Knockdown in Adipose Tissue
by T-4999 Duplexes
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FIG. 8D
FAM13A mRNA Knockdown in Adipose Tissue
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FIG. 11A

Percent mRNA Knockdown
Relative to Pre-Dosing Levels
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FIG. 11C

FIG. 11D

FIG. 11E
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