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Common risk variants localize to DHS

Multiple sclerosis
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Regulatory fine-mapping model
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Aligning DHSs Over Cell Types

1,079,138/1,994,675 clusters
(~54%) pass QC

8% of genome (cf. 14% all peaks)
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Posterior probabilities of association
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(

0.00.10.20.30.4

Gene

90.75 91.00 91.25 91.50
Position on Chromosome (Mbp)
SR 1 O PPS;
DHS2 PPD; = PPS;
s=1;SCi
—logyo Pd,g

PPCd'g -

26 —log10Da,c

Genel Gene2 PPG, = Zd PPDg X PPCy 4




30

IBD GWAS
llog10(P)
8

5

39.47

Position on Chromosome 21 (Mbp)

39.97 40.47 40.97 41.47

DSCR8

DSCR4

KCNJ15

Posterior
0.18

ERG AF064858.6 WRBSH3BGR PCP4

ETS2 PSMG1 LCA5L B3GALTS



R

¢

-y
N

MS GWAS
-log10(P)
|

(F)

Position on Chromosome 1 (Mbp)
116.08 116.58 117.08

117.58 118.08
L | | | |
¢

Posterior

0.

0

CASQ2 SLC22A15 ATP1A1 IGSF3 PTGFRN  TRIM45
VANGL1 NHLH2 MAB21L3 CD58 cD2 TTF2 MAN1A2



6—
LT +
= o
O
< 9O L]
o |

0

12—
c
S o
N ©
0 += 10
oW
%(D
nES
) 8
=)
(0]

O]
6

P Value

Position on Chromosome 16 (Mbp)

85.02 85.52 86.02 86.52
L 1 1 1

87.02

PS4

1
*

»

b4

.

t *
*,

.

$ o
‘o

R4

KIAA0513 GINS2COX4NB  IRF8

C160riZOX411

——E B

ZDHHC?7 LINC00311

DHS

Posterior
0.

£ 2 o

DHS State

= Absent o

= Present
| I 1 T 1 1T T 1 1T T 1 1 T 1 1 T 1 1T T 1 T 1 1 T 1 1 T 1
— Al [92] o} — [8V) ) Yo} — [V} [s2] 0 — A 3] Yo} — (9] 3] [To} — [V 8] Yo} — [V} 2] n — [V} 2] 19 — (9] 3] o} — [9V) [92] Yo}
n N B 0 0w N B D 0w N B 0 0w 0 N v n N B v 0w N B0 0w O B D 0w 0 N 0 0w N B 0 n N B 0
I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I
O 0O oo O 0 oo O o0 oo O O oo O 0O o o OO0 oo O o0 oo O o0 oo O 0O oo OO0 oo

* * * * * *

@ A OO FP © oo DA o o P I > o ® VO PRI QIR O e A
FCNELYN TP PR PP FPRP FRP@E PN M PP NS o A



PBC

AITD

PSO

JIA

T1D

CEL

RA

IBD

MS

DHS Clusters Genes
b T S | —
o Y e | — — T A
CR : !
n i C——— I t------ -
s i i e j----- A
F--[0+ L — — !
F--4{TH_—J---1mn 1
F--1 - ]
F - - O - -
F-Co 4
e -4
F- -0+ R — —
r-- S - - Avem o oo I - - - - - -
s 1 BT e —r————%------ 4um
[t e I N e —3a--+
e 1 R e —r——1------ A
I T TTT T T T T 1 T T T T T T T 1
2 345 10 20 50 200 1100 2 3 4 5 10 20 40 65

1

Number of DHS Clusters (log scale)

Number of Genes (log scale)



BACH?2 locus (chr6:91Mb) in MS
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Most Associated SNPs
Cl SNPs (mean)

Prioritized ClI SNPs (mean)

Prioritized DHS Clusters (mean)

Prioritized Genes

Concordance
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Discordance
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9.47
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Jaccard Coefficient
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0.27

0.31



Most Associated SNPs
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