Figure S5
A

C Overlap of marker genes in wild type reference map
| rs 1-11 with marker genes in combin | r
Wild type limb bud Clustering clusters th marker genes in combined cluster 9
(HOXD13 / HOXD13) (Hoxd13 expressing Cluster 1
single cell cells combined) Cluster 11 Cluster 2 \
“ 0% 40% 80%
RNA-Se !
q Combine Identify Hoxd13 N“’ Cluster 10, Cluster 3
scRNA profiles —» expressing cells —» 2
single cell (9,655 cells) (4,626 cells) s
RNA-Seq ) Cluster 9 Cluster 4
R (Interdigitial
Spdh limb bud mesenchymal cells)
(HOXD13+7A / HOXD13+7A) Cluster 8 Cluster 5
Cluster 7 Cluster 6
All Hoxd13-expressing cells (4,626) Wild type Hoxd13-expressing cells (2,502) Spdh Hoxd13-expressing cells (2,124)
1
404 2
:
5
6
201 . 7
“ 8
9
~
w
Z 04
@
o
-201
-404
T T T T T T T T T T T T T T T T T T T T T
-30 -20 -10 0 10 20 30 -30 -20 -10 0 10 20 30 -30 -20 -10 0 10 20 30
t-SNE 1 t-SNE 1 t-SNE 1
TAD TAD TAD
100kb TADs
50kb 100kb 1 Capture C (Hoxd12 vp.) —_—

1 Capture C — 25 CaptureC ~—— 350 o C(H TET] ..J|||L 20 Capture C 100kb
o aplure joxd13 vp. —
£22 55,7 4

HOXD13
e ] nLIl Lo ] I “HOXD13L“ ] LL If LL i Lol TO)QHI wadly ] " LHOXD1? x”l il
4 Msx2 Msx1]  Stx1gFemmg ' Atp5g3 Hoxd13-8 )"« 9 Sallt
e By ! T T T
- wt/spdh - , wt / spdh "7 "Wt/ spdh wt/ spdh “wt/spdh

36] L, 82 Merged 1 5] 18/15  Merged " e Merged  6/6 . 2‘] 112 Merged

%1 , 4 5/3 Cusert 25 4 26/22  Clusterd R 4 Cluster1  7/7 R NEE Cluster 1

%] , 4 /4 Cuser2 5] @ 95/2  Custerz Y81 ds/10 4 Cuser2  9/8 R N Cluster 2

| , 1/3  Clsters 91 /11 Cusers R R Cluster3  2/4 N Mars o Cluster 3

¥ , 4 714 Ousers 2517 4 30/16  Cluster4 T8 res1 Cluster4  16/12 SEE Cluster 4
=% 0/1  Cluster5 ] 148 Custers 81 s Cluster5  4/5 R Mars Cluster 5
&%) 0/1  Cluster6 125] 2/5  Cluster6 "5 s Cluster6  2/5 R 21] 3/ a Cluster 6

%) , 4 5/4 Owser? 5] 4 27417 Custer? R Cluster7  1/6 R M1 g Cluster 7

125

%] . 4 8/5 Clusers 125] & 15/23  Clsters R Y Cluster8  6/7 Bl Cluster 8

] 0/0  Cluster9 ] 0/1  Cluster9 "1 o0 Cluster9  0/0 R Cluster 9

] 170 Cluster 10 129] 1/1  Cluster 10 "8 200 Cluster 10 1/0 M oro0 Cluster 10

36 125 115 21

] 0/0  Cluster 11 ] 1/0  Cluster 1t 1 100 Cluster 11 1/0 ]o/o Cluster 11
FE— [y Y FE— YN P L e — HOXA12 e Y I ——
Observed number of Distance from the TSS to the closest HOXD13 peak Distance from the TSS to the closest HOXD13 peak
TADs with HOXD13 peak Cluster 4 dysregulated genes (n=84) 84 randomly selected genes (iterated 1000 times)
. 100%1 5001 ——
g 9% 14 20,000
Q. 80% 2 400 ® 12 3
2 70% 2 c % 15,000
a B S 10 @ 15,
X 60% A @ 3004 3 3
{ s0% 4 =z S 8 8
5 8 - 10,000
£ 40%+ 35 2004 5 6 5 10
= 30% 1 £ 3 g
A 20% 4 S 1004 e 4 £ 5,000
< p=4 5 =1
F 10% A z 2 =
0% J 04 0
P 0
¢ & & % 60% 70% 80% 90% 100°
We® (g}\e’ 50% 60% 70% 80% 90%100% 4 16 64 256 1k 4k 16k 64k256k 1M 4M 16M 1 4 16 64 256 1k 4k 16k 64k256k 1M 4M 16M
& qu *«\Q} TADs with HOXD13 peak Distance (bp) Distance (bp)
RS
O’



