padi

sdRNAs
s(log10(padj)) *sign(log2FoldChange)

FL snoRNAs

abs(log10(pad)) sign(log2FoldChange)

1e-20

1e-15

1e-10

1e-05

1e+00

Supplementary Figure 1

read mapping to human genome
(GRCh38/hg38)

!

filtering & mapping to snoRNAome
(Jorjani et al., 2016)

!

read assignment
to specific region

2 50 nt, 5-end 15-33 nt

| !

sdRNA

P | T | TN | N | N | I | e | e | et e | e e | e e e | e [ o [ e o | 2 o e |

O o ] ] ] ] [ ] ] R R E R R E

CD34* vs. mature - FL snoRNAs

Up=130 SNORD113-7.sdRl
down=20 HesLedin

SNORD113-9.sdRh
WWWW%

[SNORD114-22.5dRNgINORD 1141 1mo-sdRhg

SNORDB{14-3.sdRhg

SNORD113-6.sdRhg .

region
® e © DLK-DIO3 (14g32.2_IR)
other

log2FoldChange

region

o DLK-DIO3 (14932.2_IR)
other

* NA

region

* DLK-DIO3 (14g32.2_IR)
other

* NA



Supplementary Figure 1

176100
276100
€7€a0
Z°€ao0
17€ad
17990
279900

£6100

[ CD34
Il mature

group

Q
>
o
=
o

[ ea0

_F\mn_o
_mumoo

€ 6100
276100

_ 176100
_ _ 1 ¥1a0
_ Z¥Lad
_ _ 279900
_ruwmn_o
._ €9900
€ v€ao

_ _ _ 2 ¥eao
1 ¥€a0

_ _mwwmn_o

¥ ¥€a0

IR IRR dnosBans

uolibal

%gmup
8
region subgroup Z-score
W DLK-DIO3 (14g32.2_IR) M FLwithoutsd W}
other [ FL with sd 0
M sd3 i

-4

[0 sd5
B sdx



Supplementary Figure 2

up=62
down

=13

subgroup
FL
sd3
sd5

[ ]
SNORD52.sd3

© sdx

[}

SNORD105.sd5

SNORD105.sd3

1e-10

[ped

1e-05

-1

log2FoldChange

AML Cohort 2 (n = 71)

Intersection

B

Q
3
51983
QWL oo n
20000

VN Z820-alous

8 8 ] e
= = =
=} o =)
S S S
< = =
=} =) =)
© < «
sjunoopeal

0SQHONS

Observed sdRNA combinations

Set size

Percentage of Reads / Subgroup

Number of sdRNAs / Subgroup

o
=]
o
=
{o)]
fe)
=
(2]

M sd3
[Hisd5

[ sdx




Supplementary Figure 2

= 88)

AML Cohort 1 (n

100

100

75

75

percentage of max. total readcounts

o
(]

o
s}

abejuaoiad

w0
N

25

L210%0NS
OEQYONS.

SELANONS
6LGYONS.
V96AUONS
9-ELIquONS
8ZEQHONS

L-ELLONONS
YSEGHONS
EVHONS
VIVNAYOS
LEQuONS.
SuigoNs
INZIRD Grous
SLQUONS
E96QHONS
S8LGHONS
‘S6GUONS

ELQNONS:
0SVAONS
-ELLONONS.
SIZLaUONS
H6LGUONS
SZVGNONS

SLQUONS
37LGHONS
ZIGHONS
99VAONS
8880UONS
E-CLLQMONS

SIUNHVOS
£6MONS
ZHLaYONS
VIGUONS
SLONONS

HIVAONS

snoRNA loci
subgroup @FL @ sd3 @ sd5 @ sdx

= 88)

AML Cohort 1 (n

o

>

8 108X

.m Lonon

20000
£-€LLAYONS
ZLLQYONS
S-SLLAYONS

8ELAYONS
LLGHONS
82-vLLQHONS
£ZLGUONS
HLVAONS
LZVHONS
02-V1LOHONS
Q08VHONS
6-ELLAMONS
LZYNYYIS
9-£LLOUONS
YN'Z820 aious

g1£0HONS
£-pLLOUONS

<@
58
o8
{4}
oz
24

8GEAUONS
SLYNHYOS
8290HONS
VZ9GHONS

sjunoopes.



Supplementary Figure 3

A n = 159 samples ~ 191 sdRNAs
PY 7.
[ ]
o 8 © °
) @
, °® ®
§ [ J
< 0.0
o~ @ AML Cohort 1
£ © AML Cohort 2
8 -05 L
[
-1.0
C‘
e )
0 1 2 3 4
Dim.1 23.5%
C Elbow plot
Elbow Method for Determining Optimal Number of Clusters
80-
%]
o
T 60-
&
ksl
E
» 40-
1]
Q
3
IS
o
f=t
£ 20-
=
0- ' ' U U '
0 10 20 30 40
Number of clusters
E Overall Survival
100
g 75
z
3
8 50
5
H
e
A %
-k Cluster 2+3
4 p = 0.042 = cluster 1
0 50 100 150
Months
group = cl.2+3 95 21 6 0
group =cl.1 64 21 8 0

Event-free Survival

a ~
3 o

Survival probability (%)

N
&

o

T

- Cluster 2+3

group =cl.2+3 95

p=0.16 - cluster 1
0 50 100 150
Months
14 4 0
12 5 0

group =cl.1 64

B

0.0

Dim.2 14.2%
s

1
o
N}

-0.3 1

.
N e @ @
L N ® J :

4

D

top 50 contributors

16
30

sd3 sd5 msdx

Cluster 1

Cluster 2

Cluster 3

75

50

sample count

25

Dim.1 23.5%

Sample Distribution

36 3 Cohort 1
41 3 Cohort 2

0 10 20 30 40 50
samples

ns, p=0.9776

FLT3
I FLT3-TD

B owr

high low
group



Supplementary Figure 4

A n =49 samples ~ 96 sdRNAs sdRNAs n=96
10 SNORD114-9.5d3
: cluster 0.3
1
5 SNORD114-21.5d3

0.5
< 3 e 02
© ©
N N
£ 00 E 01 SNORD114-3.sd3
a a SNORD38B

N o SNORA33.sd3
< 114-26. .
% g SNORD114-26,503
-0.5 Ci%y 0.0/ SNORD51’sd3 P
1 " SNORD66.s %@
SNORA368B.5d3 % S
SNORD62A 5d3
10 —01 SNORD62B.sd3———&)
‘ 0 1 2 3 T =01 0.0 0.1
Dim.1 34.3% Dim.1 34.3%

B Elbow plot C
Elbow Method for Determining Optimal Number of Clusters DESeq2

up-regulated: 659
30- down-regulated: 18

20-

© NS
© Log2FC

-Log10P

© padj
@ padj and log2FC

Within groups sum of squares

2'5 5.0 7.5 10.0 125 -25 0.0 25 5.0
Number of clusters Log?2 fold change
number genes:15389; log2 fold change cutoff 1; padj cutoff 0.05

D .

HALLMARK_ INFLAMMATORY_RESPONSE
@

)
° HALLMARK._KRAS_SIGNALING 'UP 5
° HALLMARK_COMPLEMENT
L
size
. ® 30
HALLMARK_TNFA_SIGNALING_VIA NFKB @ 60
HALLMARKCHYPOXIA @ 20
@ 120
fold change
HALLMARK_IL6_JAK_STAT3_SIGNALING l
9
» 6
HALLMARK_IL-2-STAT5_SIGNALING 3

HALLMARK - INTERFERON. GAMMA /'RESPONSE
HALLMARK_P53_PATHWAY

HALLMARK-APOPTOSIS

HALLMARK_INTERFERON_ALPHA-RESPONSE



Rel. expression
normalized to 18S

Supplementary Figure 5

%k %k %k %k

*okokok B

%k % %k %k

6 *k ko ok ok kk%k%x NS .
E= Kasumi-1

B3 GAS5KO
4- El FL-SN44 OE
Bl sd5'-SN44 OE

colony number

- - N N
[3,] (=] [3)] o [3.]
T T T ¥

(=]
|

sgSCR sgSNORD93

Rel. expression
normalized to 18S

* kKK *ok Kok
1
ok kk ok kk sk kK ok E1 Kasumi-1 ] ] E= Kasumi-1

B GAS5KO B GAS5KO

Hm FL-SN76 OE Hm FL-SN78 OE
E= sd3'-SN76 OE E=A sd3-SN478 OE

o
>
1
o
N
o
1
*
*
*
*
*
*
*
*
*
*
*

(=)

-

2]
1

o
)
1

0.05

Rel. expression
normalized to 18S
o
o
o
1

*
ns

SNORD74  —
ns *kk kK

ns %k kk *
200 ns I
= Kasumi-1

N
o
1

colony number

150} AT, §8 45 B GAS5KO
ol 2 9 mm FL-SN74 OE
100 5% 10 Em sd3-SN74 OE
< E
50— & 5 54
c
0- T T 0-LHLE
> G M e
R & I C
oS T S S-S M S M SR A &
oo"é target
N GAS5KO

target
87 108
I |
5'-CUC...ACCC GCCA  UuC GUCA. . .GAA-3"
uGccu (al} UGCUCGCC
1:111 |1 A ns
AUGGA GA  ACGAGUGG
3'-AAGUCACA AACA UGU =
I |
22 1
query
interaction energy = -15.27 kcal/mol



