Supplementary tables and figures Cebullaetal. 1

Long-term CSF responses in adult patients with spinal muscular atrophy type 2 or 3
on treatment with nusinersen

Jounal of Neurology

Supplementary tables and figures

Gina Cebulla'?, Ling Hai'?, Uwe Warnken!, Cansu Guengoer?, Dirk C. Hoffmann'-2, Mirjam Korporal-Kuhnke?,

Brigitte Wildemann®, Wolfgang Wick'?, Tobias Kessler!?”, and Markus Weiler®"

IClinical Cooperation Unit Neurooncology, German Cancer Consortium (DKTK), German Cancer Research
Center (DKFZ), Heidelberg, Germany

?Neurology and Neurooncology Program, National Center for Tumor Diseases, Heidelberg
University Hospital, Heidelberg, Germany

3Department of Neurology, Heidelberg University Hospital, Heidelberg, Germany

*Equal contribution

Corresponding authors:

Markus Weiler, MD

Department of Neurology

Heidelberg University Hospital

Im Neuenheimer Feld 400

D-69120 Heidelberg

Germany

Phone: +49 6221 567504

Fax: +49 6221 565461

Email: markus.weiler@med.uni-heidelberg.de

or

Tobias Kessler, MD

Department of Neurology

Heidelberg University Hospital

Im Neuenheimer Feld 400

D-69120 Heidelberg

Germany

Phone: +49 6221 567504

Fax: +49 6221 565461

Email: tobias.kessler@med.uni-heidelberg.de



Supplementary tables and figures Cebulla et al.

Supplementary table 1 Individual patient characteristics

Duration

of AHFMSE
Patient SMA SMA Age symptoms SMN2 HFMSE after 10
No. type class [years] Gender [years] SMNI1 Genetics [n] Wheelchair baseline months
SMAO1  3b W 18 m 6 Het. A7/8,¢.283G <C 2 yes 44 3
SMA02 3a S 24 f 20 Het. A7/8,c*3+6T>G 2 yes 36 2
SMAO03  3b S 27 m 19 Homozygous A7/8 4 yes 26 9
SMAO04  3b W 38 m 23 Homozygous A7/8 3 no 41 7
SMAO5 3a S 33 f 23 Homozygous A7/8 2 yes 10 0
SMAO6 3a W 48 f 46 Homozygous A7/8 4 no 15 12
SMAO7 3b w 50 m 34 Homozygous A7/8 4 no 56 0
SMAO8 3b S 50 m 46 Homozygous A7/8 4 yes 7 0
SMA09 3b S 46 f 37 Het. A7/8,¢.821C>T 3 yes 6 0
SMA10 2 N 29 f 29 Homozygous A7/8 4 yes 0 0
SMA11l  3b W 35 m 21 Homozygous A7/8 3 no 49 1
SMA12 2 S 18 f 17 Homozygous A7/8 3 yes 2 4
SMAI13 3b w 34 m 23 Homozygous A7/8 4 no 57 5
SMA14 3a S 20 f 17 Homozygous A7/8 3 yes 16 0
SMAI15 3b S 27 m 14 Homozygous A7/8 4 yes 25 0
SMA16 3a S 31 m 29 Homozygous A7/8 3 yes 10 2
SMAI17 3a S 41 m 39 Homozygous A7/8 4 yes 9 -3
SMA18 3a S 30 f 30 Homozygous A7/8 3 yes 2 0
SMA19 3a S 33 f 32 Het. A7/8,¢.90 91insT 2 yes 29 3
SMA20 2 N 22 m 21 Homozygous A7/8 3 yes 0 0
SMA21 3b \W% 57 m 39 Homozygous A7/8 4 no 59 1
SMA22 3a S 21 m 20 Homozygous A7/8 4 yes 19 2
SMA23 3a S 23 f 19 Homozygous A7/8 3 yes 25 3
SMA24  3b S 40 f 29 Homozygous A7/8 3 yes 8 1
Mean N/A N/A 33.1 N/A 26.4 N/A 3 N/A 23 2.2
SEM N/A N/A 2.3 N/A 2.1 N/A 0.2 N/A 39 0.7
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Supplementary Fig. 1 HFMSE score change by subcategory. A, Based on SMN2 copy numbers. B, Based on
SMA type. C, Based on functional classification. Upper row, Clinical response measured after 10 months of

treatment with nusinersen. Lower row, Clinical response measured after 34 months of treatment with nusinersen.
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Supplementary Fig. 2 Correlation analysis of clinical response with patient characteristics in our study cohort.
A, Correlation with HFMSE baseline score. B, Correlation with age in years. C, Correlation with symptom
duration. Upper row, Clinical response measured after 10 months of treatment with nusinersen. Lower row,

Clinical response measured after 34 months of treatment with nusinersen.



5

Cebulla et al.

o
o™
[a]
[
- N
w
T [
& Q
o .}
Q - fa] B
z 0 %) Y Q <
- o« QN o= Q o ) — — NI
Efwofet 25-85-nN2zBand B3-2-282,. 5= 2% IYIZIo:
FSHQOUZSSZLI It o SrF 00 cnasZz0S0a0t-az2wase >0 5
NEOOOZo Oy 00 IEFea0 0@ <o diWilacd0dE=20anXuy<m
NEAPLOBOLO0S0<00ALLU00DC=Z0IAIWZNXYXO0LAIOX00OCLONOO
SyYuoW Zf SA ¢
SYjuoW gy SA” 9z
[ ] Syjuow pg_SA 9z

Supplementary tables and figures

SYjuowW gy SA gL
SYjUOW pE_SA g
SyjuoW 97 SA_ gl
SyjuowW Zir_SA_ 0}
SUUOW pESA 0L
suyjuow 9z"SA— Q|
SyjuowW gL _SA 0
SyjuowW Zy SA” 20
SyjuowW yg_SA” 20

I- Syjuow 9z SA” 20
syjuow g _sA” zo

sypuowWw OL_SA_Z0

[ | syjuow gy SA—00
SyuoW g SA_00
stjuow 9z~sA—00
syjuow gL~ sA 00
B syjuow QL _sA_00

[ | SyjuoWw ZoSA 00

1

™T
Iy -
|
|
|
|

Il Upregulated Protein
Il Downregulated Protein

,
«

i g

> <t

0o, SR T -L3rzo =
2

T

SIRPB1

5 i B oo¥. I o %z m D T Sw

o = E Loy gXTcT

NS el e e S N S

S TS 000 9% DA 02 2 HODIB RO S OhEOZOOO LS FE T DL hE o
Syjuow gf7 sA g
Syuow zy sA 9z
SYJUOW $§ SA” 9z
SYuow zy sA” gl
syjuow yg SA gl
Syuow 9z SA” gl
syuow Zy sA 0L

-mgcos yETSA 0L

SET2
A

=
ANsPOZ>AYa FOOIE=00NNI I Tt O=Tr <nY
ONFHL -0 O<OXA 4 2O -PZOa OO
rERo BBWLRCASWMOAABMRGCCHERE%NCM

Syjuow 9z sA 0l
SYUOW gL SA 0L
SUUOW Zp SA™ 20
SYjuow $g SA” 20
Syjuow 9z~ SA” 20
Syjuow gL SA" 20
syuow QL SA™Z0
SyYuoW zZy SA 00
syuow ygSA” 00
syluow 9z sA™ Q0
syjuow gL~ SA” 00
Sypuow QL SA™Q0
syjuow zo SA00

LFQ

T -
i

-

e e N e i N
_ ]

It
:
E
i

Supplementary Fig. 3 Differentially expressed protein (DEP) analysis for each timepoint. a DEPs in the LFQ

analysis. b DEPs in the TMT analysis.



Supplementary tables and figures

a 88.2% 95.2% 94.1% 100.0% 92.3% 80.0% b

- =
=)
a 8

upregulated (%)
5 8

=)
|

0 2 10 18 26 34 42
Month

52.9% 66.7 94.1% 81.2% 846%  100.0%

upregulated (%)
~|=» %8 4

0 2 10 18 26 34 42
Month

upregulated (%)
@
o

21.0

upregulated (%)
]

18.0

23.5% B57% B82.4% 75.0% 100.0% B80.0%

,JJJLI

2 10 18 26 34 42
Month

70.6% 90.5% 94.1% 938% 92.3% 90.0%

2 10 18 26 34 42
Month

\ 100

“’so
n)25

UP

52.9% 61.9%

patient

LA S B I B B O

SMAO1 -~
SMAQ2 —e—
SMA03 -~
SMAQ4 ——
SMAQ5 -~
SMADE —+-
SMAD7 —»-
SMAQ8 -+
SMA09 -~
SMA10 -~
SMA11 o
SMA12 -~

Cebullaetal. 6

824% 812% 92.3% 100.0%

kil

18 26 34 42

SMA13
SMA14
SMA15
SMA16
SMA17
SMA18
SMA19
SMA20
SMA21

SMA22
SMA23
SMA24

Supplementary Fig. 4 Temporal dynamics of upregulated longitudinal DEPs in individual patients and the

proportion of patients at each time point with upregulated levels of the respective protein compared to baseline.

The selected proteins shown are a FCGBP, b B2M, ¢ SCG2, d PCSKIN, and e MGP.
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Supplementary Fig. 5 Temporal dynamics of downregulated longitudinal DEPs in individual patients and the
proportion of patients at each time point with downregulated levels of the respective protein compared to
baseline. The selected proteins shown are a SEMA7A, b GAPDH, ¢ GRIA4, d RTN4R, e CPE, f BCAN, g
OMG, h CBLNI1 and i FSTLA4.
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Supplementary Fig. 6 GO term analysis of negatively correlated protein changes with HFMSE alterations in

LFQ proteomics. There are no GO terms of negatively correlated protein changes with HFMSE alterations in

LFQ proteomics.



