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Summary of baseline Characteristics and SMA History by baseline
pNF-H concentrations (pg/ml) quartiles
Page 2 of 3

Quartiles of Baseline pNf-H

1st Quartile 2nd Quartile 3rd Quartile 4th Quartile
(2390-10900) (10900 - 15400) (15400 - 21600 ) (21600 -50100)

Symptoms of SMA
Hyptonia 29 (100%) 29 (100%) 29(100%) 30 (100%)
Dev Delay of 7o) o %) o)
Motor Funtion 28 (97%) 28 (97%) 24 ( 83%) 26 ( 87%)
Paradoxical Breathing 23 ( 79%) 23 (79%) 24 (83%) 25(83%)
Z;;”pﬁ’;igf’ms?' B(28%)  10(3%)  12(41%)  6(20%)
Limb weakness 29 (100%) 29 (100%) 29(100%)  29(97%)
Swallowing Abnormalities 15 ( 52%) 11(38%) 14 { 48%) 12 { 40%)
Other 8 (28%) 4(14%) 9(31%) 13(43%)

g?;?f ventialor Support 7 ooy 7 24) 8(28%  5(17%)

i

Note: (a) Number of subjects in the table refers to subjects who have non-missing baseline
value in each quartile (b) SD=Standard Deviation

SOURCE: 1518396443/BIOMARKER/CS3B-ADHOC/T-SUM-BASCHAR-SMA-PNFHQUART.SAS
DATE: 09NOV2017
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Summary of baseline Characteristics and SMA History by baseline
pNF-H concentrations (pg/ml) quartiles
Page 3of3

Quartiles of Baseline pNf-H

1st Quartile 2nd Quartile 3rd Quartile 4th Quartile
(2390 - 10900 ) (10900 - 15400) (15400 - 21600 ) (21600 - 50100 )

Total HINE-2 score

mean +1- 5D o L7414 144148 104085 14+-1.00
O N DS 3090+-6607 280947456 2436+17.295 2583 +1-8412
e 0.39+-0311  041+-0348 027+-0199 029 +-0.283
T 024+-0.150  049+-0.171  0.29+-0202 0.7 +- 0,089

Note: (a) Number of subjects in the table refers to subjects who have non-missing baseline
value in each quartile (b) SD=Standard Deviation

SOURCE: I515396443/BIOMARKER/CS3B-ADHOC/T-SUM-BASCHAR-SMA-PNFHQUART.SAS
DATE: 0SNOV2017

FIG. 8
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Baseline CHOP-INTEND vs log{pN{-H) {pg/mi)
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»  Bascline log{pNF-H)

e Treatmont group

= {iscase duration {weeks)

s Sex

s Age of fivat dose {duys}

«  Age of SMA symiplon onset {weeks)
= Ageof SMA diggnosis (weeks)

»  (estational age {weeks)

= Baxeline weight (k)

«  (Gestational age + age of fivst dose [wocks) x {Gestational age + age of SMA symptom
onset fweeks])

= Goestational age + age of SMA dingnosts (woeks)

7
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10 :
. . . Parameter Estimates
Intercept = 14.406
8- 4 Slope = -1.318 (p = 0.0006)
7 44
6__
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1 . -
0- i | i - ] . lé =2 ] ] i
100 500 1000 5000 10000 50000 100000 500000
pNF-H (pg/mL)
Treatment: o Shamprocedure & Nusinersen
Variable DF | Parameter Estimate | Standard Error | t Value | pr>
Intercept 1 14.406 31279 46058 |<.0001*
Day 64 log(pNF-H) | 1 -1.318 0.3677 -3.584 10.0006°

Root MSE: 2.63579

R-square: 0.1462  Adjusted R-square; 0.1349

FIG. 16
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»  Tlay 64 log{pNE-H}

s Treanment group

o Dhiscase duration {wevks)

= Sex

= Age of first dosc {days}

s Age of SMA svmpton omset (weeks)
s Age of SMA diagnosis {weeks)

o Gestational age (weeks)

+  Bascline weight {kg}

»  {Gestational age + ape of first dose fweeks?) x {Gestational age + age of SMA symptom
onset [weeks]y

«  Cestational age + age of SMA diagnosis {woeks)
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Yariables in the initial model:
«  Day 64 log{pNF-H)
«  Treatmont growp
+  Phsease duration {weeks)
» Sex
= Age of first dose (days)
«  Age of SMA symptom onset {wecks)
«  Age of SMA diagnosis {weeks)
»  Gestational age (weeks)
= Baseline weight tkg)

«  {Gestational age + age of fivst dose [weeks]) x {Gestational age + age of SMA symptom
onset fwecks])

= Gestational age + age of SMA diagnosis {weeks}

FIG. 19
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10
. . Parameter Estimates
Intercept = 8.9595
8 ° Siope = -0.622 (p = 0.3186)
7 oo
6 00 owm
E 5 Q TeleYols] o
.
4 \\?\@@Qo\i\
3 o OO0W® O
= O @ O WO® OO
= ® © c ©
0 | | | & Eo l<> | i |
100 500 1000 5000 10000 50000 100!000 500000
Variable DF | Parameter Estimate | Standard Error | tvalue | pr> Il
Intercept 1 8.9595 5.0481 1.7748 | 0.0816
Day 64 log(pNF-H) | 1 -0.622 0.6179 -1.007 10.3186
10 ;
. o Parameter Estimates
intercept = 14.129
j“ Slope = 1,352 (p = 0.0302)
6_
= 5-
=
4_
3 oo
2 — [s]
1 ) e
O_I | | | | — OE i {
100 500 1000 5000 10000 50000 1%('.1'000 500000
Variable DF | Parameter Estimate | Standard Error | tvalue | pr> i
Intercept 1 14129 5.3958 2.6186 1 0.0169
Day 64 log(pNF-H) | 1 -1.352 05775 -2.342 1 0.0302
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100~
o0 Parameter Estimates
Intercept = 72.884
ig N Slope = -4.559 (p = 0.0406)
60
;’:O — ° [o:e] °
40 ¢ " % @& o
30 — ®o o] r:;Q> 1 2
S 08 B
20 7 [o] 8 o
10 o ©
0 ] | | i | ] i |
100 500 1000 5000 10000 50000 100000 500000
Variable DF | Parameter Estimate | Standard Error | tvalue | pr> il
Intercept 1 72.884 17.75 41061 | 0.0001
Day 64 log(pNF-H) | 1 -4.559 21727 -2.098 | 0.0406
100 ;
- Parameter Estimates
Intercept = 86.85
fg i Slope =-7.326 {p = 0.033)
70
60
50 - o
40
30+ o 00 O
20 oo N
10 ° o°
0 2 °
] | | | | ] ] {
100 500 1000 5000 10000 50000 100000 500000
Variable DF | Parameter Estimate | Standard Error | tvalue | pr>Htl
Intercept 1 86.85 29.772 29172 1 0.0088
Day 64 log(pNF-H) | 1 -7.326 3.1866 -2.299 1 0.0330
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101 G :
09 ° o4 Parameter Estimates
' © o Intercept = 1.6383
g-i— Siope = 0.118 {p = 0.3612)
o 06 @o ©
% 05— o°
04— o
03— o o og8 oo
0.2 > o o
0.1~ o ©
D’O_n | | R 00500 (T | = a
100 500 1000 5000 10000 50000 16‘0!000 500000
Variable DF | Parameter Estimate | Standard Error | tvalue | pr>Htl
Intercept 1 1.6383 1.0438 1.5696 | 0.1227
Day 64 log(pNF-H) | 1 -0.118 0.1277 -0.921 1 0.3612
10 ;
Parameter Estimates
09— P
. o Intercept = 1.9973
gi Slope =-0.185 (p = 0.0142)
06—
[a W
= 05+
[
04—
03—
02—
0.1
O'O_l s s s T ¥ a i
100 500 1000 5000 10000 50000 100000 500000
Variable DF | Parameter Estimate | Standard Error | tvalue | pr> i
Intercept 1 1.9973 0.6388 3.1265 1 0.0058
Day 64 log(pNF-H) | 1 -0.185 0.068 -2.716 1 0.0142
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10 z ;
09— . Parameter Estimates
= 0'8 ~ . . Intercept = 1.4392
E" Slope =-0.135 (p = 0.0002)
& 07+ &
= (6~ s
g 05 4 o 4
3.
g 0.4 4 &b
< 034 .8
= .2 4 sss £o
01- - a
00 el
T l a - s
100 500 1000 SOEOD 10&'!}60 505{}(3 100000 500000
pNF-H (pg/mL)
Treatment: o Shamprocedure & Nusinersen
Variable DF | Parameter Estimate | Standard Error | t Value | pr>
Intercept 1 14302 0.2918 49325 1 <0001
Day 64 log(pNF-H) | 1 -0.135 0.0344 -3.93 10.0002*
Root MSE: 0.24904  R-square: 0.1746  Adjusted R-square: 0.1633
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1.0 (&) ; )
Parameter Estimates
0.9+ o
Intercept = 1.1932
35— © © | Slope =-0.103 (p = 0.0952)
o 061
= (54
3
04
03—
02
0.1
O‘D—i T | E l | ] T
10 50 180 500 1000 5000 10000 50000
Variable DF | Parameter Estimate | Standard Error | tvalue | pr>Htl
Intercept 1 11932 0.4932 24193 1 0.0190
Day 64 log(pNF-H) | 1 -0.103 0.0606 -1.699 1 0.0952
10 :
Parameter Estimates
0.9_ A
Intercept = 1.0277
087 Sloe = -0.095 (p = 0.0281)
07
o 06
= 05+ o
(4]
04
0.3 o
02 o o
D_']_- o O o]
D'O_l I 1 | 1 |G ] 0(20 1
10 5 180 500 1000 5000 10000 50000
Variable DF | Parameter Estimate | Standard Error | tvalue | pr>Htl
Intercept 1 1.0277 0.3751 2.7396 1 0.0135
Day 64 log(pNF-H) | 1 -0.095 0.04 -2.388 1 0.0281
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CHOP INTEND
AUC 92%
100 - s
g 80
2 60+
2
B A0
£ A -—- ROC1: pNf-H ONLY -AUC:87.46
WP 7§~ ROC2: pNf-H + Covariate - AUC:91.64
o7 i i 1---- ROC3: Covariate ONLY -AUC:69.8

1;)0 SEO 60 4E0 ZEO (!)
Specificity (%)
Notes: (1) Significance, ROC1 vs ROC2: p-value = 0.15124

(2) Significance, ROC3 vs ROC2: p-value = 0.00096
(3)N=62; Resp N=29
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Patient population

oLater-onset: median 1140 {range, 7.46-1630) pg/mL; n=4

o Presymptomatic: median 19,000 (range, 261-37,200) pg/mL; n=23
e Infantile-onset: median 3220 (range, 7.46-16,200) pg/mL; n=51
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o 2: median 4390 (range, 7.46-37,200) pg/mL; n=61
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