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reduction of HS and stabilization of cognitive function and CGMYV in patients with MPS IIIB
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Produced with permission from Cure Sanfilippo Foundation.

70 . 2
" 0-
| O 1 2 3 4 5 6 7 8 9 100 1213 14 15

60— / _ — Age (Years)

/ 902 23415678 1IMNISNI6IZI8IZIZI3NE 83 3321

2014202 +401 1 3358 91215171615131410 1210106 33 22 21 1

S0

! \ 300 + < Studies 902

Mean * SE of BSID-III Cognitive Raw Score

« o 2804 ) - Studies 201+EXT
Tralesinidase alfa enzyme replacement therapy: 201 | 40] VABS Expressive R
5 S el Communication Raw Score
 TA s a fusion protein of rhNAGLU and an IGF2 peptide. 207 3o gl
. . . - 5 8:38: S TET Tl L [ AN
 The IGF2 peptide enhances delivery of TA to lysosomes in neurons and & '§§: QU 2e2egs **«H\/
other CNS cells. 7 - g 1T
0; .
. L . . . o4 BEREEEREEREREEERE
 The internalization and delivery of TA to the lysosome is designed to L L Ags (Years)
restore NAGLU activity in children with MPS IlIB. Age (Years) 2015220401 13358 912057161813 1410 11210106 33222
\ / 302 2014EXT VABS=Vineland Adaptive Behavior Scales, Second Edition.
902 S et Sources: : Integrated Table 5.3.5.3.1-2.3.1.5.1; Integrated Table 5.3.5.3.1-2.3.1.5.3; Integrated Table

2012024401 5.3.5.3.1-2.3.1.5.4; Integrated Table 5.3.5.3.1-2.3.1.5.5

BSID-Cognition Raw Score

. p-value Figure 8: Tralesinidase Alfa Stabilizes and Preserves Motor Skills
( > Chronological Age Study 902 Study 201+EXT 201+E 240- « Studesiz
M ETHODS ) (YearS) (N=32) (N=22) 0 Xgovzs' StUdy o ggg: VABS Gross Motor Raw Score - - Studies 20+EXT
'8 180-
4.0 42.8 (10.8) 59.8 (20.0) 0.111 g5 =
Figure 2. Observational Studies and TA Intervention Studies in MPS IIIB - 4.5 47.3 (9.9) 53.9 (24.8) 0.550 §§ 1133;
Overview 5.0 48.1 (12.5) 63.0 (22.7) 0.080 pol
407
Observational/Run-in Study Concurrent Observational Study 2.3 53.0 (134) 66.2 (194) 0.080 23:, I S *
Fiovers o i 08 yearsoiage. 6.0 52.7 (13.0) 64.2 (24.9) 0.108 EEEREEREEEEREEE
C_CU 6'5 45'8 (23'1) 58'6 (25'1) 0'179 201+2cc2+490012 2ot 11 3435573891112111;81?“1;51;71;?41—23?1]3211108108533333222 1:2 1 1
Sa 250-901 250-902* ) .
S5 48 Weeks Up to 240 Weeks 7.0 48.4 (127) 59.6 (265) 0.183 11£_ - Studies 902
a = N=22 N=44 150~ VABS Fine Motor Raw Score e
2 7.5 38.7 (22.1) 54.8 (29.7) 0.122 0
) 8.0 38.6 (21.3) 63.2 (27.4) 0.007 mw -
S| 250201 (Part1) > ~'250-201 (Part 2) 250-202* (Extension) 250-401 (Extension) 8.5 29.5 (17.5) 56.3 (27.2) 0.014 §§ %%
= 0 ' 140 Week ° i
S| [ B S NS 9.0 26.5 (14.7) 56.0 (26.9) 0.005 $g %
g TAS00mo QN i TAS0 Mg Qo Az VAL 0 9.5 30.9 (18.3) 58.1 (27.2) 0.008 21 N
10:0 26.8 (18.5) 60.5 (26.0) 0.004 B R R W o R
« Safety 10.5 31.0 (165) 60.1 (249) 0.013 Age (Years)
CSF HS and HS-NRE A0 125580 21 TBBRUI 120106 53222 1 1
Bayley-”l Cognition, Vineland-lI 11.0 29.5 (20.1) 59.3 (25.6) 0.038 Mean = SE of Vineland Adaptive Behavior Scales, 2nd Edition Over Age Groups
Brain and abdominal MRI BSID-1l1=Bayley Scales of Infant and Toddler Development, Third Edition; SE=standard error. VABS=Vineland Adaptive Behavior Scales, Second Edition.
Sources: Integrated Table 14.2.2.1.1.1; Integrated Table 14.2.2.1.1.3; TA ISE/ISS Final Analysis Figure 14.2.2.1.2.1 Sources: : Integrated Table 5.3.5.3.1-2.3.1.5.14; Integrated Table 5.3.5.3.1-2.3.1.5.15

250-301
Phase 3 Confirmatory Trial
(Planned)

Tralesinidase Alfa Safety Profile and Immunogenicity:

. .. . ) . . ~ ..
*Study was terminated. Interventional Studies = Studies 250-201+EXT (250-201, 250-202, 250-401). 22 part|C|pants enrO”ed Wlth fOIIOW up IaStmg up tob years Wlth 6’000 TA doses admmIStered

e 4 discontinuations occurred (3 due to hydrocephalus and 1 following infection)

Table 1: Baseline Demographics and Characteristics in Untreated (Study * Device-related adverse events occurred at a rate of 0.02 per infusion with serious adverse events occurring at a rate of 0.01 per infusion?

902) and TA-Treated (Study 201+EXT) Participants * Hypersensitivity-related adverse events occurred at <0.01 per infusion and none were severe or serious?!

No DQ Inclusion Criterion  DQ>50 Inclusion Criterion e Anti-drug and neutralizing antibodies occurred but did not affect CSF TA exposure or CSF HS/HS-NRE levels?
Study 902 (NH) Study 201+EXT - Y,
N=322 N=22

Age (years)

Mean (SD) 5.81 (2.20) 4.96 (2.03)
Median 6.08 5.08 \
Sex n (%)
Male 17 (53.1) 13 (59.1)
DQ (AEg/age)
Mean (SD) 26.0 (20.4) 55.4 (21.1) « MPSIIIBis a an ultra-rare, serious, and fatal progressive neurodegenerative disease with no treatment options currently available.
Median 22.5 51.6
Bayley-Ill Cognitive Raw Score  Weekly ICV 300 mg TA administration rapidly and durably normalized CSF HS-NRE levels, a surrogate endpoint that is reasonably likely to predict clinical
Mean (SD) 41.9 (17.76) 69.6 (15.20) benefit in MPS IIIB.
Median 40.0 69.0
2n=31 for Bayley-Ill Cognitive Raw Score. * TA treatment stabilized and preserved cognitive and non-cognitive outcomes, such as communication and motor skills, from the inexorable decline in these
Bgyley-lll=l?:ayley Scales of I|_1fant ar_1d Tod(.jlt.ar Development, Third Edition; DQ=development quotient; NH=natural outcomes in untreated children.
history; SD=standard deviation; TA=tralesinidase alfa.
Table 5.3.5.3.1-1.2.2.1 (for 202 d Table 5.3.5.3.1-1.2.2.2 . . . . . .
. = tfor 202) and Table ) * TA safety profile was consistent with that expected with an ICV-administered drug.
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