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Key Finding

Baseline assessments
showed that physical
and pulmonary functions
generally decreased
with increasing age in
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both ambulatory and
nonambulatory participants

of Study Cohort

Background

Methods

* The limb-girdle muscular dystrophies (LGMDs) are a group » JOURNEY is a global, multicenter,
of rare, genetically heterogeneous disorders involving prospective, longitudinal study of the .54 f
progressive weakness and wasting of the shoulder and natural history of participants with seyearsotage .
pelvic girdle musculature caused by defects in multiple LGMD2E/R4. 2D/R3, 2C/R5, and + Clinical and genotypic confirmation of LGMD2E/R4, 2D/R3,
genes encoding for proteins residing within the 2A/R1 (NCT04475926) (Figure 1) 2C/R5
sarcolemma, cytosol, or the muscle cell nucleus'?2 — This analysis only includes data from » Ambulatory (defined in this study as any subject with <30

patients with sarcoglycanopathy seconds on the 10-meter walk/run [10MWR] test) or

subtypes (2E/R4, 2D/R3, and » Nonambulatory (defined in this study as any subject with a

2C/R5); data in patients with 10MWR =30 seconds or unable to perform in the absence

LGMD2A/R1 are not shown of a confounding illness or injury)

Study population
Conclusions

JOURNEY is a natural history
study of LGMD, adding to the
overall understanding of clinical
characteristics and disease
progression of individuals with
subtypes 2E/R4, 2D/R3, and
2C/R5. Findings from interim
analyses show that at baseline:

» The sarcoglycanopathies, which represent ~15% of
LGMDs in the US, are a group of autosomal recessive
LGMDs caused by defects in the genes encoding 1 of the
4 cell membrane glycoproteins contributing to the
sarcoglycan complex (SGCB, SGCA, SGCG, and SGCD)?

» Progressive muscle degeneration in sarcoglycanopathies
leads to loss of ambulation, respiratory difficulties, and
often premature death*

Figure 1 JOURNEY Study Design

Evaluation period (At least 6 and up to 36 months)

+ Current management for LGMD2E/R4, 2D/R3, and 2C/R5 6 wooks) A A A A A A A * A higher proportion of
subtypes is focused only on symptom relief and supportive E = 2 B 2 2 B =2 2 = participants in younger age
treatments groups are ambulatory;

— There is an urgent unmet need for treatments that address Daly 1 Monlth 6 Mon;h 12 Mon;h 18 Mon;h 24 Mon;h 30 Mon;h 36 however, a substantial portion

the root cause of the disease of participants =8 years of age

are already nonambulatory

(early termination)

» Data on the clinical characteristics and natural history of A Physical functional assessments/ [l Pulmonary function, hematology, Laboratory samples @& Telephone

LGMD are limited Patient-reported outcomes liver, and renal tests (except hematology, call . .
) ) liver, and renal) » Cardiac abnormalities are
" dosigned 1 charactorze the diical phenctype and isease . . . much more common in
course of patients with LGMD, including the natural variability Primary endpoints Exploratory endpoints______ nonambulatory participants

Physical functional assessments Pulmonary function tests

* North Star Assessment for Limb Girdle- < Forced vital capacity (FVC)
type muscular dystrophies (NSAD) « Forced expiratory volume

* 4-stair climb (4SC) in 1 second (FEV1)

among ambulatory and nonambulatory populations « Electrocardiogram (ECG)

Objective

217 years of age

* Echocardiogram * NSAD scores decrease in older

« Cardiac magnetic resonance imaging ambulatory and nonambulatory

MRI . .
To describe baseline clinical characteristics and functional * Ankle range of motion * Peak expiratory flow rate . (Sk | >t . p_art|C|pants, sugg_estlv_e of
assessments of patients with LGMD2E/R4, 2D/R3, and « Performance of upper limb (PUL) » Maximal inspiratory eleta ) disease progression with age;
2C/R5 enrolled in JOURNEY (NCT04475926) - Upandgo pressure * Wearable device data scores are substantially lower

« 100-meter walk/run « Maximal expiratory pressure  * Patient-/observer-reported outcomes

in ambulatory participants =217
years of age compared to those

4-7 years of age

Results _ - »
Table 1 Baseline Characteristics Stratified by LGMD Subtype (as of February 2024)

» 137 participants are enrolled in JOURNEY as of February
2024 (75 ambulatory and 62 nonambulatory), with a higher
proportion of females (Table 1)

» As expected in a degenerative disease, there is a higher

Ambulatory participants, n

Future longitudinal analysis of
functional performance of
enrolled participants will help
support a better interpretation of

percentage of ambulatory participants in younger age groups Age, Yoo ) 157(896) 127%26) 109 (2.98) 5.8(1.23) 11.8(2.42) (1?'5%) (1148.'2‘2) functional outcomes in clinical
« Creatine kinase levels are significantly increased in all Gonder, 1 (%) trials for LGMD subtypes

subgroups, and are 23 to 4 times higher in ambulatory than R 14 (56.0) 14(38.9) 5(35.7) 6(60.0) 17 (41.5) 10 (41.7) 33 (44.0)

nonambulatory participants y:rfale 11(44.0) 22(61.1) 9(64.3)  4(40.0) 24(585) 14(58.3) 42 (56.0) 2E/R4, 2D/R3, and 2C/RS
 Cardiac disorders at baseline are most prevalent in Creatine kinase levels, U/L 5,831.0 5,244.3 5,715.4 13,561.1 5,590.7 2,275.8 5,527.2

nonambulatory participants 17 years of age Mean (SD), n (4,260.33) (5,988.47) (4,561.40) (5496.36) (4,255.29) (2,180.59) (5,152.77)
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— In ambulatory participants, 4-stair climb velocity decreases
in older participants while PUL scores remain unchanged

LGMD-=limb-girdle muscular dystrophy; y=years.

~ PUL scores decline in the nonambulatory population Table 2 Functional Assessments at Baseline in Ambulatory and Nonambulatory Participants

» Pulmonary function assessments generally show worse
outcomes in older nonambulatory participants

LGMD2E/R4 LGMD2D/R3 LGMD2C/R5 Aged4-7y Age8-16y Age 217y
(n=45) (n=49) (n=43) (n=10) (n=59) (n=68)

25 36 14 10 41 24

Ambulatory participants, n
Figure 2 Physical Functional Assessments at Baseline

. = Physical functional assessments?
in Ambulatory and Nonambulatory Participants

NSAD total score, x/54 38.1(13.29) 35.1(12.66) 27.3 (15.18) 456 (7.93) 33.2(14.58) 32.5(12.31) S A S8 (N (I AT e (el ot )
25 34 14 10 40 23 BridgeBio. HS, LY: Employees of Sarepta Therapeutics, Inc.,
A NSAD Scores by Subtype and Age Group
y Vi 4-stair climb and may own stocks in the company. GC: Participated on
= advisory boards and as a consultant for Sarepta Therapeutics,
50 Time, s 5.56 (6.72) 4.37 (3.04) 9.5 (13.08) 2.73(1.22) 6.41(9.26) 6.2 (4.47) Inc., Italfarmaco, and Roche. Served as a speaker for Sarepta
Velocity, stairs/s 1.40 (0.80) 1.27 (0.65) 1.10 (0.81) 1.70 (0.61)  1.32(0.77)  0.99 (0.62) Therapeutics, Inc. Principal investigator of studies sponsored by
< 40 22 29 12 10 34 19 Sarepta Therapeutics, Inc., Atamyo, Scholar Rock, and Roche.
w0
X PUL total score, x/42 37.2 (5.63) 24.8(7.11) 31.2(8.18) 35.5(5.21) 34.9(7.22) 34.9(7.81)
g 30 25 35 14 10 41 23 References
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2E/R4 2D/R3 2C/R5 4-7y 816y >17y Time, s 82.8 (82.55)  78.9 (53.96) 120.9 (95.29) 58.6 (34.88) 85.6 (75.12) 102.7 (81.00)
L I ) Velocity, m/s 2.01(1.09) 1.71 (0.94) 1.25(0.73) 2.10(0.78) 1.82(1.05) 1.46(0.92)
LGMD Subtype Age group 2 o1 " ’ i # SCAN THE QR CODE
B PULS by Subt d Ace G Pulmonary functional assessments? he OR code is infonded
e code Is Intende:
cores by subtype and Age Group FEV1% 89.9(18.18)  81.9(19.54)  93.1(15.67) 99.3(22.62) 88.4(18.81) 79.6(15.03) to provide scientific E E
21 32 13 7 37 22 information for individual _—
40 ; ESE T I =
FVC% 86.4 (18.26)  87.0(15.92) 94.6 (14.46) 92.7 (23.75) 91.8(15.32) 80.9 (13.47) 5 il @ meprEsieed
g 20 22 32 13 8 37 22 in any way.
3
: o [=]
] 20 Physical functional assessments?
% NSAD total score, x/54 4.1(3.82) 2.5(3.03) 3.5(3.28) - 4.7 (2.87) 3.0 (3.49)
— 17 12 28 16 41
E 10 PUL total x/42 16.8 (10.67) 15.6 (6.39) 16.5 (3.70) 17.6 (3.41) 16.0(7.98) Presented at
otal score, . . .6 (6. .5 (3. - .6 (3. .0 (7.
19 12 29 17 43 the 29th Annual
0 -
JE/R4 2D/R3 2C/RS 47y 816y >17y Pulmonary functional assessments Cong ress of the
I I J FEV1% 57.6(23.31) 63.6(31.59)  67.3(26.12) - 83.5(20.78) 55.3 (23.74) World Muscle Society
LGMD Subtype Age group 19 10 27 16 40
FVC% 58.3 (23.07)  60.5(32.45) 67.4 (24.58) - 85.2(16.04) 54.2(23.19) OCtOber 8_1 2’ 2024
Il Ambulatory Nonambulatory 19 10 27 16 40

LGMD-=limb-girdle muscular dystrophy; NSAD=North Star Assessment for Limb Girdle-
Type Muscular Dystrophies; PUL=performance of upper limb; y=year(s).

aValues are mean (SD), n.

FEV1=forced expiratory volume in 1 second; FVC=forced vital capacity; LGMD=limb-girdle muscular dystrophy; m=meters; NSAD=North Star Assessment for Limb
Girdle-type Dystrophies; PUL=performance of upper limb; s=second(s); y=years.
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