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FSHD is a Relentlessly Progressive Disease Leading to
Significant Disability that Impacts Quality of Life

Symptoms and Progression

» FSHD initially affects facial and scapular muscles,
eventually progressing to the arms, trunk and legs

= MUSCLE PATHOLOGY leads to accumulation of
disability

» Progression ultimately leads to significant
impairment of upper extremity function and mobility,
and many patients are unable to work or live
independently
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Impaired ability to raise arms caused by scapular elevation

Currently, there are no treatment options for people
living with FSHD that prevent and/or slow muscle
wasting and weakness

Wasting of muscles in chest, shoulders, and Wheelchair dependence
upper arms; Protuberant abdomen

FULCRUM THERAPEUTICS
Sources: Mul et al., 2016; Wagner, 2019; FSHD Voice of the Patient Report; November 5, 2020.



Losmapimod

DUX4 Expression And Activity in FSHD
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In FSHD, DUX4 aberrant expression in
muscle causes muscle cell death, immune
infiltration, and ultimately, fat infiltration

In FSHD, loss of repression in D4Z4 repeats
allows for aberrant DUX4 expression in
muscle

= Highly selective p38a/ MAPK inhibitor

= Generally well-tolerated, with clinical experience in >3,600 people across 11
Indications

» Reduced DUX4 expression in preclinical studies

Aberrant expression DUX4 gene is known root cause of FSHD
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7-Day Safety

Baseline Assessment
Follow-Up

& Randomization

48-Week Placebo-Controlled Treatment Period

Placebo tablet twice per day (N=40) Open Label
Extension (OLE)

28-day
Screening
Period Losmapimod tablet 15 mg twice per day (N=40) Study (N=76)
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FULCRUM THERAPEUTICS
*All analyses were pre-specified in the statistical analysis plan, with the exception of dynamometry. which is now presented as percent change from baseline. tProtocol amended due to COVID-19 to allow collection of data to inform study endpoints. 16 subjects had completed the Wk24 visit and had already rolled over to
the OLE at the time of amendment approval. ¥PK measurements will not be assessed in OLE study. COAs=clinical outcome assessments; FSHD-HI=facioscapulohumeral muscular dystrophy health index; MFF=muscle fat fraction; MFI=muscle fat infiltration; MFM=motor function measure; MRI=magnetic resonance imaging;

LMV=lean muscle volume; PGIC=patients’ global impression of change: PK=pharmacokinetics: PROs=patient reported outcomes; RWS=reachable workspace; TUG=timed up and go.
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Normal-Appearing Intermediate End-Stage
“A” “B” “C”

+ Muscles do not appear to be + Muscles clearly affected by + Muscles severely fat replaced
affected by disease disease, but not so severely fat and have likely lost most if not
replaced to have lost all function all function

* Included in the longitudinal
composite score because they are
most likely to progress
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Selected for evaluation due to
likelihood of progression



Function and Strength were Evaluated via Relevant
Clinical Assessments

Dynamometry
Upper and lower extremity strength

» |sometric dynamometry used to
assess muscle strength of upper
and lower limbs bilaterally

FULCRUM THERAPEUTICS

Reachable Workspace (RWS)

Upper arm and shoulder function

» Reliable indicator of upper extremity
function in FSHD; quantified by relative
surface area (RSA).

= Patients with larger total RSA are more
independent and report higher quality
of life

Timed Up and Go (TUG)
Patient mobility

3 Meter <>

» Assessment of mobility that requires
both static and dynamic balance



Completed

Discontinued*

DEMOGRAPHICS

Age (years)

Race n (%)

Ethnicity n (%)

Body Mass Index (BMI) (kg/m?)

D4Z4 Repeat Unit n (%)

D4Z4 Repeat Category n (%)

Ricci Score n (%)

*Discontinuations were not related to study drug.

N

Mean (SD)
White
Asian
Other

Not Applicable

Hispanic or Latino
Not Hispanic or Latino

Not Applicable
N

Mean (SD)
1-3

4-6

7-9

1-3 Repeats
4-9 Repeats
2

2.5

3

3.5

4

Placebo

BID (N=40)

38 (95%)
2 (5.0%)

40
457 (+/- 12.69)
39 (97.5)
0
0
1(2.5)
3(7.5)
36 (90.0)
1(2.5)
39
26.19 (+/- 4.914)
6 (15.0)
26 (65.0)
8 (20.0)
6 (15.0)
34 (85.0)
0
7 (17.5)
18 (45.0)
7 (17.5)
8 (20.0)

39 (97.5%)
1(2.5%)

40
457 (+/- 12.44)
31 (77.5)
5(12.5)
1(2.5)
3(7.5)
0
37 (92.5)
3(7.5)
40
25.71 (+/- 5.434)
7(17.5)
29 (72.5)
4 (10.0)
7(17.5)
33 (83.50)
0
5(12.5)
19 (47.5)
11 (27.5)
5(12.5)




Annualized Analysis

» Analyzes the slope of disease progression (placebo) and the impact of intervention
(losmapimod) on progression

» Calculated using a linear mixed-effects model which estimates
= Slope
= Percent change per year

= Model was adjusted for repeat number category and region (EU, USA, and Canada)

= Annualized analysis of RWS (measured in Relative Surface Area, RSA) was prespecified;
all other analyses are post-hoc

FULCRUM THERAPEUTICS



Annualized MFI

Annualized MFF

Losmapimod
—  Placebo

4.42

p value dif slopes = 0.52

4.0 6.0
354 Losmapimod 5.5+
~ | — Placebo 5.0+
3.0 p value dif slopes = 0.099 o 28:
2.5 2 3.5
2.0= f__U 3.0
Q 2.5+
1.5+ > 2.0
1.0= 1.5=
1.0=
0.5 0.31 0.5

0.0= T T T T T T T 0.0
0 50 100 150 200 250 300 350 0

Days

T T T T T T T
50 100 150 200 250 300 350

Days

%Change

Annualized LMV

Losmapimod
- Placebo

-7.15
p value dif slopes = 0.45

T T T T T T T
50 100 150 200 250 300 350

Days
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0.04 (0.19) 0.480 (0.18)

Slope (SE)

Slope (SE) 1.22 (0.48) 1.65 (0.45)

-0.13 (0.05) -0.08 (0.04)

Slope (SE)




%Change

-10.0 ™ -8.42

1. s =4 P value difference slopes = 0.07

Dominant Total (Q1-Q5) RSA + Weight

Losmapimod
2.5 == Placebo

0 50 100 150 200 250 300 350
Days
Slope (SE) -0.002 (0.02)  -0.044 (0.02)

Non-Dominant Total (Q1-Q5) RSA + Weight

Losmapimod
5.0- = Placebo

%Change

-5.0= -4.02
754 P value difference slopes = 0.01

I I I I I 1 I
0 50 100 150 200 250 300 350

Days
| _L0s PBO
Slope (SE) 0.03 (0.01) -0.02 (0.01)

*Annualized rate of change (%) was calculated using a linear mixed-effects model to estimate percent change per year (y-axis)

RSA = relative surface area; Q = quintant



Placebo (N=40)

With Weights W/o Weights With Weights W/o Weights

Dom gg?n_ Dom gg?n_ Dom ggrr]n_ Dom ggg{

I Q1 10.50 0.34 -8.87 -4.77 -7.10 -0.58 I
Q2 -1.49 5.70 -6.44 -0.97 -7.10 -0.27 -4.36 2.24

| Q3 7.02 1.74 -10.98 -3.79 -10.59 -4.54 |
Q4 -1.74 2.01 0.14 -0.43 -4.02 -2.29 -1.58 -2.99
Q5 -2.79 5.31 -3.01 0.83 -15.02 -9.33 -12.57 -9.06

I Q1+Q3 3.12 8.41 -2.69 1.17 -10.34 -4.17 -9.22 -2.99 I
Qlto Q4 0.03 4.81 -2.18 -0.12 -7.03 -2.87 -5.27 -2.13
Total RSA (Q1-5) 4.88 0.11 -8.42 -4.02 -6.48 -3.42

W/o = without, Q=quintant, Dom = Dominant, Non-Dom = Non-dominant
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%Change

Average Completion Time TUG

Losmapimod
— Placebo
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p value dif slopes = 0.83
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2.23

-0.93
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50 100 150 200 250 300

o

Days
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%Change

%Change

Annualized L Handgrip MVICT

0
) p value dif slopes = 0.49
-
-6=
-8.30
-8
-10=-
-12= Losmapimod
— Placebo -13.44
-14 1 1 || 1 I 1 1
0 50 100 150 200 250 300 350
Days
Annualized L Shoulder MVICT
0
-1.98
_2-
-l -
-6
-8=
-10 p value dif slopes = 0.16
-12= Losmapimod
- Placebo
-14 ] I || ] I || 1
0 50 100 150 200 250 300 350

Days

%Change

%Change

Annualized R Handgrip MVICT

0
2 Losmapimod
— Placebo
-4 -
-6
-8=
-10=-
-12 -
-14=1 p value dif slopes = 0.89 -15.27
1 1 1 1 1 1 1
0 50 100 150 200 250 300 350
Days
Annualized R Shoulder MVICT
0
Losmapimod
-2 - Placebo
-l -
-6=
-8=
-10=
-12= _ -14.39
ud P value dif slopes = 0.51
1 I 1 1 I 1 1
0 50 100 150 200 250 300 350
Days

Slope (SE) PBO

L Handgrip

R Handgrip

-2.82
(1.79)
-4.34
(2.04)

-4.58
(1.76)
-4.75
(2.03)

Slope (SE) PBO

L Shoulder

R Shoulder

-0.12
(0.34)
-0.69
(0.31)

-0.80
(0.33)
-0.41
(0.30)



Limitations

» Limited data for 1 year; ideally would have observations over several

years
= Small dataset
= Sensitive to outliers throughout the study duration

= All p-values are nominal as the study did not meet the primary endpoint
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Conclusions

= Annualized rates of change in clinical outcomes support disease slowing
or improvement in losmapimod treated participants compared to placebo

* These data provide additional evidence supporting the effectiveness of
losmapimod as a disease modifying treatment for FSHD

= Data support continued development with a Phase 3 study planned to
start recruiting later this year
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