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Recommended Therapies for HCM

Prior to 2023, Guideline-

1960s-1970s 2000s-2010s
B blockers Disopyramide

1970s-1980s
Calcium channel
blockers

Conventional Medications for oHCM

Do not target the disease process

May not provide sufficient symptom relief

Are often poorly tolerated

Use is based on studies that are underpowered,

not randomized, with short follow-up and
mixed results
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1960s-1970s 2000s-2010s 2024

. . AHA/ACC HCM
B blockers Disopyramide guidelines
1970s-1980s 2020 2023
Calcium channel AHA/ACC HCM ESC HCM
blockers guidelines guidelines

Conventional Medications for oHCM

« Do not target the disease process

« May not provide sufficient symptom relief
« Are often poorly tolerated

« Use is based on studies that are underpowered, mavacamten,
not randomized, with short follow-up and FDA-approved
mixed results
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Pathogenesis of Hypertrophic Cardiomyopathy
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"DIFFERENT” Myosin Configuration

1.07a2

. 100% SRX myosin

SRX myosin

Actin-bound
myosin

non-IHM state IHM state

0.54; Active (10% actin-bound 45% DRX, 45% SRX myosin)

Energy (ATP)

hoo%Actin-bound myosin 100% DRX myosin

0.0

1 1 I 1 1 1 1 1 1 1 1
0 10 20 30 40 50 60 70 80 90 100
Time (s)

” Active” Disordered-Relaxed (DRX) Super-relaxed (SRX)




Energy (ATP)
o
(3]

i e,
hOO%Actin-bound myosin

100% DRX myosin

0.0 I% |

0 10 20 30 40 50 60 70 80 90 100

Eccadiffi
X5-1

50Hz
16cm

2D

Time (s)

TISO/36 - M2

ATPase activity (pmol * mH * s%)

Active (10% actin-bound 45% DRX, 45% SRX myos

;\: p=2e¢4
~15- p=5es5
£ p=te7 o  3°°
5 10 e ‘:’ .'
§ 1 oﬁ a .w %
2 5 oy '.. .‘.‘.
g e .’.d o*
o . .
©c0 r r
8 & & &
© O ® &
QS \g:\ @
pCa
100+
- .
804 i
Increased
604 Tension Cost
404 * °
204
[ ]
0 T v T v v
0 10 20 30 40 S0

Tension (mN/mm?)

Relaxation Duration (ms) Sarcomere Shortening (%)

A

1 2 3
Time (seconds)
600 TR
400‘ :. oy o .. ..
ol % T ¥
0 T T T T
i
{é ‘(‘6‘9 “g “é
KON M)
Energy Profligation
Mitochondrial Dysfunction
Mycardial Hypertrophy
Myocardial Fibrosis

Nag and Trivedi. eLife 2021;10:¢63703.



Hypercontractility



Cardiac Myosin Inhibitor in HCM

CMis Inhibition of Myosin Heads

Dysregulated Hypercontractile State in HCM

Less myosin-actin cross bridges
— Reduced cardiac contractility

- More myosin-actin cross bridges
- Excessive increase in mechanical
function of myosin

- LV hypertrophy and diastolic
dysfunction

- Mavacamten
stabilizes myosin into a
super relaxed 'off" state
- Decreased ATPase
activity and slowing of
interaction of myosin
with actin

- Aficamten binds to a
distinct allosteric site on
the S1 domain of
myosin

- Reduces ATPase
activity by slowing
phosphate release

- Stabilizes a weak
actin-binding state



Cardiac Myosin Inhibitor in HCM: clinical trial

MAVACAMTEN

QN EXPLORER-HCM

ValornYHCM

AFICAMTEN

HCM ’E
Improve oxygen consumption

Gradient reduction 50 mmhg

Improve at least one NYHA class in > 60% of pts

Improve quality of life

Reduce NT-proBNP

Same effect in patients with oHCM regardless of the genetic testing results

Satisfactory safety profile ( aficamten > mavacamten)

Olivotto I et al. EXPLORER-HCM. Lancet 2020
Desai MY et al. VALOR-HCM. | Am Coll Cardiol 2022
Garcia-Pavia P et al, NEJM 2025



MAV A-LTE: Sustained Improvements in Cardiac Function and
Symptoms at 3.5 Years With Mavacamten

Participants from
EXPLORER-HCM

(N = 231) sustained
reductions at wk 180

* LVOTG -40.3 mmHg
* VLVOTG -55.3 mmHg
* NT-proBNP -562

« EQ-5D-5L score 0.09

* LVEF decreased from
73.9% t0 63.9%

» 77.9% improved by
=21 NYHA class

Mean (SD) LVEF

— Central-read LVEF — Site-read LVEF

LVEF (%)
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Eur Heart | 2024; 45: 5071-5083



VALOR-HCM: Sustained Freedom From SRT Observed
at 128 Weeks in Symptomatic Patients With oHCM

At week 128, 15.7% of patients met the composite Changes in Health Status and Biomarkers
endpoint (7 underwent SRT, 1 SRT-eligible, KCCQ-23 CSS
and 9 SRT-status unevaluable) a5
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Desai MY et al. Circulation. 2025;151:1378-1390



One-year functional and structural effects of mavacamten: CMR study

A LVMI A max LV wall thickness A LVEF
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Pooled Safety Data for Mavacamten in oHCM Across 5 Trials Over 5 Years:
Well Tolerated and TEAEs Decreased Over Time

TEAEs AEs of Clinical Interest

m Patients (N = 368) > mAF mEjection fraction deceased mHeart failure
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TEAE drug TEAE lea ding to (~Year 1) (~Year 2) (~Year 3) (~Year 4) (~Year 5)
interruption death Cumulative Time Periods of Exposure
n 32 14 10 47 19 18 50 21 22 57 25 23 58 27 23
% 87 38 27 128 52 49 136 57 6 155 68 6.3 158 73 6.3
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Wens A et al. Circulation. 2024;150(suppl 1):Abstract 4134320.



FOREST-HCM: Sustained 48-Week Efficacy in Symptoms and
Cardiac Function With Aficamten in Patients with oHCM

Participants from
REDWOOD-HCM and
SEQUOIA-HCM

could enroll (N = 213);
48-week data available
for n =46

* LVOTG -40 mmHg
* vVLVOTG -53 mmHg
* NT-proBNP -63%

-
N
(¢}

3

Valsalva LVOT-G Mean (SD), mmHg
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A Baseline, mmHg
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Saberi S et al. JACC Heart Fail. 2025;13:102496.



LVEF (%),

FOREST-HCM: Sustained 48-Week Efficacy in Symptoms and
Cardiac Function With Aficamten in Patients with cHCM
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Aficamten for Obstructive Hypertrophic Cardiomyopathy Placebo-Corrected Changes From Baseline to Week 24 in
(oHCM) Patients Receiving Aficamten

oHCM Sarcomere

oHCM Heart

Aficamten decreases myocardial hypercontractility by reversibly binding

to cardiac myosin and reducing excessive myosin-actin cross-bridges

SEQUOIA-HCM Cardiovascular Magnetic Resonance
(CMR) Trial

Patients with oHCM took
part in SEQUOIA-HCM

Did not complete the = Took part in the
second CMR scan * @ CMR substudy

m Completed the
* CMR substudy
|

Received _® * ®_ Received
aficamten @ ’
for 24 weeks

' m placebo for

24 weeks

Down arrows indicate a statistically significant reduction from baseline.
Data are the least squares mean.

SEQUOIA-HCM CMR Substudy

Left Ventricular Mass Index (g/m?),
CMR -15.4 (-24.5, -6.3); P = 0.001

2 8 o8 8

Week 24 in Left Ventricular | "
Mass Index (g/m?),CMR
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o5 8

s 8

LA Volume Maximum Index (mL/m?2),

CMR -12.8 (-19.0, -6.7); P < 0.001

Change From Baseline to
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Maximum Index (mL/m?), CMR

100 -

o

Global Native T1 (ms),

CMR -36.8 (-68.8, -4.7); P= 0.026

-100 4
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5

Change FromBaseline to
Week 24 in Global

Change FromBasdineto
Week 24 in Left Ventricular

Maximal Wall Thickness (mm)
-1.2(-1.8, -0.6); P < 0.001

Left Ventricular Ejection Fraction (%).

CMR -2.6 (-5.9,0.7); P= 0122

LV Global Percent of LGE 65D (%).

Change From Baseline to
Week 24 inLV Global
Percent of LGE 65D (%), CMR

CMR-0.4(-21,1.2); P=0.60
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I
Placebo Aficamten

Masri A, et al. JACC. 2024;84(19):1806-1817.



Managment of LV outflow obstruction

2023 ESC 2024 AHA/ACC
HCM Guidelines HCM Guidelines
|
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! Il || ! If symptoms persist

Isu« symptomatic or intolerant/contraindication to beta-blockers

Verapamil Diltiazem
. (Class 1) | . (Class 1) ,
I = -

Disopyramide SR Mavacamten
(Class 1) (Class lla)
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Two Myosin Inhibitors APPROVED in Europe

CAMZYOS' ) MYQORZO

(mavacamten) capsiis = (aficamten) &

EUROPEAN COMMISSION APPROVAL EUROPEAN COMMISSION APPROVAL
JUN 2023 FEB 2026



Before -Mavacamten
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Reduced LVEF DDIs can increase the

may occur risk of HF

« Some CYP450 inhibitors or inducers

Mavacamten reversibly « Strong CYP2C19 inhibitors
reduces hypercontractility « Mod-to-strong CYP2C19 inducers

« Mod-to-strong CYP3A4 inducers

S S

» Check medication list at every visit

Monitor LVEF * Review DDIs before initiating any new
Don't initiate if LVEF <55% Rx or OTC medication
Interrupt use if LVEF <50%,

HF sx, or worsening status




Mavacamten REMS Program First 22 Months

>6000 symptomatic obstructive HCM
patients receiving commercial mavacamten
and enrolled in the risk evaluation and
mitigation strategy (REMS) program

CAMZYOS® REMS
Patient Status Form

Healthcare Provider Information

All patients underwent recommended
echocardiograms following enrollment in
the REMS program, followed by electronic

submission of Patient Status Forms

Patients, %
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10+
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LVOT Gradients

Treatment With Mavacamten for 6 Months:

29.7
» 220 and <30 mmHg
55.6
41.4
3 6

Time Post-Treatment Initiation, mo

Desai M et al. Circ Heart Fail. 2025;18:¢012441



Mavacamten REMS Program:

Pts treated with mavacamten for 21 year who experienced a decrease in LVEF <50%,

HF requiring hospitalization or both

90 - N = 1,929 Patients
4.0%
80 - 78
70 -
(%]
£ 60 -
Q
e
<
250 -
(@]
g
40 -
g 1.5%
< 29
30 -
21 22
20 - 17 18
12
0.2%
10 5 5/ 4
1 1 1 1
0 |
0-3 3-6 6-9 9-12 Total 0-3 3-6 6-9 9-12 Total 0-3 3-6 6-9 9-12 Total
Months Months Months
LVEF < 50% HFH LVEF < 50% + HFH

Desai M et al. Circ Heart Fail. 2025,18:e012441



Resting LVOT gradient (mm Hg)

Valsalva LVOT gradient (mm Hg)

Mavcamnten in real-world: Evidence From COLLIGO-HCM

120 —a4— Mavacamten monotherapy
—=®— Mavacamten with background therapy At month 9
100 —%— COLLIGO-HCM cohort
80 -
100 - 0.7 0.5

90 A
80 40.0 38.4 38.9
70
60

Proportion of patients (%)

50 A
0 3 6 9 40
Time (months) 30 -
120~ —A— Mavacamten monotherapy 20
—#&— Mavacamten with background therapy 10 -
100 —%— COLLIGO-HCM cohort
0 .
80- Mavacamten monotherapy Mavacamten with COLLIGO-HCM cohort
(n=75) background therapy (n=221)
60 (n=146)
""""""""""""""""" P<.0001 P<.0001 P<.0001
40
w0l o+ ~ M Improved by >1 class Remained the same M Worsened by 21 class
0 -

Time (months) Circ Genom Precis Med. 2026,19:e005502.



LVEF (%)

Mvacamnten in real-world: Evidence From COLLIGO-HCM

100 - —aA— Mavacamten monotherapy
—=— Mavacamten with background therapy
80 - —¥— COLLIGO-HCM cohort
.
60 - ‘% $ =
40 -
20
0 -
0 3 6 9

Time (months)

Two patients in the mavacamten monotherapy
subgroup and 1 patient in the mavacamten with
background therapy subgroup permanently
discontinued treatment (LVFE <50%)

Circ Genom Precis Med. 2026;19:¢005502.



MAPLE-HCM:
Phase 3 Trial of Aficamten vs Metoprolol in Patients With oHCM

* First head-to-head study of a CMI (aficamten) vs a 3 blocker (metoprolol) for 0 HCM

* Aim: evaluate the safety and efficacy of aficamten as 1L treatment or as monotherapy for cHCM

) Aficamten . Prima int: :
ry endpoint: change in
S0C washout + placebo for metoprolol pVO, assessed using CPET

Group 1: treatment-naive or from baseline to wk 24

currently untreated (no
medical therapy within 12 mo)

— NYHA functional class

Group 2: >12-mo history of — Patient-reported
oHCM treated with SOC health status
agents within past 12 mo — Biomarkers (NT-proBNP,

] » Secondary endpoints

Echocardiography and vital
signs to guide dose titration

N < 175 Metoprolpl hs-cTnl)
\_ / + placebo for aficamten - Remodeling (LAVI
and LVMI)
— Valsalva LVOT-G
24 weeks
of treatment

Garcia-Pavia P et al. N Engl | Med. 2025;393:949-960.



MAPLE-HCM: Aficamten Monotherapy Improves Peak Oxygen
Uptake vs Metoprolol Monotherapy

Peak Oxygen Uptake Change in Peak Oxygen Uptake
c 22 - 2 "
E i -
g 21 | =
- | Aficamten xE 1 [] .
r 52
< a3 .
© 20 - CE
s o - Least-squares
=) > 9 O === mean difference
c © vs metoprolol, 2.3
o 19 + - Metoprolol S =
S 53 P < .001
% 18 - L E ;. —
o
o o
c
S 17 -
= Baseline Week 24 Metoprolol Aficamten

Garcia-Pavia P et al. N Engl | Med. 2025;393:949-960.



MAPLE-HCM: Improvements in NYHA Class, NT-proBNP,
and LVOT Gradient With Aficamten vs Metoprolol

Patients, %

. . . LVOT Gradient After
NYHA Functional Class A rdin Week NT-proBNP Level Over Time .
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Garcia-Pavia P et al. N Engl | Med. 2025;393:949-960.



Effect of beta-blocker on the response to Mavacamten in patients with coHCM

Non-heart rate dependent

Subgroup analysis by beta-blocker use LVOT NYHA ClaSS
i . KCCQ-CSS
2 e & o gradients Q
z Randomized Double blind Phase 3 — ‘
b o) -~ \ Similar improvements
9 - ' V / VCO
5 FF‘: & e, / regardless of beta-blocker NT-proBNP
i acebo- weeks pe
controlled treatment N == use
" Y. o Greater improvements in
o : .
< ng 09 % mfni — A patients not treated with .
N P veament beta-blockers /~ Peak
peak VO, 1 = . exercise
. ; \ ~__ time
peak METs . peak HR

Heart rate dependent

Eur | Heart Fail. 2023;25:260-70.



Myosin inhibitors in oHCM...

2023 ESC
HCM Guidelines

v

!
,
.

-l

ISMI symptomatic or intolerant/contrai

to beto-blockers

Diltiazem
(Class 1)

Verapamil
(Class 1)

I Sol symptomatic

Dlsopyramlde Mavacamten
(Class 1) (Class lla)

I Sulf symptomatic

h — g N W(cms I15)
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"First line/class effect”?

2024 AHA/ACC
HCM Guidelines

If symptoms persist

Surgical
candidate?



Pediatric patients with oHCM

MAVACAMTEN AFICAMTEN

dol ts (12 to <18 f
adolescents (12 to <18 years of age) adolescents (12 to years of age)

Children (6 to <12 yo)

“ON GOING”



Mavacamten in Adolescents with Obstructive
Hypertrophic Cardiomyopathy

Joseph W. Rossano, M.D.,** Charles Canter, M.D.,? Cordula M. Wolf, M.D.,*
Andrew Papez, M.D.,* Marta Gambra, M.D.,* Randall M. Bryant, M.D.,’
Juan Alejos, M.D.,* Michael McCulloch, M.D.,?

Georgia Sarquella Brugada, M.D., Ph.D.,*® Matthew J. Bock, M.D.,"*
Aamir Jeewa, M.B., B.Ch.,"? F. Bennett Pearce, M.D.,”* Milind Y. Desai, M.D.,**
Nicholas Favatella, Pharm.D.,*s Atefeh Javidialsaadi, Ph.D.,** Van Phung, B.S.,*
Thomas Rano, Ph.D.,” Lin Zhu, Ph.D.,” Joshua L. Dyme, M.D.,*
and Seema Mital, M.D.,* for the SCOUT-HCM Investigators*

44 adolescent (12 to <18 years of age)
oHCM in NYHA class 1I-1II

Starting dose:
- 5 mg in pts with a body weight > 45 kg - - 2.5 mg
in pts with a body weight between 35Kg and 45 Kg

Valsalva LYOT Gradient over Time
160-
140- N
= 1204 | P < 0.001
I -+ . -
E
E
4
2
°
]
v
E
b
o || 1 1 | 1 |
0 4 8 11 16 23
weeks

New Eng Med ] 2026 (march)




Resting LVOT gradient (mm Hg)

Mavacamten in Adolescents with Obstructive
Hypertrophic Cardiomyopathy

Joseph W. Rossano, M.D.,** Charles Canter, M.D.,* Cordula M. Wolf, M.D.,*
Andrew Papez, M.D.,* Marta Gambra, M.D.,* Randall M. Bryant, M.D.;’
Juan Alejos, M.D.,* Michael McCulloch, M.D.,?

Georgia Sarquella Brugada, M.D., Ph.D.,*® Matthew J. Bock, M.D.,**
Aamir Jeewa, M.B., B.Ch.,"* F. Bennett Pearce, M.D.,” Milind Y. Desai, M.D.,**
Nicholas Favatella, Pharm.D.,** Atefeh Javidialsaadi, Ph.D.,** Van Phung, B.S.,*
Thomas Rano, Ph.D.,” Lin Zhu, Ph.D.,” Joshua L. Dyme, M.D.,*
and Seema Mital, M.D.,*? for the SCOUT-HCM Investigators*

Resting LVOT gradient

-o—Mavacamten —e=Placebo

LS mean difference (95% CI) at week 28:

Post-exercise LVOT gradient

LS mean difference (95% CI) at week 28:
-41.7 (-59.7, —23.7) mm Hg; P < 0.0001
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140 - £ 160
£
120 - E 140 -
100 A i - T S‘ 120 -
g —
801 652 689 |30 |61.7 |e48 |617 |669 5007
J e = = 80 -
60 %54.8 I S §
01 | a3t a0 I g & %07
1 ] . 1321 399 2 40 -
“ . J | 2] S
0 : : : : : : : o 20 1
0 4 8 11 16 23 28 Z o

Time (weeks)

50 mm Hg

30 mm Hg

Time (weeks)

New Eng Med ] 2026 (march)



mean (SD)
= 2 NN W W b
o O O o © o0 O o1 O

Maximal LV wall thickness (mm)

Mavacamten in Adolescents with Obstructive
Hypertrophic Cardiomyopathy

Joseph W. Rossano, M.D.,** Charles Canter, M.D.,* Cordula M. Wolf, M.D.,*
Andrew Papez, M.D.,* Marta Gambra, M.D.,* Randall M. Bryant, M.D.,]
Juan Alejos, M.D.,* Michael McCulloch, M.D.,?

Georgia Sarquella Brugada, M.D., Ph.D.,*® Matthew J. Bock, M.D.,**
Aamir Jeewa, M.B., B.Ch.,"? F. Bennett Pearce, M.D.,” Milind Y. Desai, M.D.,*
Nicholas Favatella, Pharm.D.,** Atefeh Javidialsaadi, Ph.D.,** Van Phung, B.S.,*
Thomas Rano, Ph.D.,” Lin Zhu, Ph.D.,” Joshua L. Dyme, M.D.,*
and Seema Mital, M.D.,*? for the SCOUT-HCM Investigators*

Maximal LV wall thickness

LS mean difference (95% CI) at week 28:
-1.8 (-3.4, —0.2) mm; P = 0.0269

a)
0
28.3 c 207
24.7 25.0 25.7 o 157
©
o)
N 10
(0]
&
o 97
Z
- - - 0
0 16 28

Time (weeks)

Average E/e’ ratio

LS mean difference (95% CI) at week 28:
-3.4 (-5.1, -1.6); P = 0.0002

13.5
12.7

8 11 16 23 28
Time (weeks)
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Safety

Patients with an event, n (%) Mavacamten (N = 23) Placebo (N = 21)

TEAEs 18 (78.3) 17 (81.0)
Treatment-related TEAEs 2 (8.7) 3 (14.3)

TESAEs 2 (8.7) 2(9.5)
Treatment-related TESAEs 1a (4.3) 0

TEAEs leading to drug interruption 10 (4.3) 1 (4.8)

* No TEAE-related treatment discontinuations or deaths occurred, and no patient
experienced an LVEF of < 50% or < 30%

« No cases of atrial fibrillation or symptomatic heart failure were reported

New Eng Med ] 2026 (march)



Mavacamten in Symptomatic Non obstructive HCM: ODYSSEY-HCM

590 pts HCM

Background HCM therapy:
- 77.2% Beta-blocker
- 11.8% Calcium-channel blocker

- 9% Disopyramide

A Change in Peak Oxygen Uptake

Mean Peak Oxygen Uptake (ml/kg/min)

Least-squares mean difference,

219 0.47 (95% Cl, -0.03 to 0.98)
20-| P=0.07
19
40+ 18
36 174
4/
327 0 T T | T |
28— 0 12 24 36 48
24
20 Mavacamten Y
e g
16— Placebo
12
8-
4_
0-
| T T | |
0 12 24 36 43

Weeks since Randomization

B Change in KCCQ-CSS

Least-squares mean difference,

759 2.7 (95% Cl1,-0.1 to 5.6)
65
60
100 55-,
o4
T T l | |
80 0 12 24 36 48
f
g 60 Place
o Mavacamten
c
S 40+
=
20
0+
| | | T T
0 12 24 36 48

Weeks since Randomization

N Engl | Med 2025,393:961-72.



Mavacamten in Symptomatic Nonobstructive HCM: ODYSSEY-HCM

C NT-proBNP Level D Change in NYHA Classification
Geometric mean ratio of 100-
mavacamten vs. placebo,
20009 041 (95% Cl, 0.36 to 0.47)
17004 T T
80 d |
1800- 1300- I Improved by =1 class
T - ' Remained in the same class
16004 T 900+ @ Worsened by 1 class
2 T .5 [ Worsened by 2 classes
% 1400- 5004 |1 E 60- M Missing
£ gf’ s
S 1200- 0 °
§ 1 1 1 1 1 @
1000- 0 12 24 36 48 8
> g 401 601
Z ol ¢ e 5 ' 57.8
o Placebo [ ’
&
E' 600-
14 Mavacamten _
5 400- < 20
2 20- i 10
45 0.4
0- 3y a5 T
T T T T T 0-
0 12 24 36 48 Placebo  Mavacamten

Weeks since Randomization

N Engl | Med 2025,393:961-72.



ODYSSEY-HCM : Safety

Study drug interruption or permanent treatment discontinuation occured in 42 (14.6%)
and 15 (5.2%) pts assigned to mavacamten and 15 (5.2%) and 8 (2.8%) to placebo,

respectively
LVEF<50% occured in 62 (21.5% ) pts assigned to mavacamten vs 5 (1.7%) to placebo,
while < 30% was observed in 7 (2.4%) pts in the mavacamten group and none in the

placebo group

During the placebo-vontrolled period, recovery of LVEF = 50% in all but 3 pts

N Engl | Med 2025,393:961-72.



Cytokinetics Announces Positive Topline Results from ACACIA-HCM,
the Pivotal Phase 3 Clinical Trial of Aficamten in Patients with Non-
Obstructive Hypertrophic Cardiomyopathy

Mav 5. 2026

Change from Baseline in KCCQ-CSS over Time

Change from Baseline to Week 36 - pVO,

Mean change from baseline in KCCO-CSS
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https://ir.cytokinetics.com/press-releases/press-release-details/2026/Cytokinetics-Announces-Positive-Topline-Results-from-ACACIA-HCM-the-
Pivotal-Phase-3-Clinical-Trial-of-Aficamten-in-Patients-with-Non-Obstructive-Hypertrophic-Cardiomyopathy/default.aspx
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Sarcomeric Modulators: EDG-7500

P

Targets when obstruction begins* Improves diastolic dysfunction*
EDG-7500 slows the rate of acto-myosin EDG-7500 speeds the rate of acto-
cross-bridge formation during myosin cross-bridge detachment to
isovolumic contraction, exactly where improve relaxation rate and ventricular
obstruction formation starts filling

*Beowd on predinical date with EDG-7500.

EDG-7500 parameters

Human T,

LVEF impact
CYP inhibition (ICg)
Dosing

Time to steady state

Substrate for transporters?

30 hours
Minimal

>30 uM (all isoforms)

Oral, once daily

3-4 days

No

r—
= Edgewise
TEPRARR AT



CIRRUS-HCM: Clinical Trial Design o CIRRUS

PRIMARY OBJECTIVE KEY INCLUSION CRITERIA TARGET ENROLLMENT KEY OUTCOME MEASURES
Safety & tolerability Male and female patients ~ Cardiovascular PD, LVEF,
in adults with HCM 218 years of age with HCM Biomarkers, PK
LVEF = 60%
PART A: Single Dose ~15 oHCM patients PART B: Multiple Dose ~30 oHCM patients PART D: Extended Dose (Patients from Parts B/C)

Screening Single dose EDG-7500 » Sy Once-daily dose EDG-7500 EOS »
Day ‘ e a PART C: Multiple Dose ~30 nHCM patients SRR B CHIce aallVIoSaiERC- 700 ES
SSSWYIPD  Once-daily dose EDG-7500 EOS »
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Valsalva LVOT-G

feee . s

Resting LVOT-G (mmHg)

CIRRUS-HCM Part B summary: multiple-dose 4-week study in CIRRUS
oHCM

Resting LVOT-G*

140+

120+

T T T T T
Baseline Wkl Wk2 Wka EOS
Study Visit

® 50mg(N=8) M 100mg (N=9)

Valsalva LVOT-G*

Study Visit

Very Large Improvements o
220 Poims

% Change from Baseline

-100

20

=20

-40

-60-

-80-

KCCQ-CSS (100mg)

NT-proBNP

p £0.05 at Wk4 vs Baseline

Large Impravements o

210-20 Points

-62%

HCM

e 89% at 100mg reached resting LVOT <30mmHg and
Valsalva LVOT <50mmHg

e 56% at 100mg achieved NT-proBNP <150 pg/mL

e 89% with clinical improvements in KCCQ-CSS
(100mg) after 4 weeks

e 43% at 50mg and 78% at 100mg achieved = 1 NYHA
Class improvement at week 4

Early diastolic mitral annular velocity (e')

1 I 1
Baseline Wk1 wk2
Study Visit

T
Wka

40+
+21%
&
@
& 207
§
&=
v
2
& 0
ofe
(=]
3
p = NS at Wk4 vs Baseline
T -20 T T T T T
EOS Baseline Wkl Wk2 Wka EOS
_ _ Study Visit
L SOmg (N‘S) [ | 100mg (N‘9) Baseline e’ mean =6+ 2 cm/s



CIRRUS-HCM Part C summary: multiple-dose 4-week study in CIRRUS
nHCM <4 +Hcm

KCCQ-0SS and KCCQ-CSS NT-proBNP
KCCQ-CSS (50mg and 100mg) P
50mg Dose Group (N=6) 50+
Very ,arb\“ Improvermnents of i l.xr;n‘lrr:vm\:rrtowl; of 100— A=16
220Points 210-20 Points - ,_:H §
7 i o
o 804 I £8 (5% ¢
3 59 -1 £
5w | ]
- 5
@ a0 = Wk2vs Basav:m: 30 mg p = NS; 100mg p <0.05
g - -100 Wkdvs sa:nwm: 30 m? p=0.03 1?7 mgp= NS -
Baseline Wkl Wk2 Wka EOS
) Small Impeovements of 20 Study Visit
Worsaned ~ 25-10 Points
< -5 Points
’ KCCQ-0SS KCCO-CSS ® S0mg(N=7) |l 100mg (N=5%)
. . . Baseline [l Week 4 I
¢ Rapid and robust reductions in 100me D _ Early diastolic mitral annular velocity (')
g Dose Group (N=2)
NT-proBNP 100 -
80— -
] - a=17 | 73
e Mean e’ changes in as early as o 1 5 ; ]
one week following dosing § &
E 60— S 20+
- o= - E s
e 88% with clinical improvements 2 ol ¥ o i
. =4
in KCCQ-CSS after 4 weeks g 2 2
(50mg/1 Oomg Combined) 20 a0 wk2/wks :sMsalxno:;::O,&Sutbolm doses 1 I
Baseline Wkl Wwk2 Wka EOS
o Study Visit Baseline ¢ mean =7 2 cm/s
KCCQ-0SsS KCCQLss
Mean £ SEM * Two participants at week 4 oo .
EOS, end of study; KCCQ, Kansas City Cardiomyopathy Questionnaire; KCCQ-CSS, KCCQ-Clinical Summary Score; KCCQ-0SS, KCCQ-Overall Summary Score; NT-proBNP, N-terminal pro-B-type o—:—- Edgemse

natriuretic peptide; NYHA, New York Heart Association nHCM, nonobstructive hypertrophic cardiomyopathy.
Preliminary data as of May 2025



Safety and Efficacy of Metabolic
Modulation With Ninerafaxstat
in Patients With Nonobstructive
Hypertrophic Cardiomyopathy

Metabolic Shift Toward Glucose Oxidation

R S R
Glycolysis
Lactate + H*=—{)— Py'ruvate
PDH acyl-CoA _
o —— Ninerafaxstat
iy Acetyl CoA-—@-oxidation () | [CSRNIFPRITIFISYY:
Oxidation

Fatty Acids

Mitochondria

Fatty Acid Oxidation

ATP yield per unit
of oxygen consumed

Glucose <4 <4 -
Palmitate <4 -

'

Energy generation and
myocardial efficiency

1 Diastolic function
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A Trial to Evaluate the Efficacy and Safety of Ninerafaxstat in Patients With Symptomatic Non-
obstructive Hypertrophic Cardiomyopathy (FORTITUDE-HCM)

ClinicalTrials.gov ID @ NCT07023614

Sponsor @ Imbria Pharmaceuticals, Inc.



Expression patterns of SGLT2 and 5¢

» Brain .

» Kidneys

Small
Intestine

Sotagliflozin: Dual SGLT Inhibitor

 m——p

tubule (S,)

tubule (S,)

Proximal straigh
tubule (S,)

Proximal convoluted
Proximal convoluted]

—ED

Sodium-glucose Cotransporter-1 (SGLT1)
and Sodium-glucose Cotransporter-2 (SGLT2)

SGLT2 is expressed in the renal
proximal tubule
« Co-transport Na+ and Glucose (1:1)
 High capacity / Low Affinity
» Reuptake of 90-97% glucose

in the kidney

SGLT1 is expressed in the kidney,

intestine, heart, and vascular
endothelium

+ Co-transport Na+ and Glucose (2:1)

+ Low capacity / High Affinity

+ Primary transporter for absorption
of glucose in the Gl tract



SONATA-HCM ¢

———
A Randomized, Double-Blind, Placebo-Controlled, Parallel-Group, Multicenter Study to Evaluate the Efficacy and Safety of
SOtaglifloziN in Patients with SymptomATic obstructive And non-obstructive Hypertrophic CardioMyopathy

» Adults with HCM (o/n)

« LVOT gradient per HCM type: Sotagliflozin 400 mg* (N = 250) Primary endpoint:
. oHCM >30 H = Change from baseline
e E A A=t 1:1 in KCCQ Clinical
» NHCM <30 mm Hg at rest Placebo* (N = 250) Summa_?éosrcjle (G5)
AND with Valsalva
« KCCQ CSS <85 oo, 26-week Double-blind treatment period Ko
* NYHA Class Il or Il Vvivave Vs e v
« LVEF >50% ‘ & o ooa

*For patients not tolerating treatment, sotagliflozin or matching placebo down-titrated to 200 mg starting at Week 4.

130 sites in 20 countries (N = 500),
with 100 sites outside US (n = 375)

O = obstructive; NO = non-obstructive; LVOT = left ventricular outflow tract; NYHA = New York Heart Association; KCCQ = Kansas City

Cardiomyopathy Questionnaire; R = randomization o _
ClinicalTrials.gov: NCT06481891



Primary objective Key inclusion criteria Target enroliment Key outcome measures

Safety and tolerability Male and female participants — « Cardiovascular PD
in adults with HCM =18 years of age with HCM — « LVEF
LVEF 260% * Biomarkers
« PK
Part A: Single Dose Part B: Multiple Dose Part D: Extended Dose
Participants with oHCM Participants with oHCM New participants plus from Parts B/C

Single dose
EDG-7500

Screening

EOS *

Once-daily
Screening dose
EDG-7500

Part C: Multiple Dose
Participants with nHCM

Long-term

Day extension

Once-daily dose EDG-7500
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Improved KCCQ-CSS
in patient with abnormal
values at baseline

Improved ventilatory
efficiency

RESULTS A total of 67 patients with nHCM were enrolled at 12 centers (57 + 11.8 years of age; 55% women). Serious
adverse events occurred in 11.8% (n = 4 of 34) in the ninerafaxstat group and 6.1% (n = 2 of 33) of patients in the
placebo group. From baseline to 12 weeks, ninerafaxstat was associated with significantly better Vg/Vco, (ventilatory
efficiency) slope compared with placebo with a least-squares (LS) mean difference between the groups of —2.1

(95% Cl: —3.6 to —0.6; P = 0.006), with no significant difference in peak VO, (P = 0.90). The Kansas City Cardiomy-
opathy Questionnaire Clinical Summary Score was directionally, though not significantly, improved with ninerafaxstat vs
placebo (LS mean 3.2; 95% Cl: —2.9 to 9.2; P = 0.30); however, it was statistically significant when analyzed post hoc in
the 35 patients with baseline Kansas City Cardiomyopathy Questionnaire Clinical Summary Score =80 (LS mean 9.4;
95% Cl: 0.3-18.5; P = 0.04).




Mavacamten

N Engl | Med 2024,;390:1849-61.

Mavacamtengroup  Placebo group Difference* (95% Cl), p value
(n=123) (n=128)
Primary endpoint?
Either 21.5 mL/kg per min increase in pVO, with 21 NYHA class 45 (37%) 22 (17%) 19-4 (8.7 to 30-1; p=0-0005)
improvement or 23-0 mL/kg per min increase in pVO, with no worsening
of NYHA class
21.5 mL/kg per min increase in pVO, with 21 NYHA class improvement 41 (33%) 18 (14%) 19-3(9-0t029:6)
23-0 mL/kg per min increase in pVO, with no worsening of NYHA class 29 (24%) 14 (11%) 12:6 (3-4t0 21.9)
Both =3-0 mL/kg per min increase in pVO, and 21 NYHA class 25 (20%) 10 (8%) 12.5(4-0t0 21.0)

improvement

Aficamten

Peak Oxygen Uptake
22+

N
—
1

Aficamten

N
?

s
|
-

Placebo

Mean Peak Oxygen Uptake
(ml/kg/min)

ot
oo
|

T 1
0 24

Weeks since Randomization

Change in Peak Resting Left Ventricular Outflow Tract Gradients

Change in Peak Left Ventricular Outflow Tract Gradients after
Valsalva Maneuver

A Mean (95% CI) resting . 100+ Washout 100 Washout
LVOT gradient —— Mavacamten —— Placebo Mean (95% Cl) Valsalva : 3 00
80 LVOT gradient
100 b EP 3804
o 60 O% OF 704
I = E S E
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ety EN 777-4 02468 12 16 20 20 2 02468 12 16 20 24 18
100+ ; ‘ 216 e : 216 6547 6653 6435 5882 618.4 6264 6173 637-8 6459 Weeks since Randomization . Weeks since Randomization
90 Patients with Improvement of at Least One NYHA Functional Class Change in KCCQ-CSS
801 - 562+ 100- I Aficamten M Placebo 100- Washout
70 E 615 90
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Mavacamten (n=123) Placebo (n=128)

Weeks since Randomization Weeks since Randomization



Small-Molecule Cardiac Myosin Inhibitors Targeting HCM

Mavacamten Aficamten

Actin Tropomyosin

Myosin heavy
chain-f

Non-IHM

state IHM state ATP ATP Myosin light

chain

e

Myosin rod * Distinctive binding site
Selective, reversible allosteric inhibitor of B-cardiac myosin ATPase, * Slows phosphate release from myosin

binding to a specific pocket within the myosin motor domain to - Stabilizes weak actin-binding myosin conformation

e Shorter half-life

reduce the rate of ATP hydrolysis and subsequent energy release

available for actin-myosin cross-bridge formation.
* Reach steady state in 2 weeks

* No substantial cytochrome P450 induction or inhibition
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Valsalva LVOT gradient (mm Hg)

Mavacamten Aficacamten

LVEF (%)

Mean (SD) Valsa|va LVOT gl’adient Valsalva LVOT Gradient
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— Central-read LVOT — Site-read LVOT i
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Waalke
BL4 81216 2 36 48 ”60 72 84 96 108 120 NYHA Clans
Visit (week)

Mean (SD) LVEF

Long-term effect
of Cardiac M1
I T 1 I 1 1 1 In OHCM

"% & 2 = - - - - - < 60 72 84 96 108 120 132 144 156 168
Weeks

mmm NYHA Class |
mmm NYHA Class |l
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Patients (%)

s &
e @

-

NT-proBNP concentration (ng/L)

o
1

Left Ventricular Ejection Fraction

BL4 81216 24 36 48 60 72 84 9 108 120 s
Visit (week) a
. £
Median (IQR) NT-proBNP g
T — EXPLORER-LTE 2
g
LA L) J 1 T L) L) 1 1 1] 1) L] 1 L) L]
0246 12 24 36 48 60 72 84 96 108 120 132 144 156 168
4 Weeks
1 * No treatment interruptions due to LVEF <50%
I I I I [ I T * 2.9 LVEF <50% events per 100 patient-years
—r 1 T 1 1 Eur Heart | 2024; 45: 5071-5083 - No LVEF <40%
=T 11 y ¥ Y ¥ ¥ T 3 T ) * Low incidence of new-onset atrial fibrillation
BL4 812 24 36 48 60 72 84 96 108 120 e

Visit (week) Eur Heart | 2026; 00:1-12



Beta-Blockers
Verapamil
Disopyramide
DDD-Pacing

Myectomy

Alcohol Septal Ablation

Myosin Inhibitors



