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p-Value vs Placebo - 0.0002 | 0.0006 | <0.0001| 0.0004
FIG. 7

SUBSTITUTE SHEET (RULE 26)




WO 2023/288324 PCT/US2022/073808

8/32

Valsalva LVOT-G

—o0— Combined Placebo

--0--- (CK-274: Cohort 1
100 - --a--- (CK-274: Cohort 2
80_ \
Ny % Jf 4%
2 60-
e AN %n‘"—"" -
£ 40+ \§ _____ i "'"-~é—---------------.-—--%
20
Mean + SEM
O | | | | | |
0 2 4 6 8 10
Weeks
Mean + SEM Valsalva LVOT-G (mmHg)
Baseline |[Week 2|Week 4| Week 6 |Week 10
Placebo (n=13) 84.6 713 | 71.3 734 76
Cohort 1 (n=14)| 74.4 51.3 | 461 37.1 38.1
p-Value vs Placebo - 0.097 | 0.038 | 0.0003 | 0.001
Cohort 2 (n=14)| 82.3 323 | 315 30.3 29.8
p-Value vs Placebo - 0.0005( 0.0005 [ <0.0001<0.0001
FIG. 8

SUBSTITUTE SHEET (RULE 26)




WO 2023/288324 PCT/US2022/073808
9/32

LAV Timecourse Pooled

40

—ao Fooled Placeho
--o-- Pooled Aficamten

0=0.004

F R A B

Weeks

LAVI Baseling to week 10

6 Pooled Placebo
&g 4 - T Pooled Aficamten
3 5. * p=0.004
[3]
§ 4
S5 -
1«
4 i
8 S
8 15
(AW o
. L2
- <
L 3
S D
o =
3.
FIG. 8

SUBSTITUTE SHEET (RULE 26)



WO 2023/288324 PCT/US2022/073808
10/32

Lateral E/e’ Baseline to week 10

7 vZ4 Pooled Placebo
5] T Pooled Aficamien
@ *p=0.006
& 0
o
{3
..2 ML .
-4 ]
2 5
& =
AN %3
N ©
<3 <€
£ 3
& &
£ 8
Q.
FIG. 10

SUBSTITUTE SHEET (RULE 26)



WO 2023/288324 PCT/US2022/073808

11/32

Mitral Valve Characteristics Baseline to Week 10

1.0
}L\M-R\ - -V~ - Pooled Aficamten
SAM T T—-—_
084 "~ Tm——___
S VMR
5 06 S
= ~.
4 \\\
o W Eccentric MR S~
oo O 4 1 - ~ RN
S~ V SAM
02 T~
~~~¥ Eccentric MR
OO ! ! ! ! | ! ! ! ! | ! ! ! ! |
0 5 10 15
Week
Mitral Valve Characteristics Baseline to Week 10
1.0 —O— Placebo: Pooled
SAM MR
0.84 MR
SAM
S 06-
b=
(@]
=)
a 0.4+
Eccentric MR
0_2E Eccentric MR
O-O | T T T U I T T T T I
0 5 10 15
Week
FIG. 11

SUBSTITUTE SHEET (RULE 26)



WO 2023/288324 PCT/US2022/073808
12/32

Resting LVOT-G
—o— (Combined Placebo

---o---  Aficamten: Cohort 1
----- Aficamten: Cohort 2

----v----  Aficamten: Cohort 3

Valsalva LVOT-G
Combined Placebo

- Aficamten: Cohort 1
- Aficamten: Cohort 2
Aficamten; Cohort 3

SUBSTITUTE SHEET (RULE 26)



WO 2023/288324 PCT/US2022/073808
13/32

LVEF
—o— (Combined Placebo

---0---  Aficamten: Cohort 1
---- Aficamten: Cohort 2
--—-v----  Aficamten: Cohort 3

40 | | T T T !
0 2 4 6 8 10 12
Weeks
FIG. 14
100 - [JNo NYHAFC
308%] [429%] [643%] Ve4.6%) Improvement
E2Z24>1 NYHAFC
80 4 Improvement
— 60
8
2
=S 40
20
00 69.2% 57.1% 35.7% 15.4%

| | | |
Placebo Aficamten Aficamten Aficamten
Cohort1  Cohort2 Cohort 3

FIG. 15

SUBSTITUTE SHEET (RULE 26)



WO 2023/288324 PCT/US2022/073808
14/32

Change from Baseline to Week 10 in mean NT-proBNF
0 prm——

] | | |
Combined Aficamien; Aficamtan: Aficamten;
Placebo Cohort 1 Cohort 2 Cohort 3

FIG. 16

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/073808

WO 2023/288324

15/32

B
0E < 9-LOAT

IAIIE
. jousem : uewesy |
) )
¢l 0l g g ¢ 0
| | | } | O
\\\\\\Wr 2% ffrz,,xf.w: tttttttt . .M./..,, — {17

.,
moeaeo\W\Moe&noaeoe;ogaaoanoeaceaeosacnaeeunoasoesaoaac R RN R ] A LA AR AR
P »

(pL=U) 7 HOYOD) UBILIEDY -
(1=U) | HOUCD USIUBOYY -t -
(¢1=U} dnoiD) 0geoeld PeI0od —Oo—

- (8

(Bpjui) Jusipeisy 1OAT 1S9y

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/073808

WO 2023/288324

16/32

B
06 <9 LOAT

8l Ol
. woysem + o jueugess |
SHBBM,
2l Ol 8 9 14 Z 0
| | | i ] } | @
&
wr ax -0 =
E23 T3
AT e o % =
\\\\ % ....c.r.ri:....! /// EQ.W e
::e:\w\wn:emv::f::a:::::::ww:::::: 5 e ae T e e ze:.v.“::::: mw
% ;/;1“/.; 09 ms
I )\ ~ 3
L I 0 F
. =
1000°0>d 4 =
(pl=U) Z HOYOD UBIUBORY —-- 10°0>0 . oo &
{pL=U} | HOUOD UsBIYY - 13- SO0>d

(01 =) dnoicy 0gaoeid pejod —o—

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/073808

WO 2023/288324

17/32

pioysaly],
HOaNpaY
580(]

6L 'Sl
L nousep Emgwmﬁ
s v v e v mr 2 s e % o 2 o ¢ ¢ e e P e 0 2 s e 4 7 e S+ 2 2 A 2 v e v 2 8 8 2 2 2 s 2 2 e 2 . 2 1 2 . 2 0 2 8 P 2 e 8 i e e o v o
SIS

Al 0l g 9 i Z 0
| | | } } } | in
n&ww&0a»ou@w&wﬁso@&0w*&@bno@»bv»a&%snw»&w»&oesnvwaoason&0@»&0%&&0»&@wsowsoQ»&OQSOBsoimm

Go'oad
- 09
% #

(9=} Z HOUOD UBlLBIYY -
(p1=U) | HOYOD UBILBOY - TF -
(£1,=U) dNoiS) 008984 P8I0 —O—

(%) 43A7

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/073808

WO 2023/288324

18/32

0Z Ol

Z HoyoD | HOyoD dnoigy
USRIy UBILUBOLY 00B0B|d PBI00
] } |
(}=U) %/ . {g=u) (01=4)
.m\g‘wm Yldd
asuodsey oieuApoWSH ONDTA
(B
06 = Wwsipeib 1OAT eAjESEA - 0Y
pue BHww o¢ > weipeib
1O/ Bunsey) ssucdsay
DRUBUADOIIBH BILEH <Y
(B - 09
0G > Jusipelb [ OAT eAjes|eA
pue B gf > wsipeiB
LOAT Buisey) esucdsay - 08
siweuApoWaH 8eidwod 7 (z=4) %S}
(g} =u) {1 Wu& SN
%E6 %8B (1=U) %8

- 001

[B10L %

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/073808

WO 2023/288324

19/32

80 0=t 10090814 "$A 7 HOYOD
L0<d 100208 "SA | HOYOD

580
YHAN Ul Juswsaoidu] ON <Y

Ewgm\aﬁ&m SSEIOYHAN L2577

YARY L
Z Hoyoo L HoYoD dnoigy
USILEBONY UBILUEOUY 0080El DBI0O
] | |
(6=u) (B=U) \ (B=U)
%9 m o JONN a\amm
—~ OF
- 09
— (%
mmncv m@uﬁ w =)
%79 %y L€ o0l

[B10L %

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/073808

WO 2023/288324

20/32

AL
{p) =) Z LUOYOD {p1=u} | Hoyog {c]=u) dnoio

LSIWEOYY LoD 0088l PBI00
_ w 0001 &
0080E|d P8I0 =

# SNSISA USIUBOYY A

S pej00d 10} £00°0 = d, O
- 008 2

G

LAY

2

- 000

L4+

5

=

&

- 00y =

=S

o

=

- 002 &

o

3

)

L =4

™ -1 0 imﬂ

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/073808

WO 2023/288324

21/32

YARIE

(| =U} 2 HOYOD {p1=u} | Hoyog
UBIUEYY LBIBDIY
| ]

{e1=u) dnoiny
0Qa08Id D800

sU

QG808 Pejod SNSIvA
USILLBOLY PBI004 101 2L 0 = d

00

- G0

- 0L

-6

G0

(1/Bu} jupo-sy
01 Yaap 0} suijaseg uesy 819

SUBSTITUTE SHEET (RULE 26)



22222222222222222222222222222

FIG. 24

Haseline

N T N S
™. It - T { A
« AT A NI A v v
\ Yy S ; { ¢
{ 3 AN\ g AN K oyt
3 i &R H
A\ W PR N ;
N el
> e
% | i aubir bt i it el ot}
Q i P N
.’f‘.“ 5
< \ i s
& i

N N L

|

FTT LT
NYHAI
LA LA L

7
 NYHALI
N

SUBSTITUTE SHEET (RULE 26)



WO 2023/288324 PCT/US2022/073808
23/32

&3O e
[ T € B € 5
(70 B 7> B /)
m8owow
L L L
<L <L <f
O SO S W
e
P
HENEN
o
= = 3
B @
=
L3
©§
oy
g:z_;u,,
<r ot o 5
&
=
@
£
~— = @
T o
48]
&3
L] K <3 (K@ < w2 Lo
[ap) N (e < -
SJUBNE JO JBQWINN

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/073808

WO 2023/288324

24/32

9¢ Oid

e ou; Buunp s Aug 18 nooo ued

pue JojeBnseaul sy Aq pafieuel S $pBa) 8YIS U0 PESEY UoNENT 350D papinb-yad e

07 BUE p11'gh PR le SIn00) &
OVZ PUB 761 'vhl 96 '8y SyRBp e sina) O
0UOT pRIBOUN O

LY < Wi | aouguosay oneuliepy ceipien
|V 8] 7] Buuouop seplen Aojenguly
LV Y v O O O W 7] weboipiesoynd
L | Buisoq v/z-H0
104 MZID A 9 WM M At U8aIv5

ﬂ M m ﬂ m H ﬂ SYSIA APNIS

=3 =’ & uejuee

= e 308 + UBILLEDIY e = 4 2 Bunefisanul ey

=4 & = g |0 uousdwo?)

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/073808

25/32

0t

LE Ol
L

LY

1

449

M

14

WO 2023/288324

%0Y > 43ATH Uondnisile
%06 > JIATH UOHEIIFUMO( e
BLUWW 06 2 D-LOAT BARS[BA
OHWW 0F 2 ©-LOAT Bunsey.
Buimoijol sy Jo suo isea| e snid 9408 = 4347 § uonea-dne

BUSILO UOREAN 850D pepinb-ouse PRaLala,

SUBSTITUTE SHEET (RULE 26)



WO 2023/288324 PCT/US2022/073808
26/32

Resting LVOT Gradient
80 -
2
E 60_
E
Q
o 40
=
(o)) 30_
=
2 20-
o’
** P <0.0001
*P=0.0003
O | | | | [ |
0 2 4 0 12 24
Weeks
N 38 38 37 37 30 19

Data Presented as Mean + 95% Confidence Interval
Echocardiographic Data from Site Reads

FIG. 28

SUBSTITUTE SHEET (RULE 26)



WO 2023/288324 PCT/US2022/073808
27/32

Valsalva LVOT Gradient
_ -51 Hq f
100 -43 mmHg from ] é”a@d%erom
Baseline

Qo
(@)
|

Valsalva LVOT-G (mmHg)
85 3 3
| | |

20 -
**P < 0.0001
*P=0.001
O | | | | | |
0 2 4 6 12 24
Weeks
N 38 38 37 37 30 19

Data Presented as Mean + 95% Confidence Interval
Echocardiographic Data from Site Reads

FIG. 29

SUBSTITUTE SHEET (RULE 26)



WO 2023/288324 PCT/US2022/073808
28/32

Left Ventricular Ejection Fraction

80 -
m,
> 60+
60 e PS00S
| | | | | |
0 2 4 6 12 24
Weeks
N 38 38 37 37 30 19

Data Presented as Mean + 95% Confidence Interval
Echocardiographic Data from Site Reads

FIG. 30

SUBSTITUTE SHEET (RULE 26)



WO 2023/288324 PCT/US2022/073808
29/32

10 o oo i

NYHA Class |
2 NYHA Class i
N NYHA Class 1l

%)

Nxnaor

Patients

1 p<0.0001 for = 1 NYHA
4 Class Improvement

Baseline  Week12  Week 24
N=38  N=20  N=18

FIG. 31

7% SRE%Y
{

100

80 -
improvement by 1 Class

N No Change

Patients (%)

Week 1 Week 2
N =29 N=18

FIG. 32

SUBSTITUTE SHEET (RULE 26)



WO 2023/288324

omaman

NT-proBNP Geometric Mean (pg/mL

1000

800

600 -

400

200 -

30/32

NT-proBNP

*%

PCT/US2022/073808

70%
Reduction

<o

Haseline

|
Weel 12
N =38 N=28

< 0.0001 for Proportional Change from Baseline

hs-cTnl Geometric Mean (ng/L)

25

20 -

15

10

Cardiac Troponin |

FIG. 33

*

20%
Reduction

E
Baseline
N =235 N=25

et
Week 12

*p = 0.002 for Proportional Change from Baseline

FIG. 34

SUBSTITUTE SHEET (RULE 26)



WO 2023/288324 PCT/US2022/073808
31/32

% % % " T *.*
8 IES SRS SIS £ SR S B
7 I I g lkp L
S 1IN
@ 504 7
%
LAY TN O N 8
& & F Y
F &g ¢ ¢
Baseline (n=40) p:gg?
Y Week 12(n=33) .:.* E<0001
21 Week24 (n=25)  + p<0.0001
FIG. 35
— Worsened
(<-5 points)
100 - & & i 7 Unchanged
= A A0 E(-5t0<gpoints)
z 80 < .< —yy SMall Improvement
£ § 'ﬁ ; ﬁ % % (5 to <10 points)
s §> ;_ ) 1A & ; Moderate to Large
& 40+ %, 4 <3 b b %, § v |mprovement
s A U K SIZ1B SIS 4 > Z (1010 < 20 points)
S 20 K 1K 101 154 B 1< P bl B be A [
= O R Y B Y Y ) B B R Large to Very Large
e e e s e s e
O O @ @ @@ @@ @ -
FEPEFECPEPEFEEEE

Data presented as mean + SD. P-values from paired t-test comparing post-treatment and baseline.
Abbreviations: OSS = overall summary score, GSS = clinical summary score, TSS = total symptom
score, PLS = physical limitation score, SLS = social limitation score, QoL = quality of life
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