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o ok Mgl A=WES Az Adol e oAt BE ol Fojsjo} gk
o] ofo] B TAY dAA AE ZE v Wi AxS3 HUE VIR R
N8 stE ofof gt

bR o2 o] ofe WERTA T g vgiozyed Z¢ Ad A
gaie) Fold & glon}, oleld FBES WETOGE BA EE OE 84
< (negative inotropic) Zt&-°] A= GEH HEFAE AFEHA =

o] AF A A}

P 7hsAel e A dAl 2 ARSI AR AR oA RS FRlsof dh
o] ko] Fof AlF H, AxFHE I FH4A =E(left ventricular ejection

fraction, LVEF)S #7}8t} LVEF < 55%¢1 &xlol M= o] of FoE A)%e}x

4 HAAg vgAd AW S (obstructive  hypertrophic  cardiomyopathy,
oHCM) 3zte] FA}, HxS3 H7ME o839 LVEF % @Aul ¥H(Valsalva
maneuver)ol] 93t FHA4A FZEFZ(left ventricular outflow tract, LVOT) 7]&7]

(gradient) & F7|H o2 FUH Y= o] T3

AdstE §7 Sgo] £2al, A 1250l BrhEojop B,



of e B3 P BAZ 4A BEITh A& DAY, REAU EE FAA

)% F& WES Tol A% F 87 9 D70 APy, Bad A9 £ 24
2%

AlaF=* A5+ Al125*

s} o) 9@

apaih LVOT Gradient 1. WVEF7}250%%1 47 2.5mg &
;;:F} ] ; oo Al7NSkaL, a5 5 A%k e 9
¥ vor — Fia}aL A eTHE A8
- T * »
Gradient <2l mmhg A1259] 2. WEF7}<50% 7} o}yl A9, 1
e A # 20] e} R A T
—+ <20mmHg [ 1§1 ﬁgga A EFE A
= 33 .
Smg12 18], ™ 220mmHg
LVEF7}
255%91 - 123-15':% -
7ol S ( 2
Al A
1= ™ <20 mmHg
g 2% 2 3a1,
Smg1¥ ]
» 220 mmHg -+ 1§3_§_ a3
Smgl1Y
-+  220mmHg  — 13 7
*Ul 91 Al WVEFZF <50%S1 7§ A1 8 8 FEehal Wer7h250%7 H 945 F A8 8 A o L3 #hal

A5 FAFEA A& $ 12F5H)

xte] HEEtE o] o) 1Y §FL 25,5 10 £ 15 mgolth

oo
B

Fo A2 125 o]F o= AxS9E F3 LVEF ¥ LVOT gradient H718 2%



ghel o] ofol tha BAe] W 1FUY A% UHPcl B,

o\

/gmé gq]/\uzﬂ u]q]/kg Al L S
gradient > 30 mmHg¢! -9, LVEF > 55%¢% $A50A dAHde= §&

TEHS LHT F A=

o
-t

a9y 2. Fo fA

A}

Al125= +12 v}r}

- LVEF < 50% > ABE IS Y33

atak glef o] vot
gradient 2} 317 31 0] LVEF 7}
r 50%-55%°] 7| .} 3 e ;
A 8- =1 : — TR RS 475, 127 F 5 Ak
7?!.*‘” £ |l WEF7} »55%0] i1 4l Ahu} ‘i’]“ﬂ S Ll ’% o A 8l3 F 553 h=s
o] &k voT gradlent;'}

<30mmHg4! 75

1. 4-2F & thA (mg) 57} : 2.5->5, 5->10, 10->15
LVEF7} 255%©] 31 4k} o]

2. WVEF7} <50% 7} obd &, 45 F Q) 4 delof A 28 E A8
T SImuGpnceing " o, g et B %‘Eﬁﬂ-%%&% FA.
230mmHg %! 45
3.537 4 AAL 28§ 5207 127 38 ol 8 &,

LVEF < 50% ©|H, o= TEHoF st} Fof T o]F JARE AlFdA
EUHHSA XNEE AN = de=A AAs)oF (2™ 3).

138 3. LVEF < 50%2 <13 &

o ol F

o

¢ A WVEF7}<50%3] A A 2E 5

LARE T, 1 @A R S me)el M AR AA
i |~ [
2 LVEF7} 2 50%7F & w7}-2] | 5-52.5, 10-35, 15->10
45vic) Axen g EE P LVEF 250% [ . —
S me g, L] + 2.5mg &7l A s slckd,
2.5mgoll A A A,
LVEF < 50%
2. LVEF/HSO%V} obd g, 4% F <l
2.5mg 1% Fof A ook A =& ok E Aeleha, e
£al '=o_1 i .8
L 23] o] A LVEF7T <50% 2] A SR
ARE 9T
3. 342895

(T

4 He
2 |2

A%, b5 @ W Folsiop s, theo] A

ofo
of
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o
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oAt Azl Fofsfol ot 22 F 23] &S Fo

=25 ~ 783 CYP2C19 As|A = 73 CYP3A4 A3 A)

o o FEE ~ FHI CYP2CL9 AhA E= FHIF CYP3A4 Aol &
= < 54 AEZF(cytochrome) P450 A&l A 9} H 8-F oA
=71 715 A= A3 AFAY AAGe] SUHE & ATh

°F3l CYP2C19 = 55 CYP3A4 A3 A

oFgk CYP2C19 & T5% CYP3A4 A3AS tgF oz T3l JE FAfoA
o] oo #A A& §FE 5 mgolrh.

k3t CYP2C19 v FT5% CYP3A4 A3|A| FAE A|ZFsE Ao A] o] ok 3

GA st FAgok(el: 15 — 10 mg, 10 — 5 mg, == 5 — 2.5 mg). A A
Fol A& 45 A A dE 2 AxS3 BrbE dask, AsAl Fo

A % A o) okl B B ot

o] o 25mge FYHOT Tolste BAelA U He §YOE AYT & Yo
2, 3 CYP2C19 ¥ 5% CYP3A4 A A o AZe w3

AR FING

A=)
El

o

=

AZE 2 AR

NLE7], AL(1~30C)RH, AZLZRE 24701 €

A3 AGAZ(AZE = A): Bristol-Myers Squibb Pharma EEIG, Plaza 254,
Blanchardstown Corporate Park 2, Dublin 15, D15 T867, Ireland

A F-F 7 9 EHA| (A ZA}): Patheon Inc., 2100 Syntex Court, Mississauga, Ontario
L5N 7K9, Canada (A9 <& A =x)

A 53 &A= (A ZA): AndersonBrecon Inc., 4545 Assembly Drive, Rockford,
IL 61109, USA ((Z7)
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= “ =57} 7IEEAEPH | oHAA-fEA | AIREEZZAAY | 9BgESE
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o AAA= wimpgrRIY] Alel FA4AE #HAAY BtAd A2 S (0HCM, obstructive
hypertrophic cardiomyopathy)oll thsle] 3 FLJFE F&371E A AH3IG

° a]olﬂ—/\]?‘ﬂx}e : o]:g]z]—ﬁ_oﬂ 3l x}g_ =i
67hd 2 Hl=d Ild WHEFASAHAY,

s 55 AE3A=

[F2] 28 ]

— vl e dEE, d22EY, 9 AR el Al AsiAlz, e Adse = dH
(on actin)ell Eo& & U= vio] Al sl 5 Ao ] AP (F57]) # IR (o)¢t
71) Al wzk A ﬁé/‘é 7Vede AR, I vhupel 2 A vho] 4l o dl|AE
shAIRE, AASE g e Wi oldhE AHE AEAF. WY AoSRSS A=3
Wk At FA B owg ojghd AEie mloledl A Aoyt SR YEHUH, o=
H=g 75, olgh Aell, AL YA oM B AT 2EHEE S F . B
4 ATHS FAA vl S §3 violed Adle AT #Ed FRs 43

F erm, AT olgh, T LVOT #AHE F2A7 ki

al =
NT—proBNP e 47 AARAA B 5 71 (AW 4 4HZF(pVo2)ez H7h)
< 7HAaAA

(S ]
— vhilgde] 24 AE 2 Aol st 2474 Ao 64 L 9RR FhEAEd, 78
SHoR 5% U5 ga LAY P 4E2ev 2n, AvRen A% AP L 55
7 2 4% el g 3 ot 4% FF F/HIAS)Fol tehgon, ol
A= [e) Z

H
W dASAE. 2 9 RAECM A F3Ad R el

7rel A8
Aol QTe Aol UeEtsS. A=} Aol AN F54-8F(NOAEL) A 9] €4 ==(AUC)
& 74z A Hd g BFEF(MRHD) ) B8] oF 0.1, 0.3¥1 9

— A=A AP (Ames test), AbE HEZFE o] &35 A9 AMA o] AlF H HE= A
AW LA F A wpupgEl o] =S4 o] SR1EA Bt

— RasH2 ¥4d A& vh-g2ol4 2 2mg/kg, 4 3mg/kgl 2 FAA] WA FIE XA

ggton, vp-2oM =& (AUC)= AbgelA Ao I8 A48 ZF(MRHD) thu] i 3u)
. 297ke] = Aol N viubdle] Mo &Foll MBI SRl E A B9k

— FHT A FelA, JJEH L2mg/kgZ7t A AFFoIA 20 2 47l d=ol o] wr] gl S8

}«1 ‘31 R FHsl vAe dFS IRJAHA FUE. vabz

<= /\}E*Oﬂfﬂ«] Ho 7 A48 ZF(MRHD) HIs)

o A vhubgdE BT Foskde W, L&

(1.5mg/kg/day)ll A Elx} B A 24 3 Al RS =4 7

S7F 2E2E04. WAa 71803 = Zgste], Bt e A 719)

=4 718 (F2 F= )9 T E S7PF BEEAS. A=A e 2ol g

ol YEtA &2 0.75mg/kg/day &AM EF =2 (AUC)S AHEe] Hd o4 @

F(MRHD)ell Bl oF 0.3u= w&. 718 &4 71t F dAE 7oA vinpzhd <

B
i

>
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A< ™, 1.2 mg/kg/day ool &Foldolxe WA =4 g S7}sk3A
2.0mg/kg/day 9] 47)9] FujAtEo 2R Y 4vte] BjAtel N tHER 71 (HF
THEe &) WA 7% o]l vEETh 2.0 mg/keg/dayTolA & FE §F T
o] =7 71¥gol Yet (1079 sz e 38vke] BAb). =3 JAIE
%A PR RS AEFORE 10~12Y FoIF AFOoE AT AP (AR
AL FdolE A ggor} AHZ k= A FF=E)o] HIAHY
o] tehtA &2 0.6mg/kg/day §FNA B ==(AU
A48 F(MRAD) O wls) o 04042 B3
d2 Bjube Sl wjol B mjoe] AN HEHNE. BV HAe EA =F
o7 AqAEYSTh U A 2 A7)z ot wpupgEle] A&7 o
Aol viupgtelo] A HEAE A YA FS. vhigtElo] ®

2 ooff ox [H oo
oh{@ﬂqmrlroﬁ_&

=
fuj
2
=3
iV
2
=
=
oﬂ,
O
fo
>
>
o

lo
o
g
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ZRees b FAHA A2 030, 0.4¥laL, Aol A Hhd
FEFANAY =EF AR 2E3FEolA H71FE 0] BEHUS. JAFE ool el
el B F 92 glen, Rl dEdn T uEE W dA F vhibE e 2

N
i
2
ok
g
ko

o A FAA O B AR
ADME
— vhalgele] A FAA] A& A FFEEH (e 1 AIZD), 94 3 HAWAA B+ A
Aol &L oF 85%=E o E. rhubEle] =52 2 ~ 48 mg AloldlA] A & HE

sto] F7bstAch wiub RIS =E2 2 ~ 48 mg AlolollA] AL & Hleste] FUtstA
L. 1¥ 13 9HE S A] =32& AUCO—-24he oF 78], Cmaxe 2—-2.6M1 &

— vpubEle CYP 2C19 thAl &4 Zejol whet 7 Al 2 &4 w71 E Yehd (A4
Y AFAF(normal metabolizers, NMs)%l A 6-9¢, thA} A3FAPMs)Ql A-F 23Y).

— el 15mgs AW, 72 Aolo} A FAAX FFE AT AAA T Lt T
G A% 4 Al7H), Cmax 2 AUCT= 42 55%, 12% Z}i/\]z'a—o—

— vhupgel e 32 CYP 2C19 (74%), CYP 3A4 (18%), B CYP 2C9 (8%)% T3l B3t
AR, AFY] oA 3719 HAMAIZE HEFHUAS. oI5 A viabtEle] A
doll PA= ol ArlstAY dFol gls HeE A5d

— ©3] 25 mg §%F9] MC ®A vhapHE T §, T WA 7% 9 85%7F 2+ Ui

HOZ FFEYS. PHSAE o H AnoA T &7 oF 1% B 3%A=

— CYP 2C19 A} As}A ol A winldel 15mg @38 5o A] Cmax @ AUCinfE A4 HARA}
(NMs)ell Hlsl 2tz 47% 2 241% S7E 0o, B w77 QA=A (A2 23Y, 6-9
Q). CYP2C19 thA} Ad}A}e] vH]-& FZIIA|Q A F 29, ofr|o}Clo|A] oF 18% 7 &e]A]

=

e

A2 AENGAA8A o) F 654 mwh) 2 kst fEA #
A Sl fFold Atole FAHA Ao B R, 6564 o] AN SFEEL

e e



7% (Child—Pugh A) ¥ %% (Child—Pugh B) 7+ &x}ol A vlulzel ©3Fof o5t
Ald A, B Wes 7H AWEH“XM H g wf, o] ¢fo] x= z
1878 S71et . Coax®l WS 2 7159 dF2 gldler, 586 2
W3t UehA] ads. 55 1% °H(Ch11d Pug C) BAelM= AFHA FRoer=, o
oF o= AFHA LS

— vl 8] 3%7F RAE AwoR widy. Ao Ao ek ©E AlRo] Py
A ggrot, A kst B4 X eGFR 45 mL/min/1.73m?*¢l Al thAAFo A eGFR 95
mL/min/1.73m*) Al @oid=l vl &4 e =2(F450)9 1178 S0 48, 5%
7o Bzl = AFEA] o nZ o] of FojA] Fo|yt Qs

oFE JTIE

— (%%E~7Jﬂ,ﬂ CYP2C19 A4 2 7323k CYP3A4 A&fA) viutgal S 55 ~ 7353
AefAl e AEd CYP3A4 AefAer HE&FHA] CYP2C19 A&/ & 7
A} of| A U}HPJLPJ =0l S7HE $H7 deH, ol Q& 7] e FE A
ARA fgAde] Z7HE 7hsAdol . o), vupgEl S S5 ~ A3 AIA =

A% CYP3AL Ad|AS HeFolax dws 27z 44 Ba
ok

— (kg CYP2C19 TEE 5% CYP3A4 AF|A) mlupzhele okgh CYP2C19 FE 5%
CYP3A4 Aa|AI9} WEFolA vhulgale] o] F7hd 27t om o= 8| oFgol
ol WAT Aol A8, oo, AL HE FAS ARIE BAAAE sl
$3 F 9 BFs] Folstm, ol ANAF 4F Abgel AgH e B N2}
e Sa, Fol 123F BAe §% 24 X YEE An. ofLd, AY 2L A
Hom Fofsln it BRNNE shuigel 8% 24 glo] smg SHOE AR 5 9o

YP2C19 fF=A v T

;77/3/# ol/zb{/a?

— S (NYHA class II 2 11D #2478 HIthd A28 F(0HCM) 2 thd 21374 313l
A epebRl F27F FofA] fJokt el ISRl Hof AR HH 3 NYHA ©A19
iﬂfﬂl e FaA Mol FAHUAS (A2 37% vs 17%, p=0.0005). o]z} H7pHSF<l

3 LVOT AW gradient, pV0,2] W3}, NYHA class A4S Yebd 219 B)& Axp=
ﬂ%# ATHE AEA(KCCQ-23) ¥ 8o H(CSS), & v A2HS 4 A&A
(HCMSQ) & & (SoB) Y Aol wol =gl FE A30F71A 9] wstE Hrist 4
I, wpupEl S Fog xS A fokTtel HlE) o 2 JiAE YE S

Mo

0

o XY asay ¥ &HETF 1 T (NYHA class [I-11D) FA4g vit)d AHS A0 &4
E ez & g4 N 55 2AE *F e B S ALE A% AR 55
2 vhabgel Fole g§Reh o, o o2 Fo] A& H LVEF < 55%% SAk= T & A

o]

Aol gow, Kol AF 12F Foke 4Fvich WE 2 1 oF ¥ 125wt HEs

==
o 1
LVEF, LVOT gradient 5 A7]%Q ZUHH 2 & xdo] HQa3



[oFo] 2 el
* SCD : sudden cardiac death
« LVOT : Left Ventricular Outflow Tract
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J= HH A /SEL%(OHCM)O] A= A ABAZ AL Hx9, A% vio]
o] 2

= : Myokardia [MYK]—461, Brlstol—Myers Squibb [BMS]—-986427
B 2-go e B A9y, eagd, 198 A% vho] 22l A

- ol g A4 AHR Sold 4 e seledl A= +8 A, G YL
Adske 571 2 AR oler] wak 2 ¥4 e S ARAR (Es HCMAIA =
Ast3). viubel e g HA wio] A4l o] U AE HESHARE, o] b3t

sqoz ot A5F, o), HED

12. 7149 % /29
o (vhulzhel W@ 2A) vhabzke (Myokardia [MYK]—461, Bristol—Myers Squibb [BMS]—986427)
= AMEE AR ez, G228y A7 violeile] AAAR, S0 U=(NYHA
Class II-1I1) #AA w4 A2 ZF(oHCM) A Ao} X 8A=Z A= Ag. vholgtele
%24 &4 (target activity)S 913l Z 23 shue] vt S (chiral center)E 7}4. HIZ
AL o8 AA = Ax RGN dHHoz AAHY, S P AH8E TEF F
Aol A &3] Bl ke Fofa] YA W] o) YAHHA G
o bRl AMEE AL ABAolH, F55, o] Fof, AAL FEEZ(LVOT) #4,
Al B AR AV)s AR olofAE AR HAUFA JFE vHoZAN FANA A
Hd A2HS(HCM) 2o el s 4o g /fdd Hxef 844,
/\

2 ARHor A5t A4S Vb, mlulgEe mholo

Aol Zeshed ool 2419] oAl A (off—actin) FAE LY, ohol 41
2. bz

¢

2o 23S 9oz dAste 5o Q3 5 (power stroke)S FrAAl

L o]9H7) 0]£¥(d1astohc relaxation)ol] 23 TAIQ] vlo]Alo] Ao gHE Hy]
R o

[e)



o t}F}ZENL wlo] 9 A9
LAl A= B

S5 ARIA tel 94l Bade] TS

=

(skeletal forms)oll

2 ﬂJH

A3
L
T

vhalbel o] o]k mlo] 921 olAE oHCM 3HASolA =3

B3| A gdol Melo|m,
A (sarcomeric) FAA WHolo] & WA
A2}slA1 7 (Anderson 2018).

EC:] = u} o]

o] whul gL

d FEAS A7, olg]
0]$+-S =73t LV compliance (0]&7] 71% Feolo] R2Ad AHE MAA7, 54
LVOT #AHAE &AM, o]& &3l o] oFo] ZAZQ A3 Felde 7144 %74%
AANE. AR A FE5517HE SR s %0}04 287 5 AP (MYK-461-005) 1AL
T3t JAAAREE AEF e, ddAE A vlulgRlo] 25 7], NYHA functional
class ¥ 327} Bastes A7 dE H”’*V’]E‘r% S RoF
13. 2% #&F Me 2 8¥
o AA A=W HAAY B AIHF tis rtE A3 5ol 9 e 23 %5
22 glon, d3) rtolEgRloAN e eSS T3 T #AEE st WiE AwA, o
sle2agdA 9o ZE Ad APEA, diygvi=Es xS 54 HE ZEA
(negative inotropic agent)® AF&S HA3TH
14 AR FES #4898 83 A AA
o T HAG vt ASHE A 251 S YO E §F AR A wiuktEl Fol
ANA SFEFTTS b7 FEO]GEHES 7 1ol A AA1(0.8%), “‘HﬂE(O 8%) A th -
2 Ry RIS AAHF(17.1%), A4 FA(1.6%), 54 715N (6.5%) &
o] A~

15. AR FE F7IAA A wdo)FHo B AMg
o A E A (AekA Z1 A2022-2053, 2022.05.04.)

ol MEw(HE) o AbR 3
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FA, A Akstz 7 A
NAE A +5, €§,7]%i,§}t, =4, . o -?:Jf;-‘ll ‘i‘:ﬁ %O:SHE]U%,
A= 7 1, B, &0, E7] iﬁoﬂ}\:‘l
qojH oz kg3t
32. §A 9 FF9 HAHA
A 8EHF Az £718=H /A2 A3}
B HEAY 30C/75% RH Bg|2H 71% O A3
ek 40T /75% RH (PVC/Aclar + Alu) 71+ W A
LE/FEE TA =F A
7HEA 25, §5, 34 =F wellET, B, 2= 2
ddAoz A
33. AAHALE A QT FHILEF
e 7148&7], A(1~30 C)E &
o AXYZHEH 247 €
34. A i3 AAA A
o AVIRE, VM 2 tAHAA AIFH A F9F<Q0 W glo] VlE W AEE
o AEH TAAZA wet A AU 9 A7 B
4., 5Mof| 3T X=
41. SAANIAE N
Ald (B2 A o | F 2 (mg/kg/day) |GLP Za study #
A bEH | 7|2t =
Cls| 7H a7, |EE 1.5, 4.5, 7.0, X |o 702 X|AIZF 1 30mg/kg *x*x3-1168
£07 (Beagle) |gavage 30
Hi= 7H a7, |28 0.0, 0.4, 1.3, X |» NOAEL : 1.3 mg/kg **13-1261
507 (Beagle) |gavage 4.0%
=4 *E[f 14 R0{%
Sl b =N
7H a4+, |6F 0, 01,03, 1,3 |O [+ NOAEL : 0.3 mg/kg 14-3222
(Beagle) |gavage *1, 3mg/kg 5§01
(M:F x| =t
442:442)
7H Z5, 1902+ |0, 0.06, 0.18, 0.3, |O |+ NOAEL : 0.3 mg/kg TXC-1550
(Beagle) |gavage |8/11%3|0.45*
(M:F (3l8) [+x732%F Fof Bt
4+42:442)
7H 47, |39+ |0, 0.06, 0.18, O | NOAEL : 0.18 mg/kg 8334142
(Beagle) |gavage [17&  |0.3(M)/0.45(F)
(B=)
H= 47, 142 |01, 3, 10+ X |- **13-1045
(SD) gavage * &7 =t
= 4+, |65 0,03,1,3 O |+ NOAEL : 1 mg/kg 14-2402
(SD) gavage




Ag |BHAS &9 | F 82 (mg/kg/day) Za study #
Ealn o | 7|2t
= 47, (902 |0, 0.3, 1/0.6, + NOAEL : not determined TXC-1549
(SD) gavage |[+4F&  |2/1.2
(2l=)
U= a7, |26%F 0, 0.3, 06, 1.2 » NOAEL : 0.3 mg/kg/day 8334141
(SD) gavage [+37H&
(2l=)
oA 4+, |7 0, 6, 7%, 8 + NOAEL : not determined 8367438
(CByB6F1) |gavage *actual conc. 6.1,
7mg/kg
ofeA a7, [1E 10,2, 4,6 « NOAEL : 4mg/kg(M), 6/5mg/kg(F) 8368215
(Tg.RasH?) |gavage
(M:F
=12+12/30)
E7]| 751—_'-1-’ 14OE| O, 1, 3, 10 - *xx1300
(NZW) gavage
Salmonella |In vitro |72hr MYK-461 Negative *%*%0370
typhimuriu +59:
m 0, 5, 15, 50,
(TA98, 150, 500, 1500,
TA100, 5000 pg/plate
TA1535, *S9 mix
TA1537) from rats
E. coli w/phenobarbital &
WP2uvrA 5,6-benzoflavone
(pKM101) to stimulate
mixed—function
oxidases in the liver
Salmonella |In vitro |72hr MYK-460 Negative 8426936
typhimuriu (enantiomer)
m +59:
(TA98, 0, 5, 16, 50, 160,
TA100, 500, 1600,
TA102, 5000 pg/plate
TA1535, *Liver S-9 fraction
TA1537) from Arochlor 1254
induced rats
Human In vitro [3hr ¢S9 |MYK-461 Negative 0372
peripheral (~270 |3 hours — S9:
blood wg/mi), |0, 10, 190,
lymphocyte 20hr-S9(270 pg/mL
S (~50  [(~1mM)
pg/mb) |3 hours + S9:
0, 100, 190,
230 pg/mL
20 hours — S9: 0,
5, 30,
50 pg/mL
In vitro |3+17hr  |MYK-460 Negative 8426937
+59  |(enantiomer)




Al (SYAs| § g0 | F (mg/kg/day) |GLP 23t study #
R b | 7|2t T
(~220 [3+17hr =S9:
ug/m), 10, 120, 160,
220ug/mL
20+0hr
-S9 3+17hr +89:
(~160 |0, 60, 120, 160
pg/mL)  |ug/mL
20+0hr =S9:
10, 25, 40, 80
pg/mL
= 4+, |2 0,1,3, 8 O |Negative 14-2420
(SD) gavage
gokM ofeA a7, |671E | Males: 0 |ghetd sfol=(X| foks 8383637
(RasH2 gavage 0,05,1,2
Transgenic) Females:
0,05 1,3
= a4, |ed 0, 0.1, 0,3, 0.6 O |dretM solz|x| ks 8384612
(SD) gavage
M |Segl |BHE a7, |2kt 0, 0.3, 0.6, 1.2 O |+ NOAEL 1.2mg/kg/day * 20095223
4 (SD) gavage |prg (Fertility & Early Embryonic Development)
al
i mating
Ay -15~CD
£ 7
o 294
pre
mating
28D~
(50-52D)
Seg |EHE 47, |GD 0, 0.3, 0.75, 1.5 |O |+ 2A| NOAEL : 1.5mg/kg/day TERO690
I (SD) gavage |6-17 o HHEF NOEL @ 0.75mg/kg/day
E7)| 4+, |GD 0,06, 12, 2 O |+ NOAEL 0.6mg/kg/day TERO689
(New gavage |6-19 (maternal, & developmental toxicity)
Zealand
White)
Seglll|EHE &+, |GD6- |0, 0.3, 0.75, 1.5 |O |« Fo, F; NOAEL 1.5mg/kg/day* NC-18-0037
(SD) gavage |LD 20
43. 539 g AAR 94
| OPHIS S9NY AR MRl SNY ARG Hd AL, A A9 94 ¥

AAFAE Fo] AFHAS
ML FrrEAed, =8
o=z Q% A W F= 7

Z7HAE) 5] vehgor], o] v}



vl 28 71 B 1AF ofe] 243 ARSI 9 A=A A =3t F Rl A
9] QTc d7ol Uetats. A= oA HfF=48F(NOAEL) oA 9] 87 =& (AUC)S
Zvzy Abo A Hu 94 AL (MRHD)A Hl&] <F 0.1, 0.38] IS
o HAlEAHC] AP (Ames test), AFE HEZTE o] &5 A FAA o AP H A= A
W 2o opalel o] §AEAJo] ol x| $ke
e RasH2 ¥4 A% v}-9-2oA £ 2mg/kg, A 3mg/kgl® FoAA] gL SRI=A &F
kom, w2 A =E(AUC)= AMElA Hul 974 A& F(MRHD) the] o 3a)
. 2979 HE Al mpuptel o] Ho &l TS FQlH A ko, #H
A mEe ARl A Ho JFEg8F(MRED) el 0.2 ¥l
e FHiT AlY W A 1.2mg/kg7tA AFFAA 23 B A =M wn g FH-s
3 e VHH AE Z FHTd PXe dFS FAHA FRE. v
EFNAY EF = (AUC)S ARl A9 A 17 878 ZF(MRHD)o Hla] oF 0.8u)
Aw. 71H FA 717J T dAlgE A=A wnpgdEs AT TSRS W, L&FT
2 Bt WS =4 719 5
et HAtel MY A 71¥
A=A wiEAt T o
(AUC)S A9 Aol 7 38
) PAg E7A wintgdl s AT F
oS W, 1.2 mg/kg/day o] &AM e] WZH =74 7|Fo] F7tst &
ZF2l 2.0mg/kg/dayw o] 4709 SHujApEo 2 RE 4wt BjAtolA P 71 (# 5=
< e &) Wd 71¥e] ve % 2.0 mg/kg/dayoll X =2 &
ol =7 71% 0] UrE‘r FTH(107] 9] ShafjatEo 2 5 E 38whe] BfAb). HEgE 44l
oA UPH}%}EJ% FoZ 10~ 12%1 TO#T 43 oz A% AP (AHHE-Zof gl

3
ﬂ

n]o 53]
r9: ~
o2 A

=
=
s
S
2
s
2
o
(]
w
=
it
A
)
oflt
S
-\E X e
A
N
O{N m{y,

ot 2

] =

ol ‘/‘rE}‘/‘rxl ?%% O.6mg/kg/day gefo A F =& (AUC)S Ao HY ¢

Z5(MRHD) < ®l&] ¢ 0.4u)2 e

. U}HH’.}@% kS S3sla wjof 9 Hjole] ZAAAM HEFH
Ejj 7]



5. ofa| = go| 3t XtE
51. e FEAE AL
o AR, tHA A FAE 2 ADME A&
5.2. A8A Y
= ME - Stud
NEzs 4 | Tolwe | Amme ey
Biochemical Characterization of In vitro Buffer media | MyoKardia, CA NC-14-0005
Mavacamten (MYK-461): A Small (USA)
Molecule Inhibitor of Cardiac Myosin
Effects of Mavacamten (MYK-461) |In vitro Buffer media | MyoKardia, CA NC-20-0045
In Loaded and Unloaded In-Vitro (USA)
Motility Assays
Effects of Mavacamten (MYK-461) |In vitro Buffer media | MyoKardia, CA NC-20-0046
On the Super-Relaxed State (SRX) (USA)
of Cardiac Myosin
Paired Effects of Mavacamten NC-20-0050
(MYK-461) on the Inorganic In vitro Buffer media | MyoKardia, CA
Phosphate Release and ATPase (USA)
rates of
Actin—Activated Bovine Cardiac
Myosin Subfragment 1
Acute Functional Effects of ; Perfusion ; NC-14-0006
Mavacamten (MYK-461) in Primary Ex vivo Buffer media z\fj/gﬁ)ardla, CA
Ventricular Myocytes from Healthy
Rats
i i , , . NC-20-0048
E/;gvn;ggmﬁ%ﬁf@cigﬁfm Skinned Ex vivo Buffer media | MyoKardia, CA
Ventricular Muscle Fibers from (USA)
Healthy Animals
Functional Effects of Mavacamten NC-20-0049
(MYK-461) in Human Induced Ex vivo Culture MyoKardia, CA
Pluripotent Stem Cell Derived media (USA)
Cardiomyocytes (iPSC-CMs)
Effects of p—Adrenergic Recep(tor ! Perfusion NC-20-0052
Stimulation with Isoproterenol (ISO ; ;
on the Mavacamtenelnduced Exvivo Buffer media E\@/gﬁ)ardla, CA
Functional Depression of Primary
Ventricular Myocytes from Healthy
Rats
Cardiac Effects of Mavacamten - NC-20-0063
(MYK_461) I Isolated Ex vivo reriusion | MyoKardia, CA
Langendorff-Perfused Rat Hearts: media (UsA)
Effects of Stretch and p—Adrenergic
Receptor Blockade
Biomechanical Effects of , , , NC-20-0064




Ventricular Muscle Fibers with
Pathogenic HCM mutations

(USA)

Troponin Mutations

Pharmacodynamic Study with Single , PO . NC-20-0055
Oral Administration of Mavacamten I vivo (oral gavage) ?ﬁg&ard'a’ CA

(MYK-461) to Male Sprague Dawley

Rats

Pharmacodynamic Study with Single - PO - NC-20-0056
Oral Administration of Mavacamten I vivo (oral gavage) ?ﬁg&ard'a’ CA

(MYK-461) to Male Mice

Rescue of Depressed 00 NC-20-0057
Left=Ventricular Systolic Performance ; :

Induced by a Single Dose In vivo (oral gavage) Mj’s%ard'a’ CA

Administration of Mavacamten

(MYK-461) to Sprague Dawley Rats:

Effects of Dobutamine and

Levosimendan

Acute/Chronic Effects of , \V and PO . NC-20-0058
Mavacamten (MYK-461) on Cardiac |In vivo (oral gavage) MyoKardia, CA

Performance and Hemodynamics in (USA)

Conscious Dogs

Cardiovascular Evaluation of In vivo PO o NC-20-0059
Mavacamten (MYK-461) when (oral gavage)

Administered Orally to Conscious

Beagle Dogs

Acute and Chronic Effects of : PO (drinking - NC-20-0066
Myosin—Inhibition on Mouse Models In vivo water) and ?G/é)gardla, CA

of Thin—Filament Pathogenic SQ

521. 4a kA H
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53. YutekE AP (e AAZFE A F)

Mg | F0 | MH 2| F0iZKmg/kg)/ | GLP | Study

AEeE=s AgZdnt
g |2 | A | HEZT(mole) | 4F | no.
Cardiac(in vitro) |[HEK29 |i n|- 10, 60uM Y NC-14| 10 uM : 5.0%
hERG  channel |3 vitro —-0061 | 60 uM : 9.6%
assay cell line
# weak inhibition
Cardiac(in vitro) |HEK29 |i n MYK—-461 N |NC-19]cardiac ion channel inhibition
Cardiac ion|3 vitro MYK-1078 -0035 |- MYK-461 < 12.6% (all channels)
channel cell line (metabolite) - MYK-1078 < 8.9% (all channels)
30uM (4% hERG inhibition)
Cardiac(in vitro) |Raobit |i n MYK-461 N NC-19 | ¥ els
Purkinje fibers Purkinje | vitro MYK-1078 -0036,
fibers (metabolite) -0037
0.3, 3, 10,
30uM
Cardiac HEK29 20min E&= N NC-20|-0|= {'doil CHEt Pk
(in vitro and 3 cells, 48hr -0061 |-APD &k :
in silico) human MYK-461 0.3-30uM B °|EXMo=2 APD tHE
ventricu MYK-1078 (APD90 12 ~ —25%)
lar (metabolite) MYK-1078 APD 4%t
myocyt 0.3, 3, 10, (APD90 +3.6 ~ +13.4 %)
es 30uM
Cardiovascular  |HI2A |ZF, |2 [1.5mg/kg(D1, |N |NC-20|&&E7| MAEHN(EDY)LE 2= QT,
telemetry, &, (n=4) |BID) F0iF, -0060 |QTcF % S oHEHE
repeated dose Hh= 0.3mg/kg
(142 QD)
Cardiovascular  |H|27 | &7 |7 1, 3, 10mg/kg |Y  INC-15|3, 10mg/kg: 8 °&Mol &Xst
telemetry, gavag | (n=4/) -0007 |BP Z4 3! HAMO| Aldks ZIKE|CY
Respiratory e, Gt 17 X|%)
acute 3| 10mg/kg :QT/QTc interval 22msec 7}
SEF S/ Y 138 SEH 4
CNS G U= P SR 1,3, 10mg/kg |Y  [NC-15[-10mg/kg: ®Me 1C &4
(SD)  |gavag | (n=8/2) -0006 |-H& Z22 CNSofl CHet ek =0l
e, Ef NI

o
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Type of Study/Description

Test System

Method of
Administration

Study Number

Absorption

Single Dose Pharmacokinetics ~ of | C57/BL6 mouse | Intravenous or | NC-14-0015

MYK-461 in Male Mice plasma oral gavage

Single  Dose  Pharmacokinetics  of | 129SvEv mouse | Oral gavage NC-14-0016

MYK-461 in Male Mice plasma

Single Dose Pharmacokinetics  of | Rat(SD) Intravenous or | NC-14-0018

MYK-461 in the Male Rat plasma oral gavage

Summary of  Single  Oral  Dose | Rat(SD)

Pharmacokinetic Studies of MYK-461 to | plasma Oral gavage NC-14-0065

Male Sprague Dawley Rats to Assess

Absorption

Single Dose Pharmacokinetics  of | dog(Beagle) | Intravenous or | NC-14-0024

MYK-461 in the Male Dog plasma oral gavage

Single Dose Pharmacokinetics  of | Cynomolgus | Intravenous or | NC-14-0028

MYK-461 in the Male Monkey monkey plasma | oral gavage

Single Dose PK of MYK-461 in the Male | dog(Beagle) | Oral gavage NC-14-0025

Dog plasma

— Assess Form and Formulation

Single Dose PK of MYK-461 in the Male | dog(Beagle) | Oral gavage NC-14-0064

Dog plasma

— Assess Form and Formulation

Effect of Ad Libitum Food on the | Rat(SD) Oral gavage NC-14-0019

Absorption of MYK-461 in Rat plasma

Effect of Ad Libitum Food on the |dog(Beagle) | Oral gavage NC-14-0026

Absorption of MYK-461 in Dogs plasma

Repeat Dose Toxicokinetics of MYK-461 | Rat(SD) Oral gavage 14-2402

in Male and Female Rat plasma

Repeat Dose Toxicokinetics of MYK-461 | Rat(SD) Oral gavage 14-2402

in Male and Female Rat plasma

Repeat Dose Toxicokinetics of MYK-461 | dog(Beagle) | Oral gavage 14-3222

in Male and Female Dog plasma

Repeat Dose Toxicokinetics of MYK-461 | Rat(SD) Oral gavage TEROG690

in Pregnant Rats plasma

Repeat Dose Toxicokinetics of MYK-461 | NZAW rabbit

in Pregnant Rabbits plasma,| Oral gavage TEROG89
embryonic tissues

Caco—2 Cell Permeability Assay In vitro, Caco— | NA NC-17-0022
2 cells

Caco—2 Cell Permeability Assay In vitro, Caco—2 | NA NC-19-0016
cells

Distribution

Repeat Dose Exposures of MYK-461 in | 129SvEv mouse | Oral gavage NC-14-0016

Male Mice plasma

Pharmacokinetics, Distribution, | Sprague Dawley | Intravenous or | NC-19-0007

Metabolism, and Excretion of | rat, Long—Evans | oral gavage

[14C]MYK-461 in Rats rat
plasma and
tissues

Single and Repeat Dose PK of MYK-461 | Rat(SD) Oral gavage NC-14-0023




in the Male Rat - Tissue Distribution | plasma and
Study tissues
Distribution of MYK-461 in Dogs dog(Beagle) | Oral gavage SW13-1168
plasma and
tissues
Plasma Protein Binding In vitro, plasma | NA NC-17-0016
Blood to Plasma Ratio In vitro, blood NA NC-17-0016
Metabolism
Metabolism profiing in vivo from rat | Rat(SD) Intravenous or | NC-20-0025
[14CIMYK-461 study plasma and | oral gavage
excreta
Single  Dose  Pharmacokinetics  of | Rat(SD) Oral gavage NC-14-0021
MYK-461 in the Male Rat — Portal Vein | plasma
Study
In vivo enantiomeric Ratio of MYK-461 in | Rat(SD)plasma, | Oral gavage 14-2402,
the Rat and Dog dog(Beagle) 14-3222
plasma
Metabolic Stability of [14CIMYK-461 in |l i v e r|Inviro NC-17-0019
Liver Microsomes MiCcrosomes
Metabolic ~ Stability of MYK-461 in | hepatocytes In vitro, NC-19-0021
Hepatocytes
Metabolism of [14CIMYK-461 by Lver |l i v e r|Invitro
Microsomes and  Hepatocytes  from | microsomes, NC-17-0017
Human and hepatocytes
Preclinical Species
CYP Phenotyping of MYK-461 human liver | In vitro NC-17-0018
microsomes
Excretion
Pharmacokinetics, Distribution, | Sprague Dawley | Intravenous or | NC-19-0007
Metabolism, and Excretion of | rat, urine, bile, | oral gavage
[14C]IMYK-461 Following Oral feces,
or Intravenous Administration to Male Rats | expired air
Pharmacokinetics, Metabolism, and | Sprague Dawley | Intravenous or
Excretion of [14C]MYK-461 Following | rat, urine, bile, | oral gavage NC-19-0026
Oral or feces
Intravenous Administration to Rats
Pharmacokinetic Drug Interactions
Inhibition of CYP450 Enzymes by human liver In vitro NC-17-0020
MYK-461 in Human Liver Microsomes microsomes
Inhibition of human Cytochrome P450 human liver In vitro NC-19-0019
Enzymes Microsomes
Time—-Dependent Inhibition of CYP450 human liver In vitro
Enzymes by MYK-461 in Human Mmicrosomes
Microsomes
Evaluation of Mechanism —based inhibition | human liver In vitro NC-19-0018
of CYP2C19 and CYP2D6 microsomes
Evaluation of Induction Potential of primary human
Cytochrome P450 Isoforms by MYK-461 hepatocytes NA NC-19-0006
in Cultured Human Hepatocytes
Evaluation of the Potential Induction Effect | primary human
on CYP2C8, CYP2C9, CYP2C19 and hepatocytes NA NC-19-0012

CYP3A4
Gene Expression




Evaluation of the uptake of MYK-461 by primary human
Human Hepatocytes — Substrate Potential | hepatocytes NA NC-19-0014
for Transporters
Evaluation of MYK-461 as Inhibitor of S9 vesicles and | In vitro
Human Efflux Transporters P—gp, BCRP, transfected cell NC-19-0017
BSEP, and Human Uptake Transporters lines
OATP1B1, OATP1B3, OCT1 and OCT2
Evaluation of MYK-461 as an inhibitor of | transfected cell | In vitro
human MATE1, MATE2-K Efflux lines NC-19-0015
Transporters
and OAT1 and OAT3 uptake transporters
54.1. 5 (CTD 4.222)
o b9z Y= WA, Aol FUFA F FE-AF TRAANE FED B @
o} =¥ AA GAEZ FAE biexponentialoﬂ e 74A7F EXRFor #AFF. vluliEl o
AAEL JHAA I 7Y 2%0|aL, vpg-2, HE, AoldAe 1+ €

-
8. 24 BN (00E MFA300AA A4el(4esh) 1T F o AHom, A= 2 vl

20X 747y 11.2h, 7.02h0.2 & O &2 A 0101-5. F44H Y BEXEHL AF FEF
A 3.81-10.6L/kg(A & FE8%F Bt} )9S (%ol 10.6L/kg, W=7 7L/kg, A= 5L/kg,
w9~ 3.8 L/kg)

o vl Rl &9 e AA FEdo T HFFFAA A AA)EES AFE EE TEF
N 46%E =3 A 5. B TFAA }H}ﬂﬁﬂi 0.3~0.7 AIZE Woll a8 Fsxol =23}
Ao HF 24 87 (ty)E vH-22(4.18—6.40h), AE=(8.2h) oA D50](42.7h) EE HIF
A(46h)Hh £ o] g2 Aol g

oA 0.3-3 me/kg &F BT &3 @ wEEAL]
Cmax$} AUCy_o= A Uk &g do g Zrs19S. o A A1
AUCy-247}F 0.1—3 mg/kg/day £ Ho| = &2 vy v|@woz 27891, 65 HHEE o
# 0.1-0.3 mg/kg/day &% WA AHoz g3 v FAAYL

v =4

(o]
O
5
a
b
S

<¥. F7 @3 AYRAF vhulgiele) opEet>
Study Number NC-14-0015 NC-14-0018 NC-14-0024 NC-14-0028
Test Article Mavacamten Mavacamten Mavacamten Mavacamten
Species C57/BL6 Mouse Sprague Dawley Beagle Dog Cynomolgus
Rat Monkey
No. of Animals / Sex (M/F) 27M 3M 3M 3M
Feeding Condition Fasted Fasted Non-fasted Non—fasted
Method of Administration Intravenous bolus Intravenous bolus Intravenous bolus Intravenous bolus
Dose (mg/kg) 1 1 0.25 0.25
Mean (%CV) PK Parameters
Cmax (ng/mL) 853 869 (101) 219 (52.2) 70.6 (24.0)
AUC(0-00) (ng*h/mL) 2180 2880 (9.1) 4210 (30.2)4 1520 (32.5)
AUC(0—o0)/dose 2180 2880 168402 6080
CL (mL/min/kg) 7.65 5.82 (8.70) 0.584 (20.1) 2.98 (36.0)
%Liver Blood Flow 8.5 10.6 1.9 6.8
Vss (L/kg) 3.81 5.01 (14.5) 7.01 (38.2) 10.6 (20.2)
Fold over Total Body Water 5.3 7.5 11.6 15.3
t1/2 (h) 7.02 11.2 (9.30) 130 (15.7) 44.5 (17.5)
a Represented by AUCo+egn and AUCo-1egn/dose.




<. B 93] Ao mheprkdle) ops s>
Study Number NC-14-0015 NC-14-0016 NC-14-0018 NC-14-0024 NC-14-0028
Test Article Mavacamten Mavacamten Mavacamten Mavacamten Mavacamten
Species C57/BL6 129SvEv Mouse Sprague Beagle Dog Cynomolgus
Mouse Dawley Rat Monkey
Feeding Condition Fasted Non—fasted Fasted Fasted Non—fasted
Method of Oral gavage Oral gavage Oral gavage Oral gavage Oral gavage
Administration
Dose (mg/kg) 1 25 2 0.5 0.5
Mean (%CV) PK Parameters
Tmax (h) 0.5 0.25 0.7 (43.3) 0.3 (0.0) 0.7 (43.3)
Cmax (ng/mL) 564 1120 522 (17.9) 186 (10.7) 63.0 (37.2)
AUC(0-0) (ng*h/mL) 3170 16100 4310 (25.5) 7330 (10.0)2 1410 (32.9)
AUC(0~o0)/dose 3170 6440 2160 (25.5) | 14700 (10.32 | 2820 (32.9)
t1/2 (h) 4.18 6.40 8.20 (12.5) 161 (46.0) 42.7 (14.3)
% Bioavailability 145 NC 74.8 (25.6) 87.1 (10.4) 46.5 (32.9)
a Presented as AUCo1esn and AUCo1ean/dose due to extensive extrapolation of terminal phase.

542. B¥ (CTD 4223)
o nfe- A~ A= F) AFoldlA [MClmavacamtend A @l AT H|ELS 83.6%~96.9%
HAE RS Ao Ha 83 92382 93.1%A .
o nl-g2 = Tl A%l A/EH Fx Hl(blood—to—plasma ratio)= 0.72+0.10(w}-$-22)
~ 0.821+0.09(f o)) MRS AH /G $=HI= 0.79 £ 0.128 F2 I3 Euid
o =7 A (pigmented) HES} B]—ZA P o) [M“Clmavacamtens T3] AFFAA 3 F,

4
[“Clmavacamten—#] WAFS & A%3 Fouol 225 4712 P BEHAL

2 (pigmented) =9 iR ZAo|x Fo 0.5A7F T WA H w27}
#EEFoH, Tt 7P Edd 2L A, 7H JA, T4, RSS2 09 7Y
H9 Ay, &%, AR BulA, 3@ (cortical bone)oll 1HTE FZAL dF FYox
I3RS TFAAEA (&, ti, A, F9)Y a8 s FFE AQstd
oty Fo & 7202417 Aol ASHA v|vH(BLQ)OE 4TRSS, H -2 Bl=o) A9
22X 73S A (pigmented) REA e} HAurF o2 FAEIHRS. [MClmavacamten—-2
WAbsS 2 d=o] IRBE ALsta w9 defd -3 A A Agyoz vty

o /oA @3 AFFEAA] AT e =4 [flexor digitorum longus, ¥4 @ &

= ] =
2 BEE o] BAsgon, 24y @

5.4.3. HJA} (CTD 4.2.2.4)

e A= oA [M“Clmavacamten ©3 AF &=
A S 7Y 7 ol BaE 2L
M2, M4, M8°]%l2. =& A& AUC 7|08 =49 9
NA AZE EE YAAE AUC 71228 2A 9 5% uvto]s



Al%% oA zF vlolazE UAb ARSI, [1C] mhubgale) dAA WEe e

. & 13709 A7} gelE loyt, FasHA gle = A= M1, M2, M6, M12
C ZPAIE AR Aol M1, M2, M62ldl F71F 02 4709 thaA 7 S5 S

b vlolarE Y/EE 3 AXE Wi F diAbAl M1, M2, M3, M6, M7, M8, M97} &
Row, HE BJEAD FETANE BEEHAS

<3. Metabolic Profile of [14C]Mavacamten Following 1—hr Incubation with Liver
Microsomes Fortified with NADPH Across Species>

td

o
ﬂ i) n{o 3@ rin

]
A
]_

>

-0

i % of Radioactivity Relative to Total Radioactivity Detected in the Respective

Radiolabel MYKs# LC-Radiochromatograms
Component

Mouse Rat Dog Monkey Human
Parent MYK-461 92.6 93.0 97.7 94.5 96.1
M1 MYK-2210 1.44 3.46 0.770 0.530 0.850
M2 MYK-1078 0.540 0.470 0.320 2.10 0.820
M6 MYK-2241 1.88 2.13 0.640 1.92 1.35
M12 - 3.01 0.970 0.530 0.930 0.910
Unknown - 0.510 ND ND ND ND

<3. Metabolic Profile of [14C]Mavacamten Following 4—Hour Incubation with

Hepatocyte Suspensions Across Species>

% of Radioactivity Relative to Total Radioactivity Detected in the Respective

Component LC-Radiochromatograms

Mouse Rat Dog Monkey Human
Parent 80.4 99.6 89.0 96.9
M1 2.84 ND 1.76 0.78
M2 1.15 ND 2.71 0.94
M4 9.01 ND ND ND
M6 NC 4.41 0.38 3.21 0.770
M10 0.790 ND ND ND
M11 ND ND 1.30 ND
M13 ND ND 2.04 ND
Unknown 1.42 0.00 0.00 0.630

o wlulZ el tjAtol =2 CYP2C19(%F 74%), CYP3A4(18%), CYP2C9(7.6%)7} &3t

CYP Abundgnc/e in Metabolite Formation Scaling (pmol/min/mg HLM protein) Contribution
Enzyme pmol CYP/mg M1 M2 M5 . Based on
HLM protein (% | MYK- | MYK- | MYK- M6 M8 M9 All Six fm (%)
of Total 9210 1078 1096 MYK- MYK- MYK- | Metabolites
Abundance in 2241 1065 2364
Native HLM)
CYP 3A4 137 (31%) 38.8 86.2 36.9 121 44.9 31.5 293 18.0
CYP 2C9 73 (16%) 81.1 13.8 0.00 21.7 13.1 21.6 134 7.55
CYP 2C19 14 (3.2%) 8.59 1360 1.33 2.15 112 3.21 1352 74.3
CYP2J2 1.2 (0.27%) 0.35 1.31 0.12 0.17 2.08 0.18 3.82 0.21
Total 443.6 129 1460 38.4 145 172 56.5 1783 100




o A ZF who]lA 2 &S o] &3 in vitro Al@elA whEktdl 100 uM
olulzbel e CYP1A2, 2B6, 2C8, 2D6S A8}

or
&kl

oA CYP2CY, 2C19, 3A40] 3t <kl AR\ A FL.

T

TEE

o]l =
TE WHeE
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B

2
24

o
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rr

3]

CYP Enzyme Probe Substrate Mavacamten IC50 (mM)
CYP1A2 phenacetin no inhibition
CYP2B6 bupropion no inhibition
CYP2C8 amodiaquine no inhibition
CYP2C9 diclofenac 82.2
CYP2C19 S-mephenytoin 89.7
CYP2D6 dextromethorphan no inhibition
CYP3A4/5 midazolam activation
CYP3A4/5 testosterone 175
e In vitro A& ZA3}+= vhupgtelo] CYP2B6, CYP3A4, CYP2CS8, CYP2C9, CYP2C19& =&
7bsdo]l dF EATS BRoF
<3 Induction of drug metabolizing enzymes CYP isoforms by MYK461>
opZtEl 0,05-150M CYP1A2 CYP2B6 CYP3A4
Hepatocyte . EC50 Emex EC50 (uM) Emax EC50 (uM) Emax
Lot No Endpoint (uM) Mean | SE Mean | Mean | SE Mean
mRNA 5.0 0.26 8.6 2.6 0.38 6.7
Activity 44 | 035 78 | 0.87 | 0074 | 41
mRNA 5.4 0.32 5.7 2.1 0.38 5.1
Activity No induction 3.2 | 0.3 3.6 - - -
erx mRNA 5.0 0.63 6.0 1.8 0.32 16
Activity 3.6 0.40 4.6 1.8 0.63 5.9
*xx Activity - - - 1.4 0.16 9.6

<3t Induction

of drug metabolizing enzymes CYP isoforms by MYK461>

CYP Enzyme EC50 (uM) Emax Comments
Cyp2C8 2.88 3.25-fold Induction observed in 2 out of 3 donors
CYP2C9 4.47 2.14-fold Induction observed in all 3 donors
CYP2C19 3.55 2.25-fold Induction assessed in only 1 donor
CYP3A4 3.94 7.70-fold Induction observed in all 3 donors

ehubZHEl S P—gpo] 7]& o] ofyH OATP, OCT, NTCP9 712% o}d. In
vitro Al A riuldele] fFEEEAA F8 %4 (P—gp, BCRP, BSEP, MATEI,
MATE2-K)&] JAA7} ofar =23 F4= 54 (OATP, OCT, OAT[F7]°l 5A])
o] AAE YA




544. ¥4 (CTD 4.2.25)

o Y=o [MCl-viulgdl S B3 BAFFEAS 3 F H FFE2 96%59 oM, Fo 48417
Soll T o 77%7} JFHAS. FH WMAEABEE FAZFY of 58%E AA st W
olglen, =F v 23%A+.

o TE-AFE Y=o [MCl-vlupgtel S &3] FMESS & F Ht 5L Fof 96417
o FoAE WAFEY 94% RO, 4847 Fole o T0%RE. HFE T WMAEAZFS FAZFY
411%s AASReH, LT g FojFe] 242 of 31%} 8%°] &AH U=

% Total % Dose in % Dose in % Dose in % Dose in % Dose in
Recovery Feces Urine Expired Air Residual Other®
Carcass
Bile duct 95.8+0.57 58.011.25 22.612.95 1.7410.39 7.63%+1.68 5.8411.14
(o)
Bile duct- 94.0£0.33 7.59+1.82 31.0£14.0 41.1+16.4 7.9112.37 6.31+1.88
cannulated
(iv)
55. efg el i AApAe A

o vhupzEle AuH, FR2EY, A A% vleleal AsAY. vinpgEe FS YAt
£ %% A (on actin)el 012 # e woleal = £F Wt Y PP (FEH7)
2 ARIA) A wA AT FY S FaNY. =@ shubgde w18 vhel e
79 JUAE BEFAT, AXED 5 dE e olgE FEE AR vy A
3% Bl AE =3 w 2% B4 L e ol9® Aelo vlojed 21 Fojrt 5
FHoz Jehty, ol FEG 3, olgk o, FEdt Ui 2nl @ A2 2Eyx
g #28 5 YS
— Bt A2HS S st RS 53 mheo]l A Asle A2y AES F5E 43

Al glen, A olgh, &4 LVOT #AHE #A&A71a, 47 S 3 A7 7%,
NT—proBNP Z3g A4 AAZAAG} 2 &5 715 (HH 2ba AHAZF(pVO2) o2 F7hH &
AR

o mhuPHRIS HAEo] W FEXEAE 52 FEEA in vivoolAd T B7I7E AU
In vitroo| Al wiultel e Fido] w9 & FER 1% ¢lal P—gp 7140] & 7ted2
woton wuld AES T AEARS. ES AldE FETAN =2 AT A
ol&ES H3om ALI|Hd A" A AVE st oA AVIet 224 B
AetAl EEIAS. LAHow CYP7L wiZisks 4FshA dialz Qls] AlAHE. CYP wh-&
FIYS A7 APol 93k CYP2C19, CYP3A4, CYP2C99] <3 thit E&& Uiz
Y2y 74%, 18%, 7.6%Z FHE
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D F 174, 14 1274, 24 24, 34 37(
18 1A(MYK—461-005)
d AT 0 271 (MYK—461—-007 [MAVA-LTE], MYK—461—-008 [PIONEER—OLE])

<UA/MEF =2 1>

Phase 2 Studies

MYK-461-001
MYK-461-002
MYK-461-003
MYK-461-009
MYK-661-010
MYK-461-011
MYK-461-012
MYK-461-013
MYK-461-014
MYK-461-015
MYK-461-016
MYK-461-018

MYK-461-006

nHCM
Mavacamten = 40
Placebo =19

Single Pivotal Phase 3 Study

(e

MYK-461-004
oHCM
Mavacamten = 21 total

MYK-461-005

oHCM
Mavacamten = 123 total
Placebo =128

g 24

2]

&)

Long-term Extension Studies

MYK-461-007
oHCM N = 224 total
nHCM N =43 total

Note: Number of subjects treated in the ongoing Studies MYK-461-007 and MYK-461-008 is based ona 30-Oct-2020

data cut. All other studies shown in this figure are completed.

2EY AEE LY YU A 24 U3k A

v

MYK-461-008
oHCM N =13 total

Type of Study

Study Number

Pivotal: Phase 3 Randomized. Double-blind. Placebo-contro.

study

Supportive Phase 2 study

MYK-461-005

MYK-461-004

Ongoing Long-term exftension studies

Total number of Phase 2 and 3 Clinical Studies

MYK-461-007 (EXPLORER-HCM cohort)

and MYK-461-008
4




62. YFAHAEH Aa

Study no. Study Title Study Dosing Regimen
population (All orug was administered by mouth)
Phase 1 Studies
MYK-461 | Safety, Tolerability, Preliminary Pharmacokinetics Adults with | Single dose, suspension
—001 and Pharmacodynamics of Single Ascending Oral HCM n=15 | 48, 96, and 144 mg in 8 aliquots every
Doses of MYK-461 in Patient Volunteers with 15 minutes
Hypertrophic Cardiomyopathy
MYK-461 | Safety, Tolerability, Preliminary Pharmacokinetics | Healthy
-002 and Pharmacodynamics of Single Ascending Oral | adult
Doses of MYK-461 in Healthy Volunteers males
n=48
MYK-461 | A Phase 1, Double-blind, Randomized, Placebo— Healthy
-003 controlled, Ascending Multiple Oral Dose Study to adults
Evaluate Safety, Tolerability, Pharmacokinetics and | n=60
Pharmacokinetics of MYK-461 in Healthy
Volunteers
MYK-461 | An Open-label Drug Interaction Study to Assess Healthy
-009 the Effects of Verapamil on MYK-461 adults
Pharmacokinetics in Healthy Subjects n=25
MYK-461 | An Open-label Pharmacokinetic Drug—Drug Healthy
-010 Interaction Study Between Mavacamten and adult
Estrogen— and Progestin—based Hormonal females
Contraception in Healthy Women n=13
MYK-461 | Open—label Study of the Pharmacokinetics of Healthy
-011 MYK- 461 in Healthy Japanese and Caucasian Japanese
Subjects and
Caucasian
adults
N=28
MYK-461 | An Open-label Study of the Pharmacokinetics of Healthy
-012 Single—dose Mavacamten in Healthy Adults Who Asian
Are Normal or Poor CYP2C19 Metabolizers Based adults,
on Genotype normal or
poor
CYP2C19
metabolizer
S
N=16




MYK-461 | An Open-label, Single-dose, Mass—balance Study | Healthy Single dose, capsule

-013 to Assess the Absorption, Metabolism, and adult Mavacamten 15 mg [14C] labeled
Excretion of [14C]-Mavacamten in Healthy Males | males

N=6

MYK-461 | The Relative Bioavailability of the Intended Healthy

-014 Commercial Capsule Formulation vs. the Initial subjects
Capsule Formulation of Mavacamten and the N=24
Effect of Food on its Pharmacokinetics

MYK-461 | A Phase 1, Open-label, Nonrandomized, Adult Single dose, capsule Mavacamten 25 mg

-015 Single—dose Study to Investigate the participants
Pharmacokinetics, Safety, and Tolerability of with normal
Mavacamten in Participants with Varying Degrees and
of Hepatic Impairment Compared to Participants reduced
with Normal Hepatic Function (Child

Pugh Class
A and B)
hepatic
function
N=27

MYK-461 | The Effect of Mavacamten on the Healthy Multiple doses (16 days), capsule

-016 Pharmacokinetics of the CYP3A4 Substrate, adults Midazolam 5 mg on Day 1
Midazolam, in Healthy Participants N=13 Mavacamten 25 mg on Days 2 and 3

Mavacamten 15 mg on Days 4-17
Midazolam 5 mg on Day 17

MYK-461 | An Open—label Drug Interaction study to Assess Healthy Single dose, capsule

-018 the Effect of the Proton Pump Inhibitor adults Mavacamten cohort: 15 mg on Day 1
Omeprazole, a CYP2C19 inhibitor, on Mavacamten | n=28 Mavacamten + omeprazole cohort:
(MYK-461) Pharmacokinetics in Healthy omeprazole 20 mg daily from Day -3 to
Participants ?ay 28 and mavacamten 15 mg on Day

PHASE 2 STUDIES

MYK-461 | A Phase 2 Open-label Pilot Study to Evaluate Adults with | Mavacamten tablet: 2, 5, 10, 15, or 20

-004 Efficacy, Pharmacokinetics, Pharmacodynamics, symptomati | mg once daily for 12 weeks
Safety, and Tolerability of MYK-461 in Subjects ¢ oHCM Part A Starting dose of 10 mg for
with Symptomatic Hypertrophic Cardiomyopathy Part A: subjects who weigh < 60 kg and 15 mg
and Left Ventricular Outflow Tract Obstruction n=11 g);nsgpj%it:nmgodg:égg ;SO kg
(PIONEER-HCW) Ej:tOB' Parts A and B may have had dose

adjustments beginning Week 4

MYK-461 | A Randomized, Double—blind, Placebo—controlled, Adults with | Mavacamten capsule:

-006 Concentration-guided, Exploratory Study of symptomati | 2.5, 5, 10, or 15 mg QD, or placebo,
Mavacamten (MYK-461) in Patients with ¢ nHCM adjusted for plasma drug levels, for 16
Symptomatic Non—obstructive Hypertrophic n=59 weeks
Cardiomyopathy (nNHCM) and Preserved Left (mavacamt | The starting dose was mavacamten 5 mg
Ventricular Eiection Fraction (MAVERICK-HCM) en 40, once aaily. Al Week 6, doses were

placebo adjusted based on plasma concentrations

19)

at Week 4 to achieve target mavacamten
concentrations




PHASE 3 STUDIES

MYK-461 | A Randomized, Double—blind, Placebo—controlled Adults with | Mavacamten capsule 2.5, 5, 10, or 15
-005 Clinical Study to Evaluate Mavacamten (MYK-461) | symptomati | mg or placebo once daily for 30 weeks
in Adults with Symptomatic Obstructive ¢ oHCM The starting dose was mavacamten 5 mg
Hypertrophic Cardiomyopathy (EXPLORER-HCM) n=251 once daily; dose adjustments at Weeks 6,
(mavacamt | 8 10, 14, ,
en 123, 20, 24, 28 (dose increase, dose
placebo decrease, no
128) change) at Weeks 4, 6, 8, 12, 18, 20
and 24
LTE Studies
MYK-461 | A Long-term Safety Extension Study of Adults with | Mavacamten capsule 2.5, 5, 10, or 15
-007 Mavacamten (MYK-461) in Adults with Hypertrophic | symptomati | mg QD for up to 5 years
(ongoing) | Cardiomyopathy Who Have Completed the ¢ nHCM
MAVERICK-HCM (MYK-461-006) or EXPLORER- (n=43) or
HCM (MYK-461-005) Trials (MAVA-LTE) oHCM
(n=224)
MYK-461 | An Open-label Extension Study of Mavacamten Adults with | Mavacamten capsule 2.5, 5, 10, or 15
-008 (MYK- symptomati | mg QD; 5 mg starting dose for up to 5
(ongoing) | 461) in Adults with Symptomatic Obstructive ¢ oHCM years
Hypertrophic Cardiomyopathy Previously Enrolled in | (n=13)
Study MYK-461-004 (PIONEER-HCM)
(PIONEER-OLE)




. %w Fol A§E vl AY, FF L 53
- 94 YAAYONK-461-005)9) IPAFEASE : A&, Do
UGB PE A 2 A7 Fol g

“ - = H o h ]O(;)] [e] 2
CHA | AAAIE | CIREQI | CHAMSER} | 01 | S0 Hote= Zn
(HS/ (Enrolled/ | & | 7|2t
X4d) Treated)
14
14+ [MYK-461-014] (2S5t HIZT
The relative Bioavalilibility of the intended [-Z1&1, 2 MEsSKMEEM 5
commercial capsule formulation vs the  |-20|2 215l tmax XI2d(1A[Z2F>4A1ZH, Cmax 50% Zt24, AUCInf 12.6% Zt4
initial capsule formulation of mavacamten
and the effect of food on its E Y& 1, 2(35) AHMHOIBE
phrmacokinetics o Capsule 2 2Capsule 1 a Ratio
W21 2 ACMHOIZE D U Alo|ad N? "GLSM N GLSM N GMR (90% Cl)
CE2M 271K S MEo Atfol2E Parameter
9l 74400 Alo|oist 57} T AUCwe) 23 10814.97 | 24 1023515 | 23 105.66  (100.69, 110.88)
'i':; o g2 Dﬁ' P 2o gt (heng/mL)
. i _T’_ H —
712, S, FEANE, -way Cmax 23 34042 |24 33745 |23 100.88  (88.02, 115.62)
WRAIH (ng/mL)
- HUsE Mol B 249
- &1, 2 oHIE 15mg I 35 Y AT Meljo| AHZSH AEUAKIIM EME PK
A &1 2=2504 15 mg 15 mg Ratio (Fed/Fasted)
B: 7440 ZEE0 Mavacamten Mavacamten GMR (90% Cl
EE2 S=T 4 (Fed) (Fasted) GLSM
C: 7153 1X|gt ofzlAlALR} EhH 0 Parameter N~ GLSM
PSYE AUCun) 23 9359 10,702 0.875 (0.841,0.909)
= (heng/mL)
A-B-C, B-C-A, C-A-B Cmax 23 152 342 0.443 (0.363,0.542)
(ng/mL)

64. Y73k A3

6.4.1. A7 AAF(R/E= FA)AA Y FF5FAE(PK)FH Hx YA
o upnlZHAl S BCS Class 2 &Y (4L &35, 52 E3%)
* 2= 0.02mg/mL(pH 2~8), &84 Srjdr &= <

d &l
wx 1=200uM FEIA Caco—2 B BR 7] T8 apical—to—basal 99.4—156 x 107" cm/sec
AFFEAA A Aol &ES oF 85% A+, "Rl & 15mg F58 FA] tmaxe 1 Al
eg2 BT FAX FA -8
u}u]—? 8 MNES TR, 17 ia 2ol FojAl F&Ho| Bl F57F AAHA tmax7t 4
= Cmax ¢F 56%, AUC ¢F 12% 7A39<

-

l‘

Aok Ao Aol A H 114—206L, oHCM Aol A <
257—270L S A B EERES oF 97-98% A=
vhal el S 2 CYP2C19(74%), 3A4(18%), 2C9(7.6%)% F3l B 918 thao] tha =
tALE. Atg AN FE 2R3 AR M2(3.56%), M27(1.46%), M32(trace),
M36(trace), M46(trace)”} &A=



e B]Z4 enantiomer?] MYK—4609] 35T+ v]$ S om (vhubghel 12.5mg g/ el ol A
19¥90] BJZF 1A 7o) HE, Hi 1.030+3.257 ng/mL), vhulrelzt AW A8 754 v

== AARH

e 26mg [14C] wiviztdl A5 oAl &8 2 oA 22 T A5 85%, 7%7F 344

nstAlE AW g A F A EY 47 3%, 1%+

o 22 ®W7F7]E= CYP2C19 genotyping®l whel AFo]dH(NM 6-9Y, PM 239)

W1, ofZ A W=, 4ERD), A%
AFA0 2 Fo3 S VAR FS
e CYP2C19 %d ¥ : vpuptel & =2 CYP2C19¢9) ola thAE. CYP2C19 poor metabolizeroﬂ
9] &) normal metabolizerel] B3] AUCi 3.4¥], Cmax 1.47v) &7} &24, t1, CYP2C19
A¥ol &3t UM 39 NM 8¢, PMol A 23Y0]30+
o H7do) A 1 AF 7ol (Child—Pugh A) B 5% 7ol (Child—Pugh B) 2A}ol| 4] whulzh
@3 FoA] F 715 tidAbe] sl shebdl Y] Cmaxes AR oW, AUCTE 2H2
3.24l, °F1.8%j %—7}6}@‘% %% 7o) #A(Child—Pugh CO)dll disiME ATHA Fhe
ol #Ap ¢ Ao g i oFEs Al AAHA sks. vhubgEl Y] oF 3% mRlo]
HoZ wHsAR vidE. AT s BAZAY, AF 9 $5F AFN SN A
g A7l A diH ddHeE Fog iPO]b UEA] Edsx T35 Ao A,
ESRD, 4% At disixe A=A &
* oHCM &2}o| A 2] GFR 95mL/min/1.73m?9]) Hl H 75 mL/min/1.73m?, 45 mL/min/1.73m?l|
A 1.05, 1.17 Z7}7} ol

.

ol P2 12 o

¥as|
A



6.4.3. 9174 AR W PK
o HolFF : vhubgelE A& FHEH, LAY, gl A FAA F47T A
AE (tmx 1—4hr). 2 o])¢} 37 FoJA] Cmax ¢ 56%, AUC °F 12% 7+A3stg o, 3o
Z o3 Ao AuHA oS
e FE-%E 43528 (DDD
D BE%Eo] viutgd vX= 9F
CYP 2C19 XA 7} vfupZrelo] o3& &
— vhubztel 15mge 943k CYP2C19 AsiAl v =ZelE (20 mg)Y BEF3 A, vinpzt
Bl AUCw7F 48% S7HtA 2™, Coaoll W &2 1315
CYP 3A4 A A7} njefgdlo] plX= §F
— vhabel 25mgS S5 %= CYP 3A4 AsAl wietabed A8d A4l (240mg) o B8 F3
A¥ vpubgtEl AUCh B Gt 247 16% R 52% S7HsEA+

v}

— opuprEl 15meS 723 CYP 3A4 Ad|ACl o] EgtzmU}E(200 me)d B Eod U3
PBPK Zdl & o3 AUCo-24 2 Cou?t HU 59% 2 40%7HA] Z71slE RS2 o34

CYP 3A4 #EF7} olujzelo] = &g
— vlnlEl 15mge @ CYP2C19/3A4 =419 2837 H8%olA] PBPK B0
&) AUCo— & CuaxZt HH 69% L 4%74A] F23e

<PBPK modeling&simulation>
CYP2C19 NMs CYP2C19 PMs
. Cmax GMR AUCp295 GMR | Cmax GMR AUC(-2416s GMR
Inhibitor (90% Cl) (90% CI) (90% Cl) (90% Cl)
1.13 1.23 1.40 1.59
ftraconazole (111, 1.14) (1.21. 1.25) (1.37. 1.43) (1.54. 1.64)
CYP2C19 NMs CYP2C19 PMs
Cmax GMR (90%  AUCe.m GMR (90% | Cmax GMR (90%  AUCe.r GMR (90%
Inducer Cl) cl) Cl) Cl)
Ritampin 0.93 0.39 0.96 0.31
(0.93, 0.94) (0.37, 0.41) (0.96, 0.97) (0.29, 0.33)

2) vlulgdo] g EoEd X JT§

7 CYP2B6, 2C8, 2C9, 2C19, 3A4 F =AY, CYP1A2 =& H+= 1S (in vitro)
« vhabZhEl S CYP 1A2, 2B6, 2C8, 2D6, 2C9, 2C19, & 3A49] A &|A7} o} (in vitro)
« w9 f-Z(efflux) 44 (P—gp, BCRP, BSEP, MATE1, MATE2 K)¢] A sj#|7}
olym, F8 S (uptake) %A (OATPs, OCTs, OATs)2 A& A7} o}'d(in vitro).

ofupzFEl o] CYP 3A4 7] @] o3& §3F
— vpelEl 16 HEFA(A1L Y 299 25 mg T F, 1497 15 mg Fo) A7, vt}
¢ 3% ¥57 #AFAR(AUC 2 Condt 247 13% 2 7%).



6.4.4. % 3AIF(PD)

* QT bl wigt G @ vivbgdle] QT Aol ek B7}

ARl A zpol7F &, AT A= A
o QTcF 7] UrE‘rUr—t— A, oHCM Bl M= Bae5s A3 8tst
o %
o MNA F=S ZHAANT)= 4 F=(negative inotropic) ZrH&A|e} A3 28
— vhubgele) B80S wefA 4 5 A§AS PEFIA LVEF o
Qo Hx okdHsr A3 AL A|HS £33 A Lt
— A4 AAAF(MYK—-461-005)A Foll A oF 92%(119/1239) 2] ﬂx}}
non—dihydropyridine calcium xt&tA] (W gtotd == S ol4]) Fof BELS.
2 of27l ofaEE A A5 AL stS5Ald Ud AR AdHo|m g, E
oq_é }\]70-0].‘— o_?_ = Q_akg .2_7]_/\] ]‘— 73_?_ ol A Qi w 3|

g W AAE LVEFS Azgs muse] A sofo} 3

51 FEA - dHAANE A

ARARE - ARH 7Y QAR AR A7 27 ) 2 A 1A
A3 13, B2 A A"(S3 BuA) 24

6.5.2. A A A (Pivotal studies)

[MYK—-461-005, EXPLORER—HCM]

A Randomized, Double—blind, Placebo—controlled Clinical Study to Evaluate Mavacamten

(MYK—461) in Adults with Symptomatic Obstructive Hypertrophic Cardiomyopathy

(EXPLORER—HCM) (2018.05.30.—2020.05.06.)

o AW 1 o] oFo] FEAL F4A NYHA class 1T 2 111 A4 Bid)A A28 Z (0HCM)o|
o, HAA v=E (LVEF) = 55%°]3, 244 =& A=A] LVOT HU gradient = 50
mmHgQl 2517 9] 421 gxtoll i3t A|3%4, ol5 =7H, F29 v, flof dix, o7&, o
=7}, B3 AP EXPLORER—-HCMel A H7HE S
— AIE AFA] A &Y HE FEs Folsta A, &% £Ho] AFHA Fdvd H
B} 2}+A] =+ non—dihydropyridine calcium channel blockers (verapamil B+ diltiazem)
o] F8HYL. A¥ = disopyramide T+ ranolazine 5o+ {5 A &S, CYP2C19

AAA (of: oW Ze}E, oo xetE), s CYP 3A4 AAA|, == St. John's Wort &
< YA FNDT 0%‘1311 ey

— Ho]z=gl NYHA 75 /I = 1D, A wWe DA A8 A3, Ho 24 L=
(pVO2) H7ldll Abgd olZ2ar e fFF(EdE=ET e 5 AAA), 283 CMR 9]
Aol gk T ool wet T3 A

— A= 1:19 H8 &2 749 wigEo] 3073 1Y 13 A2 &% 5 mg9] o] °F (n=123)
= A% (n=128)S Fo3 9. o] &3 o] ukg (dAknl Mol A LVOT gradient 7+

2)& HAsgletal, LVEF = 50%5 FA3t7] A3 71802 2d=AS



Figure 1:

MYK-461-005: Study Schema
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CPET = cardiopulmonary exercise testing; hs-cTn-I = high-sensitivity cardiac troponin-I; D = day:
ECG = electrocardiogram; NT-proBNP = N-terminal pro b-type natriuretic peptide: PK = pharmacokinetics;
QD = once daily; stress echo = postexercise stress echocardiogram; TTE = transthoracic echocardiography:

wks = weeks

Table 3: MYK-461-005: Criteria for Down-Titration of Mavacamten Dose
Mavacamten Plasma
Time of Resting LVEF*" | Trough Concentration
Assessment (%) (ng/mL)" Time and Dose Reduction®
Week 4 Week 6: Reduce from 5 mg to 2.5 mg
Week 8: Reduce to next lower dose
Week 6 mg to 2.5 mg
« 2.5 mg to placebo
2 Weeks later’: Reduce to next lower dose
Week & . lﬂ mg to 5 mg
+Smgto25mg
« 2.5 mg to placebo
250 #7001t 1000 Week 14: Reduce to next lower dose
Week 12 . !E] mg to 5 mg
«Smgto2.5mg
« 2.5 mg to placebo
2 Weeks later: Reduce to next lower dose
Weeks 18, « 15mgto 10 mg
22 and 26 + 10 mgto S mg
. «5mgto2.5mg
« 2.5 mg to placebo

Table 4:
at Week 8 and Week 14

MYK-461-005: Criteria for Up-Titration or No Change in Mavacamten Dose

Mavacamten Plasma

Concentration and Resting
Valsalva Gradient at LVEF Daose
Week 6 or Week 12 (%)* Titration" At Week 8 At Week 14
PK <350 ng/mL and 1“““5;;3"“ P
Valsalva gradient Increase Smgto 10mg . !
x £ + Smgto 10mg
> 30 mmHg
= + 10 mgto 15 mg
PK <350 ng/mL and 5 « Continue prior dose:
Continue prior dose: < -
Valsalva gradient =50 No change 25 5 2.5 mg, 5 mg, or
< 30 mmHg S e ARRME 10 mg
PK = 350 ng/mL and p
y : x Continue prior dose:
<700 ng/mL Continue prior dose: 2
) " No change 2.5 mg, 5 mg, or
(regardless of Valsalva 2.5mgor5mg
= € 10 mg
gradient) Z

LVEF = left ventricular ejection fraction; PK = pharmacokinetics (mavacamten plasma trough concentration)
“ Resting LVEF < 50% triggered temporary discontinuation of study drug

" Dose adjustments were communicated directly to the interactive response system based on Week 6 and Week 12
assessments, including measures of peak Valsalva gradient reported by the core laboratory so that blinding was

LVEF = left ventricular ejection fraction

* Resting LVEF < 50% triggered temporary discontinuation of study drug.

b

LVEF and trough PK were communicated directly to the interactive response system from the core laboratories so

that the investigator, study site personnel, and sponsor remained blinded.

¢ Dose reduction applied if PK criterion was met,

based solely on plasma concentration value at that time.

o AR T4

Transthoracic echocardiography was not performed at the Weck 8 assessment. Therefore, dose reduction was

n (%)

Mavacamten (N = 123)

Placebo (N = 128)

Number of Subjects Randomized/Enrolled

123 (100.0)

128 (100.0)

Completed Treatment

119 (96.7)

125 (97.7)

Completed Study

71.5)

90 (70.3)

Discontinued Treatment

3 (2.9

Adverse Event

0

Death

1(0.8)

Other

1 (0.8)

Withdrawal by Subject

1(0.8)




Discontinued Study 35 (28.5) 38 (29.7)
Adverse Event 2 (1.6) 0
Death 0 1 (0.8)
Lost to Follow-Up 1 (0.8)

Other a 31 (25.2) 36 (28.1)
Withdrawal by Subject 1 (0.8) 1 (0.8)
Safety Population 123 (100.0) 128 (100.0)
ITT Population 123 (100.0) 8 (100.0)

PK Population 123 (100.0) 0

a In study MYK-461-005, in the contex of COVID-19, 67 subjects who completed telephone visits at Week 38 rather than
onsite visits were categorized as "Other” but did complete the study, for a total of 178 + 67 = 245 subjects who
completed the study (97.6%).
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— Zx}e] ﬂ%%‘—v‘i— 5, vhubgEl T 8219 F 96% (W EF XA 76%, ZEAd AA 20%) 2
okt dxtel 87% (WEF ATFA 74%, ZHAd A 13%)7F w3 HCM X585 29k

n (%) Mavacamten (N = 123) Placebo (N = 128)
Age (years) Mean (SD) [Range] 58.5 (12.17) [26, 82] 58.5 (11.75) [18, 81]
Sex, n (%)

Male 66 (53.7) 83 (64.8)

Female 57 (46.3) 45 (35.2)
Race, n (%)

White 115 (93.5) 114 (89.1)

Black or African American 1(0.8) 5(3.9)

American Indian or Alaska Native 0 1 (0.8)

Asian 4 (3.3) 2 (1.6)

Unknown 3 (2.4) 6 (4.7)
Ethnicity, n (%)

Hispanic or Latino 8 (6.5) 4 (3.1)

Not Hispanic or Latino 114 (92.7) 119 (93.0)

Not Reported 1 (0.8) 5 (3.9
Body Mass Index (kg/m?2)

Mean (SD) 29.7 (4.85) 29.2 (5.61)

Range 20.8, 51.9 15.9, 50.1
Heart Rate(beats/min), Mean(SD) 63 (10.1) 62 (10.6)
Blood Pressure (mmHg)

Systolic 128.4 (16.2) 128.4 (14.6)

Diastolic 75.5 (10.8) 76.1 (9.9)
Duration of oHCM (years)

Mean (SD) 7(7.2) 7 (6.6)

Range 0.2, 49.3 0.2, 34.4
NYHA Class

I 88 (71.5) 95 (74.2)

Il 35 (28.5) 33 (25.8)




Background HCM Therapy
Beta—Blocker 94 (76.4) 95 (74.2)
Calcium Channel Blocker a 25 (20.3) 17 (13.3
Neither Beta— Blocker nor Calcium Channel Blocker 4 (3.3) 6 (12.5)
Baseline NT- proBNP (ng/L) Nb 120 126
Geometric Mean (%CV) 777 (136.4) 616 (108.4)
Median 784 648
Q1, Q3 373.0, 1759.5 354.0, 1360.0
Min; Max 52; 11,420 18; 6067
n (%) Mavacamten (N = 123) Placebo (N = 128)
° n Mean(SD) n Mean(SD)
pVO2 (mL/kg/min) 123 18.9 (4.9) 128 19.9 (4.9)
ECHO Parameters a
Resting LVEF (%) 123 74 (5.8) 128 74 (5.9)
LVOT Gradient (mmHg)
Valsalva 123 2 (31.7) 128 4 (32.0)
Post Exercise 122 86 (34.3) 127 4 (35.7)
LAVI (mL/m2) 122 0 (12.1) 128 1 (13.8)
SAM of Mitral Valve (yes), n (%) 119 7 (81.5) 126 102 (81.0)
dat 53 HrhHS 0 pVOLell 94?‘511 H7tE &% 58 ¥ NYHA 7|5 &7 o3 7=
gl QA A30F e F o= e BHsE B BAEFE TAE
1) CPETel] 93 &% >1.5mL/kg/min® pvVO2 7§ 2 > 1 NYHA class® 4 =&
2) =3.0mL/kg/min®] pVO2 784 2 NYHA class 93} 81
Fo FEAH BPAS BARDIY A% FEY BANA, T F94E 2R A9
WHEY 270l 3t Cochran—Mantel—Haenszel (CMH) test7} AFEEHAS. 94T EAHo0 2 =

3lEA] ¢F& Chi—square test7} AAH A
— ozt HrhiSE ¥ &y} 0.0590M g £ME eF oz 47 A Ak
1) % 3% LVOT peak gradient®] wlo]zg}lol A A 30571# ¢ W3}
2) CPET® 9af 21¥ pv029] Hojz=gklel A A 30F7t4<] W}
3) A30Fo] NYHA class7} wlo]2=akele] vl3)] 1 class o] /MAE Al u)AAF vl&
4) Kansas City A5 A& A (23 item version) (KCCQ—23 CSS)oll oJ3] H7tH Al A=}
7 Hagk 1374 deje] wej gl Al 3057hA]19] s}
5) HIEZA A2F F4 AFEA (HCMSQ) 3F &2 (SoB) 99 Aol 9a) H7td HCM =
o] AR Badt 5= wolzglelA A 30F71x 9 w3}
- quﬂ le} H 7} 2= (NYHA classol A ®lo]2=gkelol] Bla] 1 class )4 /A= Al hA#}
o] H]&)E CMH test2 A}&3le] 7+ xpo]2 H71sl9S. <43 olx Hriwde #7+
bL—c LVOT gradient 3 pVO2¢e] thgh F&E4HEA (ANCOVA)l ZAR 2 m, KCCQ—-23
CSS 2 HCMSQ SoB 949 M=ol et B718 9§ ¢ =g (MMRM)o] 2A3 <

=

93} fEY Hrhaw
g mgol o Egom,
36.6% vs 17.2%, p=0.0005).

=
o



n (%) Mavacamten Placebo Mavacamten vs
N =123 N =128 Placebo
(95%Cl)
Achieved Composite Functional Endpoint o o 19.4
45 (36.6%) 22 (17.2%) (8.67. 30.13)
Stratified Analysis Odds Ratio (95% Cl) 2.74
(1.508, 5.445)
p=0.0005
Unstratified Analysis Odds Ratio (95% Cl) 2.78
(1.544, 5.003)
p=0.0005
Proportion of subjects with = 1.5 mL/kg/min
in pVO2 and improvement = 1 NYHA class, o o 19.3
41 (33.3%) 18 (14.1%) (8.99. 29.55)
Proportion of subjects with = 3 mL/kg/min
in pVO2 and no worsening in NYHA class o o 12.6
29 (23.6%) 14 (10.9%) (3.39, 21.89)

¢ The analysis was stratified on NYHA class, beta—blocker use, and exercise type (based on IXRS). Odds ratio was
estimated using Cochran-Mantel-Haenszel method. Odds ratio > 1 indicates better outcome when comparing to
placebo. P-value and 95% Cl were derived using the exact method.

d Unstratified analysis was performed as sensitivity analysis. P—value and 95% Cl is derived from Pearson’s

Chi=square test.

e o|x} F-aA HrAF o]z FaEA HIPHSQ LVOT peak gradient, pVO2, KCCQ—23 CSS,
HCMSQ SoB, NYHA class 13 o] /§AS B A vl E-of tis] minpgtelsto] ek

Hls) frold NS BAE

Mavacamte Placebo Mavacamten | p—value
N =123 N =128 vs Placebo
(95%Cl)
Post—excercise , n 122 127
. Baseline
LVOT gradient change Mean(SD) | 86 (34.3) 84 (35.7) -35.6 <0.0001
(mmHg) n 118 123 | [-43.2, -28.11| P
Week30
Mean(SD)| 38 (32.1) 73 (34.9)
pVO2 change Baseline n 123 128
. i
(mL/kg/min) Mean(SD)| 18.9 (4.9) | 19.9 (4.9) 1.4 0,006
n 120 125 [0.59, 2.12] | P
Week30
Mean(SD) | 20.4 (5.4) 19.9 (5.4)
Improved by n 123 128 1.8
= 1 NYHA class Week30 . ' p=0.0001
from baseline to Week 30 % 80 (65.0) 40(31.1) [22.15, 45.43]
KCCQ-CSS Change , n 99 97
Baseline
Mean(SD) | 71.1 (16.3) | 70.6 (19.1) 9.1 <0.0001
n 108 113 [5.46, 12.66] | P~
Week30
Mean(SD) | 82.0 (16.5) | 73.0 (20.3)




HCMSQ-SoB

Change Baseline n 108 109
Mean(SD)| 4.9 (2.5) 4.5 (3.2)

n 92 97
Week30 | eanisD) | 2.0 26) | 3.7 3.0)

-1.8

[-2.40, -1.20]

p=0.0001

o Bl WA (AA WA XX AE NT—-proBNP, cardiac troponin—I) :
— SEAIA div] A30F A9l NT-proBNP9| Wslake wiupbgtelo] A 91k tiv] 80% U

[e)
7F23S(0.20[95%CI 0.17—0.24]
— 5EAIH il A 305 A 9] cardiac troponin—1¢] WSS vinpdlTo A 9]k thH] 41%
o 7HA3L(0.59[95%CI 0.50—0.69]
. . Week 30 Ratio Mavacamten
[0)
Serum Baseline Geometric Mean (CV%) to Baseline Geometric Mean(CV%) vs.Placebo
. Proportion of
Concentration Week 30
(ng/L) n Mavacamten | n Placebo n | Mavacamten | n | Placebo OVR
(95% Cl)
777.4 615.7 0.20 1.02 0.20
NT-proBNP 120 ) 126 ' 116 ’ 121 i (0.17,0.24)
(136.34) (108.43) (266.91) (55.80) 0<0.0001
12.5 12.5 114 0.58 111 0.99 0.59
hs—cTn-I 120 ' 119 ' s ) (0.50,0.69)
(207.75) (372.80) (49.17) (143.34) £<0.0001
=318 F JAFFATE S5 e T w42, HA A58
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n (%) All-Mava combined oHCM
N =310 RCT-Mava RCT-Placebo
N= 123 N =128

Duration of Exposure (Months)
Mean (SD) 11.83 (7.36) 6.91 (0.782) 6.90 (0.576)
Median[Min, Max] 10.99[0.3, 32.5] 7.00[0.3, 9.3] 6.97[1.4, 7.7]
Adjusted Duration of Exposure (Months)a
Mean (SD) 11.71 (7.323) 6.83 (0.846) 6.83 (0.636)
Median[Min, Max] 10.94[0.3, 32.5] 7.00[0.3, 9.3] 6.97[1.4, 7.7]
Cumulative Duration of Exposure
0-3 months 37 (11.9) 2 (1.6) 1 (0.8)
> 3 months 273 (88.1) 121 (98.4) 127 (99.2)
> 6 months 227 (73.2) 120 (97.6) 125 (97.7)
> 12 months 134 (43.2) 0 0
> 18 months 60 (19.4) 0 0
> 24 months 19 (6.1) 0 0
> 30 months 6 (1.9) 0 0

— o] Hhg 1 TFEA A 7P E5HA B o] 3wk AVF (15.5%), BT (13.5%),
JZ (12.3%), & =% (11.9%), 5 (11.9%), 2 A7 = 74 (9. 4%)951-,;.

— ot o2 QA3 Fo T FFEATAA 109 (0HCM A=} 6% L nHCM Al
FHuUldAr 47%)2> AERZ 3] AlgeF FAE 7 Tt e, Fo F@o=Z o]ojx AEs
= AWAE, vE AlS A, ARAE 29, 0.6%), AAl, =5 BA AST A5 38 &,
WA ot 3 9, T2 ¥F, % SLE (7 19, 0.3%)S X3S

All-Mava combined oHCM
N =310 RCT-Mava RCT-Placebo
N= 123 N =128
At least 1 AE 254 (81.9) 108 (87.8) 104 (81.3)
Grade 3 32 (10.3) 11 (8.9) 13 (10.2)
Grade 4 2 (0.6) 1 (0.8) 0
Grade 5 1(0.3) 0 1(0.8)
Grade = 3 35 (11.3) 12 (9.8) 14 (10.9)
SAE 42 (13.5) 14 (11.4) 12 (9.4)
ADR 67 (21.6) 19 (15.4) 18 (14.1)
AE leading to study discontinuation 5(1.6) 2 (1.6) 1 (0.8)
AE leading to permanent treatment 10 (3.2) 2 (1.6) 0
discontinuation
AE leading to drug interruptions 20 (6.5) 3 (2.4) 6 (4.7)
AE leading to death 1 (0.3) 0 1 (0.8)
3. Mavacamten—5- A|FUdALe] 5% o) dol A Asal, $eks Foigh Al Aol vls) 2% o o =2 WA
R o gofd o dikg HAE (A1F MYK—-461-005)

Preferred Term RCT-Mava (N = 123) RCT—Placebo (N = 128)
Dizziness 26 (21.1) 17 (13.3)
Dyspnoea 18 (14.6) 13 (10.2)
Headache 15 (12.2) 10 (7.8)




Upper respiratory tract infection 10 (8.1)
Cough 10 (8.1)
Gastrooesophageal reflux disease 7 (5.7)
Arthralgia 7 (5.7)
Syncope 7 (5.7)

— s o]dwks

T

I Sl otz n 718 £4
AP RuE APAEL 9

S AHAFoIRS. o, X BHES okl A (AEs, Grade
>3 AEs, SAEs: 7.8%, 3.1%, 3. %) mavacamten 9| B3} (AEs, Grade > 3 AEs, SAEs:
81%, 2.4%, 2.4%) © T3tA RIiHAS.
I oM BRaE FuIsh o]dukge] AlFuldAl S E
All-Mava combined oHCM
N =310 RCT-Mava RCT-Placebo
N= 123 N=128
Preferred Term
At least 1 SAE 42 (13.5) 14 (11.4) 12 (9.4)
Atrial fibrillation 8 (2.6) 3 (2.4) 5 (3.9
Syncope 3(1.0) 3 (2.4) 1 (0.8)
Stress cardiomyopathy 2 (0.6) 2 (1.6) 0
Systolic dysfunction 2 (0.6) 1 (0.8) 0
Urinary tract infection 0 0 2 (1.6)
- AEIA A T E
I WgE AEIA AR AlEaPdAl BHAE
RCT Study MYK-461-005 (oHCM) LTE Study All Mava
MYK-461-007 MYK-461-005 +
MYK-461-007
Mava Placebo nHCM oHCM oHCM oHCM and
Adjudication Outcome, n % (N=123) (N=128) (N=43) (N=224) (N=235) | nHCM
(N=278)
MACE-adjudicated 5(4.1) 3(2.3) 0 5(2.2) 9 (3.8 9 (3.2)
CV death 0 1 (0.8) 0 1(0.4) 1(0.4) 1 (0.4)
Acute myocardial infarction 3 (2.4) 1 (0.8) 0 0 3(1.3) 3(1.1)
Heart Failure 3(2.4) 1 (0.8) 0 (1.8 6 (2.6 6 (2.2)
Atrial fibrillation 4 (3.3) 5(3.9) 0 2 (0.9 6 (2.6 6 (2.2)
CV hospitalization 8 (6.5) 5 (3.9 1 (2.3) 9 (4.0 16 (6.8) 17 (6.1)

6.5.6. A|FF Aol ok »x3uA (CTD 5.3.6)
o IS Qe




6.6. 7} A8
o3l 7o ekF o2 Jlu U/} obd

6.7. 43 g HAAA

ADME
— vlugEl Y] AT FoJA] AEEA EFEHH (thee 1 AIZE), 94 &3 HAWol A A
Ae]&EL oF 85%% o, vhubgEle] =E2 2 ~ 48 mg AbolollM Ao &iFol Bl

st S71ske) vl o] &2 2 ~ 48 mg Alolol A A &7 vl 0}04 =7Vt
. 1Y 13 ¥R R Al 22 AUCO—-24he °F 7w, Cmaxe 2—2.64] %

— vhubEle CYP 2C19 thAl &4 Zejol whel 7pa A< ge &4 R & UrE]r”J(X 2
AR (normal metabolizers, NMs)<Ql 7% 6—9%, A} A 3}AH poor metabolizers, PMs)<l 73
% 239).

— vHaERl 15megs AW, 1742 2ol A FAX] FFE AT AAA T L (tna &
Gk A% 4 A7), Cmax ¥ AUCr= 242 55%, 12% ZA2aAZH &

— YR EF EAdS 97~98% % HHHAF

— vzl e 2 CYP 2C19 (74%), CYP 3A4 (18%), 2 CYP 2C9 (8%)< %3l B
qAtETh Abe]l FAGA 3] AR AFHAS. AAge BgelM Abd Be oAb
Al MYK 10789 =< miupgtel w=29] 4% u|vto|Qa, o2 27)9] tAlAE vl ].Zj

=29 3% wvte g, o5 mpupteEle] HA @A wX= FFFo] AwstAY Gl

S Hog Anyg

— ©3) 25 mg &% YC FA vzt &
=

% H

o & F A Y 7% R 85%7F A7t ¥

e ® FHe. S i B AN Fod &7 o 1% R 3%+
— CYP 2C19 thA} A3txte A mlutztel 15mg ©3] 5o A C 2 AUCInfE ZAF tiAbA}
(NMs)ell ®lal 22} 47% B 241% S74EJqem, B vbzd7 7} Oﬂﬂﬂ (47} 239, 6-9
). CYP2C19 thA} Ad}AFe] Hl-&o FFA| ol A ok 29, o}A]o}elol A ok 1892 U& A

[} KR
=

— 654 o] ;@A & DA (184 o4 B 654 vk gL
AR FHAA gt Aol= 91} B2 ko B E 654 o] A A EHFTHL
83k &

— 74Z(Child—Pugh A) ¥ 5% (Child—Pugh B) 7ol 3tz}ol| A mlultel @3 &

A AR, A3 W715E 7HR AIEUdAe vad o, o] ¢Fo] =
1.878] S718Fe. Coaxl Wi 3t 7159 dF2 oo, §4¢ 4
W3l e UehA gk £5 7039 (Child-Pugh C) A oE AFHA ggtomg o]
oF Foe AZHA X

— vpubdEl 859 3%7F BRAZ AWoE ujdy. Ao o] dist ©E AlHo] Y5
A ko), A oFEdt BEAo|A eGFR 45 mL/min/1.73m?¢1 Al & thaae A} eGFR 95
mL/min/1.73m*¢) A FhdA vl &4 de =E(5Y3 1178 S =38 5
Z Al e AFEHA o BR o] o T Ff7F BAF
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oFE Yy L
— oF5l CYP2C19 A4 CYP2C19 B4 thALAH(NMs) 2 w2 thARAH(RMs) (o], #1/%17) el A,
o] °F 15mgs °Fg CYP2C19 AafAQl vz etE 20mg 19 139} ¥E&FAg 23 vt
kel o] AUC 7t 48% S71atd o™, Coadll tid 9332 AL
— T6& CYP3A4 A4 CYP2C19 T3t dARRH(IMs) (dl, *1/%2, *1/%3, *2/x17, x3/+17) 2 7
2 AFAH(NMs) ol A, o] oF 25mge HWlZtatd 240mg A4 A A9 B85 13 Ay}, vl
Zee] AUCi F Coa’tF Z2F 16% 2 52% S7F8FATE CYP2C19 WlA} A 3EAHPMs) ol A,
o] ¢F(1bmg 1¥ 133 HEoMd (60mg 19 33]) WEFod digt A&l 2y,
AUCp-24 E Cou/} 4 55% 2 42%71A] 718 Ao =2 FHE
— g e CYP3A4 A3 A CYP 2C19 thAl AsAH(PMs)ellA] o] ¢F(15mg 1Y 13])3 2=
CYP 3A4 A&AS o]Egtzu}E (200mg 1Y 13]) HEFA tid AlEgolad A,
AUCray 2 Coa/F 27 76% 2 54%7MA 718 o2 FHHE
— ¥ 3 CYP2C19 ¥ CYP3A4 54 @ o] ¢F(15mg 13)) ¥ &3k CYP2C19 2 CYP3A4
TAQ FFA (1Y 600mg) HEFoIo a3t Al & o)A A3}, CYP 2C19 A4 tHAFAH(NMs)
NA AUCo-; B Cuax 7F A 60% R 7% A3k 3 CYP2C19 thAL A 8AH(PMs) ol 4] whut
Zrel AUCo—t 2 Crax 7F AW 69% 2 4% ZHAdte AOE =3
— CYP3A4 7/%7 CYP 2C19 A4 tHAFAH(NMs) ol A 16€7F viupzrel (193 20 25 mg &
o & 1497 15 mg F49)& ¥E Fo3 24, vgEd ] AUCw ¥ Cua’F 42 13%
2 7%= Zjb_o}ﬁi—%. A7 Ao 1793 vhuldel (A1 2P0 25 mg Fo F,
1547k 15 mg )& W& Fojg Ay, AF A A7 gk A#oln, CYP3A4] o

@ 7199 qEd f2ESRTE L w2dUS e B w52 FaAIA RS
— CYP& A0 glg) pfufzlE o] ¥3Fwm g2 CYP1A2, CYP2B6, == CYP2C8<] A& A7}

vl
obd. vinupgtele 944 X7 Fx oA CYP2D6, CYP2CY, CYP2C19, B+ CYP3A42] A3
A7F obd. vhupzhel e CYP2B69] 714 9.

— FEA ) g rlupgd e FF vl A8 s Fo FE(efflux) FEA (P-gp,
BCRP, BSEP, MATE1, =+ MATE2-K) 9] AajAl7} o™, 8 & (uptake) & (7]
Sol2 4 ZYAMEFO|=[0ATPs], 771 Fol2 F=5A[0CTs], = #7] ol =54
[OATsD) e As|A7} obd

A3 e

— 33/ (NYHA class 1T & 1II) #2484 vltid A2 S (0HCM) 32} o) #1374 LA
A wpephEl 7 B A okt WH A7t e] A A HZF 2 NYHA @A 9
S A 3 FaA Mol BAFHAS (A2 37% vs 17%, p=0.0005). o]z} H7}H =<l
= % LVOT HU gradient, pvV0,9 Eﬂﬁr NYHA class 7§48 YeRd 3x19] v]&, 74}
g3t A2 S AEA(KCCQ—23) A4 29F AHS4(CSS), & vty A3HS 34 484
(HCMSQ) &5 =&(SoB) 99 FFellA Hlo|=etQIFE A30F71A12] Wsts H71e 2
o, vupel S s #apEoA] g1kl HlE] o 2 /S UEI S

=

o

>



7. 2= AlEEEol T Xtz
et : CAMZYOS(mavacamten) capsules for oral use, 2022.04.28. &7}
o7l utt} : CAMZYOS(mavacamten) capsules 2022.11.8. 37}
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(A3 AHeae) FoAHR
1. A1
1) AR 934

o] oF2 44 ¥EE(left ventricular ejection fraction, LVEF)S #+AA17]3l, 4+57] 7]%
Fo = Qg ARAESE ¢ F+ Aok
o] of Fof A2 H H TRt ¢ AE2S3E T LVEF % LVOT gradient®] 47|
21 H77F et
LVEF < 55%%1 Aol X = o] of FoAE A& sA] Geth o' WioAs g9
LVEF < SO%J Y e L AFA S8 BISAY A BETE ostEe A
o] ¢ F Eiia=s

/\]Eﬂi(cytochrom) P450 57 A siAl
o

) 4%71

A Folg7]e
A A ==
FEA EE

Hes ALY AEIE P450 EFH FEA
]

Q%A APl FhE & adnh

l
7&%‘%& CYP3A4 A3l A)|
= ~ 43 CYP3A4 A
o] ¢ A Al A we} o] oF

o= 9l o ke
FoJA] Foatgte] tiste] HA™g WS W2 oAfel| o) AHH o Z ALEE ofok St

2) WElA 54

= A 2AE ), o] 2 EolelA

2 G BRNE F8A & A
o) oFel AR Tl

)

2) T&

3) e5&= ~ &4
4) I

Fo GPol U 5 gomz, AR

o
F

TH Ol—? 44/\ 4784 U}Xl el

e B

~ g3k CYP2C19 AsiAl =& 7ZF#H3 CYP3A4 As|A] HE&Fo 3=z}
3k CYP2C19 G54 £ =55 4850

=

~ 74383 CYP3A4 Fr % xﬂ 3 )

kgt CYP2C19 = 5% CYP3A4 AsAl& HE&EFAqs= At
2) T% A&} #AHeGFR < 30 mL/min/1.73m )

o] oke & AA] FAo] th ATFHA FpomE, FZF Ao FAA o] o

745 (Child-Pugh A) WA 5%
long, oA Fo7t 2

Fi so

(Child-Pugh B) ZFgoll gkajol]l A o] ofe] WZo] F7}

2 8 3o},

Z ol (Child-Pugh C) ZA}oX = AFEHA FormZ o] oF Foj= AFEHA
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4) HﬂE}X}D}Xﬂ 2 & vgsi=2ndd ZE Ad AdAE BEFAAY e 4
T3 (negative inotropic) Z}&-°] & of= WEFA A

AutH oz o] oF2 WEIATA e T HiY3 =2y ¢ Ad AdAe HE
st FoAE 4 o, ogd GEES WEFASe A e UE A4 T

2 =
(negative inotropic) Zt&-¢] Sl & WEFA= dFHA =t

o] ¢Fo] StAAL Z=AA] HAA v AZHZ SAxE gatoZ 3 o]F FU Y, 73
A, Aok iz A3 A4AIF (EXPLORER-HCM)Ol Al B 7FE ATt o] AR ot
2517 ¢ xgod 32 F, 12390A ©] ¢ 25 mg, 5 mg, 10 mg E£E 15 mgs I Fo
3L, 1282 9okS Tttt o] S FoAg 59 =F VIINEFYE)S 3047
%ﬂr(ﬂw 1.6 .

Al At 7 AL 9 GRS 5941(26-824) A, A 36.1%7F 6541 o], ti/dALe
6.5%7F 754 ol’gol Atk AR 94% 71 W91, 54%7F HAd ol ATk

o] °k& Fogl %X} N 7HF E3HAl Bid oldihge oX¥e (171%) ¥ FF
(11.4%)°] AT} | 7t 81%, 8.6%% Rilw AT
o] oF FojoA ZEH X S AL o] of R 23
Buxglon, 9Jof FofeA 10 BuHAtt. o] of Fofoli AP HilEZz
S AT

o] ofF T 1239 F 27%(1.6%)°] FAE FD3AaL, ffrole T3 A7t A
0%). o oF FoAToNA, THOE o]ofR o] g2 ZF 18X d41(0.8%) R 4%
A5 (0.8%) ] A TH.
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= oo
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o
12
<
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S
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>
JE

o) HE-g-
o] ok o Q_]';
n (%) ] i
(N=123) (N=128)
AA
A AE 8 (6.5%) 9 (7.0%)
AR 7 (5.7%) 9 (7.0%)
e
H] Q1+ 0 (8.1%) 6 (4.7%)
<A
538 55 9 (7.3%) 7 (55%)
A 7AA
AR =& 21 (17.1%) 15 (11.7%)
T 14 (11.4%) 10 (7.8%)
SE571A
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2.5 mg).

ol o 25mgg HYHoE Telshe B
AddM B e §Fo g 5 gle
g, g CYP2C19 B FFE
CYP3A4 AsiAl WEFo] Al#2 w3t
ot

2) o] ¢fo] T FEol WA= IF
U}H} Fel& CYP3A4, CYP2C9 2 CYP2C19¢] F=Ao|th o] ok& CYP3A4, CYP2C9Y
L CYP2C19 712 &% M8 FojA T 71d G2 EF Tt Fas] FEA
g 5 loenz HEFA HHsA #Ed

2 YA Z2ALE L oEd AEZHES CYP3A4 7]t o] ¢k

o

2 sE ug

o) Z2ALR o AEd A2EAY L el Rhdol 9Y YA £ Es

< Fo
o]
“

) 71t B A

A FES FaATE GE

A FEHFES AAATIE e HER HE FAA FHHA 24 75 a9 UEhe
T AUk

A3 AGAF(EXPLORERHCM) O A, o] oF& T3k 1239 5 119% 9 =7t HiE
kA (94%), 13}4“‘(19‘?3) T YEoMl(67) B8 8-S Wkt o] % AT FES
HaATIE 8 =Tt oFEstd FeAg vheAel W ARE Aotk o] &
Fostes oA 2ol FATFA (negative inotrope) FE Al&ets 49 =
SRTFFAY &FS FVMVIE B, H8A &% 2 A vl =2 wziA] A
2595 B¢ LVEF RUE I 34 Wt o8ty #Fo] Jasitt

SE AR ZAT o o] 2 FFAA FAA HotelA FAY F dem®w, o]
P T Fol F710lth o] oFS JAIZE Ao A FAF A5= Tt
PAE 7hsAdol = AANA o] & FoIst= A5 Elotel tidk FAHA A=
dejof 5lm, o] of Fo A, Fo T B Fo T& F HL g oF wis BHAHQ
HAHS AHEste] dAlS Hst== A =sfof gt
e o] ¢kS Tt FeF dAlo]l He B o] oF FAE A FHeor

A~ 0 9
2) T




s

AQA &

rr

FoAE FEE AJA RS AAslF I

8. 20t Hhg Foi
184] V1§ ol @AM o] o] ehdA W FEAE AYHA st

9. k7o) &zt I Fo

%%(Chﬂd'ljugh A) WA F&%=(Child-Pugh B) 1Hgell fAtelq &5 2de B2
2ot A4 7715S 7R Ald oAt vlad HH A= YA 2S5 7o) Sxo A o] okel
wZo] zbzh 3240 2 1878) Z7}stdont PAeE 24 9 wuUEY AYe uHd o),
F7HARQ &% 2HLe "adA o

% A7&N(Child-Pugh C) Aol A= ATEA] Formg, o] o Foje= AZHA d=th

10. A& Fztol tig F

745 (eGFR 60 - <90 mL/min/1.73m* WA 5% (eGFR 30 - <60 mL/min/1.73m% 417}
Aol ik & 2He FastA] @tk o] %2 FF AN (eGFR < 30 mL/min/1.73m?)
kel e A7HA FRerR, T A A M= FAA] Fo ol do

11. AFF A9 XA
AbOl Al o] oks e Fold AP AFH o) o] of RFFAA UEhe Thsde] we

oS #5571 7l Aofolth

o] oF2 HtIAg ATHZT FAA HU 144mg §HOoZ w3 FAFAT o] oA

g vFAA W, A8 @ FEHE8RTE A% )4 '<5‘EH o]’gHh-go] Bt 17k

A A A A A 254 3T EM 25mg & #o] FAEUTE 25mg §HFS T3 8% T

39l A LVEF 20% o4 747} Yebsth

15mg e NS FLAHOE AT F ol Aol B AT

FHF FAA 2

o of B} Fof A o] of Fof FT A, &¥ HF Y LVEFY 13 ZYUHH S

e Ay FHE FASH] AT oty Hx X (A, ot=ded =S o8&
= HxaW A4 5 FTE =0]7] 9
3

12. AE7HE 9% AR
1) o2&
rhub Rl ez, G228 Y, 79 E A mtol Al AsjAth miuitdle S A

rz

g
S 5% AHl(on actin)el Eolg & Qe rlelel A= 58 Aol I A5
) 2 AFEIRI) A wA A% G4 A4S P2t =3 sugee A4 6
o4l 2o UAE HEAA, AL F At Ul ojgE ez ABAATY
o4 AeME BAdNE HES @ 2F 4 2 S olgkd Auel wiolo




2 UehyHy, ol #E3E £=, ol Ao, T3 YA AH]
$g 5 ok vgA A2HE AN segde 29 o

Al ol¢), 53 LVOT 4
A Ft 9@ AR FE, NT-proBNP E3H3 A3 AAZAA F &

(HW A2 AHFPVOy)L2 F7he MAAIH.

2) FHetA P
(1) LVEF
Pkl Folg HA4d wEE] #ad & Atk A3 9734 B (EXPLORER-HCM) ol A
°of o FoT B fleF T wlo|2El F47] LVEF= Bt 74% AT ©f o Tl
2 floF FolFo A wlo]z=gkel Tl 305 AshFe 4zt 4%, 0%,
oF Tzl Ade viupdel F87)H mE " Ao 853t F4E
A38F Al o] 3t LVEF= F Folw E5 wol=aelat frAksk sl
f

)
=
3
= —lc+
@
S

2
(O8]
ox
juke

~

N
$AF (EXPLORER-HCM) ol A, A 5L Hit &5 & F2 2 246t LVOT
gradient®] 745 YehdeH, o= A 30F A3AI 7IREet ALHAH. A30F
F24 ¢ @AuE LVOT gradientse] ® o] =g}l o2 HE o]
FojolA 22 -39 (29) mmHg, -49 (34) mmHg$ 1, $lefolA ZH -6 (28)
ks

mmHg, -12 (31) mmHgl o™, o] %ol 32 o8 {23 Afo]E H U

LVOT gradient®] #9|& zltol= 45 Aol &&=, A8717F &t FAHAS 85
FroF7] ol% 38F AlFol T LVOT gradient BT F Fojf =F Ho]xekelw
FAFsE At

( ) Alx]— TZ

A3Y AGAIH(EXPLORER-HCM)A A A7 -0 tigh Adxa3 371 23, #4444
A A 4= (left ventricular mass index, LVMI)&= ®| o] 2= g}lol] B]3)] o] ¢f FojFoA -
74 g/m’E TAEUT, Yo EoFelA +90 g/mPE Z/ EAT. FA) £A4AS

(left atrial volume mdex, LAVDY i ZAE o & F4FoA -75 mL/m’E #a
HAa, 9 FATFd=E -01 mL/mzi W37 gl

(4) /u xl xg ;q] by ;q X]—

A3/ L73A1 8 (EXPLORER-HCM) ol A, A7 8 2Eg 29l AAZAAQ] NT-proBNP7}
wlo]2gkel thul 43 Aol 783 ng/LollA 242 ng/LE @A3A ZAdtIom, Fo
SEANMA AEEH AT 305 A3 NT-proBNP(F )= wlol&eke]l el 9fof Fo3
ANX 5 ng/LuF Ak WHH, o] of FojFoA oFE Fojel #Hste 556 ng/L A7t

AT ARAEAE WFoE e R, &7 S A1 AEAIRAA vk S
F57) 71%E AASA ASAZ F e ANEEF B 2 S3AY 28U7HA
185 mg % 25 mg 1¢ 13] Fo)o.2 A&HHo g2 =& A QTc 1H4 d&o] #&H UL,
HItHA A2 S FAlA QT HAe] BAXo g A%d & Sled, ol A4 287




EE v AS2HS AT £3] AREE QT 9% 7HsAdol e ofed dad
71448 Ed & Ak vhepElS Fonke vgAd ASHS BxE gtz o
AP ES 7IRe 2 =30k A BAA X523 =& 1994 5 &4 Qlc
AZol PdF=HA skt

QT A4S AZAII= FEFH o] S WEFAFAY ZF ALY W= 7 QT
AS Jehgl= $Aol A o] ¢fo] FoAHL Aot}

3) & K
phal bl S CYP 2C19 thAl 878 Aol wet 7hi Al wd 24 wzbr)E Jekdc
(A7 EH/\}X}(normal metabolizers, NMs)?l 7% 6-94, thiAl A 32K (poor metabolizers,

PMs)Ql 735 23<). vhab RIS =52 2 ~ 48 mg AlolollX 7o &=l mlaste] S}
&t D}HVLEﬂ 14 13 WHEFo Al $22 AUCoune= F 74, Crae 2-2.6W1 AT
1) &

vpub Rl o] F FolA] &S FE (tmaxL 1 A7), 7 & "HAWNA B+

A o] &ES oF 85% = oAFETh miulE RIS =52 2 ~ 48 mg AlololAl AY &
vl st S7}sk Tt

+2e 9%

bR 15mg S A, a2 Aolet A T FFE 3AZT AAAT] AL (tmax

4 A% 4 Alz}), Cmax 2 AUCTE 27t 55%, 12% ZAaAZ T o183 Fae i

oz fFogt Aoz #AAHA el o] oFe 247 AAgle] Fo

Q) BX

DGR B A whuttel o] E2d T A%te 97~98% 2 HEE ATh

18.5 mg (n=4) =& 25 mg (n=6) §Fo =2 o] 28YU7t

A ZHE wiupgrEle] A, B wiubgEl A

(0.0047) £ 0.044 (0.016)t}.

(3) A

vialteal & 2 CYP 2C19 (74%), CYP 3A4 (18%) 2 CYP 2C9 (8%)S E3l #E$IskA

AL T ALE2] 631}011%1 3708 tARAIZE HEHAT AMEY RN TP B

AR Q] MYK 10789) =Zo wiupgbell =29] 4% wivto]da, & 27019 thAl
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Ad FFe] A5 AlALETH

mkfl
4
X0
kv

12 4t
£
il
i

ﬁ;
RT:

Fol F, % WARs] 7% R 85%7F 242 o o
g awoA FolE &) oF 1% H 3% AT

A EAHA8AH o] R 654 wIRh It ofEe, fEA

KR
Apol= SAH A At




2 FH4 ¥4

CYP 2C19 thAl A &}AHPMs):
CYP 2C19 WAl AstAtell A wlulghel 15mg @3] % Al Chpax 2 AUCE 73 WAL
(NMs)ell Hl13)] Zh2F 47% 2 241% S7F=Elew, Ha R7)7F A= Ah(@ 2t 239,
6-9Y). CYP2C19 thA} A3EAY vl&2 ATPAIQEAIA ¢F 2%, ofA]ollol A oF 18% =
de A AT

(3) 2t el =}

7% (Child-Pugh A) @ %%5%(Child-Pugh B) 7Hgo] gz} 3 ofjgl, A4 3t 7]
12 A @At thate] miubgEl @3 Fo] okEd Aol SR AT G 31
1R A dldAtet Blad w, FF X

N
X, o\
N o o

i J

N

0| N o o
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4) A17gof gzt
vhabEl 8] 3% RAR Avo=Z wjdHETh Al Fxld tidt @E Ao 13
HA gtoy, A oFs EXolA eGFR 45 mL/min/1.73m?¢1 A & thAFx} ol A

&

S|
Rl |
eGFR 95 mL/min/1.73m*¢] Al @ o2t iyl 4 e =F (TS0 1178 F7H7)

—~

o)
@ k3 CYP2C19 AsiAl : CYP2C19 A4 hAAKNMs) 2 wW-E AR (rapid
metabolizers, RMs)(dll, *1/*17)°l1 4], ©] ¢F 15mgS <3 CYP2C19 A1l ew=zet=
20mg 1¢ 13]¢} WE&Fog 23, mpnpgdl o] AUCF 48% S7FSEA O™, Crax®l T3
FFE AU

@ FTE CYP3A4 A A : CYP2C19 F%t thAFA}H(intermediate metabolizers, IMs)(4ll,
¥1/%2, *1/*3, *2/*17, *3/*17) L A4 WARRNMs)olA, ©] °F 25mgS w|etutd
240mg A At BEF3 A3, wnbEle] AUCK R Cuadt 44 16% 2
52% Z 718t th CYP2C19 thiAl A3IAHPMs)ollA], ©] 2K(15mg 1Y 13])% LE|opA
(60mg 19 33]) BEFofol Wk AlEdold 23, AUCu 3 Cra/t 22 55% %
%7 A S7HE Ao 7 FHHE

@ 28 3d CYP3A4 AaA| : CYP2C19 thAb AsAHPMs)ol A o] °F(15mg 19 13])%
783 CYP3A4 AFAIA clEZIUYE (200mg 19 13]) HEFAd tidt AlEH oA
A3}, AUCray 2 Coudt 42 76% 2 54%71A] Z718 Ao w FHH)

@ 733 CYP2C19 ¥ CYP3A4 F=A : ©o] °F(15mg 13))% 3 CYP2C19 %
CYP3A4 F=AIQ 2JFA1Y 600mg) B-E&FAd gt AlZ# ol 23, CYP2C19 A%
HARRHNMSs) ol A AUCy: 2 CooZb H 60% = 7% 7433 CYP2C19 AL A &kAt
(PMs)oll A vabdel AUC): 2 Cua/F AW 69% 2 4% THAshe ASZ o SHT.

® CYP3A4 714 : CYP2C19 7 WAMAINMs)dlA 1697E wlubgtel (A1 2]
25 mg Fo ¥, 1443 15 mg F)& & FA 23, vuEE ] AUGK B Gt
77y 13% 2 7% % fAastith




A73 Aol 1797 vhupghel (Al1L 3} 2o 25 mg Fof ¥, 1597 15 mg Fol)&
He Eo3t 2y, Ay AF FAeke] ARoln, CYP3A4o] e 7142 oEd
NEZHE B k2HEEY e =S FAaATIA FUTh

® A@HH(In vitro H7}

CYPE Aol gk wintzhel o] J3F

vl Rl CYP1A2, CYP2B6 =& CYP2C89] A3A|7} ofyt, winpgel e A7d2 X
FEolA CYP2D6, CYP2C9, CYP2C19 X+ CYP3A49] A&|#|7} oyt winpztel
CYP2B69] 71" o]t}

FEA A g wpuptel Y] Gk

vl e X7 FEoA F2 FE(efflux) 43 (P-gp, BCRP, BSEP, MATE1 X+
MATE2-K)¥ A7} otU™, 8 FF(uptake) TFA (F7] S0l % ZJEo|=
[OATPs], 7] %ol FEA[OCTs] = 7] &0 F5A[0ATs])e AsiA|7F olch

] oFe] §EAL ZAANNYHA class I 2 I0) H A4 vg4d A2HEE (oHCM)O]
dom, FA4H €vEE (LVEF) > 55%°]a, FAAl EE A=A LVOT FHu gradient
0 89 A gl g olF w7tE, A wig, f9F dx, vrlH,
=7t BFE, A3 I4A D (EXPLORER-HCM)ol A H7FE et Sxte] iy =,
o] oFF ALY F 96%(WEF XA 76%, ZEAE DA 20%) Y Al
87%(MIet A 74%, ZAgAHE DA 13%)7F BIE ASHF (55 A3 wiEaNS
Fof wtth
A= 119 HleE 529 v EHo] 3073 19 13 A1F &%
(n=123) = 9oF (n=128)% o};’iﬂ‘r. o] %%k% ghate] 2] g 2
o]gt LVOT gradient &)
HAow, o] o EF FEE = )

FoT wjAdL wlojxgjle] AY %—%,L(NYHA Class II %+ II0), @A WE xjct
Az AR, HAA AL AR PVO,) H7b AREE dZaHHY I EHEY EE &5
A A), 2 CMR(cardiac magnetic resonance) 3} Aol tist T ofFo wet F3)
HA WEAGA 2 Zg Ad AEAY HEaw e daygr=y gEgpd Y
HIZAQHS W e XSS AQEHAT fEgY, ofdEo|l=EF T (A Bzt
A= T ¥ (Noonan syndrome)d 22 #HAA vt AZHITH FAEE P8 9
174 v E 4oyl HAEAR v AF Zort e FAEE A ATH
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573 o] of 9]k
N=123 N=128
A= (A)
Fi(H2, Ad) | 59 (26, 82) | 59 (18, 81)
44, n (%)
s 66 (54) 83 (65)
43 57 (46) 45 (35)
Bt ADFA S, kg/m® (SD) 30 (5) 29 (6)
3t A9, beats/min (SD) 63 (10) 62 (11)
Hi ¢, mmHg (SD)
57 128 (16) 128 (15)
°]$H7] 75 (11) 76 (10)
QAE, n (%)
opf|E]7} AFR Ee def2rt AFF | 0 (0) 1 (1)
oprJol 4 (3) 2 (1)
59 e oz M =<l 1 (1) 5 (4)
G A e 3 (2) 6 (5)
el 115 (94) 114 (89)
s
g2y e ZE 8 (7) 4 (3)
sl=sfy oy A7t obd 114 (93) 119 (93)
3 4. Wo]=Esl AW B4
=73 o] ¢f 9] of
N=123 N=128
NYHA 7|5 %, n (%)

NYHA Class II 88 (72) 95 (74)
NYHA Class III 35 (28) 33 (26)
pVO,, 9 mL/kg 18.9 (4.9) 19.9 (4.9)

HCM #1724, n (%)
W el 2peA| 4 (76) 95 (74)
=z dA ZeAad A 5 (20) 17 (13)
HMz1 getrg
B A2 %ﬁ 7, mm (SD) 17 (3) 17 (3)
TEH 757 A% &%, n (%) 97 (82) 102 (81)
Bt LAVI (SD), mL/m? 40 (12) 41 (14)
3 LVEF (SD), (%) 74 (6) 74 (6)
Wakake] o oJgk ¥y LVOT | 72 (32) 74 (32)
eradient, mmHg (SD)
&% ¥ WP LVOT gradient, | 86 (34) 84 (36)
mmHg (SD)
T8 4% We
A A, n (%) 2 (10) 23 (18)
AUE AAE71(ICD), n (%) 7 (22) 29 (23)
HA AEA A9 24 8%, n (%) |11 (9) 8 (6)

HCM(hypertrophic cardiomyopathy), SD: Standard deviation




Al 3% /&A1 (EXPLORER-HCM) ol A £-21€] 81%(100/123 ®)= F 713 F5AIH 5
mg == 10 mg §FS Fo3ta Jlon, A9 49%(60/123 H)= Smg & FS FosiaL

12+ B7HRFE pVOdll 93 HW7HE &5 58 2 NYHA 7% &/ 9 Hrtd S8l
AoA A30Fe] FHH WstE FAEHAH, o A30F A 71AA thH] pVO, >
1.5 mL/kg/min®] 7|4 Z18]x NYHA £57F 1 o] 74 =+ pVO, > 3.0 mL/kg/min<]
N 18]3 NYHA /A 98 gleo =2 Ao

o] oF FojFo A ekl Hls] A30Fo] o] 12 HrF WSS wE3 ) v Lo] ¢ =
YeH(ZH 2 37% vs 17%, p=0.0005) (3£ 5).

%0,

# 5 12 S Hrhs 24
of of I B U S
N =123 N =128 | (95% CI) p

A 30 el 12 FrhEss . . |19

248 94, n (%) 45 (87%) |22 (A7%) | ge7-3013) | 0000

A 30 FF pVO; 9

Hlol~ghlo 2 HE o] W3r} 19

> 15 mL/kg/min ©| I | 41 (33%) 18 (14%) | 999 - 2955

NYHA Class 7} > 1 7|A% (8. .55)

2L, n (%)

A 30 Fo] pvVO; 9|

Hlo]xziQlo 2 HE o] W37} 5

> 3.0 mL/kg/min ©] 1L, 29 (24% 14 (11% 1

NYHA Class 7} <85 =) (24%) (1%) 1 339 - 21.89)

ere 8, n (%)

A7eHA 54, wolxell AW 54 9 wolxgel Mg ko] U HrpWsd] wA=
Gl st stEA A, viubgdo] 3 AP B WiFdeez M
AeA] aWME T2 A o] ok Xz A= HIERREAIE Fof WA o2 &}
mul vhe HolARHZHAE pVO, Ad) BE 23 HrhdE #4234, LVOT 71€7))
WAl AR FAQlo] mhubgEl X 87 S A FA8S & F e S &
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by

o WEE 2H95%

EEk ohalhel 9% s ?—7:})

AR (A)

<49 10/27 (37%) 6/25 (24%) = 13% (-11.7-37.8)
50-64 21/51 (41%) 13/63 (21%) ’ 21% (3.7-37.3)
>65 14/45 (31%) 3/40 (8%) i 24% (7.8-39.4)
k!

o4 19/57 (33%) 5/45 (11%) —— 22% (6.9-37.5)
@A 26/66 (39%) 17/83 (21%) —— 19% (4.3-33.6)
ARDFASF, kg/m?

<30 35/77 (46%) 17/77 (21%) —— 25% (10.3-39.0)
>30 e

W o]22}¢l LVEF
<75%

>75%

Ho] 22}l NYHA dlass

10/46 (22%)

25/69 (36%)
20/54 (37%)

6/51 (12%)

11/70 (16%)
11/58 (19%)

10% (-4.9-24.8)

21% (6.3-34.7)
18% (1.7-34.4)

il 29/88 (33%) 16/95 (17%) == 16% (3.7-28.5)

m 16/35 (46%) 6/33 (18%) = 28% (6.4-48.6)

wo| 22l paAl AR

F 28/94 (30%) 20/95 (21%) T 9% (-3.6-21.1)

F 17/29 (59%) 2/33 (6%) 53% (32.9-72.2)
+FANY FF7 T

AR A 15/55 (27%) 11/58 (19%) L 8% (-7.2-23.8)

Bkl 30/68 (44%) 11/70 (16%) 28% (13.8-43.0)
#]0]222}$] NT-proBNP, nglL. R

<%t 710ng/L 18/55 (33%)  13/68 (19%) * L 1% (19-29.1)

>ZF73% 710ng/L
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3t 6,

9/58 (16%)

Placebo  Mavacamies

Hatho
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Baller

A% el tgk o] oo AgadH}e *F
gradient, pVO,2] W3}, NYHA class 7§4S Yehd 8xo] vlE, WAk
A A (Kansas City Cardiomyopathy Questionnaire-23, KCCQ-23) 7

21% (6.4-36.4)

ok H%

A # A (Hypertrophic Cardiomyopathy Symptom Questionnaire,

o Al o] 2ekQIRH A30F7HA 8] WSkl ofsf B}

B ot

7).

AAEL BE 23 HUHH

FEol skl fefael Bls)




Secondary Endpoints

o] o
N=123

$19F N=128

FolE

zto] (95% ClI)

s

g

A 30 Fo] &5 F LVOT
Hd gradient 9]
Hl o] 28 o 2R 9
M3}, mmHg,

At (SD)

-47 (40)

-10 (30)

-35 (-43, -28)

<0.0001

pVO, & o] 2eklo A
A 30 F71 2] 9 W3,

mLkg/min
4t (SD)

14 (3)

-0.05 (3)

14 (0.6, 2)

<0.0006

A 30 F9] NYHA class
> 1 MAdE Yed &
N, (%)

80 (65%)

40(31%)

34 (22, 45)

<0.0001

37 A Haga el 23 i 4
- o o] = 2 Q1 o A
| =
ﬂ]o]_/’:_ﬂ]-?l, SN :’“ 30 X-]] 30‘7I:‘7]]'X]9] Eﬂﬁ' = o
Sec (SD) 3 (SD) - T oo
ondary Bt (SD) 7+ z}o)
Endpoints (95% CI)
p &%
o] of 9 oF o] o A o] o 9] oF
N=%9 N=97 N=108 N= 113 N=92 N=
KCCQ-23 9 (5 13)
Csst p<0.0001
71 (16) 71 (19) 82 (16) 73 (20) 14 (14) 4 (14)
N=108 N=109 N=92 N=97 N=85 N=88 18
HCMSQ 24 12
. < oo
49 25 | 45 (32 20 (26) 37 (30) 2807 |09y [T
" KCCQ23 CSS & KCCQ-23 9] 44 3 2 AA 4 ¥ ez 7490 94 29
AT=(CSS) 0914 100 74A12] MoolH, A7 =55 ¥ e 14 JHE Yetdo




¥ HCMSQ SoB 949 AT+t 3F &9 ¥re 252 Hr1sth HOMSQ 58
(SoB) B Ao W= 0014 1871
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Threshold for Change in Post-Exercise LVOT Gradient (mmHg) from Baseline to Week 30
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Threshold for Change pVO2 (mL/kg/min) from Baseline to Week 30

3050 KCCQ-23 CSSe= ©] ¢ko] 9jekd wla) t /RAE At A30F] KCCQ-23 CSS
oA mlolxekl iyl B WAL o] of FoTolA fefel Hls| ¥ 31.2H(p<0.0001),
ole1dt YF2 675HH THEHJH(TE 4).




1% 4. KCCQ-23 CSS: Al7He] 7ol w2 it #joj =gkl oz R E o] s}

15 4 <

-8 Mavacamten - l

—=— Placebo

LS Means (SE) Change from Baseline

0 6 12 18 30
Weeks
H o] =g}l A A30F7FA] KCCQ-2370 A4S YEFH A} v &L tefst =52 Aol A
o] oF EojFol X fJekFel Hl& o Egth(2¥ 5).

19 5. KCCQ-23 CSS: wjo]2gtelo| A A30F7+A] wHEle] F3 B

100
80 ~
60
40

20 +

Percent of Subjects with Change in
KCCQ-23 Clinical Summary Score > Threshold

T T T T T T T T T T T T T T T
-20 -10 0 10 20 30 40 50

Threshold for Change in KCCQ-23 Clinical Summary Score from Baseline to Week 30
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HCMSQ SoB %99 wo]~g}el thy] Hi /AL vpuprel oA fjektol] vl o #on
(p<0.0001), 1 ¥ 4575E AZAHAG (L9 6).
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Hl o] 22}l A A3057Fx HCMSQ SoB /A4S YEld 34} B &
Tof| A o] of FoAA fJekatel HlE| o %:%JEP(Z%‘ 7).

03 7. HOMSQ 5§ £¢ 99: o] 2aiQlol A A30771 9] Ml g 7 23
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100 4

80 +

60

40 -

20

Percent of Subjects with Change in
HCMSQ Shortness of Breath Score < Threshold

I I I I I 1 I I I I 1 1 1 I 1 I I

Threshold for Change in HCMSQ Shortness of Breath from Baseline to Week 30

o] 1YL 54 £F9) WL Uehd B9 4 v&2 ek

RasH2 34 X3 vl2=oA $3 2mg/kg, ¥7 3mg/kgl 2 FAA TP FA= A
goron, upg-2o N E=EHAUQS Aol Huol 94 AFEZF(MRHD) the] o) 3uj




=9kT). 2A7re] A= A@olA] shulgEle] Hul &gelA HGAS
PEol A wEe Aol A Hr) AL LMRHD) hHl 029 Aok

A%Rs
: A AUFEEAEFNOAEL) Ao 84 =&
UQ)2 2zt Atgell Ao Aol 3 d4-8F(MRHD)o| Hla oF 014, 0.3uf = Str}

rﬂ{

© e

A2 523 AgelA, At 12mg/kgZ7tA BT #2 5A A=A w8
Tl N IF == WXM AE 8 Tl vAs 9F FAHA @t vt
ARl a1 SRRl M e =FAUQE Abgell el Ao 7 A8 FHMRHD) ®ls)
F 0.84] At

@ wiefA; g
718 @A 7 T dAE AE=CA weidls A FoESs wW, nEFT
(1.5mg/kg/day)ol A Bix} Hit AT A, A & 24 2 HAtdA e | =4 71¥
717 FZEJT WA 71F8(13Y AW 9995S TS, HAeA Y A 719)
2 =24 7YFE F= e THE ST dFHAY Aol A wiEjA EEel o

FFo] YEpA e O75mg/kg/day EFlA 8 =FAUQO)S AHEe] HY I A4
£ 2(MRHD)o Bl ¢ 038 & Yo},

12 34 713 F A2l E7 A ehultdl S AT FoIet S o, 1.2mg/kg/day ©]/d9]
SFoll A g =4 7130l F7IstATh. & 2.0mg/kg/daywe] 471 9] Shujr}Eo
25H 4vte] Bl didd 7@ EEY 2/Ee gieWee e W 71&e] vE
Wk 20 mg/kg/day oA Ee FF Y YA B2 71Fol HEIT107 9] )
Ao 2 RE 38utE] HIAL. =S JAlg BT F 9%l A viulgRlS & Ho = 10~12°—J
Fos Aoz Qg A}”P(%‘—‘T‘— Hw 73 = 2
A BEH)o] BHuHdu. E7oA wjeix} @] g 03?'5&01 YEbA| %’%%
0.6mg/kg/day &For FA g ARE
oF 0.4H] = it}
ojggt A =4dAy= vibbgdel =& A7) 2 713
oro} Al njjo} ¥ EjA}Y] tisk FAAFH =
BRES Fastar wjol 9 ujole] XA oA HEH .
=2d Ao® JqHIAY dA A H A ZIRE ¢ vibkgd
Hjo} ZZ o] minpgtdlo] HAH=AE 4HA AU

dHAH AA %

N

#AAg o] W FstA|
AALgTE ehak Rl
EA =F9 0.154] 9
A&EHoZ =EHH
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