T BT A A AT 701 mg,

LY A F A KT EN2.5mg,

T LA F RT3 7 /V5 mg
(ZBH9 DBk

KEBHZFEH SN E IR DHER L ORNEOE(LIE, 7V A ML - <
A Y —ARAT A THRASHITH Y F9, YiZE o EAEH O B LISk
DEFBINCKERZRMHT 5 Z LI TEEHA,

TURRMV s v T —XR7 A4 THRAEHE
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1 RIS 13 %8 R OE R K& OBR % Digifg

<~ H LT (BA%E 2 — R MYK-461 XX BMS-986427) (LLF, AHAl) 1%, Myokardia #: [ 5 Bristol
Myers Squibb f1: (LLF, BMS #1) ] 23 L7200 L2 A7 O A2 2kt 28RN 7T a 27
Uy 7 HERTH D, IERELLHE (HCM) OERKE Shd a7 B CEENICERT 5
TLTERaVTIAT A (JRIEKERE) SCAEEREKME (LVOTO) OWEMI/FIhD 2
DD, HCM OIE#IE L U CHERBIZIZET L7z, HCM 1, LVOTO OF MEZ X v PAZENE & JEPAZE
PEICRBI S, AANT, BZEMEIEABLOIE (oHCM) 12X 255K L LTI Sz, KERD
RN Ik, ZH2H 2022 4F 4 H ., 2023 4F 6 HITIEMREME oHCM DiEHRIK & L CAH| o Sl i 72 /& 78
ZEAS LTV,

I, ENTHEEER & L TAER T 5TV % HCM OIERIZIIHERRE L2 < . oHCM %
WG & U CAGR SN BRI EIIAFAE L7\ 2 & MBS 3 MG B (MYK-461-005) O
END, oHCM BEIZxT 5 KRB OFNIEPRGES L, AR AR L SN R IN 2 L Ak E
Z L JENTO oHCM TR IRIZ 3T 2\ W ER = — X & BN AR~ < BN 3 3B (CV027004,
HORIZON-HCM) % & L 7=,

208 < O\ C
i & I, - 11
HL. BENOZITANFREE O RMRESTZ, E7o. AANL 2023 4 6 HIZIERBLODAHIEIC KT 5 A
DHIFHIER LI CHRE Shle FEEFRS (RS H) 5575 7]

AARNBE 255 & Lz EWNE 3 Bk (CV027004, HORIZON-HCM) TiE, MYK-461-005 7k &
BERFEREDOBIEDFER DT HH, MYK-461-005 BRI ONCZ OMIEANRBR TR OLNTZ_EK T 1 v
MIAARAN oHCM BFITH L THHIRTE DL ERXbND, T2, ARANDOZEMET 17 7 A )LIZ,
MYK-461-005 75k & OV O OURAMNRARRER & KRE S B Db DT, BARANFA DR ED

BRITRD N2 T,

HEE B EIL, 4 TIOR S IVCERRRER &K O M&S DGR 2GRN EIZE U, il 72 ] &I 2 iy
KOS 5 Z & T, fllx DBRFIISCIZA_RT 4 v b« YR KT D12 0ITRIE LT,

Pl bX o RENX, WBEEIREDNR 5T B8 S TIEOIERENE oHCM B ISk L, iz &
NTVARWER=— X &R TEDIRFIRICRVEDLEEZ, DAPA LT AN TV | mg, FAHT
B 25mg, [AA 7L Smgicxt LT, LRI RTZIBEX T E,. HIELROHE T, SUEIRTEARE
HiEZiTo 2 & & LT,

[ZhRE 13 2h 3]
PAZEME AR RTL f E

[Hi5 R O ]
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WE . AT~ NI LT L TCSmg%a 1 B 1EROBESLHAL, BEOIREIZSC GEE
W 5, 72720, EREGEIZ1E 15mg & 75,

FUE 5 B ofeE . R OBISORIEIC SN TIE, UNEE RICE 25 (5) Icd L. 0T
% Table 1-1 |28 L7z, AHFEICKIT D EICRET 2306k, FEERIRBUR K ONF IR O (SENty
H#) % Figure 1-1 (2R3

Table 1-1: M1.5 (ZB83 5 NAED M2 TORLEEHT
ML5 IZFEEBTNERNE M2 TOFHEFT
L S I8 L Dk 2.5.1 BT B8 D ARYL
55 1Ll AL B OSPAZEVEAR R AL AT DR AR G, JWis, 2
BRI R E 0375 RE B UV 5 i

2.5.1.1.2 | BERFLCMHIE Ko OSBA ZEME AR R JiE D 5 5

BRI N AE D TR 25.1.1.3 | PAZEMERE R CRAE D BUE DIEFRIE & 2 O RTE A

B O RR AR 2513 mavacamten O PAZEMAL KL CRAE 2 652 & U 72 Bl i
A B B 2 el 23.P2 | BHIBHIE DR

F Bfh AR SR O S 2.4 FE B PR AR B O BT AT
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Figure 1-1: BR R &

* EARIEER « BB B IC oW Cid, fHMEE RO AR LT,

w
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2 FREERIERLASL DBEFE

AANL, AR BV CIEFAZEMIE RALLAFE 3T 213 & L ComIc G2 B L L, BifER
RAEIT->TNND,
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1 SENZ 0T B FE R

< T LT L, KET 2022 4 4 FITREfEME B ZEMEAE RO IE DI & U TR A S L TUL
Be, 7T, A=A LT U T, BN, AEREOE K EETe, 40 2 ELL RIS TEMMEAZEMEAE KT
FRHIE DS TRB I N TN D,

AFNO K EFRATSCE (USPD K OO 8L A2 (SmPC) O (Fnak) 2 4240 Table 1 & X Table

2 1R, MCEOFR, WNCAETET —#% > — b (CCDS) ZiRfIE&EE LTENEFNEY =
—/L 162, EV=2—/L 163, TV =2—/L 1.64 2R LT,

Table 1: KERMASCE (USPD) OBEE

HA USPI (2024 £ 4 AKR)
HR5e4 CAMZYOS® (mavacamten) capsules for oral use
7E DAREDY AT

CAMZYOS [T/ =B ¥ (LVEF) 2K F &8, Ui EIC L 2 08225 &2 T8
FTNRH D [BEROMH EOERE (5.1) &8,

CAMZYOS D #:5-5ii & O 5-H11Z LVEF O 2 —3 i A% B Cdh 5, LVEF 238 55%ATi
D BFENZ CAMZYOS O 5-BIAGITHESE 72, WO KBERFIZ LVEF 23 50%A# O
B, XITEEITOARER, BRREDEL R b 8E1E, CAMZYOS O# 5%
w528 i & 21  BEROMEN EoEE (5.1) 28] .

CAMZYOS EHFEDT k7 v Ak P450 BLEHRZ OFH XUTEFE DT b7 v L P450 #5354 %
T2 L, NHEEEBEEICLALAEDY AT NEELDREMERNLD, FD-D,

CAMZYOS & FRt#AloftHII=Tth s (e @) | BELXOEH ELoEE (52) &
iy

o

o HRREE~GRVY CYP2C19 FHEHI ST TRY Y CYP3A4 PHEH

o R~V CYP2C19 F A L H R ~5RY Y CYP3A4 7557

CAMZYOS | TUHEHEREFE EIZ L 2 0AREY A7 R H 7=, CAMZYOS REMS PROGRAM
LIS U A 7 5 - SEFnEs (REMS) FOfIRENI=T 07T La@ L TOHRFIMT
5 [BEEROMEH EOEE (53) 2],

RE - D 3 CAMZYOS®Z., = a2—3— 7 .LEHe (NYHA) OMEBEZ S T-IT1 O GE M B ZEPE AR AR
DMIE (HCM) %87 2N BE OE IRIEENRE ) L OYER &2 T 2 72 D DI & )5 &
T 5,

k- | 20 &5, B5OMERROH®RE

PRARFTRE 72 SMEDSIESR L TN 2 & RNl IR 2 LTV D 2 & 245 2
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Table 1:

KEEASCE (USPD) O

HH

USPI (2024 £ 4 ARR)

L [BERUH EoEE (5.4) K]
LVEF 23 55%A 0 B3 Tlx., CAMZYOS O 5BRME X 1T EITHER S uze vy,

HESERRAA ) B IR EICBR2< S mgl B 1 BIROELS TH D, TOHROHERGOFFEM
BiX, 25mg, Smg, 10mg XX 15mgl B 1 EREAKETH D, BAHELEHAEITZ 15 mg 1
H1EREARETH D,

BT CAMZYOS IRAHIZDARRERIET H Z &R H D, LVEF 50%LL EHuR:, A4
JER & GRS 5 729, BRI LVEF OV LY o8 s i (LVOT) [Ele 7 % 54 L .
W72 8% L S LVOT FERGZEIZ T 272 HEICHET & Th 5 (Figure 1 X T Figure
2 )

o

HH 55T, IR E R IRBICEE L, IBFRRMEF N5 £ TR 2 24 5,
£ AR T 2BEMNZHENE, YA EIERIC LY IREREICRS 0203 E U 5 whEtE
Wb B Ao (4) [ BEROEA ELoEE (52) . EWHEER (7.1) ROERK
HE (123) 2]

CAMZYOS Z ¢ 5-Blha U BT DBR1E. &ANZ LVEF Z&E L, RIZ/LH L3 LVOT
JERFE M OVEE ORFIRIREBZ B8 L T, Y72 CAMZYOS & 50O & 3%, bl
CAMZYOS # 5} NE =2 V) o 7 A7 2 —ZHOW T, Bilé (Figure 1) K& O%EFRF (Figure
2) DT NTY XALITHES,

CAMZYOS JRHHIZ LVEF 28 50%A1 OGE 1, 52 Kk# 325 Z &, CAMZYOS DIRZK,
BB ST IRIZBE T 2 04 X RZoWn Tk, REDT7 v T U X4 (Figure 3) 126D, 2.5
mg TIRIE L 72551, 2.5 mg THEAT 22, AKmicH i35,
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BMS-986427/MYK-461

oHCM
Mavacamten

Table 1:

KEEASCE (USPD) O

HHE

USPI (2024 %E 4 AJR)

Figure 1:

VTR OKBEEFIC LVEF 28 50% AN OB 6. 5 2Kk3ET %5, LVEF 28 50%LL EOS &,
T 5.

Figure 2:

B 5B 4R

Figure 3 21,

HEFFHA

4 W%z




1.6.1 AAEIZI T DRI EIZBE3 5 &k oHCM
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Table 1: KEEASCE (USPD) O
HE USPI (2024 % 4 BRR)
Figure 3: WO KRE T LVEF 28 50%K5 12 722 o 72 356 ORRILE

IVAEHERE 2 S E - 2 ATREME D B D B OHE (] « EERKYWE) SUIREAR (B : LS
XIZZEOMO =2 s a— R EOBIRMEREEAR) 23h 50F%, EEEZIEHT 5, G0HEZ
BT HHEEIL, CAMZYOS DIRIEAZEZE+ 25 2 & [BEEROHEH EoEE (5.1) 2]R] .

RSN AT 534

IAENTZHEIT, TEHDRETESRAL, PTESNTWAROIRHIZIEH OB OREZ
WZAT 9, HHRICIEMERZ A I U7 TIRAT 2 Z SI3METIEH W, R HIZ 2 [Bl4 % AR A
LT 56700,

AT RNVIZEDEERARIATZ &, ATV ERI S0 BTZ0 . ALY LTIERH
fib\o

2.2 35V CYP2C19 XITHRRE D CYP3A4 FHES O fFHR G

590N CYP2C19 BHEAI X FFRE O CYP3A4 [LEHI TR E LIiBF 2% T\ 5 BEITIE,
CAMZYOS OHESEBHIAHE CTH S Smgl B 1 B O&R 5 24T 5.,

550y CYP2C19 BHEAISUTFFEEE D CYP3A4 FHEAIZ AL 5 E& 13, CAMZYOS Ol &
Z 1 BB (15 mg—10 mg, 10 mg—5 mg XX 5 mg—2.5mg) HWET S Z L, BHEAKSH
4 BRI L OV = = — Rl D R & ¥ 2 — VA LA BRI G- PG 12 %
F T CAMZYOS ZHi&E L2V Z &£ .25mg £V IRV 1 H 1 [RIHED 272 CAMZYOS
% 2.5mg CLE L5 %2511 T % BHE T 950 CYP2C19 FEH] & HFLE O CYP3A4
FERIOIRR G A2E L2 & [HE - AR 2.1 . EWHEER (7.1) 28] .

b
chll

LIFO#A L OHFRITEEZRTH %,

o R~ CYP2C19 FHAEHIITIAV CYP3A4 BHSER] &5 K OMH EoEE (5.2
H) | EWHEAEER 713 8],

o HIFEEE~GRVY CYP2C19 F5E A X X AR ~58\ N CYP3A4 #5384 [ R OMEA Eoix
B O(52m) | EWMAER (7.5 2]
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Table 1: KEEASCE (USPD) O

IHE USPI (2024 % 4 ARR)
AL N OV | 5.1 DARE
HEoE

CAMZYOS [ZUEHI O &2 KT S, ODARZEISEI L, O=EEREZ 2R RT§ 5
AREMEDN D D, BHERAOHE (B« EELRIYE) SUIAREAR (B LHEME) IXZ O
D= b a— AR B OBNRIERENR) OREEREN & 2 1%, IGHEHRERR S K VDA 2 x
FIET D U A7 @ [IRERER Tof kR (6.1) 2] .

e 5-BRAATT R O 5 I E MR B ORIRIREE R Y LVEF Z3Eli L. Z4IZ/t U T
CAMZYOS OHEZFME T2 2 & [Hik - HE 2.1) W] . RENR, FEIREE, .

P55, B, TROFEOFHRBE LI, HDHVITE Mgt N U U AFRASTTF R
BMAN UG Z 7 27 A2 b (NT-proBNP) DHEANIT AR OEUE KL OYER T 2 AIREMED & U |
HRITLERE DRI AT 9 & Th D,

MESEGEMED LVEF IR T, AOHER RREIRICOWVWTIZ, 54585 FOZENRLETH
% [HiE - HE (21,22 z]]

LVEF 7% 55%A O BFH TlL, CAMZYOS O 5BthITHER S 2y, Y eI IR, 7
J5Vr, NGRI L RO, OAF T AL pEWEROOHIL, R
RERE R DA BIERDO ) 27 RS EHZ L HARBRBELNATWDZ Enb, 2
NS DAL OPFHITRET 5 Z & EEWRAEER (7) 2H]] .,

5.2 DAREXIIZERTT 25 X 2 3 CYP450 WM B/EH

CAMZYOS (ZFIZ CYP2C19 KU CYP3A4 FERIZ L W B S d, CAMZYOS & ZihubH D
B EMAERT2EAZORT 2 & DR E DA & & D3 5E BAEH02h SR
FHEGlEEITAREMERH D [(Fe @) | BEROMEN LodkE (5.1) ROHEMHEAIE
M (1) ZH]

TR (AR T TV =, 2V AT I =)L VAFVURE) 2 ETIEWMAER O
HEMEICOWT, BEICHIAT 5 Z &, CAMZYOS DGR, OG- H I+ X TOHAEE
M ERCHRET 2 89 BEAEET L2 BRWHEIER (7.1) | BEAv v V7
B (17) 8] .

5.3 CAMZYOS REMS 7’1 7 Z A

CAMZYOS 1%, UHEHEREREEIC LA DARED Y 27 RN 572, CAMZYOS REMS 7' 11 7/
FALMEINAKIBENT- T2 T 02 B L COLRFIHARETH S [EE RO Lo
= (5.1,52) 8] .
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Table 1:

KEEASCE (USPD) O

HH

USPI (2024 £ 4 ARR)

CAMZYOSREMS 7’1 7' Z ADFER T REELHIIILUL TR EEND,

o WL IL., CAMZYOS REMS 7' 11 7T MBSk L CRIEZZ T RITILR 5220,

o HEILCAMZYOS REMS 711 7' T AITH Gk L, Mkpii7e e =4 U o V82857 L7
JiuEZe ey [HE - HE 2.1) 28] .

e HEJEIX CAMZYOS REMS 71 7T AT HZ LICL o TRESHRTINIERS
7. CAMZYOS D #e 5% FF ] Sz BE IO HFH L2 i ude 5720,

o  HIFEHEF KR OVEEER L, REINTERBCOAME LRTHIER LR,

FEH 72T T www.CAMZYOSREMS.com X IEES; (1-833-628-7367) TAFA[RETH 5,
5.4 8 - fRIREHRER

TR OPT RICE D& . CAMZYOS ZAEIIZie G- Lc e, IR IRFEMED A U 5 ArReMEN
B, BHRNCIIR TR R L EDITR L T2 & 2R L, CAMZYOS Of5-H KN
BB G% 4 AMIIENRBHTE A AT L) BELZEE T2, =F =L X |
FUF =N N TFr Na s EEET HIRGIARVE VEEESRE (CHC) &~ A\ LT v
ZOFH L TH LAy, CAMZYOS I OFEE D CHC DFZMEE KT & 5 AlREMEN B 5
Zh 6O CHC 2 AT 5854, FHF KR CAMZYOS Ok 54 4 » ARITIER LT
VRHEE (2 R—A7pE) ZBINT 2 &9 BEICHREET 22 L BEWHEAER (72) Xk
OFBI 2 SBT3 26 (8.1, 83) M .

RI1EM

LU ORIWERIZIRMA CEDOMOIETELZ I N TV D,

o LA [EEROMA EOEE (5.1) BI#]

6.1 BEERFABR C O e

BRI S LRSI T CHEIESI N D120, & 2 KA OFKR R TR O b= IER

FEBLER & D A DRI TR b RBIER L BRI 5 2 LT P B
TR LN DL R LTV AR b 5.

CAMZYOS Dzzathix, 2 3 A, “HEHEMm., 7 2ok, 77 e RAIRERRTSH 5
EXPLORER-HCM TCaHffi &iv7- [ERARRER (14) M0 . 251 BlOPAZEM: HCM A BE O
2 H 123 B1lZ CAMZYOS 2.5~15mg/ H 2% 5- L 128 Bl 7' 7 B AR & ¢ 5 L 72, CAMZYOS
B BE T &G MM O P gefEi 30 B (P 2~40 /M) Tholo,

FEHRILIZE > T2 BIERIT AR (0.8%) DA TH-T,

BEOSBIBIZEE L, 77 BREL D & CAMZYOS BET XV B ISR L-RIWERIL,
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Table 1:

KEEASCE (USPD) O

HH

USPI (2024 £ 4 ARR)

FEIED E U Q7%%F 18%) R OKM (6%%f 2%) Th -7,

BB H CAMZYOS OZA&MET, H3 M, —EHER., 7 ¥ MM, 77 A% HGEER
Té % VALOR-HCM T & b |ZFFfli & 47z [RERRER (14) ST . 112 Bl ek PAZEM:
HCM EANBFE D H B, 56 BlIZ CAMZYOS 2.5~15 mg/H &5 L. 55627 7R &2&k5
L7, CAMZYOS £ 5-B#F 2B 2 & 5 MM o 9 17 8 (#FE:3~198) THh-o7z,

VALOR-HCM THFE SNT=H 7= BIERIX 2 v o 7=,
WAHEREIZ X5 (EH

EXPLORER HCM FBR Tld. Z2#RiF LVEF Ol (SD) (L% G-/ T_— 2 F A L HRIC
74%(6) Td> - 77,30 B OF G IR D LVEF D_— 2 F A s b O 2540 £ (SD)
¥, CAMZYOS H£T-4% (8) . 7T AT 0% (7) THY. CAMZYOS DIERHEFF
B LT e, TRERIETNr 8 % 0 38 JRFIZH3IT D LVEF O FHEIE, Wifte: H_X—2 7
A v L [RFREE T & - 72, EXPLORER-HCM 3Bk T3, & 5 T2 CAMZYOS BED 7 i (6%)
T Z 2 AREED 2 B (2%) T2 50%AT O LVEF X T (F 9 fE 48% : #ilH 35~49%)
MR Hilc, CAMZYOS &5 7 6H 3 fl e 07 Z bR G 8% 2 fiff 1 flTik, =
LS O EIESEENE Tdh o 72, CAMZYOS # 5 L7242 7 iz T, CAMZYOS DIk
BT LY LVEF 3R Le [EELROEEH EorEs (5.1) 2H]]

KW AH B A
A

7.1 ORI MAEH CAMZYOS JBEE\Z 82855% & 13 ATReft:

~ N LT EFEIT CYP2CI9 IZ R W RET S 4L, BEITERW DD CYP3A4 KT CYP2CY
IZ X WA S D, CYP2C19 OFEAI K ORI N CYP3A4 D HIFREE A & 58 FHE A
MIFREEANE, v\ W LT v OUEEERIEEL RITTrRetErd 2 [EE RO Lok
BHO(5.2) ROWERIEH (123) M),  (Table 1 M)

Table 1: BESN R OVBTERICEE 2 CAMZYOS O Eyahie K aE/ER

fth #1723 CAMZYOS | % 1 F 3 5%

Fike AR 1) 2 R E ~3RL Y CYP2C19 XLty CYP3A4 [HLEHK & o fFHIz &
D, =N LT OBEBRRSHNL , IGFERRERE 2 L 2 0 4
DYV ATNEEDLAREERHD [ZEm 4) | BEROEH LD
HEE (52) . BREKME (123) 28],

F 5 A FRFRFE ~88U Y CYP2C19 BHEA| X IZ58\ CYP3A4 BLERI & O H+H
IS TH D,




1.6.1 SAENZIT D APIRILE 2B 2 &k oHCM
BMS-986427/MYK-461 Mavacamten

Table 1:

KEEASCE (USPD) O

HH

USPI (2024 £ 4 ARR)

R~ CYP2C19 F5E A U TR E ~ ) CYP3A4 FHE A

Fife AR 1) 2 FFRFE ~58 Y CYP2C19 #5384 UL R ~58\V y CYP3A4 755 Al
EOBERICE Y, "B LT U DORBEENEAD L. CAMZYOS
DOEIEME T D AMREMENH D [FEREE (12.3) 28] . 2
NoOFER OG- 2 IET 5 L FE SN EEEDOIRE N IER
b3 278, INHESRERE I L D .0ARED U A7 3@ E 5 et
NhH5 [BE @) | BELOMER EOEE (52) 2] .

F 5 A FRFRFE ~58 ) CYP2C19 #7538 A X IL R E ~58\ y CYP3A4 75874
ORI TH D,

5\ CYP2C19 PREFI UL HEE D CYP3A4 [HEFH]

Wik R ) B 2 59U CYP2C19 BHEA ST HFLEE D CYP3A4 [HER] & o fFHIC &
L. AN LT UOBBENEINL., BIERHOY 27 N &% 5]
BEMERH D [EBELOEH EoFEE (52) 2],

TBA XL B 5N CYP2C19 FHEAI ST HFREE O CYP3A4 BLEHR|CLE Licih
WA 2T TS B IZIE. CAMZYOS OHELERIMG & TH 5 S mg
1 B 1ERAEE LG 5,

CAMZYOS £ 5-71 T, 55\ CYP2C19 FHLEHI I HFLE O CYP3A4
FHEAIOBLAEE TE L TV 5EE TlE, CAMZYOS D&% 1
B ET S (15mg 205 10mg, 10 mg 205 5 mg XL 5 mg >
5 2.5mg) ,CAMZYOS 2.5 mg # % E L TG STV 4 B 1,
ZHVED BIRWHEDR RN 2D, 550 CYP2C19 FHEAI LK O H R
FED CYP3A4 BLEAIO O 5 OBRMGITRET 2 Z & [HE - A&

(22) ZH] .

7.2 CAMZYOS %Mt oD i 87 il B |2 B % ] 1§ FTREME

CYP3A4, CYP2C9 KO CYP2C19 D¥sE DI

<30 5T 1% CYP3A4, CYP2C9 KO CYP2C19 O#FEAITH 5, CYP3A4, CYP2CY X
I CYP2C19 OB EOPFHICE Y. Zh b OEFI O MmIEFERENME T 2 /THEMENH 5

[ERIRZERE (12.3) ZH] WG TER CTHEEHESE LTV R Y | CAMZYOS % CYP3A4,
CYP2C9 X% CYP2C19 DRE L T 251X EEIRS BT 5 2 &,

B E DIRAFR L RS (CHC)

TaFAF RO F =LA N T VA —/LT CYP3A4 ODIE TH %S, CAMZYOS % FH
THE HEOT S AF U OBRGEENEA L [BRERE (123) 2] | BT RKIC
BELAREMEN S D, TF =2V AN T VA —LE )V F o Ra v Z2EH4 %5 CHC 2~
NLTEGHL TS XV, o CHC ZfEHT 25613, fFHF KO CAMZYOS D
Kl 5% 4 5 AMIFIER LT VBHEE (22 R—L070 L) 2B+ 25 X5 BRELEET D
Z&,




1.6.1 AAEIZI T DR EIZBE 5 & R oHCM

BMS-986427/MYK-461 Mavacamten
Table 1: KEEASCE (USPD) O
HH USPI (2024 % 4 ARR)

7.3 DB IR 2 KT X1/ 2% A
CAMZYOS K OMMAEIHIVEH 2 3 2 A OFMB 2L MER P BE SN D, ¥V
EIIR, TV, RXRIRIE BEBEONH, DT TELLE BEREON AL,
FE WIS REE 2 K VDA RIERD Y 27 @ 5720, HHBRBRNAE SN TWND Z &)
5. ZNHOEKE OIS S Z & [BEROEH EoEE (5.1) 2],
R 28 10 & R 38Al & O OFHRIE 2 Btk UT=36 SUTFEMEZE D1ER 2 B> 3K E o H &
PR LTEGAE, BE LTEHER ORISR N S 515 £ T LVEF 2 EEELS #5215
N

BN 72 B3 | 8.1 1R

REA~OE Ny 2 ) pmgy

5

7T — 22D L, CAMZYOS [FiEmic i 5 L7356, IR RIC AL KT 3 ArREMEN
b5, HRTIZ CAMZYOS ZfH U, FANCBIE 9 5 E AR KA, g, TOMmoORE
RUIIRIR O ERERIFO ) A7 23l Lzt S OF —Z 13/, iR ORHAD ZERER
BITRAEKORRIRIZY 27 27263 (BKRNBESR) , Wi, ERPORHMED
CAMZYOS ~DIEFEIZ L HMEA~OEIER Y A7 IO T 5 2 &

W TR - IRIRREICET 2R B TIE, 7y MW T, b b~Oie KHELEH &

(MRHD) Z#5 L7235 8GN LR R L FREDOREER T, v\ VL7 SZEEL
TR IR E DO . Ha VD BACERIE K& OGE IRIR IR = (L35 K OV S 3% S
O EANBED B, UHF LTy FOWFIZBWT, WIgK VB ATE ORI Hi
= (F—=4ZH)

ISR BT 2 BERRIERE R OMEOHTEE ) A7 ZANTH D, TN TOMIR
(W, JeREF . FE, I OMOFFREROFERY A7 Bb D, KREOREMNT
(3 ERRAICHERR ST IEIRIC R U D BRI KB K OREDOHEER =) 2713, £h
LI 2%~4% K Y 15%~20% T %,

CAMZYOS DIENR - AMERR N B 5 EETIZ CAMZYOS ¥ 5- L 7= 84 . XX CAMZYOS
DOFEEFL L IIHEKEER 4 » AUNICEENFIR LSS, ERERBELEIX

1-800-721-5072 Xi% www.bms.com [ZH#& L, CAMZYOS DG HET5H 2 L,
W R 1 5 2%

KB BIED R DV« Jp g ~D U X 2




1.6.1 SENZ I T D ARSI B 2 &k oHCM
BMS-986427/MYK-461 Mavacamten

Table 1:

KEEASCE (USPD) O

HH

USPI (2024 £ 4 ARR)

IR OFZEM: HCM IZFED U 2 7 8L B L T\ 5,

T

By7—#

IR Z v b OGETEMIICAI (0.3~1.5 mgke/H) ZREAHREG LIZRER, mAERE (1.5
mg/kg/A) THEKREIBIEOEM, FERR VKRR OWA . Ja VO BALIEIE K ORI 0 FF
% (NI OVER) 233D 57, MRHD IZ8) 5 b IR & FfREOREZET, N
e (RPN 2 & Tl o DA ) R OVEH#ETE (EICREo8iEe) OB
HIMRNRO iz, 7 > NORR - RIS Kd 5 BEAE Co MEFIRGE & (RE-KFH
AR T IAIRE % AUC 1I28£-3<) 1, MRHD TOt MEEED 035 TH 5,

R T X OB~ N AT 2 (0.6~2.0 mgkg/H) #ROEE LA, 12
mg/kg/ B UL ETRRIBOFE (NIEEOVER) 2L, 1.2 mgkg/ B TO M4 HRE &1
MRHD TO bt DG &E L FRE Th o/, WIETAE LT, RLEOFE (MiBhike: &
O SUTKRERS OYLIE) 2358 b iz, BT L LTI 1.2 mgkg/ H LA THIHE 7 8l
B OFRBUBEE N E o 1o, U X OIR- R VEF AT 6 5 MR ERE C o 4 PR & (AUC)
¥, MRHD TOt MEFEFD 0.4 5T 2,

HIAERT R AR OFAEICET 2B Tl HIRT v Mo~ A" A7 > (0.3~1.5 mgkg/
H) ZUEIR 6 BB/ tk 20 B ETRAOKS L, R (FENRE) 2o
¥ CTHAIBE SN R OHAERICEEREEIIRD bR -T2, EENE
(NOAEL) 1% 1.5 mg/kg/H GRERL7-icmHE) THY, MRHD ThOt FDIREFERE (AUC)
CRBETH T,

8.2 LI
U 27 OEK

E RN FEMWI O R A~D~ T AT DR, AR ORI T A~ AT AT D
BOFEAICKTT ORI AATH D, BRI D CAMZYOS DFGRKRILZEVE K O

CAMZYOS XIIRHAD ERERBIC L 2 AR ~DOBERN R FEEER L &b, BE LEY
fEEE EORILORRT 4 v FERFTTHZ &,

83 LTERER AT BE

S

i

O

YT — 228 % L. CAMZYOS ZiEmic b3 2 LR RICER B2 RFTBZNrH D
[(BEROHEH EOER (54) | Rl ~0&ksb (8.1) Z2]]
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1.6.1 SENZ I T D ARSI B 2 &k oHCM
BMS-986427/MYK-461 Mavacamten

Table 1:

KEEASCE (USPD) O

HH

USPI (2024 £ 4 ARR)

SRR A

CAMZYOS O H-BRAGHIIZ . IR ATREZR M IEIR L TV 2 L 2R3 5 2 &,

ELTE

Lt

IR FTRE 72 20 PEIZ X, CAMZYOS OG- K DN 5% 4 o A BN 20 2B id ik % 1
TAHEIREST AL, F VA N T F— Ve )V F o R E2EET5 CHC %
< ANH LT EGHLTH LW, CAMZYOS 13 E DIRE TR LVE L BETEE (CHC)
DENIMEZER TSI MERNH D, 2 bD CHC AT 24, FHFPEY

CAMZYOS DIk 54 4 » ARNTIER AT 8T (o R—AaRY) #BN+5 L9
BEERET L2 L [EWMAEER (72) &8]K] .

84 /NRE~DEE
CAMZYOS O/NRBEICE T B2 R OEIMEITHESL ST 7wy,
8.5 B E ~O#H 5.

BERFABRIZ I CAMZYOS W& E5-XN7= 319 BN EFh, D5 H 1196 (37.3%) 165 7%
PLE, 2561 (7.8%) (X 75 Ll EThH o7, Zatk, AL OEYENEX 65 mll L&
B LEERE OB TEELL T\,

8.6 fFHRErEE

#EEE (Child-Pugh 40%8 A) 75 2 (Child-Pugh 4348 B) DRFHEREREE %29 5 A (2%t
T2 HEREIIAETH S, X (Child-Pugh 7350 A) UXHFEE (Child-Pugh /3% B) @
JTHERERE 2 9 2 BE CId. IFHREN IER 2 BE L LT, v\ W AT OBRE R

(AUC) D3R 220%H90 L7z, 7272 L. BREE) G PR O ITHERERE 5 2 9 5 B3 CTId.
RSN D HEHET V) XAKOE=H U o Z3HHE % AV 72BN o &R NI AT
&%, HEFE (Child-Pugh 735 C) OIFHEREREEOREII R TH 5 AR (12.3) 2],

B PICARIR N

o DIMER~OREBITIL, LVEF (EEBRIF) (£F, DA%, RIE, BIEFIEDL
Bl 72 SN B,

o MRCRIERICIZZEINED VKR ENRD D,

o 15mg W7 EAEIHTEA (45mg) K LIZFLROE L 23S Shs,

o 144 mg ZHEIFEG U7 N ClE, M SR EMRSOR, RIIE & OV FE 2SR BL L 7275,

11




1.6.1 ZAENZIS T D ERRIAE IR 5 &k
BMS-986427/MYK-461

oHCM
Mavacamten

Table 1:

KEEASCE (USPD) O

HH

USPI (2024 £ 4 ARR)

s

E18E L7z,
i

FhzhIEd 5,

MATENREDLE AR L, EBEREEZE=F ) 7T 512D DEFRRSFRIEZAT

50

Fe G- 2 BFRILAPIC . oD SCRpTAEIC N2 TIEPERR ORI 1 ghkg, RRAI &I
50 g) OEGEMETT D2 &, Bh 6 BRI OTEIER OZIRITIT L A L7 (R KR

(12.3) ] .

B AR DB OHESE S IE ISV Tld, Poison Help line (1-800-222-1222)

XIFEFFEEOFEMFEICHNEDE L Z L2 atd 52 &,

12




1.6.1 ShEIZ
BMS-986427/MYK-461

BT D RIS B9 5 R

oHCM
Mavacamten

Table 2: BRINELSBEE (SmPC) OfEE
HH SmPC (2024 £ 12 AKR)
HR5e4 CAMZYOS 2.5 mg hard capsules

CAMZYOS 5 mg hard capsules
CAMZYOS 10 mg hard capsules

CAMZYOS 15 mg hard capsules

PIUGEREVIES

CAMZYOS 1L, R ABF BT AIEENE (= 22— 3 — 7 DIEHA . NYHA OERE4HE T1-11D)
BAZEMEAE RALLARIE (oHCM) DiGEZ I &35 (5.1 THESHR) |

Mis-H&E

BRI D E RS OB I LT EMOBEE FCRBT X Th 5,
BEBRGRNC, D a—EIC L BEOLESERHER (LVEF) Zifhd+5 44HEBR) .
LVEF 73 55% Al D56, 16k &2 a3 <& Tldzeu,

R ATRE 70 2P, B G-BRLART DILIEMRA S TR TR 62 d4TER N 4.6 AR
&)

o

WE R~ "B LT v ORBERET S0, BEDOF 7 1 L P450 (CYP) 2C19

(CYP2C19) OB TRIZRET HMENH S, CYP2C19 @ poor metabolizer MBS T
EHTHEEL. v AADLTUOREERNPEINL (K 31%) . normal metabolizer |Z Fb~
TULHERSRERE T D U 2 7 BERT B AlEME R & 5 (44 HE N 5.2 HHBH) , CYP2C19 Dt
IR E T AN G- 2 BT 255 1L. CYP2C19 OB FHAHET 5 £ T poor
metabolizer |2 X9 2% 5457~ (Figure 1 XU Table 1 Z&R) ZEH Z &,

H

e

FEHFPIL 2.5 mg~15mg (2.5mg, 5mg, 10 mg XL 15mg DWThi) ThHD,

CYP2C19 poor metabolizer &1 77

HELEIRHAA I &1X 2.5 mgl B 1 RIRROKETH D, EHEFT 1 H 1B Smg &35, #&E5H
O 4 % KO8 K IZ, SV AN EERHE (LVOT) JERZEZ AV CRE O R
BRRPS A 395 2 & (Figure 1 Z2R)

CYP2C19 intermediate, normal, rapid K UFultra-rapid metabolizer i& /s 778

HERBIIAM R 5 mgl B 1 EREAKRGTh 5, BARGRIZ A 1B 15mg &5, £5
BRAG D 4 WK O 8 ZIC, ~ L1 N LVOT FERGEIC K 0 B O RIIERIR G %
A5 Z & (Figure 2 Z2H8)

ERE U= #eF B S 5, LVEF 28 55%LL EDBEAIE. 6 » A Z L ICHRE 2Tl

13




1.6.1 SMENZ I T D ARIRILE IR 2 &k oHCM
BMS-986427/MYK-461 Mavacamten

Table 2:

RN BAEE (SmPC) DOEE

HHE

SmPC (2024 4E 12 AKR)

EThD, 7SIV LVOT ERZEIZ D3 59 LVEF 28 50~55% D HEEFIT, 3 v HI &
IZEBE ZFHI T X E TH D (Figure 3 ZH) . WD RBERFIZ T D LVEF 25 50%A i
Thola. 4. LVEF 28 50%LL EICR S & TG Z2{K383 % (Figure 4 Z2H)

I HERSRE 2 F8 72 O AIREMEDSN & 2 IS 7R R YYEC AR (LEMECZ Do =2 hr—)b
AREROHEIRMEREIRE &Tr) 72 EOEPHENS 2 BE TIHX, LVEF OFMINHER I, &
OHEEIE T2 F CHEFHEE SN2 G4 HSH) |

BRMEREZ 4~6 » ARG L TH UL (B JER, AIE0E, EIMARE, LVOT JEE
EQUWFELR L) NELNEWVWERZIZOWTE., B50h L2 RatTs o &,

Figure 1: CYP2C19 poor metabolizer B FRIZ 31T 5 ¥ 5B

* NT DO KBERFIZ LVEF 23 50%A0m 06, 5% K33 2%, LVEF 28 50%LL LA, 4 B%ICE 5%
FBIT % (Figure4 M) . LVEF=/A=EHE LVOT=/AHK

14




1.6.1 AMENCIS 1T 5 IR BE T 2 Bkt oHCM
BMS-986427/MYK-461 Mavacamten

Table 2:

RN BAEE (SmPC) DOEE

HHE

SmPC (2024 4E 12 AKR)

Figure 2: CYP2C19 intermediate, normal, rapid, ultra-rapid metabolizer Efz 772!
BT &G

* T IO KBERFIZ LVEF 2% 50%A0m 05, 52 K33 2%, LVEF 28 50%LL LA, 4 B%ICE 5%
B4 5 (Figure4 M) , LVEF=ZE=HE LVOT=/A=ITHKE

Figure 3: HERFHA

LVEF=/E =B8RI  LVOT=/E= i Hi%

15




1.6.1 ZAENZIS T D ERRIAEICEE T 5 &k oHCM
BMS-986427/MYK-461 Mavacamten
Table 2: RN BAEE (SmPC) DOEE
IHE SmPC (2024 £ 12 AKR)
Figure 4: WA DFRE T LVEF 38 50% A1 72 o T2/ OIRELE
LVEF=/E=REi R LVOT = /&=t K
GEHEE D JH B Al
CYP2C19 X CYP3A4 ORHEAI L OFHEAIZH T 25812, Table 1 IZEH @S5HL S
ﬁ\g\) [e]
Table 1: BEREIZ L B~ N0 AT O HEBHE
BrAIZE CYP2C19 poor metabolizer #{5F | CYP2C19 intermediate,
Al normal, rapid and
ultra-rapid B{= 74!
FELEEH
RN CYP2C19 [HEAI & | 255 (4.3 THBRH) M 43TEHSR)

RV CYP3A4 BHER D
Ot

RN CYP2C19 FREEFH

HAEFEIIITLR W 45 HBR)

CYP2C19 B=TFRIMBHEE L TR
WA

2.5 mg ORIt EZ T o 03
EvALAN

HEZ 5mg D 2.5 mg (Z&ET
%, 25mg #EH L TWDHEETTE
Hatkr+ s L (45 HBH)

o

25mg DHETY AU LT
OGRS D,

HE% 15mg 75 Smg il
10 mg X5 mg 7°5 2.5 mg
IZWET 5, 2.5mg 25
L TCWAEE TG % ik
T5 (4s5HESH) .

RN CYP3A4 BHEFH

AT

AASIen

(4.3 IHZH)

FENI TRV (451H

)

W I8

3

zZ

=
=R
R

16




1.6.1 ZAENZIS T D ERRIAE IR 5 &k
BMS-986427/MYK-461

oHCM
Mavacamten

Table 2:

BN EEE (SmPC) DOHfE

HH

SmPC (2024 4E 12 ARR)

RS D CYP2C19 [HE
#l

MEREIIATDR,

CYP2C19 Bz FRIBHEE L TR
WA

2.5mg OFMEH & E2FRETT 505
ECAAN

&% Smg 225 2.5 mg I[ZIET
%, 25mg #EH L TWDHEETE
Btk s L 45HEBH)

5 mg ORI &% G35
‘/Z‘gbifcﬁb\o

Mz 1 BEEET 5, 25
mg Z K5 L TWAHEEIT
BhHZ RS (4555
)

o

FRRRE S 1550
CYP3A4 [HEHI

BAG R A 2.5 mg ([CFHET 2 M
R0, AT AT 5mg DS
ZZ TV DAL, 2.5 mg ([ZIHE
THZE GSTHESMR) |

HEFEIII T2 (4518
2/)_%ﬁ\g\) [e]

FHEA

JR\U CYP2C19 #F &K X
VRV CYP3A4 35854
O Ik XX

&% Smg 225 2.5 mg I[ZIET
%, 25mg #EH L TWHEETE
Hamlrds 2L 45 HESR)

Smgll EFOHBETE G %%
T TWAEE, TROFHEH
OF5-Z vk TR D
Bk, HEZ 1 BRI ET
HZ Lt (45TEHBM]) |

2.5 mg B 5RO F B ETE
17wy,

FRRRFE S EH 0
CYP3A4 ZFHEHK| DO Ik
MU E

~N\H LT DR EE 2.5 mg 1[I
BT 5,25mg &5 L TWHEE
IG5 EHETsZ & QS5sES

&)

o

HEFEIIITH72e0 (4518
ZR)

o

* CYP2C19 OEETRINFETE L TV WEE E 5T,

A5 B4 X IF ST HEH

AN HGEIT, TEDRETELRAL, PTESNTWARORAIZE B OB DR
AT 9, FRIZ2ESEZR”-H L TIE R 5780,

R 72 B M
Vol i

65 mc LA LD BT DR ER B R O BIRETEOTEHIIAETH D (525

Bk aElE 77

/
»
o

17




1.6.1 AAEIZI T DR EIZBE 5 & R oHCM

BMS-986427/MYK-461 Mavacamten

Table 2:

BN EEE (SmPC) DOHfE

HH

SmPC (2024 4E 12 ARR)

W [HERRERIRIE I B (eGFR) 60~89 mL/min/1.73m?] 7> 5 FFEFE (eGFR30~59
mL/min/1.73m?) OEFEEEREE 2 A 2 B ITx Ui, MR E & O BEFETEOFHEIIX
RETIHDH, BEEOBKAERERE (eGFR<30 mL/min/1.73m?) %4 & LI=iBRiLFEi
ENTWARNWZ | BEE OB E RS (T 2RI E X 20 (52 HEH) |

NTEERERE

2 (Child-Pugh 7748 A) K OVHFREE (Child-Pugh 5338 B) OTREREREE 2 F 9 5 B Tl
< NT BT OVREBRENEEINT D AR N H D72, ~ B AT OB EE 2.5mg &
T52L G2HBH)  HEOIERERELDSE (Child-Pugh 23 C) xR e Lo~ 0
LT OFBRITFEM STV e B OFHERERE EEE I3 2 HELEH B E ©

X QA4 TEKENS52 HBH) .
NEET

INER RS AT OBEIZEBIT B~ /30 LT o DR R OE N IMEST TV R0,
T —HIIESN TV,

<TG LT T B EOGENH DT, 12 AR O/NRITIIER Lan &y
5715
wO&sE

BHIZ 1B 1AL, BFOFEII»NOLT, #FRIXER CRZIZITY, 7 vidke L
HIZEDEFRPIATZ &,

=
1l

o 6.1 HIZFH SN TV D ARHI DA RS ATEIMAN KT L CRBEUED & 2 BH,

o ITHRT R OVE R ARRETIE A L TV WATIR FTBE 72 ot (44 THE OV 4.6 THEBHR)

e CYP2C19 poor metabolizer &= 1 & O CYP2C19 i M A OBHFIZEIT S
CYP3A4 DIBWRER & OOFH (423, 443, 45HSH) |

e BBUN CYP2CI9 [HEHI L 50U CYP3A4 BLEAIOHHHZ G (4.5 HSMH) |

e 5 K OMif
HEorE

JEMEMEC LVEF 25 50%A & 3% S 41 5 INiEHERE IR

~ /30 LT F LVEF 2K F &8, JEMENE T LVEF 23 50%A0m & L CERR S5 IUHEIERE
FEEIZLDLDARZGIEEZT LD D, YR (LEMEZOfMo = hr
— A ARBROBIREAREIRE GT) REDQHEBREGINELZ AT 2EE . T KB LIET
fhr a2 2 BE L. PHERERERE L O E~DOEITO Y 27 BN KD SOl gettEn & %
(4.8 HZH) , PRRINEE, Moy, %57, B, FRGEEOFHBEBSUIE, HDH 0T

18




1.6.1 SENZ I T D ARSI B 2 &k oHCM
BMS-986427/MYK-461 Mavacamten

Table 2:

BN EEE (SmPC) DOHfE

HH

SmPC (2024 4E 12 ARR)

MMPET NV 7 ZFIRAST T RATEA N 557 7 27 A >~ (NT-proBNP) O BEINLIAERERE
[EE D K OYEIR Td D FIREEDR & V) | RN DB ORI 21T 5 & Th D, &G
B4R LVEF ZJE L, ZO®RITEEERS =4V 73452 &, LVEF % 50%2L LiC
MEFFT 2720, REDRNIEL 22560025 (42 HSH) |

AR LD 00 ED Y 27 XIF= 3 5T DR RGS

< NH LT X EEIZ CYP2C19 (2 & » TIRE S v, FREE IRV A CYP3A4 (2 &L » TREF S
%, CYP2C19 poor metabolizer IZFW\TiE, 1Z& A ED CYP3A4 IZ K> TR ESNDH, Z
LY, UFOMEMEANECDAREMENH D (4.5 THBR)

o BRI D CYP3A4 BLEHIXIE CYP2C19 FLEH| O GBI X ITHERIZ L v | UL
HERERERE EIZ LD DAED Y A7 BEEDIBENRH B,

e CYP3A4 X% CYP2CI9 FAER O A HIEUTHET H L. ~ /S LT DOIEHRHR
DT HBENRH D,

o GRUN CYP3A4 IEHRV CYP2C19 FHEAI & BHhaT 5 &\ v /3 AT ATk D IR
DT HBENDRH D,

e HRU CYP3A4 UITHE CYP2C19 #FEAIDE 5 2 i35 & | IUHEREREEIC L 50K
BOYV AT NEEDLBLENDLH D,

~ AT LT ORERIE ORGSR, TilE (FA T T Y= AT AT T =L E)

o, HEFEHOWENELZEETHZ L,

e CYP2C19 poor metabolizer i#fm 7RI & N CYP2C19 Bis TR A O BE I3 2580
CYP3A4 [HER OB GI1IEmTh D @3 HEEH) |

e FRUN CYP2C19 FHEAI & FV Y CYP3A4 FHERIOFHE IS TH D W3 HSH) |

e CYP2C19 XiZ CYP3A4 OFHFHEAIITFH LA ThH 2 FHEOE G ZBiA s L <IEHik
HEE, UIMHEOHEBEEZERT T 2546, ~/ "0 57 O M EFE & OV UTHE 72
T=H Y TPREERDZENHD @2HEN45HER) . 2 HOEKSLORM
REEGIFHERR SN 4S5TESH)

[P AR 2 B D HRA O O H]

VYT I REDOHH. BERERL XTI NIV TF T LOHHICE
ST LTV, FO7=H, L OEKEEFHTAEA 1T, BREEREE
L (@s5ESR)

PRAY e XA F
SBETDZ

RBRIC LD & =AW LT U EERICER G5 LR - IIREIEA SIS 92 Lk
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1.6.1 SENZ I T D ARSI B 2 &k oHCM
BMS-986427/MYK-461 Mavacamten

Table 2:

BN EEE (SmPC) DOHfE

HH

SmPC (2024 4E 12 ARR)

bITND SI3HEEBH) , BE~DV A7 R3H 5725, CAMZYOS [FAEHR T K& OVE 2h 75 bt
IEEZEN L CORWIEIRFTRE R LMEICITEE R TH D, B GBHLARNC, AR VTRE 72 2okl
JRIRIZxET 2 Y A7 OFMEZ T, HIRREORKERPEETH L Z 2R L., &5H K
O G-H IR 6 5 A BITA R RBEHEEZ M L T U2 6720 3 HE 4.6 HSH)

FThrVvLAEE

AFNL 1 AT HOF b Y T LERITL ] mmol (23 mg) KiTHY ., EHEMZ 5 1Y
VAT —] ThHD,

4.5 O EZRE & OB K OZ OO AEER
R AAE

HHLOREIEE NER & RO 3KANC L D16 A BT 286, I~ AW LT v Ofh5 %%
JFTWLEE CTREENERZ R A OHEZET 256135, HESRZE L, KD
EPEONDHET, LVEF DE=F Y U T E2(TH 70 L, MERIEREREZITS 2L (42
44 HSR)

B EERI M A

D IR D5~ N AT )T | F T

CYP2C19 O intermediate, normal, rapid, ultra-rapid metabolizer (2T, ¥ /30 LT U iF
FIZ CYP2CI9 IZ L W AR S 4L, KD RREIMR VA CYP3A4 ([Z L0 RE s d, CYP2CI9
poor metabolizer £, T CYP3A4 IZ L fEIsnD (B2HZM) . o7z, CYP2C19
PLER/FEAI L O CYP3A4 BLERGFERIL, ~ B LT D7 VT 70 ATEEE RIT
L. M~ "0 A7 RES ERAR T ST 5 AHREMEAH Y . Ziux CYP2C19 O#Es T
RNKAFT D,

T RT DGR YR B AE AR 1T 12 CYP2C19 normal metabolizer % #17 Aiv, CYP2C19
poor metabolizer (FFEWAR AAEH OFAMIZE £ TV R 28, CYP2C19 poor metabolizer (&
BT 5 CYP2C19 K} CYP3A4 JLEHI L <~ 30 AT v OPE GO BEIT 5240213 5 H
2725 Ty,

CYP2C19 X% CYP3A4 OFHEHXIZ CYP2C19 XiZ CYP3A4 OFEHITH A PFHIEDOR S
ZBAE T I L7 BE O HERES ROV UTBIME=2 U o 7B 2 HEREIE 2 Table
21T,

50 CYP2C19 JHZH & #0 > CYP3A4 [H 77
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1.6.1 SAENZIT D APIRILE 2B 2 &k oHCM
BMS-986427/MYK-461 Mavacamten

Table 2:

BN EEE (SmPC) DOHfE

HH

SmPC (2024 4E 12 ARR)

RN CYP2C19 L UWBHEV CYP3A4 PHER| &~ N0 AT v OB 51322 THh5 (43 1H
)

O

o

CYP2C19 [HZE#)

RS F AR ERER Tl PRREE R OB CYP2C19 FREHIN~ /3 A7 > D PK I KIE

FBIIRET L TR0, 58U CYP2CI9 BEFH (B : F27 ey ) og#%, CYP2C19
REHREEDE(L DB L R TH D (Table 1 &) , CYP2C19 normal metabolizer (2, <~ /N
T LT 2 EGIN CYP2CI9 BLER] (KA T T —u) EHHEE L&, =B LT D
AUCins 1 48% 59N L7273, Cmax DEEEITFR D B LRI T2,

CYP2C19 BHEFI (A AT T =R Y AT — )7 &) OFIREL SIS N (44
HEM) |

CYP3A4 [ Z#)

HRAR S E BAE FHRREBR Cld, 80V CYP3A4 FHEAIN </ A7 0 PKAZ KIZ T 2 IIM
LT 2vy, CYP2C19 normal metabolizer (2, ~ /37 AT 2 Z#8\ > CYP3A4 [HEHA] (1 b
Fary—n) LG LIZE ZA, AUCH2: KT Crax B EILEIURK 59% K% U 40%5H
m42sevREND,

CYP2C19 normal metabolizer |2, </ 38 LT &2 FRREE O CYP3A4 fHER] (XT3 1) b
PFHAEE L7z Z A, AUCint KO Coax BXZ LI 16% M TN 52% 8800 L 7o, Z D2 LITERR
HICEETIIRWEEZ bv-,

CYP2C19 J (X CYP344 7545

JRUY CYP3A4 N O CYP2C19 &5 4 DO O # G- DR 2 i3 5 72 8O DR IRFH A1 IR
X5 L CTuieV, CYP2C19 J Y CYP3A4 Dt 5 & 58 IZFFEES 2384 (fl: V77 &
V) L RNH AT UERNABS TS L. D AT U OEYERE (PK) (CERAEES
Bz, AR T T2 2 RTINS, D7D, CYP2C19 LU CYP3A4 D 7 % 5
INZFHET H 3K OO HITHESE X u7e vy, CYP2C19 XX CYP3A4 DRV FEEHR] & OO
BHIET AT, BERIMEEIT., v A AT U EBET S L @2 TEBR) |

Table 2: SRNALT  LHRROMERE e =5 ) 7
BEAE CYP2C19 poor metabolizer CYP2C19 intermediate, normal,
B L e e i rapid, ultra-rapid &= 74
REEH
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1.6.1 ZAENZIS T D ERRIAE IR 5 &k
BMS-986427/MYK-461

oHCM
Mavacamten

Table 2:

BN EEE (SmPC) DOHfE

HH

SmPC (2024 4E 12 ARR)

FR\ Y CYP2C19 R
R L gRy
CYP3A4 fHEHKID
idat]

M 43ITEHSMR)
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
CAMZYOS safely and effectively. See full prescribing information for
CAMZYOS.

CAMZYOS® (mavacamten) capsules for oral use
Initial U.S. Approval: 2022

WARNING: RISK OF HEART FAILURE
See full prescribing information for complete boxed warning.

e CAMZYOS can cause heart failure due to systolic dysfunction. (5.1)

e Echocardiogram assessments of left ventricular ejection fraction
(LVEF) required before and during CAMZYOS use. (2.1)

e Initiation in patients with LVEF <55% not recommended.
Interrupt if LVEF <50% or if worsening clinical status. (2.1, 5.1)

e Certain CYP450 inhibitors and inducers are contraindicated in
patients taking CAMZYOS because of an increased risk of heart
failure. (4,5.2,7)

e CAMZYOS is available only through a restricted program called
the CAMZYQOS REMS Program. (5.3)

RECENT MAJOR CHANGES

Warnings and Precautions, Heart Failure (5.1).......cccccovveceinnvsieinreenenns 06/2023
Warnings and Precautions, Embryo-Fetal Toxicity (5.4). ....04/2024

INDICATIONS AND USAGE

CAMZYOS is a cardiac myosin inhibitor indicated for the treatment of adults
with symptomatic New York Heart Association (NYHA) class Il-111
obstructive hypertrophic cardiomyopathy (HCM) to improve functional
capacity and symptoms. (1)

DOSAGE AND ADMINISTRATION

Dosage must be individualized based on clinical status and echocardiographic
assessment of patient response. Refer to the Full Prescribing Information for
instructions (2.1)

DOSAGE FORMS AND STRENGTHS

Capsules: 2.5 mg, 5 mg, 10 mg, and 15 mg (3)

CONTRAINDICATIONS

o Moderate to strong CYP2C19 inhibitors or strong CYP3A4 inhibitors (4,
5.2)

o Moderate to strong CYP2C19 inducers or moderate to strong CYP3A4
inducers (4, 5.2)

WARNINGS AND PRECAUTIONS

o Heart Failure: Consider interruption of CAMZYOS in patients with
intercurrent illness. (2.1, 5.1)

o Drug Interactions Leading to Heart Failure or Loss of Effectiveness:
Advise patients of the potential for drug interactions including with over-
the-counter medications. (4, 5.2, 17)

o Embryo-Fetal Toxicity: May cause fetal harm. Advise females of
reproductive potential to use effective contraception until 4 months after
the last dose. Avoid concomitant use with a combined hormonal
contraceptive that contains a progestin other than norethindrone. (5.4, 7.2,
8.1,8.3)

ADVERSE REACTIONS

Adverse reactions occurring in >5% of patients and more commonly on
CAMZYOS than on placebo were dizziness (27%) and syncope (6%). (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Bristol-Myers
Squibb at 1-800-721-5072 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS
e Weak CYP2C19 inhibitors and moderate CYP3A4 inhibitors: May increase
risk of heart failure. If initiating an inhibitor, CAMZY OS dose reduction

and additional monitoring are required. (2.2, 7.1)

o Negative inotropes: Close medical supervision and LVEF monitoring is
recommended if a negative inotrope is initiated, or the dose of a negative
inotrope is increased. Avoid certain combinations of negative inotropes.
(7.2)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide
Revised: 04/2024

FULL PRESCRIBING INFORMATION: CONTENTS*
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FULL PRESCRIBING INFORMATION

WARNING: RISK OF HEART FAILURE

CAMZYOS reduces left ventricular ejection fraction (LVEF) and can cause heart failure
due to systolic dysfunction [see Warnings and Precautions (5.1)].

Echocardiogram assessments of LVEF are required prior to and during treatment with
CAMZYOS. Initiation of CAMZYOS in patients with LVEF <55% is not recommended.
Interrupt CAMZYOS if LVEF is <50% at any visit or if the patient experiences heart
failure symptoms or worsening clinical status [see Dosage and Administration (2.1) and
Warnings and Precautions (5.1)].

Concomitant use of CAMZYOS with certain cytochrome P450 inhibitors or
discontinuation of certain cytochrome P450 inducers may increase the risk of heart
failure due to systolic dysfunction; therefore, the use of CAMZYOS is contraindicated
with the following [see Contraindications (4) and Warnings and Precautions (5.2)]:

e Moderate to strong CYP2C19 inhibitors or strong CYP3A4 inhibitors

e Moderate to strong CYP2C19 inducers or moderate to strong CYP3A4 inducers

Because of the risk of heart failure due to systolic dysfunction, CAMZYOS is available
only through a restricted program under a Risk Evaluation and Mitigation Strategy
(REMS) called CAMZYOS REMS PROGRAM [see Warnings and Precautions (5.3)].

1. INDICATIONS AND USAGE

CAMZYOS®? is indicated for the treatment of adults with symptomatic New York Heart
Association (NYHA) class I1-111 obstructive hypertrophic cardiomyopathy (HCM) to improve
functional capacity and symptoms.

2. DOSAGE AND ADMINISTRATION

2.1 Initiation, Maintenance, and Interruption of Treatment

Confirm absence of pregnancy and usage of effective contraception in females of reproductive
potential [see Warnings and Precautions (5.4)].

Initiation or up-titration of CAMZYOS in patients with LVEF <55% is not recommended.

The recommended starting dose is 5 mg orally once daily without regard to food; allowable
subsequent doses with titration are 2.5 mg, 5 mg, 10 mg, or 15 mg orally once daily. The
maximum recommended dose is 15 mg orally once daily.



Patients may develop heart failure while taking CAMZYOS. Regular LVEF and Valsalva left
ventricular outflow tract (L\VOT) gradient assessment is required for careful titration to achieve
an appropriate target Valsalva LVOT gradient, while maintaining LVEF >50% and avoiding
heart failure symptoms (see Figure 1 and Figure 2).

Daily dosing takes weeks to reach steady-state drug levels and therapeutic effects, and genetic
variation in metabolism and drug interactions can cause large differences in exposure [see Boxed
Warning, Contraindications (4), Warnings and Precautions (5.2), Drug Interactions (7.1) and

Clinical Pharmacology (12.3)].

When initiating or titrating CAMZYQOS, first consider LVEF then consider the Valsalva LVOT
gradient and patient clinical status to guide appropriate CAMZYOS dosing. Follow the
algorithms for Initiation (Figure 1) and Maintenance (Figure 2) for appropriate CAMZYQOS

dosing and monitoring schedules.

If LVEF <50% while taking CAMZY QOS, interrupt treatment. Follow the algorithm for
Interruption (Figure 3) for guidance on interrupting, restarting, or discontinuing CAMZYOS. If
interrupted at 2.5 mg, either restart at 2.5 mg or discontinue permanently.

Figure 1: Initiation Phase

Week 4

Valsalva LVOT

gradient
Down-titrate to
—t <20mmHg — 2.5mg
once daily
5 mg once daily,
initiate only if —
LVEF =55%
Maintain at
— 220 mmHg — 5mg
once daily

" Interrupt treatment if LVEF <50% at any clinic visit; restart
treatment after 4 weeks if LVEF 250%. See Figure 3.

Week 8"

Valsalva LVOT

gradient
Withhold drug
<20 mmHg —— andreturn at —
Week 12
>20 mmHg
2.5mg
once daily
<20 mmHg
Maintain at
>20 mmHg 5 mg
once daily

Week 12"

1. Restart on 2.5 mg if LVEF =50% and
recheck clinical status and ECHO in
4 weeks.

2. Maintain same dose for the next
8 weeks, consistent with Figure 2,
unless LVEF <50%.

See Figure 2.



Figure 2: Maintenance Phase

Week 12 + every 12 weeks

— LVEF <50% —> Interrupt treatment. See Figure 3.

LVEF 50-55%, regardless of
Valsalva LVOT gradient
or
LVEF >55% and
Valsalva LVOT gradient

Current dose ——> Maintain on the same dose and follow up 12 weeks later.

<30 mmHg
1. Up-titration to next higher daily (mg) dose level:
LVEF »55% and 2.5 mg > 5mg; 5mg 2 10 mg; 10 mg > 15 mg
Valsalva LVOT gradient —— 2. Recheck clinical status and ECHO in 4 weeks and maintain
230 mmHg the same dose for the next 8 weeks unless LVEF<50%.

3. Further up-titration is allowed after 12 weeks of treatment
on the same dose level.

Figure 3: Treatment Interruption at Any Clinic Visit if LVEF <50%

1. Restart treatment at next lower
daily (mg) dose level.

*5mg > 2.5 mg; 10 mg = 5 mg;

15 mg = 10 mg
1. Interrupt treatment. * If interrupted at 2.5 mg, restart
? 2. Recheck ECHO parameters every ——> LVEF 250% —— at 2.5 mg
4 weeks until LVEF 250%. 2. Recheck clinical status and ECHO

in 4 weeks and maintain the same
dose for the next 8 weeks unless
LVEF <50%.

Permanently discontinue treatment 3. Follow Figure 2.

if LVEF <50% twice on 2.5 mg daily.

LVEF <50%

Delay dose increases when there is intercurrent illness (e.g., serious infection) or arrhythmia
(e.g., atrial fibrillation or other uncontrolled tachyarrhythmia) that may impair systolic function.
Consider interruption of CAMZYOS in patients with intercurrent illness [see Warnings and
Precautions (5.1)].

Missed or delayed doses

If a dose is missed, it should be taken as soon as possible, and the next scheduled dose should be
taken at the usual time the following day. Exact timing of dosing during the day is not essential,
but two doses should not be taken on the same day.

Swallow capsules whole. Do not break, open, or chew the capsules.



2.2 Concomitant Administration of Weak CYP2C19 or Moderate
CYP3AA4 Inhibitors

Initiate CAMZY OS at the recommended starting dosage of 5 mg orally once daily in patients
who are on stable therapy with a weak CYP2C19 inhibitor or a moderate CYP3A4 inhibitor.

Reduce dosage of CAMZYOS by one level (i.e., 15 mg - 10 mg; 10 mg - 5 mg; or 5 mg >
2.5 mg) in patients who initiate a weak CYP2C19 inhibitor or a moderate CYP3A4 inhibitor.
Schedule clinical and echocardiographic assessment 4 weeks after inhibitor initiation, and do not
up-titrate CAMZYOS until 12 weeks after inhibitor initiation. Avoid initiation of concomitant
weak CYP2C19 and moderate CYP3A4 inhibitors in patients who are on stable treatment with
2.5 mg of CAMZYOS because a lower CAMZY OS once-daily dose is not available [see Dosage
and Administration (2.1), Drug Interactions (7.1)].

3. DOSAGE FORMS AND STRENGTHS

CAMZYOS is available as capsules imprinted with the strength and “Mava” in the following
strengths:

e 2.5mg - light purple cap
e 5mg- yellow cap

e 10 mg - pink cap

e 15mg-gray cap

4, CONTRAINDICATIONS

CAMZYOS is contraindicated with concomitant use of:

e Moderate to strong CYP2C19 inhibitors or strong CYP3A4 inhibitors [see Warnings and
Precautions (5.2), Drug Interactions (7.1)]

e Moderate to strong CYP2C19 inducers or moderate to strong CYP3A4 inducers [see
Warnings and Precautions (5.2), Drug Interactions (7.1)]

S. WARNINGS AND PRECAUTIONS

5.1 Heart Failure

CAMZY OS reduces systolic contraction and can cause heart failure or totally block ventricular
function. Patients who experience a serious intercurrent illness (e.g., serious infection) or
arrhythmia (e.qg., atrial fibrillation or other uncontrolled tachyarrhythmia) are at greater risk of
developing systolic dysfunction and heart failure [see Clinical Trial Experience (6.1)].

Assess the patient’s clinical status and LVEF prior to and regularly during treatment and adjust
the CAMZY OS dose accordingly [see Dosage and Administration (2.1)]. New or worsening
arrhythmia, dyspnea, chest pain, fatigue, palpitations, leg edema, or elevations in N-terminal pro-



B-type natriuretic peptide (NT-proBNP) may be signs and symptoms of heart failure and should
also prompt an evaluation of cardiac function.

Asymptomatic LVEF reduction, intercurrent illnesses, and arrhythmias require additional dosing
considerations [see Dosage and Administration (2.1, 2.2)].

Initiation of CAMZYOS in patients with LVEF <55% is not recommended. Avoid concomitant
use of CAMZYOS in patients on disopyramide, ranolazine, verapamil with a beta blocker, or
diltiazem with a beta blocker as these medications and combinations increase the risk of left
ventricular systolic dysfunction and heart failure symptoms and clinical experience is limited
[see Drug Interactions (7)].

5.2 CYP450 Drug Interactions Leading to Heart Failure or Loss of
Effectiveness

CAMZYOS is primarily metabolized by CYP2C19 and CYP3A4 enzymes. Concomitant use of
CAMZYOS and drugs that interact with these enzymes may lead to life-threatening drug
interactions such as heart failure or loss of effectiveness [see Contraindications (4), Warnings
and Precautions (5.1), and Drug Interactions (7.1)].

Advise patients of the potential for drug interactions, including with over-the-counter
medications (such as omeprazole, esomeprazole, or cimetidine). Advise patients to inform their
healthcare provider of all concomitant products prior to and during CAMZY OS treatment [see
Drug Interactions (7.1), Patient Counseling Information (17)].

5.3 CAMZYOS REMS Program

CAMZYOS is only available through a restricted program called the CAMZYQOS REMS
Program because of the risk of heart failure due to systolic dysfunction [see Warnings and
Precautions (5.1, 5.2)].

Notable requirements of the CAMZYOS REMS Program include the following:
e Prescribers must be certified by enrolling in the CAMZYOS REMS Program.

e Patients must enroll in the CAMZYOS REMS Program and comply with ongoing
monitoring requirements [see Dosage and Administration (2.1)].

e Pharmacies must be certified by enrolling in the CAMZYQOS REMS Program and must
only dispense to patients who are authorized to receive CAMZYOS.

e Wholesalers and distributors must only distribute to certified pharmacies.

Further information is available at www.CAMZYOSREMS.com or by telephone at 1-833-628-
7367.

5.4 Embryo-Fetal Toxicity

CAMZYOS may cause fetal toxicity when administered to a pregnant female, based on findings
in animal studies. Confirm absence of pregnancy in females of reproductive potential prior to
treatment and advise patients to use effective contraception during treatment with CAMZYQOS
and for 4 months after the last dose. CHCs containing a combination of ethinyl estradiol and



norethindrone may be used with mavacamten. However, CAMZY OS may reduce the
effectiveness of certain other combined hormonal contraceptives (CHC). If these CHCs are used,
advise patients to add nonhormonal contraception (such as condoms) during concomitant use and
for 4 months after the last dose of CAMZYOS [see Drug Interactions (7.2) and Use in Specific
Populations (8.1, 8.3)].

6. ADVERSE REACTIONS

The following adverse reaction is discussed in other sections of the labeling:
e Heart failure [see Warnings and Precautions (5.1)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice.

The safety of CAMZYOS was evaluated in EXPLORER-HCM, a Phase 3, double-blind,
randomized, placebo-controlled trial [see Clinical Studies (14)]. Of the 251 adults with
obstructive HCM, 123 patients were treated with CAMZYOS 2.5-15 mg daily and 128 were
treated with placebo. CAMZY OS-treated patients had a median duration of exposure of

30 weeks (range: 2-40 weeks).

Syncope (0.8%) was the only adverse drug reaction leading to discontinuation in patients
receiving CAMZYOS.

Adverse reactions occurring in >5% of patients and more commonly on CAMZY OS than on
placebo were dizziness (27% vs. 18%) and syncope (6% vs. 2%).

The safety of CAMZYOS in patients was further evaluated in VALOR-HCM, a Phase 3, double-
blind, randomized, placebo-controlled trial [see Clinical Studies (14)]. Of the 112 adults with
symptomatic obstructive HCM, 56 patients were treated with CAMZYOS 2.5-15 mg daily and
55 were treated with placebo. CAMZY OS-treated patients had a median duration of exposure of
17 weeks (range: 3-19 weeks).

There were no new adverse reactions identified in VALOR-HCM.
Effects on Systolic Function

In the EXPLORER-HCM trial, mean (SD) resting LVEF was 74% (6) at baseline in both
treatment groups. Consistent with the mechanism of action of CAMZYOS, mean (SD) absolute
change from baseline in LVEF was -4% (8) in the CAMZYOS group and 0% (7) in the placebo
group over the 30-week treatment period. At Week 38, following an 8-week interruption of trial
drug, mean LVEF was similar to baseline for both treatment groups. In the EXPLORER-HCM
trial, 7 (6%) patients in the CAMZYOS group and 2 (2%) patients in the placebo group
experienced reversible reductions in LVEF to <50% (median 48%: range 35-49%) while on
treatment. In 3 of the 7 CAMZYOS patients and 1 of the 2 placebo patients, these reductions
were asymptomatic. In all 7 patients treated with CAMZYOS, LVEF recovered following
interruption of CAMZYOS [see Warnings and Precautions (5.1)].



7. DRUG INTERACTIONS

7.1 Potential for Other Drugs to Affect Plasma Concentrations of
CAMZYOS

Mavacamten is primarily metabolized by CYP2C19 and to a lesser extent by CYP3A4 and

CYP2C9. Inducers and inhibitors of CYP2C19 and moderate to strong inhibitors or inducers of

CYP3A4 may affect the exposures of mavacamten [see Warnings and Precautions (5.2) and
Clinical Pharmacology (12.3)]. (See Table 1)

Table 1:  Established and Potentially Significant Pharmacokinetic Drug Interactions with
CAMZYOS

Impact of Other Drugs on CAMZYQOS

Moderate to Strong CYP2C19 Inhibitors or Strong CYP3A4 Inhibitors

Clinical Impact Concomitant use with a moderate to strong CYP2C19 or a strong
CYP3A4 inhibitor increases mavacamten exposure, which may increase
the risk of heart failure due to systolic dysfunction [see Contraindications
(4), Warnings and Precautions (5.2), Clinical Pharmacology (12.3)].

Prevention or Management Concomitant use with a moderate to strong CYP2C19 inhibitor or a
strong CYP3A4 inhibitor is contraindicated.

Moderate to Strong CYP2C19 Inducers or Moderate to Strong CYP3A4 Inducers

Clinical Impact Concomitant use with a moderate to strong CYP2C19 inducer or a
moderate to strong CYP3A4 inducer decreases mavacamten exposure,
which may reduce CAMZYOS’ efficacy [see Clinical Pharmacology
(12.3)]. The risk of heart failure due to systolic dysfunction may increase
with discontinuation of these inducers as the levels of induced enzyme
normalizes [see Contraindications (4) and Warnings and Precautions

(5.2)].

Prevention or Management Concomitant use of a moderate to strong CYP2C19 inducer or a moderate
to strong CYP3A4 inducer is contraindicated.

Weak CYP2C19 Inhibitors or Moderate CYP3A4 Inhibitors

Clinical Impact Concomitant use with a weak CYP2C19 inhibitor or a moderate CYP3A4
inhibitor increases mavacamten exposure, which may increase the risk of
adverse drug reactions [see Warnings and Precautions (5.2)].

Prevention or Management Initiate CAMZY OS at the recommended starting dosage of 5 mg orally
once daily in patients who are on stable therapy with a weak CYP2C19
inhibitor or a moderate CYP3A4 inhibitor.




Reduce dose of CAMZYOS by one level (i.e., 15 to 10 mg, 10 to 5 mg, or
5to 2.5 mg) in patients who are on CAMZY OS treatment and intend to
initiate a weak CYP2C19 inhibitor or a moderate CYP3A4 inhibitor.
Avoid initiation of concomitant weak CYP2C19 and moderate CYP3A4
inhibitors in patients who are on stable treatment with 2.5 mg of
CAMZYOS because a lower dose is not available [see Dosage and
Administration (2.2)].

7.2 Potential for CAMZYOS to Affect Plasma Concentrations of Other
Drugs

Certain CYP3A4, CYP2C9, and CYP2C19 Substrates

Mavacamten is an inducer of CYP3A4, CYP2C9, and CYP2C19. Concomitant use with
CYP3A4, CYP2C9, or CYP2C19 substrates may reduce plasma concentration of these drugs
[see Clinical Pharmacology (12.3)]. Closely monitor when CAMZYOS is used with
concomitant CYP3A4, CYP2C9 or CYP2C19 substrates unless otherwise recommended in the
Prescribing Information.

Certain Combined Hormonal Contraceptives (CHC)

Progestin and ethinyl estradiol are CYP3A4 substrates. Concomitant use of CAMZYOS may
decrease exposures of certain progestins [see Clinical Pharmacology (12.3)], which may lead to
contraceptive failure. CHCs containing a combination of ethinyl estradiol and norethindrone may
be used with mavacamten, but if other CHCs are used, advise patients to add nonhormonal
contraception (such as condoms) during concomitant use and for 4 months after the last dose of
CAMZYOS.

7.3 Drugs That Reduce Cardiac Contractility

Expect additive negative inotropic effects of CAMZYOS and other drugs that reduce cardiac
contractility. Avoid concomitant use of CAMZYOS in patients on disopyramide, ranolazine,
verapamil with a beta blocker, or diltiazem with a beta blocker as these medications and
combinations increase the risk of left ventricular systolic dysfunction and heart failure symptoms
and clinical experience is limited [see Warnings and Precautions (5.1)].

If concomitant therapy with a negative inotrope is initiated, or if the dose of a negative inotrope
is increased, monitor LVEF closely until stable doses and clinical response have been achieved.

8. USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on animal data, CAMZYOS may cause fetal harm when administered to a pregnant
female. There are no human data on the use of CAMZYOS during pregnancy to evaluate for a
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drug-associated risk of major birth defects, miscarriage, or other adverse maternal or fetal
outcomes. The underlying maternal condition during pregnancy poses a risk to the mother and
fetus (see Clinical Considerations). Advise pregnant females about the potential risk to the fetus
with maternal exposure to CAMZYOS during pregnancy.

In animal embryo-fetal development studies, mavacamten-related decreases in mean fetal body
weight, reductions in fetal ossification of bones, and increases in post-implantation loss (early
and/or late resorptions) were observed in rats and increases in visceral and skeletal
malformations were observed in both rabbits and rats at dose exposures similar to that achieved
at the maximum recommended human dose (MRHD) (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss, or other
adverse outcomes. In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%,
respectively.

There is a pregnancy safety study for CAMZYOS. If CAMZYQOS is administered during
pregnancy, or if a patient becomes pregnant while receiving CAMZY OS or within 4 months
after the last dose of CAMZY OS, healthcare providers should report CAMZY OS exposure by
contacting Bristol-Myers Squibb at 1-800-721-5072 or www.bms.com.

Clinical Considerations

Disease-Associated Maternal and Embryo-Fetal Risk

Obstructive HCM in pregnancy has been associated with increased risk for preterm birth.
Data

Animal Data

When mavacamten was administered orally to pregnant rats (0.3 to 1.5 mg/kg/day) during the
period of organogenesis, increases in post-implantation loss, decreases in mean fetal body
weight, reductions in fetal ossification of bones, and fetal malformations (visceral and skeletal)
were observed in the high dose group (1.5 mg/kg/day). Visceral malformations (heart
malformation in fetuses, including one total situs inversus) and increased incidences of skeletal
malformations (mainly fused sternebrae) were observed at a similar exposure as in humans at the
MRHD. Plasma exposure (based on area under the concentration-time curve or AUC) at the no-
effect dose for embryo-fetal development in rats is 0.3 times the exposure in humans at the
MRHD.

When mavacamten was administered orally to pregnant rabbits (0.6 to 2.0 mg/kg/day) during the
period of organogenesis, fetal malformations (visceral and skeletal) were increased at doses of
1.2 mg/kg/day and higher, with similar plasma exposure at 1.2 mg/kg/day as in humans at the
MRHD. Visceral findings consisted of malformations of the great vessels (dilatation of
pulmonary trunk and/or aortic arch). Skeletal malformations consisted of higher incidences of
fused sternebrae at >1.2 mg/kg/day. Plasma exposure (AUC) at the no-effect dose for embryo-
fetal development in rabbits is 0.4 times the exposure in humans at the MRHD.

In a pre/postnatal development study, mavacamten was administered orally to pregnant rats (0.3,
to 1.5 mg/kg/day) from gestation Day 6 to lactation/post-partum Day 20. No adverse effects were
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observed in the dams or offspring exposed daily from before birth (in utero) through lactation.
The no-observed-adverse-effect level (NOAEL) was 1.5 mg/kg/day (the highest dosage level
tested), with similar exposure (AUC) as in humans at the MRHD.

8.2 Lactation

Risk Summary

The presence of mavacamten in human or animal milk, the drug’s effects on the breastfed infant,
and the effects on milk production are unknown. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for CAMZYQOS and
any potential adverse effects on the breastfed child from CAMZYOS or from the underlying
maternal condition.

8.3 Females and Males of Reproductive Potential

Based on animal data, CAMZYOS may cause fetal harm when administered to a pregnant
female [see Warnings and Precautions (5.4) and Use in Specific Populations (8.1)].

Pregnancy Testing

Confirm absence of pregnancy in females of reproductive potential prior to initiation of
CAMZYOS.

Contraception
Females

Advise females of reproductive potential to use effective contraception during treatment with
CAMZYQOS and for 4 months after the last dose. CHCs containing a combination of ethinyl
estradiol and norethindrone may be used with mavacamten. However, CAMZY OS may reduce
the effectiveness of certain other combined hormonal contraceptives (CHC). If these CHCs are
used, advise patients to add nonhormonal contraception (such as condoms) during concomitant
use and for 4 months after the last dose of CAMZYOS [see Drug Interactions (7.2)].

8.4 Pediatric Use
The safety and effectiveness of CAMZYOS have not been established in pediatric patients.

8.5 Geriatric Use

Clinical trials included 319 patients dosed with CAMZYOS, 119 of whom were 65 years of age
or older (37.3%), and 25 of whom (7.8%) were age 75 years or older. Safety, effectiveness, and
pharmacokinetics were similar between patients >65 years and younger patients.

8.6 Hepatic Impairment

No dosage adjustment is required in patients with mild (Child-Pugh A) to moderate (Child-Pugh
B) hepatic impairment. Mavacamten exposure (AUC) increased up to 220% in patients with mild
(Child-Pugh A) or moderate (Child-Pugh B) hepatic impairment compared to patients with
normal hepatic function. However, no additional dose adjustment is required in patients with
mild to moderate hepatic impairment with the recommended dose titration algorithm and
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monitoring plan. The effect of severe (Child-Pugh C) hepatic impairment is unknown [see
Clinical Pharmacology (12.3)].

10. OVERDOSAGE
Clinical Experience and Effects

e Cardiovascular effects may include reduced LVEF (left ventricular ejection fraction),
heart failure, hypotension, and asystole refractory to medical intervention.

e Neurological effects may include dizziness and syncope.
e An infant death was reported after accidental ingestion of three 15 mg capsules (45 mg).

e An adult administered a single dose of 144 mg developed a vasovagal reaction,
hypotension, and asystole, but the subject recovered.

Management
e Discontinue CAMZYOS treatment.

e Provide medically supportive measures to maintain hemodynamic stability and monitor
left ventricular function.

e Consider administering activated charcoal (pediatric dose is 1 g/kg; adult dose is 50 g)
within 2 hours of ingestion in addition to other supportive measures. The benefit of
activated charcoal is negligible after 6 hours [see Clinical Pharmacology (12.3)].

e Consider contacting the Poison Help line (1-800-222-1222) or a medical toxicologist for
additional overdose management recommendations.

11. DESCRIPTION
CAMZY OS capsules for oral use contain mavacamten, a cardiac myosin inhibitor.

The chemical name of mavacamten is 3-(1-methylethyl)-6-[[(1S)-1-phenylethyl]amino]-
2,4(1H,3H)-pyrimidinedione. The molecular formula is C1sH19N3Oz2, and the molecular weight is
273.33 g/mol.

The structural formula of mavacamten is:
CHj

o)
CHj HN JLN)\CH3
]

@/\HMO

Mavacamten is a white to off-white powder that is practically insoluble in water and aqueous
buffers at pH 2-10, sparingly soluble in methanol and ethanol, and freely soluble in DMSO and
NMP.

CAMZYOS is supplied as immediate release Size 2 hard gelatin capsules, containing 2.5 mg,
5 mg, 10 mg, or 15 mg of mavacamten per capsule as active ingredient and the following
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inactive ingredients: croscarmellose sodium, hypromellose, magnesium stearate (non-bovine),
mannitol, and silicon dioxide. The capsule shell contains black edible ink, black iron oxide,
gelatin, red iron oxide, titanium dioxide, and yellow iron oxide.

12. CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Mavacamten is an allosteric and reversible inhibitor selective for cardiac myosin. Mavacamten
modulates the number of myosin heads that can enter “on actin” (power-generating) states, thus
reducing the probability of force-producing (systolic) and residual (diastolic) cross-bridge
formation. Excess myosin actin cross-bridge formation and dysregulation of the super-relaxed
state are mechanistic hallmarks of HCM. Mavacamten shifts the overall myosin population
towards an energy-sparing, recruitable, super-relaxed state. In HCM patients, myosin inhibition
with mavacamten reduces dynamic LVOT obstruction and improves cardiac filling pressures.

12.2 Pharmacodynamics
Left Ventricular Ejection Fraction and Left Ventricular Outflow Tract Obstruction

In the EXPLORER-HCM trial, patients achieved reductions in mean resting and provoked
(Valsalva) LVOT gradient by Week 4 which were sustained throughout the 30-week trial. At
Week 30, the mean (SD) changes from baseline in resting and Valsalva LVOT gradients were -
39 (29) mmHg and -49 (34) mmHg, respectively, for the CAMZYOS group and -6 (28) mmHg
and -12 (31) mmHg, respectively, for the placebo group. The reductions in Valsalva

LVOT gradient were accompanied by decreases in LVEF, generally within the normal range.
Eight weeks after discontinuation of CAMZYQOS, mean LVEF and Valsalva LVOT gradients
were similar to baseline.

Cardiac Structure

In EXPLORER-HCM, echocardiographic measurements of cardiac structure showed a mean
(SD) reduction from baseline at Week 30 in left ventricular mass index (LVMI) in the

mavacamten group (-7.4 [17.8] g/m?) versus an increase in LVMI in the placebo group

(8.9 [15.3] g/m?). There was also a mean (SD) reduction from baseline in left atrial volume index
(LAVI) in the mavacamten group (-7.5 [7.8] mL/m?) versus no change in the placebo group
(-0.1[8.7] mL/mZ). The clinical significance of these findings is unknown.

Cardiac Biomarkers

In the EXPLORER-HCM trial [see Clinical Studies (14)], reductions in a biomarker of cardiac
wall stress, NT-proBNP, were observed by Week 4 and sustained through the end of treatment.
At Week 30 compared with baseline, the reduction in NT-proBNP after mavacamten treatment
was 80% greater than for placebo (proportion of geometric mean ratio between the two groups,
0.20 [95% CI: 0.17, 0.24]).

In the VALOR-HCM trial [see Clinical Studies (14)], a reduction in NT-proBNP was observed
by Week 8 and sustained throughout treatment. At Week 16 compared with baseline, the
reduction in NT-proBNP after mavacamten treatment was 67% greater than for placebo
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(proportion of geometric mean ratio between the two groups, 0.33 [95% CI: 0.27, 0.42]). At
Week 16 compared with baseline, a reduction in cardiac troponin | after mavacamten treatment
was 47% greater than for placebo (proportion of geometric mean ratio between the two groups,
0.53[95% CI: 0.41, 0.70]).

The clinical significance of the NT-proBNP and troponin findings is unknown.
Cardiac Electrophysiology

In healthy volunteers receiving multiple doses of CAMZY QS, a concentration-dependent
increase in the QTc interval was observed at doses up to 25 mg once daily. No acute QTc
changes have been observed at similar exposures during single-dose studies. The mechanism of
the QT prolongation effect is not known.

A meta-analysis across clinical studies in HCM patients does not suggest clinically relevant
increases in the QTc interval in the therapeutic exposure range. In HCM, the QT interval may be
intrinsically prolonged due to the underlying disease, in association with ventricular pacing, or in
association with drugs with potential for QT prolongation commonly used in the HCM
population. The effect of coadministration of CAMZYOS with other QT-prolonging drugs or in
patients with potassium channel variants resulting in a long QT interval have not been
characterized.

12.3 Pharmacokinetics

Mavacamten exposure increases dose proportionally following multiple once-daily doses of

1 mg to 15 mg. At the same dose level of CAMZYQOS, 170% higher exposures of mavacamten
are observed in patients with HCM compared to healthy subjects. Mavacamten accumulation is
approximately 100% for Cmax and approximately 600% for AUC in CYP2C19 normal
metabolizers (NMs). The accumulation is dependent upon the CYP2C19 metabolism status with
the largest accumulation occurring in CYP2C19 poor metabolizers (PMs). At steady-state, the
peak-to-trough mavacamten plasma concentration ratio with once daily dosing is approximately
1.5.

Absorption

Mavacamten has an estimated oral bioavailability of at least 85% and median time to maximum
concentration (Tmax) of 1 to 2 hours.

Effect of Food

No clinically significant differences in mavacamten AUC were observed following its
administration with a high fat meal.

Distribution
Plasma protein binding of mavacamten is between 97 and 98%.
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Elimination

Mavacamten has a variable terminal ty2 that depends on CYP2C19 metabolic status.
Mavacamten terminal half-life is 6 to 9 days in CYP2C19 normal metabolizers (NMs), which is
prolonged in CYP2C19 poor metabolizers (PMs) to 23 days.

Metabolism

Mavacamten is extensively metabolized, primarily through CYP2C19 (74%), CYP3A4 (18%),
and CYP2C9 (8%).

Excretion

Following a single 25 mg dose of radiolabeled mavacamten, 7% of the dose was recovered in
feces (1% unchanged) and 85% in urine (3% unchanged).

Specific Populations

No clinically significant differences in the pharmacokinetics of mavacamten were observed
based on age (range: 18-82 years), sex, race, ethnicity, or mild (eGFR: 60 to 89 mL/min/1.73 m?)
to moderate (eGFR: 30 to 59 mL/min/1.73 m?) renal impairment. The effects of severe (eGFR:
15 to 30 mL/min/1.73 m?) renal impairment and kidney failure (eGFR: <15 mL/min/1.73 m?;
including patients on dialysis) are unknown.

Hepatic Impairment

Mavacamten exposures (AUC) increased up to 220% in patients with mild (Child-Pugh A) or
moderate (Child-Pugh B) hepatic impairment. The effect of severe (Child-Pugh C) hepatic
impairment is unknown.

Drug Interactions

Clinical Studies and Model-Informed Approaches

Weak CYP2C19 Inhibitors: Concomitant use of mavacamten (15 mg) with omeprazole (20 mg)
once daily increased mavacamten AUCinf by 48% with no effect on Cmax in healthy CYP2C19
NMs and rapid metabolizers (RMs; e.g., *1/*17).

Moderate CYP3A4 Inhibitors: Concomitant use of mavacamten (25 mg) with verapamil
sustained release (240 mg) increased mavacamten AUCint by 16% and Cmax by 52% in
intermediate metabolizers (IMs; e.g., *1/*2, *1/*3, *2/*17, *3/*17) and NMs of CYP2C19.
Concomitant use of mavacamten with diltiazem in CYP2C19 PMs is predicted to increase

mavacamten AUCo-24n and Cmax up to 55% and 42%, respectively.

Strong CYP3A4 Inhibitors: Concomitant use of mavacamten (15 mg) with ketoconazole 400 mg
once daily is predicted to increase mavacamten AUCo-24 and Cmax up to 130% and 90%,
respectively.

Strong CYP2C19 and CYP3A4 Inducers: Concomitant use of mavacamten (a single 15 mg dose)
with a strong CYP2C19 and CYP3A4 inducer (rifampin 600 mg daily dose) is predicted to
decrease mavacamten AUCo-inf and Cmax by 87% and 22%, respectively, in CYP2C19 NMs, and
by 69% and 4%, respectively, in CYP2C19 PMs.

CYP3A4 Substrates: Concomitant use of a 16-day course of mavacamten (25 mg on days 1 and
2, followed by 15 mg for 14 days) decreased AUCinf and Cmax of midazolam by 13% and 7%,
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respectively, in healthy subjects. Following coadministration of mavacamten once daily in HCM
patients at the upper end of the therapeutic range, midazolam AUCinf and Cmax are predicted to
decrease up to 45% and 24%, respectively.

Certain combined oral contraceptives: No clinically significant differences in ethinyl estradiol
and norethindrone exposure were observed in healthy female subjects with CYP2C19 NM
phenotype following concomitant use of a combined oral contraceptive containing ethinyl
estradiol and norethindrone with a 17-day course of mavacamten (25 mg on days 1 and 2,
followed by 15 mg for 15 days). The impact of mavacamten on oral contraceptives containing
other progestins is unknown.

CYP2C8 Substrates: Concomitant use of mavacamten once daily in HCM patients is predicted to
decrease AUC and Cmax of repaglinide, a CYP2C8 and CYP3A substrate, by up to 27% and
19%, respectively, depending on the dose of mavacamten and CYP2C19 phenotype.

CYP2C9 Substrates: Concomitant use of mavacamten once daily in HCM patients is predicted to
decrease AUC and Cmax of tolbutamide, a CYP2C9 substrate, by up to 54% and 23%,
respectively, depending on the dose of mavacamten and CYP2C19 phenotype.

CYP2C19 Substrates: Concomitant use of mavacamten once daily in HCM patients is predicted
to decrease AUC and Cmax of omeprazole, a CYP2C19 substrate, by up to 48% and 17%,
respectively, depending on the dose of mavacamten and CYP2C19 phenotype.

Activated Charcoal: Mavacamten AUCo-72n andAUCo-infinity Was reduced by 14% and 34%,
respectively, following administration of 50 g activated charcoal with sorbitol 2 hours after
ingestion of a single mavacamten 15 mg dose. Administration of activated charcoal 6 hours after
the mavacamten dose had minimal effect on mavacamten exposure.

In Vitro Studies

CYP Enzymes: Mavacamten does not inhibit CYP1A2, CYP2B6, CYP2C8, CYP2D6, CYP2C9,
CYP2C19, or CYP3A4. Mavacamten is a CYP2B6 inducer.

Transporter Systems: Mavacamten does not inhibit P-gp, BCRP, BSEP, MATEL, MATE2-K,
organic anion transporting polypeptides (OATPS), organic cation transporters (OCTS), or organic
anion transporters (OATS).

12.5 Pharmacogenomics

Mavacamten AUCint increased by 241% and Cmax increased by 47% in CYP2C19 poor
metabolizers (PMs) compared to normal metabolizers (NMs) following a single dose of 15 mg
mavacamten. Mean half-life is prolonged in CYP2C19 PMs compared to NMs (23 days vs. 6 to
9 days, respectively).

Polymorphic CYP2C19 is the main enzyme involved in the metabolism of CAMZYQOS. An
individual carrying two normal function alleles is a NM (e.g., *1/*1). An individual carrying two
no function alleles is a PM (e.g., *2/*2, *2/*3, *3/*3).

The prevalence of CYP2C19 poor metabolizers differs depending on ancestry. Approximately
2% of individuals of European ancestry and 4% of individuals of African ancestry are PMs; the
prevalence of PMs is higher in Asian populations (e.g., approximately 13% of East Asians).
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13. NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, and Impairment of Fertility

Mavacamten was not genotoxic in a bacterial reverse mutation test (Ames test), a human in vitro
lymphocyte clastogenicity assay, or a rat in vivo micronucleus assay.

There was no evidence of carcinogenicity seen in a 6-month rasH2 transgenic mouse study at
mavacamten doses of up to 2.0 mg/kg/day in males and 3.0 mg/kg/day in females, or in a 2-year
rat study at mavacamten doses up to 0.6 mg/kg/day. The exposure-based (AUC) safety margins
in mice and rats were up to 3X or 0.2X, respectively, compared to AUC exposures in humans at
the MRHD.

In reproductive toxicity studies, there was no evidence of effects of mavacamten on mating and
fertility in male or female rats at doses up to 1.2 mg/kg/day, or on the viability and fertility of
offspring of dams dosed up to 1.5 mg/kg/day. Plasma exposure (AUC) of mavacamten at the
highest dose tested was the same as in humans at the MRHD.

13.2 Animal Toxicology and/or Pharmacology

The safety of mavacamten has been evaluated in rats and dogs at multiple dose levels (0.06 to
10 mg/kg/day) orally. Noted toxicities, including echocardiographic findings, reduction in
systolic function, cardiac dilation, and death, as well as increased heart weights in rats, were
consistent with mavacamten’s mechanism of action and primary pharmacological activity. Other
findings included cardiac osseous metaplasia in rats and QTc prolongation in dogs. Plasma
exposures (AUC) at the NOAEL in rats and dogs were 0.1 and 0.3 times, respectively, human
exposure (AUC) at the MRHD.

14. CLINICAL STUDIES
EXPLORER-HCM

The efficacy of CAMZYOS was evaluated in EXPLORER-HCM (NCT-03470545) a Phase 3,
double-blind, randomized, placebo-controlled, multicenter, international, parallel-group trial in
251 adults with symptomatic NYHA class Il and 111 obstructive HCM, LVEF >55%, and
LVOT peak gradient >50 mmHg at rest or with provocation.

Patients on dual therapy with beta blocker and calcium channel blocker treatment or
monotherapy with disopyramide or ranolazine were excluded. Patients with a known infiltrative
or storage disorder causing cardiac hypertrophy that mimicked obstructive HCM, such as Fabry
disease, amyloidosis, or Noonan syndrome with left ventricular hypertrophy, were also excluded.

Patients were randomized in a 1:1 ratio to receive either a starting dose of 5 mg of CAMZYQOS
or placebo once daily for 30 weeks. Treatment assignment was stratified by baseline NYHA
functional class, baseline use of beta blockers, and type of ergometer (treadmill or exercise
bicycle).

Groups were well matched with respect to age (mean 59 years), BMI (mean 30 kg/m?), heart rate
(mean 62 bpm), blood pressure (mean 128/76 mmHg), and race (90% Caucasian). Males
comprised 54% of the CAMZYOS group and 65% of the placebo group.
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At baseline, approximately 73% of the randomized patients were NYHA class Il and 27% were
NYHA class I1l. The mean LVEF was 74%, and the mean Valsalva LVOT gradient was

73 mmHg. About 10% had prior septal reduction therapy, 75% were on beta blockers, 17% were
on calcium channel blockers, and 14% had a history of atrial fibrillation.

All patients were initiated on CAMZYOS 5 mg (or matching placebo) once daily, and the dose
was periodically adjusted to optimize patient response (decrease in LVOT gradient with Valsalva
maneuver) and maintain LVEF >50%. The dose was also informed by plasma concentrations of
CAMZYOS.

In the CAMZYOS group, at the end of treatment, 49% of patients were receiving the 5-mg dose,
33% were receiving the 10-mg dose, and 11% were receiving the 15-mg dose. Three patients
temporarily interrupted their dose due to LVEF <50%, of whom two resumed treatment at the
same dose and one had the dose reduced from 10 mg to 5 mg.

Primary endpoint

The primary composite functional endpoint, assessed at 30 weeks, was defined as the proportion
of patients who achieved either improvement of peak oxygen consumption (pVVO2) by

>1.5 mL/kg/min plus improvement in NYHA class by at least 1 or improvement of pVVO: by
>3.0 mL/kg/min plus no worsening in NYHA class.

A greater proportion of patients met the primary endpoint at Week 30 in the CAMZY OS group
compared to the placebo group (37% vs. 17%, respectively, p=0.0005; see Table 2).

Table 2:  Primary Endpoint at 30 Weeks

CAMZYOS Placebo Difference p-value
n (%) n (%) (95% CI)
N =123 N =128
Total responders 45 (37%) 22 (17%) 19% (9, 30) 0.0005
Change from baseline
i 41 (33% 18 (14% 19% (9, 30
pVO, >1.5 mL/kg/min and (33%) (14%) (9,30)
decreased NYHA
Change from baseline
. 29 (23% 14 (11% 13% (3, 22
pVO, >3 mL/kg/min and (23%) (11%) 0(3,22)
NYHA not increased

A range of demographic characteristics, baseline disease characteristics, and baseline
concomitant medications were examined for their influence on outcomes. Results of the primary
analysis consistently favored CAMZY OS across all subgroups analyzed (Figure 4).
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Figure 4: Subgroup Analysis of the Primary Composite Functional Endpoint

n Patients Meeting Primary

Endpoint / N of Patients (%) Mean percentage

Subgroup Mavacamten Placebo difference (95% Cl)
Age, years :

<49 10/27 (37%) 6/25 (24%) * 13% (-11.7 10 37.8)
50-64 21/51 (41%) 13/63 (21%) ————— 21% (3.7 10 37.3)
265 14/45 (31%) 3/40 (8%) e 24% (7.8 10 39.4)
Sex :

Female 19/57 (33%) 5/45 (11%) —— 22% (6.9 t0 37.5)
Male 26/66 (39%) 17/83 (21%) ———— 19% (4.3 to 33.6)
Body-mass index, kg/m?

<30 35/77 (46%) 16/77 (21%) —————i 25% (10.3 to 39.0)
230 10/46 (22%) 6/51 (12%) ———— 10% (-4.9 t0 24.8)
LVEF at baseline '

<75% 25/69 (36%) 11/70 (16%) e 21% (6.3 10 34.7)
275% 20/54 (37%) 11/58 (19%) — 18% (1.7 to 34.4)
NYHA class at baseline

Il 29/88 (33%) 16/95 (17%) e 16% (3.7 t0 28.5)
1 16/35 (46%) 6/33 (18%) 1 —e 1 28% (6.4 10 48.6)
R blocker usage at baseline : -

Yes 28/94 (30%) 20/95 (21%) —— 9% (-3.6t0 21.1)
No 17/29 (59%) 2/33 (6%) ' — 53% (32.91072.2)
Type of exercise testing :

Bicycle 15/55 (27%) 11/58 (19%) . 8% (-7.2 10 23.8)
Treadmill 30/68 (44%) 11/70 (16%) ———— 28% (13.8 10 43.0)
NT-proBNP at baseline, ng/L .

< median of 710 ng/L 18/55 (33%) 13/68 (19%) H—— 14% (-1.9 t0 29.1)
> median of 710 ng/L 24/85 (37%) 9/58 (16%) ———i 21% (6.4 to 36.4)

I I I I 1
-20 0 20 40 60 80

s e
Placebo Mavacamten
Better Better

The dashed vertical line represents the overall treatment effect and the solid vertical line (no effect) indicates no difference
between treatment groups.

Note: The figure above presents effects in various subgroups, all of which are baseline characteristics.

The 95% confidence limits that are shown do not take into account the number of comparisons made and

may not reflect the effect of a particular factor after adjustment for all other factors. Apparent

homogeneity or heterogeneity among groups should not be over-interpreted.

Although the benefit of mavacamten was smaller in patients on background beta blocker therapy
compared to those who were not (attenuated improvement in pVOz), analyses of other secondary

endpoints (symptoms, LVOT gradient) suggest that patients might benefit from mavacamten
treatment regardless of beta blocker use.

Secondary endpoints

The treatment effects of CAMZYOS on LVOT obstruction, functional capacity, and health status
were assessed by change from baseline through Week 30 in post-exercise LVOT peak gradient,
change in pVOz2, proportion of patients with improvement in NYHA class, Kansas City
Cardiomyopathy Questionnaire-23 (KCCQ-23) Clinical Summary Score (CSS), and
Hypertrophic Cardiomyopathy Symptom Questionnaire (HCMSQ) Shortness of Breath (SoB)
domain score. At Week 30, patients receiving CAMZY OS had greater improvement compared to
the placebo group across all secondary endpoints (Table 3, Figure 5, Figure 6, Table 4, and
Figures 7-10).
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Table 3:

Change from Baseline to Week 30 in Post-Exercise LVOT Gradient, pVO., and

NYHA Class
CAMZYOS Placebo Difference (95% CI) p-value
N =123 N =128
Post-Exercise LVOT -47 (40) -10 (30) -35 (-43, -28) <0.0001
gradient (mmHg), mean
(SD)
pVO; (mL/kg/min), mean 1.4 3.1) -0.1 (3.0) 1.4(0.6,2.1) <0.0006
(SD)
Number (%) with NYHA 80 (65%) 40 (31%) 34% (22%, 45%) <0.0001

Class improved >1

Figure 5: Cumulative Distribution of Change from Baseline to Week 30 in LVOT Peak
Gradient
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Figure 6: Cumulative Distribution of Change from Baseline to Week 30 in pVO
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Table 4: Change from Baseline to Week 30 in KCCQ-23 CSS and HCMSQ SoB
Domain
Change from Baseline Difference,
Baseline, Mean (SD) to Week 30, Mean LS Mean
(SD) (95%C]l) and
CAMZYOS | Placebo | CAMZYOS | Placebo p-value
n=99 n=97 9 (5,13
KceQ-23 css! 7106) | 7109) | MUY | 404 p<(0.000)1
KCCQ-23 TSS 71 (17) 69 (22) 12 (15) 5 (16)
KCCQ-23 PL 70 (18) 72 (19) 15 (17) 4 (15)
n=108 n=109 ] ] -2 (-2, -1)
HCMSQ SoB+ 5 (3) 5 (3) 3(3) 1(2) 0<0.0001

"The KCCQ-23 CSS is derived from the Total Symptom Score (TSS) and the Physical Limitations (PL) score of the KCCQ-23.
The CSS ranges from 0 to 100 with higher scores representing less severe symptoms and/or physical limitations.

*The HCMSQ SoB domain score measures the frequency and severity of shortness of breath. The HCMSQ SoB domain score
ranges from O to 18 with lower scores representing less shortness of breath.

Missing data were not imputed to summarize the baseline and change from baseline to Week 30 values. Difference in mean
change from baseline between treatment groups was estimated using a mixed model for repeated measures.

21



Figure 7 shows the time course for changes in KCCQ-23 CSS. Figure 8 shows the distribution of
changes from baseline to Week 30 for KCCQ-23 CSS.

Figure 7: KCCQ-23 Clinical Summary Score: Mean Change from Baseline Over Time

Figure 8: KCCQ-23 Clinical Summary Score: Cumulative Distribution of Change
from Baseline to Week 30

The figure displays the cumulative percentage of patients achieving a certain level of response.
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Figure 9 shows the time course for changes in HCMSQ SoB. Figure 10 shows the distribution of
changes from baseline to Week 30 for HCMSQ SoB.

Figure 9: HCMSQ Shortness of Breath Domain: Mean Change from Baseline Over
Time
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Figure 10:  HCMSQ Shortness of Breath Domain: Cumulative Distribution of Change
from Baseline to Week 30
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The figure displays the cumulative percentage of patients achieving a certain level of response.
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VALOR-HCM

The efficacy of CAMZYOS was evaluated in VALOR-HCM, a Phase 3, double-blind,
randomized, 16-week placebo-controlled trial in 112 patients (mean age of 60 years; 51% men;
93% > NYHA class III) randomized 1:1 to receive treatment with CAMZYOS or placebo. At
baseline, all patients had symptomatic obstructive HCM and were SRT eligible.

Patients with severely symptomatic drug-refractory obstructive HCM (including 33% on any
combination of beta-blocker, calcium channel blocker and/or disopyramide; 20% were on
disopyramide alone or in combination with other treatment), and NYHA class I11/1V or class Il
with exertional syncope or near syncope, were included in the study. Patients were required to
have LVOT peak gradient >50 mmHg at rest or with provocation, and LVEF >60%. Patients
must have been referred or under active consideration within the past 12 months for SRT and
actively considering scheduling the procedure.

Patients received CAMZYOS (2.5 mg, 5 mg, 10 mg, or 15 mg) or a placebo capsule once daily
for 16 weeks. Dose adjustment was based on clinical echocardiogram parameters.

Primary endpoint

CAMZY OS was shown to be superior to placebo in reducing the proportion of patients who met
the primary endpoint (the composite of patient decision to proceed with SRT prior to or at Week
16 or met SRT eligibility (LVOT gradient of > 50 mmHg and NYHA class III-1V, or class 11
with exertional syncope or near syncope) at Week 16 (18% vs. 77%, respectively, p<0.0001; see
Table 5).

Table 5: Primary Endpoint at 16 Weeks
CAMZYOS Placebo Treatment p-value
n (%) n (%) difference
n=56 n=56 (95% C1)
Primary efficacy composite 10 (18) 43 (77) 59% <0.0001
endpoint (44%, 74%)
Patient decision to proceed with SRT 2 (3.6) 2 (3.6)
SRT-eligible based on guideline 8 (14) 39 (70)
criteria*
SRT status not evaluable (imputed as 0 2 (3.6)
meeting guideline criteria)

*NYHA Class Il or IV, or Class Il with exertion induced syncope or near syncope and dynamic LVOT gradient at rest or with

provocation (i.e., Valsalva or exercise) > 50 mmHg.
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Secondary endpoints

The treatment effects of CAMZYOS on LVOT obstruction, functional capacity, and health status
were assessed by change from baseline through Week 16 in post-exercise LVOT gradient,
proportion of patients with improvement in NYHA class, and KCCQ-23 CSS.

Table 6: Change from Baseline to Week 16 in Secondary Endpoints
Difference
CAMZYOS Placebo p-value
n=>56 n=>56 (95% ClI)
Post-Exercise LVOT -39 -2 -38 <0.0001
gradient (mmHg), mean 37 20 49, -28
Number (%) with NYHA 35 12 41% <0.0001
Class improved >1 (63%) (21%) (25%, 58%)
KCCQ-23 CSS', mean 10 2 9 <0.0001
(SD) (16) (12) (5, 14)
KCCQ-23 TSS, 10 2 10
mean (SD) (16) (14) (5, 15)
KCCQ-23 PL, 10 2 10
mean (SD) (19) (17) (5, 16)

The KCCQ-23 CSS is derived from the Total Symptom Score (TSS) and the Physical Limitations (PL) score of the KCCQ-23.
The CSS ranges from 0 to 100 with higher scores representing less severe symptoms and/or physical limitations.
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Figure 11 shows the time course for changes in KCCQ-23 CSS. Figure 12 shows the distribution
of changes from baseline to Week 16 for KCCQ-23 CSS.

Figure 11:  KCCQ-23 Clinical Summary Score: Mean Change from Baseline Over Time
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Figure 12:  KCCQ-23 Clinical Summary Score: Cumulative Distribution of Change
from Baseline to Week 16
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The figure displays the cumulative percentage of patients achieving a certain level of response.
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16. HOW SUPPLIED/STORAGE AND HANDLING

CAMZYOS® is supplied as immediate release Size 2 hard gelatin capsules containing 2.5 mg, 5
mg, 10 mg, or 15 mg of mavacamten. White opaque capsule bodies are imprinted with “Mava”,
and the opaque cap is imprinted with the strength. The capsule contains white to off-white
powder. CAMZY OS capsules are available in bottles of 30 capsules, as listed in the table below:

Strength | Capsule Cap | NDC Number
2.5mg Light purple 73625-111-11

5mg Yellow 73625-112-11
10 mg Pink 73625-113-11
15 mg Gray 73625-114-11

Storage

Store at 20°C to 25°C (68°F to 77°F), excursions permitted between 15°C and 30°C (between
59°F and 86°F) [see USP Controlled Room Temperature].

17. PATIENT COUNSELING INFORMATION

Advise the patient and/or caregiver to read the FDA-approved patient labeling (Medication
Guide).

Heart Failure

Inform patients that cardiac function monitoring must be performed using echocardiography to
monitor for heart failure [see Warnings and Precautions (5.1)]. Advise patients to report any
signs or symptoms of heart failure immediately to their healthcare provider.

Drug Interactions

Advise patients to inform their healthcare providers of all concomitant products, including
over-the-counter medications (such as omeprazole, esomeprazole, or cimetidine) and
supplements, prior to and during CAMZY OS treatment.

CAMZYOS REMS Program

CAMZYOS is available only through a restricted program called the CAMZYQOS REMS
Program [see Warnings and Precautions (5.3)]. Inform the patient of the following notable
requirements:

e Patients must enroll in the program and comply with ongoing monitoring requirements
[see Warnings and Precautions 5.1 and 5.3].

CAMZYOS is only prescribed by certified healthcare providers and only dispensed from
certified pharmacies participating in the program. Provide patients with the telephone number
and website for information on how to obtain the product [see Warnings and Precautions 5.3)].
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Embryo-Fetal Toxicity

Advise pregnant females and females of reproductive potential of the potential risk to a fetus.
Advise females of reproductive potential to inform their healthcare provider of a known or
suspected pregnancy [see Warnings and Precautions (5.4) and Use in Specific Populations (8.1,
8.3)].

Advise females of reproductive potential to use effective contraception during treatment with
CAMZYOS and for 4 months after the last dose

CHCs containing a combination of ethinyl estradiol and norethindrone may be used with
mavacamten. However, CAMZYOS may reduce the effectiveness of certain other combined
hormonal contraceptives (CHC). If these CHCs are used, advise patients to add nonhormonal
contraception (such as condoms) during concomitant use and for 4 months after the last dose of
CAMZYQOS [see Drug Interactions (7.2) and Use in Specific Populations (8.3)].

Advise females who are exposed to CAMZY OS during pregnancy that there is a pregnancy
safety study that monitors pregnancy outcomes. Encourage these patients to report their
pregnancies to Bristol-Myers Squibb at 1-800-721-5072 or www.bms.com.

Instructions for Taking CAMZYQOS

CAMZYOS capsules should be swallowed whole. Advise patients that if they miss a dose of
CAMZYOS, to take the dose as soon as possible that day and the next scheduled dose should be
taken at the usual time the following day. The patient should not take two doses in the same day.

Marketed by:
Bristol-Myers Squibb Company
Princeton, NJ 08543 USA

CAMZYOS® is a trademark of MyoKardia, Inc., a Bristol Myers Squibb company.
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MEDICATION GUIDE
CAMZYOS® (kam-zai-06s)
(mavacamten)
capsules, for oral use

What is the most important information | should know about CAMZYOS?

CAMZYOS may cause serious side effects, including:

e Heart failure, a condition where the heart cannot pump with enough force. Heart failure is a serious condition that
can lead to death. You must have echocardiograms before you take your first dose and during your treatment with
CAMZYOS to help your healthcare provider understand how your heart is responding to CAMZYOS. People who
develop a serious infection or irregular heartbeat have a greater risk of heart failure during treatment with

CAMZYOS.

Tell your healthcare provider or get medical help right away if you develop new or worsening:

0 shortness of breath o swelling in your legs

0 chest pain 0 aracing sensation in your heart (palpitations)
o fatigue o rapid weight gain

o The risk of heart failure is also increased when CAMZYOS is taken with certain other medicines. Tell your
healthcare provider about the medicines you take, both prescribed and obtained over-the-counter, before and
during treatment with CAMZYOS.

o Because of the serious risk of heart failure, CAMZYOS is only available through a restricted program called
the CAMZYOS Risk Evaluation and Mitigation Strategy (REMS) Program.

0 Your healthcare provider must be enrolled in the CAMZYOS REMS Program in order for you to be prescribed
CAMZYOS.

o0 Before you take CAMZYQOS, you must enroll in the CAMZYOS REMS Program. Talk to your healthcare
provider about how to enroll in the CAMZYOS REMS Program. You will be given information about the program
when you enroll.

o0 Before you take CAMZYOS, your healthcare provider and pharmacist will make sure you understand how to
take CAMZYOS safely, which will include returning for echocardiograms when advised by your healthcare
provider.

CAMZYOS can only be dispensed by a certified pharmacy that participates in the CAMZYOS REMS Program.
Your healthcare provider can give you information on how to find a certified pharmacy. You will not be able to
get CAMZYQOS at a local pharmacy.

o0 If you have questions about the CAMZYOS REMS Program, ask your healthcare provider, go to
www.CAMZYOSREMS.com, or call 1-833-628-7367.

See “What are the possible side effects of CAMZYOS?” for information about side effects.

What is CAMZYOS?

CAMZYOS is a prescription medicine used to treat adults with symptomatic obstructive hypertrophic cardiomyopathy
(HCM). CAMZYOS may improve your symptoms and your ability to be active. It is not known if CAMZYOS is safe and
effective in children.

Before taking CAMZYOS, tell your healthcare provider about all of your medical conditions, including if you:

e are pregnant or plan to become pregnant. CAMZYQOS may harm your unborn baby. Tell your healthcare provider right
away if you become pregnant or think you may be pregnant during treatment with CAMZYOS. You may also report
your pregnancy by calling Bristol-Myers Squibb at 1-800-721-5072 or www.bms.com.

If you are a female and able to become pregnant:

0 Your healthcare provider will do a pregnancy test before you start treatment with CAMZYOS.

0 You should use effective birth control (contraception) during treatment with CAMZYQOS and for 4 months after
your last dose of CAMZYOS.

o CAMZYOS may reduce how well some hormonal birth control works. Talk to your healthcare provider about the
use of effective forms of birth control during treatment with CAMZYOS.

e are breastfeeding or plan to breastfeed. It is not known if CAMZYOS passes into your breast milk. Talk to your
healthcare provider about the best way to feed your baby during treatment with CAMZYOS.

Before and during CAMZYOS treatment, tell your healthcare provider about all the medicines you take, including

prescription and over-the-counter medicines, vitamins, and herbal supplements. Taking CAMZYQOS with certain

medicines or grapefruit juice may cause heart failure. Do not stop or change the dose of a medicine or start a new
medicine without telling your healthcare provider.




Especially tell your healthcare provider if you:

e Take over-the-counter medicines such as omeprazole (for example, Prilosec), esomeprazole (for example,
Nexium), or cimetidine (for example, Tagamet).

e Take other medicines to treat your obstructive HCM disease.

¢ Develop an infection

How should | take CAMZYOS?

e Take CAMZYOS exactly as your healthcare provider tells you to take it.

Do not change your dose of CAMZYOS without talking to your healthcare provider first.

Take CAMZYOS 1 time a day.

Swallow the capsule whole. Do not break, open, or chew the capsule.

If you miss a dose of CAMZYOS, take it as soon as possible and take your next dose at your regularly scheduled

time the next day. Do not take 2 doses on the same day to make up for a missed dose.

e Your healthcare provider may change your dose, temporarily stop, or permanently stop your treatment with
CAMZYOS if you have certain side effects.

e If you take too much CAMZYOS, call your healthcare provider or go to the nearest hospital emergency room right
away.

What are the possible side effects of CAMZYOS?
CAMZYOS may cause serious side effects, including:

e Heart failure. See “What is the most important information | should know about CAMZYOS?”

The most common side effects of CAMZYOS include: dizziness and fainting (syncope).

These are not all of the possible side effects of CAMZYOS.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.
You may also report side effects to Bristol-Myers Squibb at 1-800-721-5072.

How should | store CAMZYOS?

Store CAMZYOS at room temperature between 68°F to 77°F (20°C to 25°C).
Keep CAMZYOS and all medicines out of the reach of children.

General information about the safe and effective use of CAMZYOS.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use CAMZYOS
for a condition for which it was not prescribed. Do not give CAMZYQOS to other people, even if they have the same
symptoms you have. It may harm them. You can ask your healthcare provider or pharmacist for information about
CAMZYOQOS that is written for health professionals.

What are the ingredients in CAMZYOS?

Active ingredient: mavacamten
Inactive ingredients: croscarmellose sodium, hypromellose, magnesium stearate (non-bovine), mannitol, and silicon
dioxide. The capsule contains black iron oxide, gelatin, red iron oxide, titanium dioxide, and yellow iron oxide.

Marketed by:

Bristol-Myers Squibb Company

Princeton, NJ 08543 USA

CAMZYOS® is a trademark of MyoKardia, Inc., a Bristol Myers Squibb company.

For more information, go to wvw.CAMZYOS.com or call 1-800-721-5072.

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised: 04/2024



ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT
CAMZYOS 2.5 mg hard capsules

CAMZYOS 5 mg hard capsules

CAMZYOS 10 mg hard capsules

CAMZYOS 15 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

CAMZYOS 2.5 mg hard capsules

Each hard capsule contains 2.5 mg of mavacamten.

CAMZYOS 5 mg hard capsules

Each hard capsule contains 5 mg of mavacamten.

CAMZYOS 10 mg hard capsules

Each hard capsule contains 10 mg of mavacamten.

CAMZYOS 15 mg hard capsules

Each hard capsule contains 15 mg of mavacamten.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Hard capsule (capsule)

CAMZYOS 2.5 mg hard capsules

Light purple opaque cap imprinted with “2.5 mg” in black, and white opaque body imprinted with
“Mava” in black, both in radial direction. Capsule size of approximately 18.0 mm in length.

CAMZYOS 5 mg hard capsules

Yellow opaque cap imprinted with “5 mg” in black, and white opaque body imprinted with “Mava” in
black, both in radial direction. Capsule size of approximately 18.0 mm in length.

CAMZYOS 10 mg hard capsules

Pink opaque cap imprinted with “10 mg” in black, and white opaque body imprinted with “Mava” in
black, both in radial direction. Capsule size of approximately 18.0 mm in length.

CAMZYOS 15 mg hard capsules

Grey opaque cap imprinted with “15 mg” in black, and white opaque body imprinted with “Mava” in
black, both in radial direction. Capsule size of approximately 18.0 mm in length.
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4, CLINICAL PARTICULARS
4.1 Therapeutic indications

CAMZYOS is indicated for the treatment of symptomatic (New York Heart Association, NYHA,
class I1-111) obstructive hypertrophic cardiomyopathy (0HCM) in adult patients (see section 5.1).

4.2  Posology and method of administration

Treatment should be initiated under the supervision of a physician experienced in the management of
patients with cardiomyopathy.

Before treatment initiation, patients’ left ventricular ejection fraction (LVEF) should be assessed by
echocardiography (see section 4.4). If LVEF is < 55%, treatment should not be initiated.

Before initiation of treatment, women of childbearing potential must have a negative pregnancy test
(see sections 4.4 and 4.6).

Patients should be genotyped for Cytochrome P450 (CYP) 2C19 (CYP2C19) in order to determine
appropriate mavacamten dose. Patients with CYP2C19 poor metaboliser phenotype may have
increased mavacamten exposures (up to 3 times) that can lead to increased risk of systolic dysfunction
compared to normal metabolisers (see sections 4.4 and 5.2). If treatment initiation occurs prior to
determination of CYP2C19 phenotype, patients should follow dosing instructions for poor
metabolisers (see figure 1 and table 1) until CYP2C19 phenotype is determined.

Posology

The dose range is 2.5 mg to 15 mg (either 2.5 mg, 5 mg, 10 mg or 15 mg).

CYP2C19 poor metaboliser phenotype

The recommended starting dose is 2.5 mg orally once daily. The maximum dose is 5 mg once daily.
The patient should be assessed for early clinical response by left ventricular outflow tract (LVOT)
gradient with Valsalva manoeuvre 4 and 8 weeks after treatment initiation (see figure 1).

CYP2C19 intermediate, normal, rapid and ultra-rapid metaboliser phenotype

The recommended starting dose is 5 mg orally once daily. The maximum dose is 15 mg once daily.
The patient should be assessed for early clinical response by LVOT gradient with Valsalva manoeuvre
4 and 8 weeks after treatment initiation (see figure 2).

Once an individualised maintenance dose is achieved with LVEF > 55%, patients should be assessed
every 6 months. For patients with LVEF 50-55% regardless of Valsalva LVOT gradient, patients
should be assessed every 3 months (see figure 3). If at any visit the patient’s LVEF is < 50%, the
treatment should be interrupted for 4 weeks and until LVEF returns to > 50% (see figure 4).

In patients experiencing an intercurrent illness such as serious infection or arrhythmia (including atrial
fibrillation or other uncontrolled tachyarrhythmia) which may impair systolic function, LVEF
assessment is recommended, and dose increases are not recommended until intercurrent illness is
resolved (see section 4.4).

Consideration should be given to discontinue treatment in patients who have shown no response (e.qg.,
no improvement in symptoms, quality of life, exercise capacity, LVOT gradient) after 4-6 months on
the maximum tolerated dose.



Figure 1:

Treatment initiation in CYP2C19 poor metaboliser phenotype

J L Week 12*

2.5 mg once
daily, initiate
only if
LVEF > 55%

Week 4* J Week 8*
Valsalva
LVOT gradient
Valsalva LVOT >20 mmHg |-» Restart 2..‘_3 mg
gradient B once daily
<20 mmHg |- Pause
treatment
<20 mmHg —»
Pause
treatment
<20 mmHg | >
Maintain
>20 mmHg [P 2.5 mg once
daily
Maintain
>20 mmHg 2.5mg once >
daily

See maintenance
phase in figure 3

1.Restart on 2.5 mg
once daily if
LVEF > 50%.
2.Recheck clinical
status, Valsalva
LVOT gradient and
LVEF in 4 weeks and
maintain the current
dose for the next
8 weeks unless
LVEF < 50%.

See maintenance
phase in figure 3

* Interrupt treatment if LVEF is < 50% at any clinical visit; restart treatment after 4 weeks if
LVEF > 50% (see figure 4).
LVEF = left ventricular ejection fraction; LVOT = left ventricular outflow tract




Figure 2: Treatment initiation in CYP2C19 intermediate, normal, rapid and ultra-rapid

metaboliser phenotype

( Week 4* ’ ‘ Week 8*
Valsalva LVOT
gradient
Valsalva LVOT » <20 mmHg [ Pause
gradient treatment
Decrease to
> <20 mmHg 2.5 mgonce H
daily
5 mg once daily, Maintain
initiate only if [ B  >20mmHg (> 2.5mg once
LVEF > 55% daily
Decrease to
T <20 mmHg 2.5mgonce >
Maintain daily
. g >20 mmHg > 5 mg once
daily
Maintain
>20 mmHg > 5mgonce [P
daily

Week 12*

1.Restart on 2.5 mg
once daily if
LVEF > 50%.

.Recheck clinical
status, Valsalva
LVOT gradient and
LVEF in 4 weeks
and maintain the
current dose for the
next 8 weeks unless
LVEF < 50%.

N

See maintenance
phase in figure 3

* Interrupt treatment if LVEF is < 50% at any clinical visit; restart treatment after 4 weeks if

LVEF > 50% (see figure 4).

LVEF = left ventricular ejection fraction; LVOT = left ventricular outflow tract




Figure 3:

Maintenance phase

Week 12 + every 3 months

P LVEF < 50% P

See figure 4.

Current dose
(Treatment not
paused)

LVEF 50 - < 55%, regardless of

Maintain on the current dose and follow up 3

—» Valsalva LVOT gradient > monthslater.
1.  Maintain on the current dose.
2. Recheck clinical status, Valsalva LVOT
LVEE > 55% and gradient and LVVEF every 6 months.
> = 9970 > 3. During the first 6-month cycle, check clinical
Valsalva LVOT gradient < 30 mmHg status after approximately 3 months.
1. Up-titration to next higher daily (mg) dose level:
2.5 mg—5 mg; 5 mg—10 mg; 10 mg—15 mg
2. Recheck clinical status, Valsalva LVOT gradient
and LVEF at week 4 after dose increase and
L »| LVEF 2 55% and L » maintain the current dose for the next 8 weeks
Valsalva LVOT gradient > 30 mmHg unless LVEF < 50%.
3. Further up-titration is allowed after 3 monthsof
treatment on the current dose level if LVEF
> 55%. Recheck at week 4.
4. Maximum daily dose is 15 mg.

For CYP2C19 poor metaboliser phenotype:

Maximum dose is 5 mg. If titrating from 2.5 mg to
5 mg; follow-up 4 and 8 weeks later.

LVEF = left ventricular ejection fraction; LVOT = left ventricular outflow tract

Figure 4:

LVEF < 50%

Treatment interruption at any clinic visit if LVEF < 50%

1. Interrupt treatment.

2. Recheck
echocardiography —»  LVEF>50%
parameters every 4 weeks

>

until LVEF > 50%.

Permanently discontinue treatment if
LVEF < 50% twice on 2.5 mg daily.

1. Restart treatment at next lower daily (mg)
dose level.
* 5mg—2.5mg; 10 mg—5 mg;
15 mg—10 mg
» If interrupted at 2.5 mg, restart at
2.5mg
2. Recheck clinical status; Valsalva LVOT
gradient and LVEF in 4 weeks and
maintain the current dose for the next
8 weeks unless LVEF < 50%.
3. Follow figure 3.

LVEF = left ventricular ejection fraction; LVOT = left ventricular outflow tract




Dose modification with concomitant medicinal products

For concomitant treatment with inhibitors and inducers of CYP2C19 or CYP3A4, follow the steps
shown in table 1 (see also section 4.5).

Table 1:

Dose modification of mavacamten with concomitant medicinal products

Concomitant medicinal
product

CYP2C19 poor metaboliser phenotype*

CYP2C19 intermediate, normal,
rapid and ultra-rapid phenotype

Inhibitors

Combined use of a strong
CYP2C19 inhibitor and a
strong CYP3A4 inhibitor

Contra-indicated (see section 4.3).

Contra-indicated (see section 4.3).

Strong CYP2C19 inhibitor

No dose adjustment (see section 4.5).

If CYP2C19 phenotype has not yet been
determined:

No adjustment of the starting dose of

2.5 mg is needed.

The dose should be reduced from 5 mg to
2.5 mg or pause treatment if on 2.5 mg
(see section 4.5).

Initiate mavacamten at a dose of
2.5 mg.

The dose should be reduced from

15 mg to 5 mg and from 10 mg and
5 mg to 2.5 mg or pause treatment if
on 2.5 mg (see section 4.5).

Strong CYP3A4 inhibitor

Contra-indicated (see section 4.3).

No dose adjustment (see
section 4.5).

a 5 mg dose of mavacamten, their dose
should be reduced to 2.5 mg (see
section 4.5).

Moderate CYP2C19 No dose adjustment. No adjustment of the starting dose
inhibitor of 5 mg is needed.
If CYP2C19 phenotype has not yet been | The dose should be reduced by one
determined: dose level or pause treatment if on
No adjustment of the starting dose of 2.5 mg (see section 4.5).
2.5 mg is needed.
The dose should be reduced from 5 mg to
2.5 mg or pause treatment if on 2.5 mg
(see section 4.5).
Moderate or weak CYP3A4 | No adjustment of the starting dose of No dose adjustment (see
inhibitor 2.5 mg is needed. If patients are receiving |section 4.5).

Inducers

Discontinuing or decreasing
the dose of strong
CYP2C19 inducer and
strong CYP3A4 inducer

The dose should be reduced from 5 mg to
2.5 mg or pause treatment if on 2.5 mg
(see section 4.5).

The dose should be reduced by one
dose level when on doses 5 mg or
higher when discontinuing or
decreasing the dose of strong
inducers while on mavacamten (see
section 4.5).

No dose adjustment when on

2.5 mg.

Discontinuing or decreasing
the dose of moderate or
weak CYP3A4 inducer

Decrease mavacamten dose to 2.5 mg or
pause treatment if on 2.5 mg (see
section 4.5).

No dose adjustment (see
section 4.5).

* includes patients for whom the CYP2C19 phenotype has not yet been determined.

Missed or delayed doses

If a dose is missed, it should be taken as soon as possible, and the next scheduled dose should be taken
at the usual time the following day. Two doses should not be taken on the same day.




Special populations

Elderly
No dose adjustment to the standard dose and titration scheme is required for patients aged 65 years

and older (see section 5.2).

Renal impairment

No dose adjustment to the standard dose and titration scheme is required for patients with mild
(estimated glomerular filtration rate [eGFR] 60-89 mL/min/1.73m?) to moderate

(eGFR 30-59 mL/min/1.73m?) renal impairment. No dose recommendation can be made for patients
with severe (GFR < 30 mL/min/1.73m?) renal impairment because mavacamten has not been studied
in patients with severe renal impairment (see section 5.2).

Hepatic impairment

The mavacamten starting dose should be 2.5 mg in all patients with mild (Child-Pugh class A) and
moderate (Child-Pugh class B) hepatic impairment since mavacamten exposure is likely to be
increased (see section 5.2). No dose recommendation can be made for patients with severe hepatic
impairment (Child-Pugh class C) because mavacamten has not been studied in patients with severe
hepatic impairment (see sections 4.4 and 5.2).

Paediatric population

The safety and efficacy of mavacamten in children and adolescents below 18 years have not been
established. No data are available.

Mavacamten should not be used in children less than 12 years because of potential safety concerns.

Method of administration

For oral use.

Treatment should be taken once daily with or without meals at about the same time each day. The
capsule should be swallowed whole with water.

4.3 Contraindications

. Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

= During pregnancy and in women of childbearing potential not using effective contraception (see
sections 4.4 and 4.6).

. Concomitant treatment with strong CYP3A4 inhibitors in patients with CYP2C19 poor
metaboliser phenotype and undetermined CYP2C19 phenotype (see sections 4.2, 4.4 and 4.5).

= Concomitant treatment with the combination of a strong CYP2C19 inhibitor and a strong
CYP3A4 inhibitor (see section 4.5).

4.4 Special warnings and precautions for use

Systolic dysfunction defined as symptomatic LVEF < 50%

Mavacamten reduces LVEF and may cause heart failure due to systolic dysfunction defined as
symptomatic LVEF < 50%. Patients with a serious intercurrent illness such as infection or arrhythmia
(including atrial fibrillation or other uncontrolled tachyarrhythmia), or those undergoing major cardiac
surgery may be at greater risk of systolic dysfunction and progress to heart failure (see section 4.8).
New or worsening dyspnoea, chest pain, fatigue, palpitations, leg oedema or elevations in N-terminal
pro-B-type natriuretic peptide (NT-proBNP) may be signs and symptoms of systolic dysfunction and
should prompt an evaluation of cardiac function. LVEF should be measured prior to initiating
treatment and closely monitored thereafter. Treatment interruption may be necessary to ensure that
LVEF remains > 50% (See section 4.2).



Heart failure risk or loss of response to mavacamten due to interactions

Mavacamten is primarily metabolised by CYP2C19 and to a lesser extent by CYP3A4 and mostly by

CYP3A4 in CYP2C19 poor metabolisers, which may lead to the following interactions (see

section 4.5):

= Starting or increasing the dose of a strong or moderate CYP3A4 inhibitor or any CYP2C19
inhibitor may increase risk of heart failure due to systolic dysfunction.

. Stopping or decreasing dose of any inhibitor of CYP3A4 or CYP2C19 may lead to a loss of
therapeutic response to mavacamten.

- Starting a strong CYP3A4 or strong CYP2C19 inducer may lead to a loss of therapeutic
response to mavacamten.

- Stopping a strong CYP3A4 or strong CYP2C19 inducer may increase risk of heart failure due to
systolic dysfunction.

Prior to and during mavacamten treatment, the potential for interactions, including over the counter

medicinal products (such as omeprazole or esomeprazole), should be considered.

- Concomitant treatment with strong CYP3A4 inhibitors in patients with CYP2C19 poor
metaboliser phenotype and undetermined CYP2C19 phenotype is contraindicated (see
section 4.3).

" Concomitant treatment with the combination of a strong CYP2C19 inhibitor and a strong
CYP3A4 inhibitor is contraindicated (see section 4.3)

. Dose adjustment of mavacamten and/or close monitoring may be required in patients initiating
or discontinuing treatment with, or changing the dose of concomitant medicinal products that
are inhibitors or inducers of CYP2C19 or CYP3A4 (see sections 4.2 and 4.5). Intermittent
administration of these medicinal products is not recommended (see section 4.5).

Concomitant use of negative inotropes

The safety of concomitant use of mavacamten with disopyramide, or use of mavacamten in patients
taking beta blockers in combination with verapamil or diltiazem has not been established. Therefore,
patients should be closely monitored when taking these concomitant medicinal products (see

section 4.5).

Embryo-foetal toxicity

Based on animal studies, mavacamten is suspected to cause embryo-foetal toxicity when administered
to a pregnant woman (see section 5.3). Due to risk to the foetus, CAMZYOS is contraindicated during
pregnancy and in women of childbearing potential not using effective contraception. Before initiation
of treatment, women of childbearing potential must be informed of this risk to the foetus, must have a
negative pregnancy test and must use effective contraception during treatment and for 6 months after

treatment discontinuation (see sections 4.3 and 4.6).

Sodium content

This medicinal product contains less than 1 mmol sodium (23 mg) per capsule, that is to say
essentially 'sodium-free'.

4.5 Interaction with other medicinal products and other forms of interaction

Pharmacodynamic interactions

If treatment with a new negative inotrope is initiated or if the dose of a negative inotrope is increased
in a patient receiving mavacamten, close medical supervision with monitoring of LVEF should be
provided until stable doses and clinical response have been achieved (see sections 4.2 and 4.4).



Pharmacokinetic interactions

Effect of other medicinal products on mavacamten

In CYP2C19 intermediate, normal, rapid and ultra-rapid metabolisers, mavacamten is primarily
metabolised by CYP2C19 and to a lesser extent by CYP3A4. In CYP2C19 poor metabolisers,
metabolism is mostly by CYP3A4 (see section 5.2). CYP2C19 inhibitors/inducers and CYP3A4
inhibitors/inducers may thus affect the clearance of mavacamten and increase/decrease mavacamten
plasma concentration, and this will depend on the CYP2C19 phenotype.

All clinical drug-drug interaction studies mainly enrolled CYP2C19 normal metabolisers and no
CYP2C19 poor metabolisers were included in the assessment of the drug-drug interaction and
therefore the effect of co-administration of CYP2C19 and CYP3A4 inhibitors with mavacamten in
CYP2C19 poor metabolisers is not completely certain.

Recommendations for dose modification and/or additional monitoring of patients initiating or
discontinuing treatment with, or changing the dose of, concomitant medicinal products that are
inhibitors of CYP2C19 or CYP3A4 or inducers of CYP2C19 or CYP3A4 are provided in table 2.

Strong CYP2C19 plus strong CYP3A4 inhibitors
Co-administration of mavacamten with the combination of a strong CYP2C19 and a strong CYP3A4
inhibitor is contra-indicated (see section 4.3).

CYP2C19 inhibitors

The effect of a moderate and strong CYP2C19 inhibitor on the PK of mavacamten was not
investigated in a clinical drug-drug interaction study. The effect of a strong CYP2C19 inhibitor (e.g.,
ticlopidine) will be similar to the effect of the CYP2C19 poor metabolising status (see table 1).
Co-administration of mavacamten with a weak CYP2C19 inhibitor (omeprazole) resulted in a 48%
increase in mavacamten AUC;iy with no effect on Crax in CYP2C19 normal metabolisers.
Intermittent administration of a CYP2C19 inhibitor (such as omeprazole or esomeprazole) is not
recommended (see section 4.4).

CYP3A4 inhibitors

The effect of strong CYP3A4 inhibitors on the PK of mavacamten was not investigated in a clinical
drug-drug interaction study. Co-administration of mavacamten with a strong CYP3A4 inhibitor
(itraconazole) in CYP2C19 normal metabolisers is expected to result in an increase in mavacamten
plasma concentration of up to 59% and 40% in AUCo.24 and Crax, respectively.

Co-administration of mavacamten with a moderate CYP3A4 inhibitor (verapamil) in CYP2C19
normal metabolisers resulted in an increase in mavacamten plasma concentration of 16% and 52% in
AUC; and Crax, respectively. This change was not considered clinically significant.

CYP2C19 and CYP3A4 inducers

No clinical interaction studies were conducted to investigate the effect of concomitant administration
with a strong CYP3A4 and CYP2C19 inducer. Co-administration of mavacamten with a strong
inducer of both CYP2C19 and CYP3A4 (e.g., rifampicin) is expected to significantly affect the
pharmacokinetics (PK) of mavacamten and leads to reduced efficacy and therefore co-administration
with strong inducers of both CYP2C19 and CYP3A4 is not recommended. If discontinuing
concomitant treatment with a strong inducer of CYP2C19 or CYP3A4 increase clinical assessments
and mavacamten dose should be reduced (see section 4.2).
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Table 2:

Dose modification/monitoring of mavacamten with concomitant medicinal
products

Concomitant
medicinal product

CYP2C19 poor metaboliser phenotype*

CYP2C19 intermediate,
normal, rapid and ultra-rapid
metaboliser phenotype

Inhibitors

Combined use of a
strong CYP2C19
inhibitor and a strong
CYP3A4 inhibitor

Contra-indicated (see section 4.3)

Contra-indicated (see
section 4.3)

Strong CYP2C19
inhibitor (e.g.,
ticlopidine, fluconazole,
fluvoxamine)

No dose adjustment. Monitor LVEF 4 weeks
later, and then resume the patient’s monitoring
and titration schedule (see section 4.2).

If CYP2C19 phenotype has not yet been
determined:

No adjustment of the starting dose of 2.5 mg
is needed.

The dose should be reduced from 5 mg to

2.5 mg or pause treatment if on 2.5 mg.
Monitor LVEF 4 weeks later, and then resume
the patient’s monitoring and titration schedule
(see section 4.2).

Initiate mavacamten at a dose of
2.5 mg.

The dose should be reduced from
15 mg to 5 mg and from 10 mg
and 5 mg to 2.5 mg or pause
treatment if on 2.5 mg.

Monitor LVEF 4 weeks later,
and then resume the patient’s
monitoring and titration schedule
(see section 4.2).

Strong CYP3A4
inhibitor (e.g.,
clarithromycin,
itraconazole,
ketoconazole,
voriconazole, ritonavir,
cobicistat, ceritinib,
idelalisib, tucatinib)

Contra-indicated (see section 4.3)

No dose adjustment. Monitor
LVEF 4 weeks later, and then
resume the patient’s monitoring
and titration schedule (see
section 4.2).

Moderate CYP2C19
inhibitor (e.g.,
fluconazole, fluoxetine,
omeprazole?)

No dose adjustment. Monitor LVEF 4 weeks
later, and then resume the patient’s monitoring
and titration schedule. Adjust mavacamten
dose based on clinical assessment (see

section 4.2).

If CYP2C19 phenotype has not yet been
determined:

No adjustment of the starting dose of 2.5 mg
is needed.

The dose should be reduced from 5 mg to

2.5 mg or pause treatment if on 2.5 mg.
Monitor LVEF 4 weeks later, and then resume
the patient’s monitoring and titration schedule.
Adjust mavacamten dose based on clinical
assessment (see section 4.2).

No adjustment of the starting
dose of 5 mg is needed.
Initiating or increasing the dose
of a moderate inhibitor while on
mavacamten treatment:

Dose should be reduced by one
dose level or pause treatment if
on 2.5 mg. Monitor LVEF

4 weeks later, and then resume
the patient’s monitoring and
titration schedule (see

section 4.2).

Moderate CYP3A4
inhibitor (e.g.,
erythromycin, grapefruit
juice, verapamil,
diltiazem)

If on medication when starting mavacamten,
no adjustment of the starting dose of 2.5 mg is
needed.

Initiating or increasing the dose of a moderate
inhibitor while on mavacamten treatment:

If patients are receiving a 5 mg dose of
mavacamten, their dose should be reduced to
2.5 mg or if on 2.5 mg pause treatment for

4 weeks.

Monitor LVEF 4 weeks later, and then resume
the patient’s monitoring and titration schedule
(see section 4.2).

No dose adjustment. Monitor
LVEF 4 weeks later, and then
resume the patient’s monitoring
and titration schedule (see
section 4.2).
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Concomitant
medicinal product

CYP2C19 poor metaboliser phenotype*

CYP2C19 intermediate,
normal, rapid and ultra-rapid
metaboliser phenotype

Weak CYP2C19
inhibitor (e.g.,
cimetidine, citalopram,
omeprazole?,
esomeprazole)

No dose adjustment. Monitor LVEF 4 weeks
later, and then resume the patient’s monitoring
and titration schedule. Adjust mavacamten
dose based on clinical assessment (see

section 4.2).

Initiating or increasing the dose
of a weak inhibitor while on
mavacamten treatment:

Monitor LVEF 4 weeks later,
and subsequently resume the
patient’s monitoring and titration
schedule. Adjust mavacamten
dose based on clinical
assessment (see section 4.2).

Weak CYP3A4 inhibitor
(e.g., cimetidine,
esomeprazole,
omeprazole,
pantoprazole)

If on medication when starting mavacamten,
no adjustment of the starting dose of 2.5 mg is
needed.

Initiating or increasing the dose of weak
inhibitor while on mavacamten treatment:

If patients are receiving a 5 mg dose of
mavacamten, their dose should be reduced to
2.5 mg or if on 2.5 mg pause treatment for

4 weeks.

Monitor LVEF 4 weeks later, and then resume
the patient’s monitoring and titration schedule
(see section 4.2).

Initiating or increasing the dose
of a weak inhibitor while on
mavacamten treatment:

No dose adjustment. Monitor
LVEF 4 weeks later, and then
resume the patient’s monitoring
and titration schedule. Adjust
mavacamten dose based on
clinical assessment (see

section 4.2).

Inducers

Strong CYP2C19
inducer and strong
CYP3A4 inducer (e.g.,
rifampicin, apalutamide,
enzalutamide, mitotane,
phenytoin,
carbamazepine,
efavirenz, St. John’s
wort)

Initiating or increasing the dose of strong
inducer while on mavacamten treatment:
Monitor LVOT gradient and LVEF 4 weeks
later. Adjust mavacamten dose based on
clinical assessment and then resume the
patient’s monitoring and titration schedule
(see section 4.2). The maximum dose is 5 mg.

Discontinuing or decreasing the dose of
strong inducer while on mavacamten
treatment:

Decrease mavacamten dose from 5 mg to

2.5 mg or pause treatment if on 2.5 mg.
Monitor LVEF 4 weeks later, and then resume
the patient’s monitoring and titration schedule
(see section 4.2).

Initiating or increasing the dose
of strong inducer while on
mavacamten treatment:
Monitor LVOT gradient and
LVEF 4 weeks later. Adjust
mavacamten dose based on
clinical assessment and then
resume the patient’s monitoring
and titration schedule (see
section 4.2).

Discontinuing or decreasing the
dose of strong inducer while on
mavacamten treatment:
Decrease mavacamten by one
dose level when on doses 5 mg
or higher. Maintain mavacamten
dose when on 2.5 mg. Monitor
LVEF 4 weeks later, and then
resume the patient’s monitoring
and titration schedule (see
section 4.2).
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Concomitant CYP2C19 poor metaboliser phenotype* CYP2C19 intermediate,

medicinal product normal, rapid and ultra-rapid
metaboliser phenotype
Moderate or weak No dose adjustment. Monitor LVEF 4 weeks Initiating the dose of moderate
CYP2C19 inducer (e.g., | later, and then resume the patient’s monitoring | or weak inducer while on
letermovir, and titration schedule. Adjust mavacamten mavacamten treatment:
norethindrone, dose based on clinical assessment (see Monitor LVOT gradient and
prednisone) section 4.2). LVEF 4 weeks later. Adjust

mavacamten dose based on
clinical assessment and then
resume the patient’s monitoring
and titration schedule (see
section 4.2).

Discontinuing a moderate or
weak inducer while on
mavacamten treatment:
Decrease mavacamten by one
dose level when on doses 5 mg
or higher. Maintain mavacamten
dose when on 2.5 mg.

Monitor LVEF 4 weeks later,
and then resume the patient’s
monitoring and titration
schedule. Adjust mavacamten
dose based on clinical
assessment (see section 4.2).

Moderate or weak Initiating or increasing the dose of moderate No dose adjustment. Monitor

CYP3A4 inducer (e.g., or weak inducer while on mavacamten LVEF 4 weeks later, and then

phenobarbital, treatment: resume the patient’s monitoring

primidone) Monitor LVOT gradient and LVEF 4 weeks and titration schedule. Adjust
later. Adjust mavacamten dose based on mavacamten dose based on
clinical assessment and then resume the clinical assessment (see
patient’s monitoring and titration schedule section 4.2).

(see section 4.2).

Discontinuing or decreasing the dose of
moderate or weak inducer while on
mavacamten treatment:

Decrease mavacamten dose to 2.5 mg or pause
treatment if on 2.5 mg. Monitor LVEF

4 weeks later, and then resume the patient’s
monitoring and titration schedule (see

section 4.2).

* Includes patients for whom the CYP2C19 phenotype has not yet been determined.
@ Omeprazole is considered a weak CYP2C19 inhibitor at a dose of 20 mg once daily and a moderate CYP2C19
inhibitor at a total daily dose of 40 mg.

Effect of mavacamten on other medicinal products

Mavacamten in vitro data suggest a potential induction of CYP3A4. Co-administration of a 17-day
course of mavacamten at clinical relevant exposures in CYP2C19 normal, rapid and ultra-rapid
metabolisers did not decrease the exposure to ethinyl oestradiol and norethindrone, which are the
components of typical oral contraceptives and substrates for CYP3A4. Furthermore, co-administration
of a 16-day course of mavacamten in CYP2C19 normal metabolisers, at clinical relevant exposures,
resulted in a 13% decrease in midazolam plasma concentration. This change was not considered
clinically significant.
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4.6  Fertility, pregnancy and lactation

Women of childbearing potential / Contraception in females

CAMZYOS is contraindicated in women of childbearing potential not using effective contraception
(see section 4.3). Therefore, before initiation of treatment in women of childbearing potential, a
negative pregnancy test result must be available and counselling should be provided regarding the
serious risk to the foetus. Women of childbearing potential must use effective contraception during
treatment and for 6 months after discontinuation of CAMZYOS, since it takes approximately

5 half-lives (approximately 45 days for CYP2C19 normal metabolisers and 115 days for CYP2C19
poor metabolisers) to eliminate mavacamten from the body after treatment discontinuation (see
sections 4.4 and 5.2).

When stopping mavacamten therapy for planning a pregnancy the possible return of LVOT
obstruction and symptom burden should be considered (see section 4.4).

Pregnancy

There are no data from the use of mavacamten in pregnant women. Studies in animals have shown
reproductive toxicity (see section 5.3). Mavacamten is suspected to cause embryo-foetal toxicity when
administered during pregnancy. Therefore, CAMZY OS is contraindicated during pregnancy (see
section 4.3). CAMZYOS should be stopped 6 months before planning a pregnancy (see section 4.4). If
a patient becomes pregnant, mavacamten must be discontinued. Medical advice should be given
regarding the risk of harmful effects to the foetus associated with treatment and ultrasonography
examinations should be performed.

Breast-feeding
It is unknown whether mavacamten or its metabolites are excreted in human milk. There is no
information on the excretion of mavacamten or its metabolites in animal milk (see section 5.3).

Because of the unknown adverse effects of mavacamten in breastfed newborns/infants, women must
not breast-feed during treatment with mavacamten.

Fertility

No human fertility data on mavacamten are available. Studies in animals are insufficient with respect
to male or female fertility (see section 5.3).

4.7  Effects on ability to drive and use machines

Mavacamten has minor influence on the ability to drive and use machines. Dizziness may occur during
use of mavacamten. Patients should be advised not to drive or use machines if they experience
dizziness.

4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions with mavacamten are dizziness (17%), dyspnoea
(12%), systolic dysfunction (5%) and syncope (5%).

Tabulated list of adverse reactions

Adverse reactions reported in patients treated with mavacamten in two phase 3 studies (EXPLORER-
HCM and VALOR-HCM) are tabulated below. A total of 179 patients received a daily dose of either
2.5 mg, 5 mg, 10 mg or 15 mg of mavacamten. The median treatment duration for patients receiving

mavacamten was 30.1 weeks (range: 1.6 to 40.3 weeks).
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The adverse reactions included in table 3 are listed according to system organ class in MedDRA.
Within each system organ class, the adverse reactions are presented in order of decreasing frequency
and seriousness. In addition, the corresponding frequency category for each adverse reaction is defined
as: very common (> 1/10); common (> 1/100 to < 1/10); uncommon (> 1/1 000 to < 1/100); rare

(> 1/10 000 to < 1/1 000); very rare (< 1/10 000).

Table 3: Adverse reactions
System organ class Adverse reaction Frequency

) Dizziness Very common
Nervous system disorders

Syncope Common

Cardiac disorders Systolic dysfunction® Common
Respiratory, thoracic and Dyspnoea Very common
mediastinal disorders

2Defined as LVEF < 50% with or without symptoms.

Description of selected adverse reactions

Systolic dysfunction

In Phase 3 clinical studies, 5% (9/179) of patients in the mavacamten group experienced reversible
reductions in LVEF < 50% (median 45%: range: 35-49%) while on treatment. In 56% (5/9) of these
patients, reductions were observed without other clinical manifestations. In all patients treated with
mavacamten, LVEF recovered following interruption of mavacamten and they completed the study on
treatment (see section 4.4).

Dyspnoea
In Phase 3 clinical studies, dyspnoea was reported in 12.3% of patients treated with mavacamten

compared to 8.7% of patients on placebo. In the EXPLORER-HCM study, most (67%) of the
dyspnoea events were reported after mavacamten was discontinued, with median time to onset of
2 weeks (range: 0.1-4.9) after last dose.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

4.9 Overdose

Human experience of overdose with mavacamten is limited. Mavacamten has been given as a single
dose of up to 144 mgq in patients with HCM. There was one serious adverse reaction of vasovagal
reaction, hypotension, and asystole lasting 38 seconds reported at that dose. In healthy subjects, doses
of up to 25 mg have been administered for up to 25 days. A reduction of LVEF by 20% or greater was
experienced in 3 out of 8 participants treated at the 25 mg dose level. Systolic dysfunction is the most
likely result of overdose of mavacamten. If warranted, treatment of overdose with mavacamten
consists of discontinuation of mavacamten treatment as well as medically supportive measures to
maintain hemodynamic status (e.g. initiation of inotropic support with adrenergic agents), including
close monitoring of vital signs and LVEF and management of the clinical status of the patient.

In healthy subjects fasted overnight, administration of activated charcoal 2 hours (approximately
tmax) after ingestion of a 15 mg dose of mavacamten reduced absorption as expressed by AUCO 72 by
20%. Administration of activated charcoal 6 hours after the mavacamten dose had no effect on the
absorption. Thus, early administration (prior to or as soon after tmax as possible) of activated charcoal
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may be considered in the management of mavacamten overdose or accidental ingestion. Under fed
conditions, activated charcoal may still be effective beyond 2 hour post mavacamten dose because of
the delayed tmax (see section 5.2).

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Cardiac therapy, Other cardiac preparations, ATC code: COLEB24

Mechanism of action

Mavacamten is a selective, allosteric, and reversible cardiac myosin inhibitor. Mavacamten modulates
the number of myosin heads that can enter power-generating states, thus reducing (or in HCM
normalizing) the probability of force-producing systolic and residual diastolic cross-bridge formation.
Mavacamten also shifts the overall myosin population towards an energy-sparing, but recruitable,
super-relaxed state. Excess cross-bridge formation and dysregulation of the super-relaxed state of
myosin are mechanistic hallmarks of HCM, which can result in hyper-contractility, impaired
relaxation, excess energy consumption, and myocardial wall stress. In HCM patients, cardiac myosin
inhibition with mavacamten normalises contractility, reduces dynamic LVOT obstruction, and
improves cardiac filling pressures.

Pharmacodynamic effects

LVEF

In the EXPLORER-HCM study, mean (SD) resting LVEF was 74% (6) at baseline in both treatment
arms, reductions in mean absolute change from baseline in LVEF was -4% (95% CI: -5.3, -2.5) in the
mavacamten arm and 0% (95% CI: -1.2, 1.0) in the placebo arm over the 30-week treatment period. At
Week 38, following an 8-week interruption of mavacamten, mean LVEF was similar to baseline for
both treatment arms.

LVOT obstruction

In the EXPLORER-HCM study, patients achieved reductions in mean resting and provoked (Valsalva)
LVOT gradient by week 4 which were sustained throughout the 30-week study duration. At week 30,
the mean change from baseline in resting and Valsalva LVOT gradients

were -39 (95% ClI: -44.0, -33.2) mmHg and -49 (95% CI: -55.4, -43.0) mmHg, respectively, for
mavacamten arm and -6 (95% ClI: -10.5, -0.5) mmHg and -12 (95% CI: -17.6, -6.6) mmHg,
respectively, for the placebo arm. At week 38, following 8 weeks of mavacamten washout, mean
LVEF and LVOT gradients were similar to baseline for both treatment arms.

Cardiac electrophysiology

In HCM, the QT interval may be intrinsically prolonged due to the underlying disease, in association
with ventricular pacing, or in association with medicinal products with potential for QT prolongation
commonly used in the HCM population. An exposure-response analysis across all clinical studies in
HCM patients has shown a concentration-dependent shortening of the QTcF interval with
mavacamten. The mean placebo corrected change from baseline in oHCM patients was -8.7 ms (upper
and lower limit of the 90% CI -6.7 ms and -10.8 ms, respectively) at the median steady-state Cpax Of
452 ng/mL. Patients with longer baseline QTcF intervals tended to display the greatest shortening.

Consistent with nonclinical findings in normal hearts, in one clinical study in healthy subjects
sustained exposure to mavacamten at supratherapeutic levels leading to marked depression of systolic
function was associated with QTc prolongation (< 20 ms). No acute QTc changes have been observed
at comparable (or higher) exposures after single doses. The findings in healthy hearts are attributed to
an adaptive response to the cardiac mechanical/functional changes (marked mechanical LV
depression) occurring in response to myosin inhibition in hearts with normal physiology and LV
contractility.
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Clinical efficacy and safety

EXPLORER-HCM

The efficacy of mavacamten was evaluated in a double-blind, randomised, placebo-controlled,
parallel-arm, multicentre, international, Phase 3 study enrolling 251 adult patients with NYHA class 1l
and 111 oHCM, LVEF > 55%, and LVOT peak gradient > 50 mmHg at rest or with provocation at time
of oHCM diagnosis and Valsalva LVOT gradient > 30 mmHg at screening. The majority of patients
received background HCM treatment for a total of 96% in mavacamten arm (beta blockers 76%,
calcium channel blockers 20%) and of 87% in the placebo arm (beta blockers 74%, calcium channel
blockers 13%).

Patients were randomised in a 1:1 ratio to receive either a starting dose of 5 mg of mavacamten

(123 patients) or matching placebo (128 patients) once daily for 30 weeks. The dose was periodically
adjusted to optimise patients’ response (decrease in LVOT gradient with Valsalva manoeuvre),
maintain LVEF > 50%, and was also guided by plasma concentrations of mavacamten. Within the
dose range of 2.5 mg to 15 mg, a total of 60 patients received 5 mg and 40 patients received 10 mg.
During the study, 3 of 7 patients on mavacamten had LVEF < 50% prior to the week 30 visit and
temporarily interrupted their dose; 2 patients resumed treatment at the same dose and 1 patient had the
dose reduced from 10 mg to 5 mg.

Treatment assignment was stratified by baseline NYHA class (Il or I11), current treatment with beta
blockers (yes or no), and type of ergometer (treadmill or exercise bicycle) used for assessment of peak
oxygen consumption (pVO2). Patients on background dual treatment with beta blocker and calcium
channel blocker treatment or disopyramide or ranolazine were excluded. Patients with known
infiltrative or storage disorder causing cardiac hypertrophy that mimicked oHCM, such as Fabry
disease, amyloidosis, or Noonan syndrome with LV hypertrophy, were also excluded.

The baseline demographic and disease characteristics were balanced between mavacamten and
placebo. The mean age was 59 years, 54% (mavacamten) vs 65% (placebo) were male, mean body
mass index (BMI) was 30 kg/m?, mean heart rate 63 bpm, mean blood pressure 128/76 mmHg, and
90% were Caucasian. At baseline, approximately 73% of randomised subjects were NYHA class Il
and 27% were NYHA class I1l. The mean LVEF was 74%, and the mean Valsalva LVOT was

73 mmHg. 8% had prior septal reduction therapy, 75% were on beta -blockers, 17% were on calcium
channel blockers, 14% had history of atrial fibrillation, and 23% with implantable cardioverter
defibrillator (23%). In EXPLORER-HCM there were 85 patients aged 65 years or older, 45 patients
were dosed with mavacamten.

The primary outcome measure included a change at week 30 in exercise capacity measured by pVO,
and symptoms measured by NYHA functional classification, defined as an improvement of pVO- by
> 1.5 mL/kg/min and an improvement in NYHA class by at least 1 OR an improvement of pVO;

by > 3.0 mL/kg/min and no worsening in NYHA class.

A greater proportion of patients treated with mavacamten met the primary and secondary endpoints at
week 30 compared to placebo (see table 4).

Table 4: Analysis of the primary composite and secondary endpoints from
EXPLORER-HCM study

Mavacamten Placebo
N =123 N =128
Patients achieving primary endpoint at week 30, n (%) 45 (37%) 22 (17%)
Treatment difference (95% Cl) 19.4 (8.67, 30.13)
p-value 0.0005
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Mavacamten Placebo
N =123 N =128
VC\/Q;:I%% T:Tc])nn:l_t')gseline post-exercise LVOT peak gradient at N = 123 N = 128
Mean (SD) -47 (40) -10 (30)
Treatment difference* (95% CI) -35 (-43, -28)
p-value <0.0001
Change from baseline to week 30 in pVO2, mL/kg/min N =123 N =128
Mean (SD) 1.4 (3) -0.05 (3)
Treatment difference* (95% CI) 1.4 (0.6, 2)
p-value < 0.0006
Patients with improvement of NYHA class > 1 at week 30 N =123 N =128
N, (%) 80 (65%) 40 (31%)
Treatment difference (95% CI) 34 (22, 45)
p-value <0.0001
Change from baseline to week 30 in KCCQ-23 CSSt N =092 N =88
Mean (SD) 14 (14) 4 (14)
Treatment difference* (95% CI) 9 (5, 13)
p-value < 0.0001
Baseline N =99 N =97
Mean (SD) 71 (16) 71 (19)
Change from baseline to week 30 in HCMSQ SoB domain score? N =285 N =86
Mean (SD) -2.8 (2.7) -0.9 (2.4)
Treatment difference* (95% ClI) -1.8(-2.4,-1.2)
p-value < 0.0001
Baseline N =108 N =109
Mean (SD) 4.9 (2.5) 45(3.2)

* Least-squares mean difference

t KCCQ-23 CSS = Kansas City Cardiomyopathy Questionnaire-23 Clinical Summary Score. The
KCCQ-23 CSS is derived from the Total Symptoms Score (TSS) and the Physical Limitations (PL) score of the
KCCQ-23. The CSS ranges from 0 to 100, with higher scores representing better health status. A significant
treatment effect on the KCCQ-23 CSS favouring mavacamten was first observed at week 6 and remained

consistent through week 30.

t HCMSQ SoB = Hypertrophic Cardiomyopathy Symptom Questionnaire Shortness of Breath. The
HCMSQ SoB domain score measures frequency and severity of shortness of breath. The HCMSQ SoB domain
score ranges from 0 to 18, with lower scores representing less shortness of breath. A significant treatment effect
on the HCMSQ SoB favouring mavacamten was first observed at week 4 and remained consistent through

week 30.

A range of demographic characteristics, baseline disease characteristics, and baseline concomitant
medicinal products were examined for their influence on outcomes. Results of the primary analysis

consistently favoured mavacamten across all subgroups analysed.

VALOR-HCM

The efficacy of mavacamten was evaluated in a Phase 3, double-blind, randomised, 16-week

placebo-controlled trial in 112 patients with symptomatic oHCM who were septal reduction therapy
(SRT) eligible. Patients with severely symptomatic drug-refractory oHCM, and NYHA class 1/1V or
class Il with exertional syncope or near syncope were included in the study. Patients were required to
have LVOT peak gradient > 50 mmHg at rest or with provocation, and LVEF > 60%. Patients must
have been referred or under active consideration within the past 12 months for SRT and had been

actively considering scheduling the procedure.
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Patients were randomised 1:1 to receive treatment with mavacamten or placebo once daily. The dose
was periodically adjusted within the dose range of 2.5 mg to 15 mg to optimise patient’s response.

The baseline demographic and disease characteristics were balanced between mavacamten and
placebo. The mean age was 60.3 years, 51% were male, mean BMI was 31 kg/m?, mean heart rate

64 bpm, mean blood pressure 131/74 mmHg, and 89% were Caucasian. At baseline, approximately
7% of randomised subjects were NYHA class Il and 92% were NYHA class I11. 46% were on
beta-blockers monotherapy, 15% were on calcium channel blockers monotherapy, 33% were on a
mixed combination of beta -blockers, calcium channel blockers, and 20% were on disopyramide alone
or in combination with other treatment. In VALOR-HCM there were 45 patients aged 65 years or
older, 24 patients were dosed with mavacamten.

Mavacamten was shown to be superior to placebo in meeting the primary composite endpoint at

week 16 (see table 5). The primary endpoint was a composite of

= patient decision to proceed with SRT prior to or at week 16 or

= patients who remain SRT eligible (LVOT gradient of > 50 mmHg and NYHA class l11-1V, or
class Il with exertional syncope or near syncope) at week 16.

The treatment effects of mavacamten on LVVOT obstruction, functional capacity, health status, and
cardiac biomarkers were assessed by change from baseline through week 16 in post-exercise LVOT
gradient, proportion of patients with improvement in NYHA class, KCCQ-23 CSS, NT-proBNP, and
cardiac troponin I. In the VALOR-HCM study, hierarchical testing of secondary efficacy endpoints
showed significant improvement in the mavacamten group compared to the placebo group (see

table 5).

Table 5: Analysis of the primary composite and secondary endpoints from VALOR-HCM
study
Mavacamten Placebo
N =56 N =56
Patients achieving primary composite endpoint at week 16, n (%) 10 (17.9) 43 (76.8)
Treatment difference (95% CI) 58.9 (44.0, 73.9)
p-value <0.0001
Patient decision to proceed with SRT 2(3.6) 2 (3.6)
SRT-eligible based on guideline criteria 8 (14.3) 39 (69.6)
SRT status not evaluable (imputed as meeting primary endpoint) 0 (0.0 2 (3.6)
Change from baseline post-Exercise LVOT peak gradient at _ _
week 16, (mmHg) N =55 N =53
Mean (SD) -39.1 (36.5) -1.8 (28.8)
Treatment difference* (95% CI) -37.2 (-48.1, -26.2)
p-value <0.0001
Patients with improvement of NYHA class = 1 at week 16 N =55 N =53
N, (%) 35 (62.5%) 12 (21.4%)
Treatment difference (95% Cl) 41.1 (24.5%, 57.7%)
p-value < 0.0001
Change from baseline to week 16 in KCCQ-23 CSS' N =55 N =53
Mean (SD) 10.4 (16.1) 1.8 (12.0)
Treatment difference* (95% CI) 9.5(4.9,14.0)
p-value <0.0001
Baseline N =56 N =56
mean (SD) 69.5 (16.3) 65.6 (19.9)
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Mavacamten Placebo
N =56 N =56

Change from baseline to week 16 in NT-proBNP N =55 N =53
ng/L geometric mean ratio 0.35 1.13
Geometric mean ratio mavacamten/placebo (95% ClI) 0.33(0.27,0.42)
p-value <0.0001
Change from baseline to week 16 in Cardiac Troponin | N =55 N =53
ng/L geometric mean ratio 0.50 1.03
Geometric mean ratio mavacamten/placebo (95% ClI) 0.53(0.41, 0.70)
p-value <0.0001

* Least-squares mean difference.

T KCCQ-23 CSS=Kansas City Cardiomyopathy Questionnaire-23 Clinical Summary Score. The KCCQ-23 CSS
is derived from the Total Symptoms Score (TSS) and the Physical Limitations (PL) score of the KCCQ-23. The
CSS ranges from 0 to 100, with higher scores representing better health status.

In the VALOR-HCM study, secondary endpoint of NT-proBNP, at week 16 (see table 5) showed a
sustained reduction from baseline after mavacamten treatment compared to placebo that was similar to
that seen in EXPLORER-HCM at week 30.

Exploratory analysis of left ventricular mass index (LVMI) and left atrial volume index (LAVI)
showed reductions in the mavacamten treated patients compared to placebo in EXPLORER-HCM and
VALOR-HCM.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
CAMZYOS in one or more subsets of the paediatric population in treatment of HCM (see section 4.2
for information on paediatric use).

5.2  Pharmacokinetic properties

Absorption

Mavacamten is readily absorbed with a median tmax 0f 1 hour (range: 0.5 to 3 hours) after oral
administration with an estimated oral bioavailability of approximately 85% within the clinical dose
range. The increase in mavacamten exposure is generally dose proportional after once daily doses of
mavacamten (2 mg to 48 mg).

After a single dose of 15 mg mavacamten, Cmax and AUCins are 47% and 241% higher, respectively, in
CYP2C19 poor metabolisers compared to normal metabolisers. Mean half-life is prolonged in
CYP2C19 poor metabolisers compared to normal metabolisers (23 days versus 6 to 9 days,
respectively).

Inter-subject PK variability is moderate, with a coefficient of variation for exposure of
approximately 30-50% for Crax and AUC.

A high fat, high calorie meal delayed absorption resulting in a median tmax 0f 4 hours (range: 0.5 to

8 hours) in the fed state compared to 1 h in the fasted state. Administration with meals resulted in a
12% decrease in AUC.inr, however this decrease is not considered clinically significant. Mavacamten
may be administered with or without meals.

As mavacamten is titrated based on clinical response (see section 4.2), simulated steady state
exposures are summarized using individualised dosage by phenotype (see table 6).
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Table 6: Simulated average steady state concentration by dose and CYP2C19 phenotype
in patients titrated to effect based on Valsalva LVOT and LVEF

Dose Median concentration (ng/mL)
Poor Intermediate Normal Rapid Ultra-rapid
metabolisers metabolisers metabolisers metabolisers metabolisers
2.5mg 451.9 274.0 204.9 211.3 188.3
5 mg 664.9 397.8 295.4 3115 300.5
Distribution

Plasma protein binding of mavacamten is 97-98% in clinical studies. The blood-to-plasma
concentration ratio is 0.79. The apparent volume of distribution (Vd/F) ranged from 114 L to 206 L.
Specific studies to assess distribution of mavacamten have not been conducted in humans, however
data are consistent with a high volume of distribution.

Based upon 10 male subjects dosed for up to 28 days, the amount of mavacamten distributed to the
semen was considered to be low.

Biotransformation

Mavacamten is extensively metabolised, primarily through CYP2C19 (74%), CYP3A4 (18%), and
CYP2C9 (7.6%) based on in-vitro reaction phenotyping. Metabolism is expected to be driven through
all three pathways, and primarily through CYP2C19 in CYP2C19 intermediate, normal, rapid and
ultra-rapid metabolisers. Three metabolites have been detected in human plasma. The exposure of the
most abundant metabolite MYK-1078 in human plasma was less than 4% of the exposure of
mavacamten, and the other two metabolites had exposures less than 3% of the exposure of
mavacamten indicating these would have minimal to no impact on the overall activity of mavacamten.
In CYP2C19 poor metabolisers mavacamten is metabolised primarily by CYP3A4. No data are
available on the metabolite profile in CYP2C19 poor metabolisers.

Effect of mavacamten on other CYP enzymes

Based on pre-clinical data, for a dose up to 5 mg in CYP2C19 poor metabolisers and for a dose up to
15 mg in CYP2C19 intermediate to ultra-rapid metabolisers, mavacamten is not an inhibitor of CYP
1A2, 2B6, 2C8, 2D6, 2C9, 2C19, or 3A4 at clinically relevant concentrations.

Effect of mavacamten on transporters

In vitro data indicate that mavacamten is not an inhibitor of major efflux transporters (P-gp, BCRP,
BSEP, MATEL, or MATEZ2-K) or major uptake transporters (organic anion transporting polypeptides
[OATPs], organic cation transporters [OCTSs], or organic anion transporters [OATS]) at therapeutic
concentrations for a dose up to 5 mg in CYP2C19 poor metabolisers and for a dose up to 15 mg in
CYP2C19 intermediate to ultra-rapid metabolisers.

Elimination

Mavacamten is cleared from plasma primarily by metabolism through cytochrome P450 enzymes.
Terminal half-life is 6 to 9 days in CYP2C19 normal metabolisers and 23 days for CYP2C19 poor
metabolisers.

Half-life is estimated to be, 6 days for CYP2C19 ultra-rapid metabolisers, 8 days for CYP2C19 rapid
metabolisers, and 10 days for CYP2C19 intermediate metabolisers.

Drug accumulation occurs with an accumulation ratio about 2-fold for Cmaxand about 7-fold for AUC
in CYP2C19 normal metabolisers. The accumulation depends on the metabolism status for CYP2C19
with the largest accumulation observed in CYP2C19 poor metabolisers. At steady-state, the
peak-to-trough plasma concentration ratio with once daily dosing is approximately 1.5.
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Following a single 25 mg dose of *C labelled mavacamten in CYP2C19 normal metabolisers, 7% and
85% of the total radioactivity was recovered in the faeces and urine of CYP2C19 normal metabolisers,
respectively. Unchanged active substance accounted for approximately 1% and 3% of the
administered dose in the faeces and urine, respectively.

CYP2C19 phenotype

Polymorphic CYP2C19 is the main enzyme involved in the metabolism of mavacamten. An individual
carrying two normal function alleles is a CYP2C19 normal metaboliser (e.g., *1/*1). An individual
carrying two non-functional alleles is a CYP2C19 poor metaboliser (e.g., *2/*2, *2/*3, *3/*3).

The incidence of CYP2C19 poor metaboliser phenotype ranges from approximately 2% in Caucasian
to 18% in Asian populations.

Linearity/non-linearity

Exposure to mavacamten increased approximately dose proportionally between 2 mg and 48 mg and is
expected to result in dose proportional exposure increase across the therapeutic range of 2.5 mg to

5 mg in CYP2C19 poor metabolisers and 2.5 mg to 15 mg in CYP2C19 intermediate to ultra-rapid
metabolisers.

Special populations

No clinically significant differences in the PK of mavacamten were observed using population PK
modelling based on age, sex, race or ethnicity.

Hepatic impairment

A single dose PK study was conducted in patients with mild (Child-Pugh class A) or moderate
(Child-Pugh class B) hepatic impairment, as well as a control group with normal hepatic function.
Mavacamten exposures (AUC) increased 3.2-fold and 1.8-fold in patients with mild and moderate
impairment, respectively, compared to patients with normal hepatic function. There was no effect of
hepatic function on Cnax, consistent with no change in the rate of absorption and/or volume of
distribution. The amount of mavacamten excreted in urine in all 3 studied groups was 3%. A dedicated
PK study has not been conducted in patients with severe (Child-Pugh class C) hepatic impairment.

Renal impairment

Approximately 3% of a mavacamten dose is excreted in the urine as parent substance. A population
PK analysis, which comprised eGFR down to 29.5 mL/min/1.73m?, demonstrated no correlation
between renal function and exposure. A dedicated PK study has not been conducted in patients with
severe renal impairment (eGFR < 30 mL/min/1.73m?).

5.3  Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity and carcinogenic potential. Toxicology findings
were generally related to adverse reductions on cardiac function consistent with exaggerated primary
pharmacology in healthy animals. These effects occurred at clinically relevant exposures.

Reproductive toxicity and fertility

In reproductive toxicity studies, there was no evidence of effects of mavacamten on mating and
fertility in male or female rats or in the viability and fertility of offspring of dams at any dose tested.
However, plasma exposures (AUC) of mavacamten at the highest doses tested were less than in
humans at the maximum recommended human dose (MRHD).

Embryo-foetal and postnatal development

Mavacamten adversely affected embryo-foetal development in rats and rabbits. When mavacamten
was administered orally to pregnant rats during the period of organogenesis, decreased mean foetal
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body weight, increases in post implantation loss, and foetal malformations (visceral and skeletal) were
observed at clinically relevant exposures. Visceral malformations involved heart malformation in
foetuses, including one total situs inversus, while skeletal malformations were manifested mostly as
increased incidences of fused sternebrae.

When mavacamten was administered orally to pregnant rabbits during the period of organogenesis,
visceral and skeletal malformations were noted, consisting of malformations of the great vessels
(dilatation of pulmonary trunk and/or aortic arch), cleft palate and higher incidences of fused
sternebrae. Maternal plasma exposure levels (AUC) at the no effect dose level for embryo-foetal
development in both species were less than those in humans at the MRHD.

In a pre- and post-natal development study, administration of mavacamten to pregnant rats from
gestation day 6 to lactation/post-partum day 20 did not result in adverse effects in the dams or
offspring exposed daily from before birth (in utero) through lactation. The maternal exposure was less
than the MRHD. No information is available on the excretion of mavacamten in animal milk.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule content

Silica, colloidal hydrated
Mannitol (E421)
Hypromellose (E464)
Croscarmellose sodium (E468)
Magnesium stearate

Capsule shell

All strengths
Gelatin

Titanium dioxide (E171)

CAMZYQS 2.5 mqg hard capsules
Iron oxide black (E172)
Iron oxide red (E172)

CAMZYOS 5 mqg hard capsules
Iron oxide yellow (E172)

CAMZYOS 10 mg hard capsules
Iron oxide red (E172)

CAMZYOS 15 mg hard capsules
Iron oxide black (E172)

Printing ink

Iron oxide black (E172)

Shellac (E904)

Propylene glycol (E1520)

Ammonia solution, concentrated (E527)
Potassium hydroxide (E525)
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6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4  Special precautions for storage

This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

Polyvinylchloride (PVC) / Polychlorotrifluoroethylene (PCTFE) / Aluminium foil blister containing
14 hard capsules.

Pack size of 14, 28 or 98 hard capsules.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling
Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

1. MARKETING AUTHORISATION HOLDER
Bristol-Myers Squibb Pharma EEIG

Plaza 254

Blanchardstown Corporate Park 2

Dublin 15, D15 T867

Ireland

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/23/1716/001-012

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 26 June 2023

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency https://www.ema.europa.eu.
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ANNEX 11
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE
CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A.  MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

Swords Laboratories Unlimited Company T/A Bristol-Myers Squibb Pharmaceutical Operations,
External Manufacturing

Plaza 254

Blanchardstown Corporate Park 2

Dublin 15, D15 T867

Ireland

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

) Periodic safety update reports (PSURS)

The requirements for submission of PSURSs for this medicinal product are set out in the list of Union
reference dates (EURD list) provided for under Article 107c(7) of Directive 2001/83/EC and any
subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

o Risk management plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the marketing authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be submitted:

= At the request of the European Medicines Agency;

. Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

. Additional risk minimisation measures

Prior to the launch of CAMZYOS in each Member State, the MAH must agree about the content and
format of the educational programme, including communication media, distribution modalities, and
any other aspects of the programme, with the National Competent Authority.

The educational programme is aimed to educate Healthcare Professionals (HCPs) and patients on
important risks associated with CAMZYOS.

The MAH shall ensure that in each Member State where CAMZY OS is marketed, all HCPs who
prescribe CAMZYOS have access to/are provided with the Healthcare Professional Information Pack:
= Information on where to find the latest Summary of Product Characteristics (SmPC)

= HCP Checklist
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= Patient Guide
. Patient Card

The HCP Checklist will contain the following messages:

Prior to starting treatment

For patients of childbearing potential

. Confirm a negative pregnancy test;

= Educate on the risk of embryo-foetal toxicity associated with CAMZYOS;

= Counsel on the need to avoid pregnancy and the need for an effective form of contraception
during treatment with CAMZYOS and for 6 months following discontinuation;

- Instruct patients to contact you or another member of your healthcare team immediately if they
become pregnant or suspect they may be pregnant.

For all patients

" Complete an echocardiogram assessment and confirm the patient’s left ventricular ejection
fraction (LVEF) is > 55% before starting treatment;

" Patients should be genotyped for CYP2C19 phenotype in order to determine appropriate
CAMZYOS dose;

. Assess for potential interactions involving CAMZYOS and any medicine (including
prescription and over-the-counter medicines), herbal supplements and grapefruit juice. Detailed
guidance on dose modifications/contraindications with concomitant medicines, based on the
patient’s CYP2C19 phenotype status, is included in the Summary of Product Characteristics
(Table 1 and Table 2 of Section 4);

" Inform the patient of the risk of heart failure associated with CAMZYOS and that they must
consult their healthcare professional or seek medical attention immediately if they experience
worsening, persistent or new shortness of breath, chest pain, fatigue, palpitations or leg
swelling;

. Counsel the patient on the risk of potential interactions involving CAMZYQOS and not to start or
stop taking any medications or change the dose of any medication they are taking without
talking to you first;

" Provide the patient with the Patient Guide and highlight the Patient Card within the guide.

During treatment at each clinical visit (as described in the Summary of Product Characteristics)

For patients of childbearing potential

" Remind patients of the risk of embryo-foetal toxicity associated with CAMZY OS;

. Counsel on the need to avoid pregnancy and the need for an effective form of contraception
during treatment and for 6 months following discontinuation;

" Periodically check pregnhancy status throughout treatment;

. Instruct patients to contact you or another member of your healthcare team immediately if they
become pregnant or suspect they may be pregnant.

For all patients

. Confirm LVEF is > 50% by echocardiogram assessment. If at any visit LVEF is < 50%,
interrupt treatment for at least 4 weeks and until LVEF is > 50%;

" Assess the LVOT gradient with Valsalva manoeuvre and adjust the dose per the guidance
provided in the Summary of Product Characteristics Section 4.2;

. Assess the patient for signs, symptoms and clinical findings of heart failure per the guidance
provided in the Summary of Product Characteristics Sections 4.2 and 4.4;

" Assess for intercurrent illnesses such as infections or arrhythmia (e.qg., atrial fibrillation or other
uncontrolled tachyarrhythmia);

. Assess for interactions involving CAMZYQOS and any medicine (including prescription and
over-the-counter medicines), herbal supplements and grapefruit juice that the patient has newly
started, has changed the dose of or plans on taking in the future. Detailed guidance on dose
modifications/contraindications with concomitant medicines, based on the patient’s CYP2C19
phenotype status, is included in the Summary of Product Characteristics (Table 1 and Table 2 of
Section 4);
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= Remind the patient of the risks associated with CAMZYQOS and that they must consult their
HCP or seek medical attention immediately if they experience worsening, persistent or new
shortness of breath, chest pain, fatigue, palpitations or leg swelling;

. Counsel the patient on the risks of potential interactions involving CAMZYOS;

= Counsel the patient on actions to take in case of an overdose and missed or delayed doses;

= Provide the patient with the Patient Guide and Patient Card if needed.

After treatment

For patients of childbearing potential

= Counsel patients on the need to avoid pregnancy and the need for an effective form of
contraception for 6 months following discontinuation of CAMZYOS.

The Patient Card will contain the following key messages:

= Patient instructions: Carry this card with you at all times. Tell any healthcare professional who
sees you that you are taking CAMZYOS.

= CAMZYOS is indicated for the treatment of symptomatic obstructive hypertrophic
cardiomyopathy. Refer to the Patient Guide and package leaflet for more information, or contact
<insert local BMS contact>.

Safety information for patients of childbearing potential (to appear first on the card):

= CAMZYOS may cause harm to an unborn baby if used during pregnancy.

= CAMZYOS must not be taken if you are pregnant or are of childbearing potential and are not
using an effective method of contraception.

= If you are able to get pregnant, you must use an effective method of contraception throughout
treatment and for 6 months after your last dose.

. Talk to your doctor if you are considering becoming pregnant.

. If you suspect you may be pregnant or are pregnant, you must inform your prescriber or doctor
immediately.

Safety information for all patients:

= Tell your prescriber or doctor or seek other medical attention immediately if you experience
new or worsening symptoms of heart failure, including shortness of breath, chest pain, fatigue, a
racing heart (palpitations), or leg swelling.

= Tell your prescriber or doctor of any new or existing medical conditions.

= Tell your prescriber, doctor, or pharmacist about your treatment with CAMZY OS before
starting any new medicines (including prescriptions and those available over-the-counter) or
herbal supplements, since some of them can increase the amount of CAMZYOS in your body
and make it more likely for you to get side effects (some of which may be severe). Do not stop
taking or change the dose of any medicine or herbal supplement that you are already taking
without talking to your doctor or pharmacist first, as other medicines can affect the way
CAMZYOS works.

Please complete this section or ask your prescriber of CAMZYOS to complete it.
Patient’s name:

Name of prescriber:

Office phone number:

After-hours phone number:

Hospital name (if applicable):

The Patient Guide will contain the following key messages:
Embryo-foetal toxicity risk messages listed first as a tear out page:

If you are of childbearing potential, please review the information below before you start treatment
with CAMZYOS and keep this page for your reference.
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CAMZYOS must not be taken if you are pregnant or if you are of childbearing potential and are
not using an effective method of contraception (birth control) as CAMZYOS may cause harm to
an unborn baby.

If you are able to get pregnant, you will need a confirmed negative pregnancy test before you
start taking CAMZYOS.

You must use an effective method of contraception throughout treatment and for 6 months after
your last dose of CAMZYOS. You should discuss with your doctor which method(s) of
contraception is/are the most suitable for you.

Talk to your doctor if you are considering becoming pregnant.

If you suspect you may be pregnant or are pregnant while receiving CAMZYQS, tell your
prescriber or doctor immediately. You prescriber or doctor will discuss your treatment options
with you.

On the following pages:

Carry the Patient Card with you at all times and tell any healthcare professional who sees you

that you are taking CAMZYQOS;

Brief description of echocardiograms and why they are important;

CAMZYOS and heart failure

o] Heart failure due to systolic dysfunction is a serious and sometimes fatal condition.

o] Tell your prescriber or doctor, or seek other medical attention immediately if you
experience new or worsening symptoms of heart failure, including shortness of breath,
chest pain, fatigue, a racing heart (palpitations), or leg swelling.

o] Tell your prescriber or doctor of any new or existing medical condition(s) you experience
before and during treatment with CAMZY OS.

CAMZYOS and interactions

o Some medicines, including those available over-the-counter, and some herbal
supplements can affect the amount of CAMZYOS in your body and make it more likely
for you to get side effects (some of which may be severe).

o] Tell your prescriber, doctor, or pharmacist about all of the prescription medicines,
over-the-counter medicines and herbal supplements you take, even if you do not take
them every day.

o] Do not start taking, stop taking, or change the dose of any of your medicines or herbal
supplements without talking to your prescriber, doctor, or pharmacist.

o] Some examples of products that may affect how much CAMZYOS is in your body are
shown in Table 1. Please note, these examples are a guide and are not considered a
comprehensive list of all possible medicines that may fit this category. Intermittent use of
products that might affect the levels of CAMZYOS in your body include prescription and
over-the-counter medicines, herbal supplements and grapefruit juice is not recommended.
Products listed in Table 1 “Examples of products that may affect CAMZYOS”:

- Omeprazole, esomeprazole

- Verapamil, diltiazem

- Clarithromycin, rifampicin

- Fluconazole, itraconazole, ketoconazole, posaconazole, voriconazole
- Fluoxetine, fluvoxamine

- Ritonavir, cobicistat

- Grapefruit juice

When should I seek medical attention

o] Tell any healthcare professional who sees you if any side effects occur while taking
CAMZYQOS, even those not discussed in this Patient Guide.

o] Tell your prescriber or doctor, or seek other medical attention immediately if you
experience new or worsening symptoms of heart failure, including shortness of breath,
chest pain, fatigue, a racing heart (palpitations), or leg swelling.
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ANNEX 111

LABELLING AND PACKAGE LEAFLET

30



A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

CAMZYOS 2.5 mg hard capsules
mavacamten

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains 2.5 mg of mavacamten.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsules

14 hard capsules
28 hard capsules
98 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb Pharma EEIG
Plaza 254

Blanchardstown Corporate Park 2
Dublin 15, D15 T867

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/23/1716/001 (Pack size of 14 hard capsules)
EU/1/23/1716/002 (Pack size of 28 hard capsules)
EU/1/23/1716/009 (Pack size of 98 hard capsules)

13. BATCH NUMBER

Lot

‘ 14.  GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

CAMZYQOS 2.5 mg

17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

CAMZYOS 2.5 mg capsules
mavacamten

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb

3. EXPIRY DATE

EXP

4, BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

CAMZYOS 5 mg hard capsules
mavacamten

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains 5 mg of mavacamten.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsules

14 hard capsules
28 hard capsules
98 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

35



10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb Pharma EEIG
Plaza 254

Blanchardstown Corporate Park 2
Dublin 15, D15 T867

Ireland

12.  MARKETING AUTHORISATION NUMBER(S)

EU/1/23/1716/003 (Pack size of 14 hard capsules)
EU/1/23/1716/004 (Pack size of 28 hard capsules)
EU/1/23/1716/010 (Pack size of 98 hard capsules)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

CAMZYOS 5 mg

17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

CAMZYOS 5 mg capsules
mavacamten

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb

3. EXPIRY DATE

EXP

4, BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

CAMZYOS 10 mg hard capsules
mavacamten

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains 10 mg of mavacamten.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsules

14 hard capsules
28 hard capsules
98 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

38



10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb Pharma EEIG
Plaza 254

Blanchardstown Corporate Park 2
Dublin 15, D15 T867

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/23/1716/005 (Pack size of 14 hard capsules)
EU/1/23/1716/006 (Pack size of 28 hard capsules)
EU/1/23/1716/011 (Pack size of 98 hard capsules)

13. BATCH NUMBER

Lot

‘ 14.  GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

CAMZYOS 10 mg

17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

CAMZYOS 10 mg capsules
mavacamten

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb

3. EXPIRY DATE

EXP

4, BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

CAMZYOS 15 mg hard capsules
mavacamten

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains 15 mg of mavacamten.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsules

14 hard capsules
28 hard capsules
98 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb Pharma EEIG
Plaza 254

Blanchardstown Corporate Park 2
Dublin 15, D15 T867

Ireland

12.  MARKETING AUTHORISATION NUMBER(S)

EU/1/23/1716/007 (Pack size of 14 hard capsules)
EU/1/23/1716/008 (Pack size of 28 hard capsules)
EU/1/23/1716/012 (Pack size of 98 hard capsules)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

CAMZYOS 15 mg

17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

CAMZYOS 15 mg capsules
mavacamten

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb

3. EXPIRY DATE

EXP

4, BATCH NUMBER

Lot

5. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

CAMZYOS 2.5 mg hard capsules
CAMZYOS 5 mg hard capsules
CAMZYOS 10 mg hard capsules
CAMZYOS 15 mg hard capsules
mavacamten

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- Your doctor will give you a Patient Card and Patient Guide. Read it carefully and follow the
instructions on it.

- Always show the Patient Card to the doctor, pharmacist or nurse when you see them or if you
go to hospital.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet

What CAMZYOS is and what it is used for

What you need to know before you take CAMZYQOS
How to take CAMZYQOS

Possible side effects

How to store CAMZYQOS

Contents of the pack and other information

S~ wdE

1. What CAMZYOS is and what it is used for

What CAMZYOS is
CAMZYOS contains the active substance mavacamten. Mavacamten is a reversible cardiac myosin
inhibitor, meaning that it changes the action of the muscle protein myosin in heart muscle cells.

What CAMZYOS is used for
CAMZYOS is used to treat adults with a type of heart disease called obstructive hypertrophic
cardiomyopathy (0HCM).

About obstructive hypertrophic cardiomyopathy

Hypertrophic cardiomyopathy (HCM) is a condition where the walls of the left heart chamber
(ventricle) contract harder and become thicker than normal. As the walls thicken they can block
(obstruct) the flow of blood out of the heart and can also make the heart stiff. This obstruction makes it
more difficult for blood to flow into and out of the heart and be pumped to the body with each
heartbeat, a condition known as obstructive hypertrophic cardiomyopathy (0HCM). Symptoms of
OoHCM are: chest pain and shortness of breath (especially with physical exercise); tiredness, abnormal
heart rhythms, dizziness, feeling that you are about to faint, fainting (syncope) and swelling of the
ankles, feet, legs, abdomen and/or veins in the neck.
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How CAMZYOS works
CAMZYOS works by reducing excess contraction of the heart and the obstruction to blood flow to the
body. As a result, it may improve your symptoms and your ability to be active.

2. What you need to know before you take CAMZYOS

Do not take CAMZYOS if:
= you are allergic to mavacamten or any of the other ingredients of this medicine (listed in

section 6).
] you are pregnant or a woman of childbearing potential not using effective contraception.
= if you are taking medicines which may increase the level of CAMZYOS in your blood such as:

- oral medicines to treat fungal infections such as itraconazole, ketoconazole,
posaconazole, voriconazole,
- certain medicines to treat bacterial infections such as the antibiotics clarithromycin,
- certain medicines to treat HIV infection such as cobicistat, ritonavir,
- certain medicines to treat cancer such as ceritinib, idelalisib, tucatinib.
Ask your doctor if the medicine you are taking prevents you from taking mavacamten. See section
“Other medicines and CAMZYQOS”

Warnings and precautions

Routine tests

Your doctor will assess how well your heart is working (your heart function) using an echocardiogram
(an ultrasound test that takes images of your heart) before your first dose and regularly during
treatment with CAMZYOS. It is very important to keep these echocardiogram appointments, because
your doctor needs to check the effect of CAMZYOS on your heart. Your treatment dose may need to
be adjusted to improve your response or to reduce side effects.

If you are a woman who could become pregnant your doctor may perform a pregnancy test before
starting treatment with CAMZY OS.

Your doctor may do a test to check how this medicine is broken down (metabolised) in your body as
this may be used to guide your CAMZYOS treatment (see section 3).

Tell your doctor or pharmacist straight away:
. if you get any of these symptoms during your treatment with CAMZY OS:
- new or worsening shortness of breath,
chest pain,
- tiredness,
- palpitations (a forceful heartbeat that may be rapid or irregular), or
- leg swelling.
These could be signs and symptoms of systolic dysfunction, a condition where the heart cannot
pump with enough force, which can be life-threatening and lead to heart failure.
= if you develop a serious infection or irregular heart beat (arrhythmia) as this could increase your
risk of developing heart failure.
Your doctor may need to do additional tests of your heart function, interrupt the treatment or change
your dose, depending on how you feel.

Women of childbearing potential

If used during pregnancy, CAMZYOS can harm the unborn baby. Before you start treatment with
CAMZYOS your doctor will explain the risk to you and ask you to do a pregnancy test in order to
ensure that you are not pregnant. Your doctor will give you a card which explains why you should not
become pregnant while taking CAMZYOS. It also explains what you should do to avoid becoming
pregnant while you are taking CAMZYOS. You must use effective contraception during treatment and
for 6 months after stopping treatment (see section “Pregnancy and breast-feeding™).

If you do become pregnant while taking CAMZY OS, tell your doctor straight away. Your doctor will
stop treatment (see “If you stop taking CAMZYOS” in section 3).
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Children and adolescents
Do not give this medicine to children (aged below 18 years) because the effectiveness and safety of
CAMZYOS have not been studied in children and adolescents.

Other medicines and CAMZYOS

Tell your doctor or pharmacist if you are taking, have recently taken or might take any other

medicines. This is because some other medicines can affect the way CAMZYOS works.

Some medicines can increase the amount of CAMZYOS in your body and make it more likely for you

to get side effects that may be severe. Other medicines can reduce the amount of CAMZYOS in your

body and may reduce its beneficial effects.

In particular, before taking CAMZY OS tell your doctor or pharmacist if you are taking, have recently

taken, or have changed the dose of any of the following medicines:

= some medicines used to reduce the amount of acid your stomach produces (cimetidine,
omeprazole, esomeprazole, pantoprazole)

= antibiotics for bacterial infections (such as clarithromycin, erythromycin)

. medicines used to treat fungal infections (such as itraconazole, fluconazole, ketoconazole,
posaconazole and voriconazole)

. medicines used to treat depression (such as fluoxetine, fluvoxamine, citalopram)

= medicines for HIV infections (such as ritonavir, cobicistat, efavirenz)

. rifampicin (an antibiotic for bacterial infections like tuberculosis)

= apalutamide, enzalutamide, mitotane, ceritinib, idelalisib, ribociclib, tucatinib (medicines used
to treat certain types of cancer)

. medicines for fits (seizures) or epilepsy (such as carbamazepine and phenytoin, phenobarbital,
primidone)

" St. John’s wort (a herbal medicine for depression)

- medicines that affect your heart (such as beta blockers and calcium channel blockers e.g.
verapamil and diltiazem)

= medicines that make your heart more resistant to abnormal activity (such as sodium channel
blockers e.g. disopyramide)

. ticlopidine (a medicine to prevent heart attack and stroke)

= letermovir (a medicine to treat cytomegalovirus infections)

= norethindrone (a medicine to treat various menstrual problems)

. prednisone (steroid).

If you take or have taken any of these medicines, or have changed the dose, your doctor needs to
closely monitor you, may need to change your dose of CAMZYOS, or consider alternative treatments.

If you are not sure whether you are taking any of the medicines mentioned above, ask your doctor or
pharmacist before taking CAMZY OS. Before stopping or changing the dose of a medicine or starting
a new medicine, tell your doctor or pharmacist.

Do not take any of the above medicines occasionally or once in a while (not on a regular schedule)
since that could change the amount of CAMZY QS in your body.

CAMZYOS with food and drink
You should use caution when drinking grapefruit juice while on treatment with CAMZYOS as it may
change the amount of CAMZYOS in your body.

Pregnancy and breast-feeding
If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor for advice before taking this medicine.

Pregnancy
Do not take CAMZYOS during pregnancy, for 6 months before getting pregnant, or if you are a

woman who could become pregnant and you are not using effective contraception. CAMZYQOS may
cause harm to your unborn baby. If you are a woman who could become pregnant, your doctor will
inform you about this risk and will check if you are pregnant before starting treatment and regularly
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during treatment. Your doctor will give you a card which explains why you should not become
pregnant while taking CAMZY OS. If you become pregnant, think you may be pregnant or planning to
become pregnant while taking CAMZYOS, tell your doctor right away.

Breast-feeding
It is not known if CAMZYOS passes through breastmilk. You must not breast-feed while taking

CAMZYOS.

Driving and using machines
Mavacamten may have a small effect on your ability to drive and use machines. If you feel dizzy
while taking this medicine, do not drive a vehicle, cycle or use any tools or machines.

CAMZYOS contains sodium
This medicinal product contains less than 1 mmol sodium (23 mg) per capsule, that is to say
essentially ‘sodium-free’.

3. How to take CAMZYOS

Always take this medicine exactly as your doctor has told you. Check with your doctor if you are not
sure.

How much to take

The recommended starting dose is 2.5 mg or 5 mg taken by mouth once daily. Your doctor may do a
test to check how this medicine is broken down (metabolised) in your body. The result may guide your
CAMZYOS treatment. If you have liver problems, your doctor may also prescribe a reduced starting
dose.

Your doctor will monitor how well your heart is working while you are taking CAMZY OS using
echocardiograms and may change your dose (increase, lower, or temporarily stop) based on the
results.

Your doctor will tell you how much CAMZYOS to take.
Your doctor will prescribe you a single daily dose of either 2.5 mg, 5 mg, 10 mg or 15 mg. The
maximum single dose is 15 mg once daily.

Always take CAMZYOS as prescribed by your doctor.

The first echocardiogram will be done before you start treatment, and then again during follow-up
visits at week 4, 8 and 12 to assess your response to CAMZYOS. Routine echocardiograms will then
be done every 3 months or 6 months. If your doctor changes your dose of CAMZYOS at any point, an
echocardiogram will be done 4 weeks afterwards to make sure you are receiving a beneficial dose.

Taking this medicine
" Swallow the capsule whole with a glass of water at about the same time each day.
. You can take the medicine with food or between meals.

If you take more CAMZYOS than you should

If you take more capsules than you should, contact your doctor or go to a hospital straight away if you
have taken 3 to 5 times the recommended dose. If possible, take the medicine pack and this leaflet
with you.

If you forget to take CAMZYQOS

If you forget to take CAMZYOS at the usual time, take your dose as soon as you remember on the
same day and take your next dose at the usual time the next day. Do not take a double dose to make up
for a forgotten capsule.
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If you stop taking CAMZYQOS
Do not stop taking CAMZY OS unless your doctor tells you to. If you wish to stop taking CAMZYOS,
notify your doctor to discuss the best way to do so.

If you have any further questions on the use of this medicine, ask your doctor.

4, Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Serious side effects

Tell your doctor or pharmacist immediately if you get any of these symptoms during treatment with

CAMZYOS:

= new or worsening shortness of breath, chest pain, tiredness, palpitations (a forceful heartbeat
that may be rapid or irregular), or leg swelling. These could be signs and symptoms of systolic
dysfunction (a condition where the heart cannot pump with enough force), which can lead to
heart failure and be life-threatening. (Common side effect)

Very common (may affect more than 1 in 10 people)
= dizziness
= difficulty breathing

Common (may affect up to 1 in 10 people)
= fainting

Reporting of side effects

If you get any side effects, talk to your doctor. This includes any possible side effects not listed in this
leaflet. You can also report side effects directly via the national reporting system listed in Appendix V.
By reporting side effects you can help provide more information on the safety of this medicine.

5. How to store CAMZYOS

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the blister and carton after EXP. The
expiry date refers to the last day of that month.

This medicine does not require any special storage conditions.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What CAMZYOS contains
= The active substance(s) is mavacamten. Each hard capsule contains either 2.5 mg, 5 mg, 10 mg
or 15 mg of mavacamten.
. The other ingredients are:
- capsule content: silica, colloidal hydrated, mannitol (E421), hypromellose (E464),
croscarmellose sodium (E468, see section 2 “CAMZY OS contains sodium’), magnesium
stearate
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- capsule shell:
CAMZYOS 2.5 mg hard capsules

gelatin, titanium dioxide (E171), iron oxide black (E172), iron oxide red (E172)
CAMZYQOS 5 mg hard capsules
gelatin, titanium dioxide (E171), iron oxide yellow (E172)
CAMZYQOS 10 mg hard capsules
gelatin, titanium dioxide (E171), iron oxide red (E172)
CAMZYQOS 15 mg hard capsules
gelatin, titanium dioxide (E171), iron oxide black (E172)
- printing ink: iron oxide black (E172), shellac (E904), propylene glycol (E1520), ammonia
solution, concentrated (E527), potassium hydroxide (E525).

What CAMZYOS looks like and contents of the pack

. The CAMZYOS 2.5 mg, approximately 18.0 mm in length, hard capsules (capsules) have a
light purple opague cap and white opaque body imprinted in black ink with “2.5 mg” on the cap
and “Mava” on the body.

- The CAMZYQOS 5 mg, approximately 18.0 mm in length, hard capsules (capsules) have a
yellow opaque cap and white opaque body imprinted in black ink with “5 mg” on the cap and
“Mava” on the body.

" The CAMZYOS 10 mg, approximately 18.0 mm in length, hard capsules (capsules) have a pink
opaque cap and white opaque body imprinted in black ink with “10 mg” on the cap and “Mava”
on the body.

" The CAMZYOS 15 mg, approximately 18.0 mm in length, hard capsules (capsules) have a grey
opaque cap and white opaque body imprinted in black ink with “15 mg” on the cap and “Mava”
on the body.

The hard capsules are packaged in aluminium foil blisters containing 14 hard capsules.
Each pack contains either 14, 28 or 98 hard capsules. Not all pack sizes may be marketed.

Marketing Authorisation Holder
Bristol-Myers Squibb Pharma EEIG
Plaza 254

Blanchardstown Corporate Park 2
Dublin 15, D15 T867

Ireland

Manufacturer

Swords Laboratories Unlimited Company T/A Bristol-Myers Squibb Pharmaceutical Operations,
External Manufacturing

Plaza 254

Blanchardstown Corporate Park 2

Dublin 15, D15 T867

Ireland

For any information about this medicine, please contact the local representative of the
Marketing Authorisation Holder:

Belgique/Belgié/Belgien Lietuva

N.V. Bristol-Myers Squibb Belgium S.A. Swixx Biopharma UAB

Tél/Tel: + 322352 76 11 Tel: + 370 52 369140
medicalinfo.belgium@bms.com medinfo.lithuania@swixxbiopharma.com
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Bbbarapus

Swixx Biopharma EOOD

Tea.: + 359 2 4942 480
medinfo.bulgaria@swixxbiopharma.com

Ceska republika

Bristol-Myers Squibb spol. s r.o.
Tel: + 420221 016 111
medinfo.czech@bms.com

Danmark

Bristol-Myers Squibb Denmark
TIf: + 45 45 93 05 06
medinfo.denmark@bms.com

Deutschland

Bristol-Myers Squibb GmbH & Co. KGaA

Tel: 0800 0752002 (+ 49 89 121 42 350)
medwiss.info@bms.com

Eesti

Swixx Biopharma OU

Tel: + 372 640 1030
medinfo.estonia@swixxbiopharma.com

EALdoa

Bristol-Myers Squibb A.E.
TnA: +30 210 6074300
medinfo.greece@bms.com

Espafia

Bristol-Myers Squibb, S.A.
Tel: + 34 91 456 53 00
informacion.medica@bms.com

France

Bristol-Myers Squibb SAS
Tél: + 33 (0)1 58 83 84 96
infomed@bms.com

Hrvatska

Swixx Biopharma d.o.o.

Tel: + 385 1 2078 500
medinfo.croatia@swixxbiopharma.com

Ireland

Bristol-Myers Squibb Pharmaceuticals uc
Tel: 1800 749 749 (+ 353 (0)1 483 3625)
medical.information@bms.com
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Luxembourg/Luxemburg

N.V. Bristol-Myers Squibb Belgium S.A.
Tél/Tel: +322 35276 11
medicalinfo.belgium@bms.com

Magyarorszag
Bristol-Myers Squibb Kft.
Tel.: +36 1 301 9797
Medinfo.hungary@bms.com

Malta

A.M. Mangion Ltd
Tel: + 356 23976333
pv@ammangion.com

Nederland

Bristol-Myers Squibb B.V.
Tel: + 31 (0)30 300 2222
medischeafdeling@bms.com

Norge

Bristol-Myers Squibb Norway AS
TIf: + 47 67 55 53 50
medinfo.norway@bms.com

Osterreich

Bristol-Myers Squibb GesmbH
Tel: +43 160 14 30
medinfo.austria@bms.com

Polska

Bristol-Myers Squibb Polska Sp. z 0.0.
Tel.: + 48 22 2606400
informacja.medyczna@bms.com

Portugal

Bristol-Myers Squibb Farmacéutica
Portuguesa, S.A.

Tel: + 351 21 440 70 00
portugal.medinfo@bms.com

Roménia

Bristol-Myers Squibb Marketing Services
S.R.L.

Tel: +40 (0)21 272 16 19
medinfo.romania@bms.com

Slovenija

Swixx Biopharma d.o.o.

Tel: + 386 1 2355 100
medinfo.slovenia@swixxbiopharma.com




island

Vistor hf.

Simi: + 354 535 7000
vistor@vistor.is
medical.information@bms.com

Italia

Bristol-Myers Squibb S.r.l.

Tel: + 39 06 50 39 61
medicalinformation.italia@bms.com

Kvnpog

Bristol-Myers Squibb A.E.

Tnk: 800 92666 (+ 30 210 6074300)
medinfo.greece@bms.com

Latvija
Swixx Biopharma SIA
Tel: + 371 66164750

medinfo.latvia@swixxbiopharma.com

This leaflet was last revised in

Other sources of information

Slovenska republika

Swixx Biopharma s.r.o.

Tel: + 421 2 20833 600
medinfo.slovakia@swixxbiopharma.com

Suomi/Finland

Oy Bristol-Myers Squibb (Finland) Ab
Puh/Tel: + 358 9 251 21 230
medinfo.finland@bms.com

Sverige

Bristol-Myers Squibb Aktiebolag
Tel: +46 8 704 71 00
medinfo.sweden@bms.com

Detailed information on this medicine is available on the European Medicines Agency web site:

https://www.ema.europa.eu.
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HZlickn, K
A o 1 R EE 3
HT D W HREMEN B
2o

TR TR 0
CYP2C19 #5841
TV E I R
[7.7. 8. &)

ARFHN DA D WS T
HBENDD D,
AFEPEHFIZZ NS
DK O 5 % Ik X
IR D & I R R
EECLZLAEDY
AT NEEDLBETNAN
H5,

N NROE -/
CYP2C19 % #HE S
HZlickn, K
79 0 afi. Hh R EE 3K
N9 % ATEetE N &
2

FRUY, R X
g5\ CYP3A4 #HiE
palll

DR S
HNNRTPE
TJrx=krA
757227
TP E IR
I hEY
AT TUF K
U (St.
John’s Wort : &
Vheva—v
R eT—hk) &
AR
[7.7. 8. ]

ARFHN O A D WSS T
HBENDD D,
AFEPEHFIZZ NS
DK O 5 % W Ik X
IR D & I R R
EECLDZLAEZEDY
AT NEEDLBETNAN
H5,

N NROE - [N
CYP3A4 % &%
HZlickn, K
79 O 1fi. Hh i EE 3K
N9 % ATEetE N &
2

B e T

vy oo —i
A NTFom—)L
%

e Revyy
CRINT T M
NF NIV

CNVFTE L

IS OFEHME T
256, BEORES
BEICHE LN 6
5952 &, FITARHA
L BERRE L ONIEY e
Fev I vrarbnry
U AR E O O
BACEIEET DS
L, KA FIZZN

FRIME I 28 7
VR 2 M58 S
e SR 77 2 8 L
[ 3 N PSR =
PER B %,

D O KO P 5 % Bk
X BT L5810,
A OEEBEROBEHE
DORENLETHET
DT a—RmEIZKLD
LVEF OE=X Y o /&
FEMMICERL. R
F KR A EE I B
Lanb&EET D
L,

7 7 A 1 AHIAE
MR
PIYEITIFR
DA OAUIVE

IS OFEHME T
256, BEOWRES
BEICHE LN &
B35z &, RAIEE
Fiozn b oA OB
BB ITIHEET S
BaEE, BHlo®kE &
K OVEBE OREN L E
THETLTa—RE
2k % LVEF =%
VU R E W FE
L, BEOREZHEE
WCHEE LRSS
5Tk,

FRIME I 28 7
VR 2 1858 S
e SR 77 % 8 L
[ 3 N PSR =
PER D %,

11. BlEA

WORBWEHNRH HOND Z ENHDHDT, BlEE 3T
W RENRD DG AT E AT 5 2 2R

EZEATH 2 &,
11.1
11.1.1

EXBEIER
DARE BEARH)

NGRS RERRE I L VDA RER T Z L83 H 5, b MM
F R U D ARRATT FHBAN G T 7 7 Ak (NT-

proBNP) @ ERANAGNTHE. SUIMERIREE, . 5%
5. BYE, FRERIESE SR B UIIEE L2 GA 1T, e
WZOERE ORI ATV, IR ST R IR S O) 2 L& 21T 5

&, 8. 9.115H]
11.2 Z DD EI1ER

1~ 3hATii
TR FEIED £, B

—f - EHEER L OREE

7. ARIVEEIE

23N =

Do RREE D AmEy, B

WEM AR Mwhis K OMERaREE | ST VEMERFL R, Ia A
iE R R L O A IES | R

B PR AR A 508 ) 2R ek

14. BRLOZEE

14.1

14.1.1
14.1.2

ERXFEHOEE
AFNIEETIoKkE EDICRAESESZ &,
PTP ‘@ 25D HKAIL PTP > — by HHLY H L CTARA T

HrH¥ETAZ L, PTP o — hOBEMICLY .
WA N B EA~RIA L, IR E R
L CHERRIRR G O EE R EIHEZ T 5 Z &0

H D,



16. RYBE
16.1 MARE
16.1.1 HEHRES

TEEEHEERE (20 ) (T~ " H AT 5, 15 X% 25mg % Z2fE
BH R G Lzt &0, <30 AT v OEWEIRE T A

—ZIFFERDOLBY THo72?,

HAF 5B D~ 0 LT o OEYERE T A — X
Behg Cmax Tmax AUC (INF) Tis
(51%%0) (ng/mL) (h) (ng + h/mL) (h)
5mg 141. 3 1.50 6277 216.3
(4 1) (15.5) (1. 00, 2.00) (28.7) (28.6)
15mg 289.0 1.00 15410 216.3
(8 1) (19.8) (0. 50, 4.00) (27.4) (23.9)
25mg 504. 0 1.50 17370 141. 4
(8 1) (18.3) (0. 50, 3.00) (34.0) (43.1)

Tmax OEIZH AL (FEFH) | Tie. Cmax K OVAUC (INF) @
fEIX, e MR (eCV%) 1 Z/R7,
16.1.2 REHE
TR ER S (40 ) 1o~ "h AT 2% 28 AR5
Lz &D, ~NH LT U DOFEYBRE T A — X T FED
LBV TH-Y GHEAT—%) ,

KEHR RO 5T v OIYENEE T A —~F

Beh& H Cmax Tmax AUC (TAU) Tis

(F1%%0) (ng/mL) (h) (ng + h/mL) (h)

Img 1 29. 00 1. 00 81. 10 9. 69

1H2 (58.01) (0. 50, (30.96) (41. 26)

=] 3.00)

(10 28 76. 02 0. 50 577. 43 18.93

#1) (31.66) (0. 50, (40. 45) (78.77)
1. 50)

3mg 1 52. 85 1. 00 176. 62 7.01

1H2 (62. 76) (0. 50, (42.91) (64. 83)

=] 2.00)

(10 28 159. 08 1.75 1387.28 42. 62

#1) (50. 54) (0. 50, (57.77) (230. 26)
8.00)

12. 5mg 1 208. 05 1.54 1194. 67 24.83

1A 1 (27.06) (1. 50, (30. 80) (35. 05)

=] 3.00)

(10 28 411.97 2.00 6184. 49 45. 36

#1) (39. 68) (0. 50, (44. 66) (48.32)
24.00)

18. 5mg 1 362. 16 1.50 2220. 42 16. 84

1A 1 (31.19) (0. 50, (25. 84) (66. 25)

=] 3.00)

(10 28 943. 51 2.00 15818. 53 78. 88

#1) (27.77) (0. 50, (41.83) (63.05)
4. 00)

Tmax OfEILH AR FEFA) . Tiew Cmax K OYAUC (TAU) OAE
X, MTEEIE TR EMREL (eCV%) 1 &R

16. 2 %4

16.2.1 NAATFRALSZEY T+«

~ 3 LT TR N GRS L, RS A
TRAZE YT ¢ [ XERR RPN TR 85% & HEE X Y
HEAT—%) .

16.2.2 BEDOEE

TEEERERE (23 45)) |2~/ A LT o 15mg & BN &8I
ICHERRO#EE L2 & X, Tmax 1322 5.T 1 BT H
ST-DITK LAEBRG TIZ 4B THY . EEEICLY
WAL OBIEMAE U7z, ZERERERE S L bl U CR% &5 Tk
AUC (INF) 25 12. 3%, Cmax A3 50%84 L= ¥ (UHEAT —
2)

16.3 Vaxiil

FRIRERERIZ I3 1T B~ /3 AT o O MAEE A SRIT 97%) &
9N TH o729 GMEANT—%) , =\ LT ol
FEICKET A MR EEDHIZ 0.79 TH-7-" (in vitro 7 —
y) o

~/NH LT 18.5mg (4 61) Xix 25mg (6 ) =K 28 H
M U B 10 BIORIRE O~ 30 L7 VHlE
WS L, = Nh AT ORI gt D fE (SD)
IZZFALEHL0.039 (0.0047) KTN0.044 (0.016) Tho7-
Y HEAT—4)

16. 4 |

~RT BNT ATIRENARE S, FEIT CYP2C19 (74%)
CYP3A4 (18%) R URCYP2C9 (7.6%) Z AL TiE&Ens?®
(in vitro ¥ —%) , t bMfifEdIC 3 FEORB I B &
N, Wb b bR RED AR TH o 72
9, [10. B8]

16.5  HEitt

TEEEMRBRE | C R~ S AT 25mg B H AR HET |

KR ETRE D TUASFEMEHIZ, 85% N R HIZ AL X iz, FE{EH
BRI ORBACIKIL, FHEBEOZNER 1% 3% TH
oY GMEAT—%)

16.6 HEDNERTEITIHIEE

16.6.1 BFiLpelEEESE

FHEM S B REMRIT OFE R, eGFR 2345, 75, 95

mL/min/1. 73m* OHFERE CIRBERICEITRBO bR o729
GEANT—4) ,

16.6.2 BFigaelEEESE

BRI XS BE (Child-Pugh 4938 A XU B) DATHERER: =
BRBRE B OFHSRE IE B BRE 12, ~ /30 A7 > 25mg % Hi[A|
BOJED Lzl &, IEHRITEREZ AT D05E & i
LT, BEROHEEONITHERE L AT 2853E Tw

5T O AUC (last) IXEFLE 4 3. 24 % S OY 1. 87 {12 H3
L. Cmax iZZNEN L 1I2HEL L 1015 TH-7129 UHE
AT—%) . [9.3.2 58]

16.6.3 CYP2C19 RIFHY

CYP2C19 @ Normal metabolizer (NM) X Poor
metabolizer (PM) OfEEEWERE (& 84 [T~ Xh LT
15mg Z R O#E L= & &, CYP2C19 NM 2% LT PM T
IZ Cmax 23 1. 47 fi5. AUC(INF) 23 3. 41 f2I2EN L7z, F-1dl
DOEEHEIZNM T8 H, PUT23 AThH-7- 10 BEA
T—4)

16.7 EWHEEER
16.7.1 INALTUIZHT SHAEDEE

EAHEAEHRBOMEEIITEOLEBY THho2 102 (44
EAF—%) . [10.2 Z]]
DR OTE FICB T 5~ "D LT D
SEE T A — 2 DEAL

GIREES B | =B AT TR L
Behg Mg s (90%E4E X )
G F/3E0F
Cmax AUC
(INF)
FAFSY | 20mg 15mg Hi[m] 0.99 1.48
—JL 1 H 114 (0. 75, (1. 16,
(G5 1. 30) 1. 88)
CYP2C19 [H
E3)
~NZR30 | 240mg 25mg HifA] 1.518 1. 155
(e 1A 1@ | ™ (1. 160, (0. 844,
CYP3A4 FHE 1.985) 1.582)
3£)




16.7.2 HiRAEICHT EINDLTUD

E/%L

Foa

WA AAERRBOFSERIT FROLBY ThHo7 P 10 (4

EAT—4%) .
< B T DIFETFICE

(DRAYHIRIEE N2

HERE T A —Z DEAL

17.1.2 BH\EMAERER (MYK-461-005/EXPLORER-HCM &2

&)

PAZEMENR RO AR TERET 2251 ) (7T AR 128 f5], &
FIRE 123 0) ZXBE L7 T b Rx REEAL _EERH
e A A L2 1Y, AANL L B 1 EROBRETHZ &
E&h, bmg LVEERMAL, 2~6 EMOMBETHEM L
DT 2 —REOREER (OSLH LR LVOT [Ei#k7E, LVEF) KO
MAEREEY) N T 7 RIS < EEHEIZHEV, 2. bmg~15mg D
HPHCHEFAE Lo, AFIPIEIE 55730 HEICRTTEE S L
T BEWEE T Ca FEFEIROWT NG SN TV BE
BIS1L, AFIET96. W Th o7, F7=. RERHIF IO
e LT BIEREE T Ca FEPi oW FhngEE s hTn

GIREES il <\ AT (90%(5 4 X )
HE LT G i/ 3E0F
58 55
) Cmax AUC (INF)
XS5 | bmg 25mg 1 0.93 0.87
(CYP3A4 & | H[H] H 1A 2 (0. 77, (0. 68,
) A & 1.13) 1.10)
H4%.
15mg 1
H1[H
TF =)L 35ug | 25mg 1 1. 05 1. 20
A2 NTVA | HifA| A 1Al 2 (0. 945, (1. 08,
—JL B & 1.16) 1.33)
(CYP3A4 % H4%.
H) 15mg 1
H1/H
JNxzF | Img 25mg 1 1. 14 1.12
(M= Hi[A] H 12 (0. 979, (1.01,
(CYP3A4 % A & 1.33) 1.24)
) H4%.
15mg 1
H1[H

) AAIOERSHIZRER ORI @Y, AT~
NHLTFELT2mg% 1 H1EROBESHSEHEL,

BEOREIE U CHENT 2, 2720, KBS EIT1
7] 15mg & 95 Th5D,

17. B R RHE
17.1 ﬁiﬁ]'l‘i&(ﬁi%é’fil:ﬁﬁ'd’é?iﬁﬁ
17.1.1 M55 MMAEEAER (CV027004/HORIZON-HCM 55%)

%%@mkﬂ:%ﬁ$%¢%8m%ﬁ%&bt#a@%ﬁ%
HEBRAEEMLZ Y, AR H IEROBETA L
. 2.5mg XV IRERIME L. 2~6 B RIS T3 L 720
T a—REOHERE (LN LVOT JEfE7E, LVEF) 1285
X, Img~15mg OFIPH CHEFE L1z, AFHIEHE G/ 35
HEIZRITERE & LT SRR XX Ca 5 H3R DWW s &
EERTWEBERSIT, 4. 7% Th o=, 7=, RERHIH
SRR & LT BT T Ca fEHTER D Wik B
SN TWZBEEIAX, 94. 7% (B HERTIE 89. 5%, Ca FEHLIE
7.9%) TH-oiz,
Igﬁﬁﬁﬁf%éAﬁx74/WE&QWL&iT@@
A% LVOT JEBGEDN— 2T A U DL EIT TRD
LBV ThHoT,

2 (N=38)
R—25 A B (mmHg) 85.1 [29.24]
SERE R AE] (B (38)
B 530 W% OWPEME (mmHg) 28.4 [26. 46]
SEXE ] (B (35)
NR—=2 T A b DOELE (mmlg) -60.7 [31.56]
SEXE (EEYEmAE] (9% IR IXH]) (-71.54, -49.86)

&Dzﬁ@ﬁﬁﬁiMT@&k@
NYHA (CMEHE /048 I S I

. A7 ) —= 7 E® LVEF A 60%LL

. A7 Y == WO VP Lo LVOT [E#ZEAS 30mmHg
oLk

o AU V=V TREORERRE, SV VS TIEE A AT
#% @ LVOT [E# A% 50mmilg LA _E

5 54 8% £ CORIERRBBSEIL 2. 6% (1/384]) Th

n. BOLNEZRIERIETEIECTH o=, [6.2 5]

- EBEE S
20.3%) ThHo7=,

THEHMEIEE Th 55 30 % IZE
( TpVO: ™ 1. bmL/kg/min LA E ¥,

T) e

ﬁ@{ﬁﬂﬂiﬁ)réﬂto

1. AHKIBET 96. 7% (B WK 76. 4%,

Ca HEHLE

B 2 HERAZRS)

20 NYHA (U B4 45
O 1EL Eotkd) XX [pV0o: @ 3. 0mL/kg/min LA E g
AL A2 NYHA DBERE DL L) OWT &l

BIIXTROEBY THY, 77 BRBHTKT 244

AFITE
(N=123)

75w AR
(N=128)

77 R
L pE
(95%(= 18
X fi)

TP A

HRIR AN 22 * % 12
B L7z E1E% ()
#0)

36.6 (45)

17.2 (22)

19.4

(8. 67,

30. 13)
p=0. 0005"

pVO2 D

1. 5mL/kg/min LL_E
DIEAN 7> NYHA
DR ED T JiE

M LEodiE, %
(f1%0)

33.3 (41)

14.1 (18)

pVO2 D

3. 0mL/kg/min LA E
DIEAN7>> NYHA
DERE B O EAL
7L, % (B0

23.6 (29)

10.9 (14)

Rl R a6 H

NR=ATA b
Be b 30 % £ T
D pV02 b &
(mL/kg/min)
SEEIE (YR
7]

1. 40
[3.12]

-0.05
[3.02]

1.35
(0. 58,
2.12) °©

NR=ATA b
Be 530 % £ T
DOIEEE % LVOT
JER =78 &
(mmHg)

SEEIE R
7]

—47.2
[40. 31]

-10. 4
[29.59]

-35.6 (-
43.15, -
28.06) °

a $¢45- 30 W% D pVo A RPOBFE TR L & LTIV -T2,

530 % D pVO2 I XE Z AL TU 5 A NYHA Lo
DAL, #5 26 #1% D NYHA L

Y
RESTJE

BORMOLEEITTN2 L E LTI -7,

b NYHA Oo#resrda (O E) |
WENAMGE (FLy RIL /Bl LI A—4

BEAYHE A K
HoBRCHizE L, #ise

B W OMEN () |
—) &EillA

- & L7z Cochran-Mantel-Haenszel (CMH) €. HE/KYE 5%

(i fI)
c /N

(M MEE) |

TEBA TR

FOPEIME (B ERE, N—A T A H, NYHA DERRESY S
BT DM (/1) |

(hL

v RN/ ABET LI A= —) 238 L LRy #Ho

T 2) BE/RPFEHEILITO LEBY
B E T E

. NYHA DMERE S




o RJ U —=" W@ LVEF 3 55%L) I

o X Y—=U T BEO LY LS LVOT JE#ZEDS 30mmHg
Lk

o AU V=V TREOLERE, SV VS TEE A AT
#% @ LVOT [E# A 50mmilg LA _E

B 538 1% £ TICRD LN EWERRBIBEE X, KRS

BET15.4% (19/123 1) THoT-, ERBIEMIZ. FEE

HFEVA 1% (5/123 1) | BEJE 3.3% (4/123 ) | LB

B, AURE, RS 1L 6% (2/123 61) TH-o7z, [5.2
]

17.1.3 @B5\5EM+EZER (MYK-461-017/VALOR-HCM 3XE%)
FRREAE/NERE (SRT) @SS AS & B BRZEMEIE AT O E FE
E12 6] (77 wAEE56 B, AFKIRES6B) Zxigs Lz
7T R R EA L _HERIERGBREEE LY, R
FNE1 B L EREO%RST 52L& &N, bng X 0 IRGEA
L. 4 WX 12 AMMECEE LoD a—RaEDHE (N
JLH LN LVOT JEfge78 . LVEF) (235 % | 2. bmg~15mg D
FHCHEFRE L7z, AFIWIERES-R1 30 HREICAENEFEE LT
B IEWTEE X Ca FEFIEN B G- SN TV BEEIS T, AH
RETZENEN 80.4%, 28.6% T -7z, E7-. RERHIRIHIZ
DFAZE L UC BEWTEE, Ca f5PIEUT Na BEWEE N B 5 S
TWBHEIGIL, AFBETENZI 80. 4%, 28. 6%K%
25. 0% Tdh o7, ARBRIL, 16O EHEM TORE%,
T RRHIAAB ST B R, ZOBETOBREICKR
Hl&EB]BE LT,

FEFMMEE TH D [5G 16 1% LI SRT O EHE 3 E
INDHZ L) T 5 16 B#ERERIZIV T American
College of Cardiology Foundation/American Heart
Association (ACCF/AHA) HA KZ A > (20114E) @ SRT ®
WS L IR AT HY T B L] ONTIN R LR
FOERIITROLEBY THY ., 7T BREHIKT B AH]

HEOE-IEN RSN,
AFHIHE TR | FIREDE
(N=56) #t (95{Z )"
(N=56)
58.9
FEFAGEE °, % 17.9 76.8 (43. 99,
(%) (10) (43) 73.87)
p<0. 0001°
5 16 M ET
I SRT M AS Tk
Esnimro | 20@ | 360
FEN (B
e 16 % HFAL
BT -
ACCF/AHA # A K 606
ZA > ® SRT D 14.3 (8) (3'9)
W & 20 D e
IR L=
OEIE% (BI%)

a #5 16 W L 0 AT R 1k UTBBIREESE 1 & v AL E
HOSEHE C& 2o 72 B, FEFEEE o2 (&5 1638
I RUZ IS N T ACCF/AHA A KT A > (2011 4F) @ SRT Okt
L7 BHEUEICEEY) Al LTRE L LTI F-o7z,

b SRT OFEFE (Hhbm Ll BIBRAT /8 B B b O B 1 A8T) % S il IR
& L7- Mantel-Haenszel ¥

c SRT OFEFH (FF RO GIBRIT /#R B R bR O Al e A IT) 2 JE Bil IR
T & L7 OMHARGE, A EKE% ()

HE3) BRI TO LB Y

e ACCF/AHA HA RZA > (2011 4) OBWiiLUE|ci-S

<, IRBENY SRT IRIRICEE T 2 LA F O B E Al 7= 3 FA%E
PEAE RO E B,
. FRIRIEHUE « ol 72 S iRIE 22 T 72l b b b
T, BEOMEREER L I3E»8o s (@
B NYHA OBEREZ0FEI R SOV D) | ST H1EMER
L < X RABTRIOIREED RO Hivd

o MATENREIENE : ZFRIE, LY LN X JES A
@ LVOT [EEFEAS 50mmHg LA ETH 5
o EEISEROAYE VRBRIYERAY, SRT B RENO%
BANCFEMT 2012+ Th D &l L7 AE=A0iEE
IR RREER S 5
. LVEF 725 60%L2L |

ARG SN BEOREMEGR (RAREO —HE R
ZEte) ORIEARBUSEEIX, 16.7% (17/10841) TH-o7-
(FPRIfRATRE) , FABWERIEL, BRH =R 4. 6% (5/108
B | HETT. FIAEERER R 3. 7% (4/108 f) | LB
g, L, RRMEEIE, KT, PERREE, REiED E
VN, PRI IR 1.9% (2/108 i) Th-o7-, [5.2 BH]

18. N

18.1 1ERERF

< NI INT AL, O S T ST A IEIRE D0 ALY

T a AT U v 7ERITHDL, v NBLT U, IS4

vosy KL OB Y Ul (P1) B O & O super

relaxed (SRX) W REED I AL~y ROEMEMNLTT

F U= Ul (ATP) MRS ES A 7 VEREST D Z L

W20 IERALOARIEIZ BT 5722 T O O IE 240

il L. PAZEMERARKRHLOANIE BE TR 1T B LRI RERE E

LVOT B4 % 4 %,

18.2 IDFRHILAATIZEITS ATP KSR A LD

EITICX S H1ER

< N\ H AT 1, in vitro lZBWT, BAEROE RO

F D ATP KRS A 7 NV HE L, 0D 5O%RH 2 i B

(ICsof) 1% 0.52~0.73 uM TIH o7z, £7o. ¥ XB LT

WX, SATUES (MYHT) (TP RTLCMRE O TR 1 25 1

(R403Q. R453C. R7T19W. R723G. G741R) #HT 5t NI

A VDRIV A I NVEHEL, ICofiL 0.65~1.31uM T

ot 19,

18.3 IDMEEER UMITEIEEIC X3 S /EH

E#HT v BRUA XIZBWT, =230 57 30 OULHE

NEERT S, LDERBEHKIEL—FT, 2 0mT

hiE N OVERIEICITAE R EE T S Rh-o 12 2,

18.4 LVOT E®REIZxd B4R

B 7 RLF V) U RIREENEREE 512 L 0 LVOT JRAE27FE L

72 FAZEVERE RALOEET L R 2IZBWT, v 3H LT

I ZIR T RKTEAOIC LVOT JEBZE 2 b S8/ 2Y,

19. BRI T HEILEHMR

— &4 -~ 0 A7 > (Mavacamten)

b4 6-{[ (1) -1-Phenylethyl]amino}-3- (propan—2-
y1) pyrimidine-2, 4 (14, 3#) —dione

A2 CisHioNsOz

Ay 1 273.33

fEER

PEIR - AE~HAGAOEKRTH D,
21. REBEH



22. e
(HALFAFR D TEIL Img)

30 47k [10 h7 &L (PTP) X3]
(HLYFAFRAHTHEIL 2. 5ng)

30 47k [10 h7 &L (PTP) X3]
(HLFAFRH THEIL Sng)

30 47k [10 7L (PTP) X3]

23. F =k

1) HRNEE: I - BIEFEAICEET 238 (20XX 45 XX A XX
H7#&#., CTD 2.6.6.6.2)

2) FENERE : WESNE T AR (MYK-461-011) (20XX 4 XX
A XX H7A&GE, CTD 2.7.6.3.7)

3) FENER) WM T AR (MYK-461-003) (20XX 4F XX
A XX A7&GE, CTD 2.7.6.3.2)

4) LB WSS T AREER (MYK-461-013) (20XX 4 XX
A XX B, CTD 2.7.2.2.8)

5) FEPNERL : WESNE T AR (MYK-461-014) (20XX 4 XX
A XX B7A&GE, CTD 2.7.1.2.1)

6) FLPNERL : WESNES T AR (MYK-461-015) (20XX 4 XX
A XX AR, CTD 2.7.2.2.10)

7) HPER  MmEREITIE (20XX 4E XX H XX HKFR, CTD
2.6.4.4.4)

8) LRl : CYP /3 FHEDFEIE (20XX 4F XX A XX H7&FE.
CTD 2.6.4.5.3)

9) ANl : RHEMNIZRYENREMEHNT (20XX 4 XX A XX HA&
8. CTD 2.7.2.3.5.1)

10) *ENEEL SN T AREER (MYK-461-012) (20XX 4 XX
A XX B, CTD 2.7.2.2.7)

11) *ENEE WSS T AR (MYK-461-018)  (20XX 4 XX
A XX AA&GE, CTD 2.7.2.2.12)

12) *ENEEL SN T AREER (MYK-461-009) (20XX 4 XX
A XX H7A&GE, CTD 2.7.2.2.4)

13) *ENEEL AN T AREER (MYK-461-016) (20XX 4F XX
A XX AA&GE, CTD 2.7.2.2.11)

14) *ENEEL WSS T AR (MYK-461-010) (20XX 4 XX
A XX H7A&GE, CTD 2.7.2.2.5)

15) #EPEEE - [EPNESITAERER (CV027004/HORIZON-HCM)
(20XX 4F XX A XX H7%&78, CTD 2.7.6.5.4)

16) #EPNEE) - WSS AR (MYK-461-005/EXPLORER-
HCM) (20XX 4E XX A XX H7&Z8. CTD 2.7.6.5.1)

17) #EPEE - WS IAEERER  (MYK-461-017/VALOR-HCM)
(20XX 4F XX A XX H7%&Z8, CTD 2.7.6.5.2)

18) Barrick SK, et al. : J Biol Chem. 2021; 297:
101297.

19) #ENEE} : In vitro FEZHFEHREER (20XX 4 XX A XX H
&G, CTD 2.6.2.3.1)

20) FENERE @ In vivo FEZNEEHEER (20XX 4F XX A XX H7K
. CTD 2.6.2.3.2)

21) FENERE : In vivo FEZNFEIEER (20XX 4F XX A XX H7&
. CTD 2.6.2.3.3)

24, XHkEERERUBLEDLE L
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26. BERFTEEE
26.1  HLERRSEIT

TYRARV <A, =R 27 A TRRASE
HORHER T K K0T 1-2-1



(SE1EH -
1

RE5FEE - R55A 4 8RH%

M. RBERUVAEICEET 58] O RIER]
RSB D AERE

2L LN LVOT [E #5875 = 20mmHg

LVEF = 55%

LS

1 H 1 2. 5mg T

LVEF <55% D& 13 4% 5-%

BltE L7222 &

N 1 H 1[A2.5m
LVEF=50% e
UL LR LVOT JE#E 35 < 20mmHg .
Tk &
o LH1FE1
m
LVEF = 50% .
LVEF < 50% RIE (K 35M)

2 GREMGHORERE
\ 15 RS 12 ERILUE \
3 S LVOT JE 3%
/ ’W’i’SOm:H ERE | BB L. ASERIRIC O T — | MR 12 58RI
o £ WA JHE L. LVEFS0% A2 25 | o B K ©1F 5 =
— AU BB MR . .
LVEF=55% PVR D I EHOHE AR D L
SRS LVOT RIS BB R AR L &
Wi 59 — Wran-Ha (12 #HfZE o
BIED 50% <LVEF<55% DT — IR 5y
" L L St AL, 12 | D BT 2 EIRAL T
= B = o e | VOT TR S
JLA LS LVOT JEf s m- %; i 30mmilg A5H>> LVEF 45 55%L4
< 30mmHg 12 FoHA) L bza—RED
o _— FEhtE D FIFR IR K C 24 B8R &
LVEF=55% FTHZLNTE B,
LVEF<50% || ARSI RS (K3 BR)
B3 WFNADRETLEF<50%IZH>1-BE80KE, B, dLOLE
| hERE \
LVEF=50% 4% | 5 12 EE%IC
HIED  |LVEF< 50% LVEF=50%Z NG IRIEEFD &> 1 B | LVEF=50% | LVEF ZfEs8 9 5, LA
5 [ P EETsET BB L C 2 5% T P pix, "2 ik
AR L., 5/ 4 8% o A EREICE -
T AR SR IZ LVEF Z i35, THREEZHET
%,
IRFERTS mg 72 - 7= 42
AE Img THR G- EHH
35,
| o1k R |
LVEFZ50%IZ | LVEF=50% ) 4 JH 1%
Img  |LVEF<50% | [mE+5%T | I Img T&E’Lfﬁﬁﬁ}‘ B\ ver<son
> »| 5P 4 EREZIC > BeGHk
B bie b4 LVEF % TEBRS %
JERIRIE o e




1.8.2 ZhHE « ZhR K OHE - HEOR TR oHCM

BMS-986427/MYK-461 Mavacamten
1 PREIIR (R) . FEIPRICEET I EE () ROZORERIL

1.1 PREXIIHE ()

PAZEME BRI L i

1.1.1 PREX IR () OREIRAL

mavacamten (L, 0 X AT KT BRI ORI T v AT U » ZHERITH Y . L DIL
MEIVRAERHCLE T 7 F L eI A v~y RO AT Y v P EMHIT 5 2 L T, OO
i 1) 2 e S, D O =RV —1HE 2 Il 2 BT ER T 267 5, F£7-. mavacamten (X,
JERFLLAAE (HCM) O FEJFK & SAD YT 2T OREIEBENANEN L, EEar 7747
A (ProRpgrelEss) OAEMMKAZEZUGE ST 2R B WHFINTND (FEVa— 25, 12
H)

ARFNOZHRE X ITZN R () 1X. ERNADOTA KT A N EEDS T PHEMEIRERBLLAIE (0HCM) &2
Wrsn-BEEZLR L LEERRBROBEEZLICRE L., B, ERNAOT A RT4 v T2k
HEIZRE 7R3 70,

WM 3 FHRRAERER (MYK-461-005) TiE, oHCM & % %42, mavacamten DA W % FEAMm L 7=,
AERITHHA AN ST 1L, KF (753%) 23 BEWIEEZ M L T\ eb oo, AR E L Th
BEREREECRER 7 & oHCM OJRBAB AR R R A2 A L Cuve, 20O X 9 ISARBR DR RERNIT
1% oHCM B O BREN K STz (BEY 2 —/b 2.5, 4221 H) , MYK-461-005 3B D
2. mavacamten 7B M OFRIREIZ & » CTHERIBFKBAIEICH LA TH DL Z L3RS,

MYK-461-005 #85R TF S AL/ R, KWk 5508k 2 3B (MYK-461-007, MYK-461-008) T
HFIERIZH 541, mavacamten D 3 FEH X HEHHEGIZXL 0V, NYHA OHEESH, D= a— kT
CMR /X7 A —Z AN SA A~ — I —DUENMERF S (B 2—1 25, 441H) , AT,
FE W 2R T O R ERARICFROAMENG LN (Y 2—/1 25, 62H) ,

AR U723RBRICIN 2 . JEMEME oHCM BF DR TH . HlEHE/ING# (SRT) Dl & 7 2 S RaTrE
CHEOEERMEAZEN S DN L BE 2RI, WIS 3 B (MYK-461-017) % FEfii L7z,
ARBROFE R, FEGFHEHEE Th 5 SRT O L EMEIL, mavacamten £f T 7 B ARERIZ L A~G B IR
L7z (BE¥=2—/L 25, 423.10 ) |

EWNE 3 FEEER (CV027004) OfER. EEFMHEE Ch 2 BB AMHZOLER K (LVOT) &K
JEERFE TR — R T A AZHARREERT (&FE) L. MYK-461-005 3Bk & OFELINEZFHET 5729
WCHRNCHE LT 2 DOREMEZER LT, IR ORZEFEME B OF55R1%,. MYK-461-005 #5k &
WhRFRETH Y . BARANDOFZIEIL MYK-461-005 FRER O E N OFIEDOFER LR CTH 722 &
No (BFEYa—/ 25, 4239 1H) | MYK-461-005 7Bk CHER S 4172 mavacamten D% 7 ¢ v M,
AAN oHCM BHEIZH L THRERICRD OGN D LB X 5, £z, EHNATHNRMEZER (FRE. 21T,



1.8.2 ZWAE « SR KL OHE « HEOFR EARL oHCM
BMS-986427/MYK-461 Mavacamten

B EE) NHEELLTE Y, PKIZH LN REZEN 72 <. CV027004 585k & MYK-461-005 iR DOF
MEDRERNFE THoT- 2 &2 E X A L. MYK-461-017 3B, MYK-461-007 B, & O MYK-
461-008 FABR THE LN - AIMEDORE RIT B AR NEBNE o HCM BBF I b I CE 2 825 (FV a—
V2.5, 621H)

HEAMERRBR (MYK-461-005, MYK-461-017, MYK-461-004, MYK-461-007, MYK-461-008) ik
B2 5 mavacamten (£ oHCM B 1Tk L CARMERE L, oIl EB A RER LT v 7 7 A LR
O BALTE, MYK-461-005 R D27 82 7 7 A /ViE mavacamten #E & 7° 7 B AR RECRIER CThH - 72
(E¥a2—/L 25, 53 ) . MYK-461-007 75k &% Y MYK-461-008 #RERIZFV VT, mavacamten @ 3
FEBZDEMEGICEY | B etoBRE R OEHFEFRLOFEEE (100 AF) OBINEE

b7, MYK-461-005 R & —B LIcfERM( G 6N (£ 2—/1 25, 5.7.72 5H) , CV027004 3
BROFERNS, BARNOREMET B 7 7 A LI, MYK-461-005 35 & O OOV R AR RER & K
L ERDLDIFRL, BARAHEOLZEN EOBRSITRO N hoTz (£ a—)b 25, 562
H)

Eik XV mavacamten |% oHCM BF 12K LT, BWARIMEL DN, EHEHA[REREEE T 7 7 A V%
RLTEY, KPEFFEOREIIE () % PAEMEIERELLAE] & Lz,

1.2 ZhEESUIZIRIZBE T HHER ()
5.1 TEMRPE D PAZEMEIE AR DR IE A (TR 542 2 &,

5.2 [17. FRRAGE] OHEONKFZRA L., BERRBRICHAAN SN T-BEOE = (ARG,
DEREE, ASERHERE) 208 L7- LT, oA RT3 L, HEGEEE
B|IRTAHZ &, [17.1.1-17.1.3 &4 ]

5.3 NYHA [DMERE IV E O FBF BT 2 G 3K OV BV TRENL LTy,

1.2.1 ZHRES IR RICESET 2 HE (R) OFRERIL
5.1

MYK-461-005 35 . MYK-461-007 Bk, MYK-461-017 3Bk, & CV027004 3RE5R THEZME D oHCM
BEEZNBRLE L2 ENLRE LT, WTINORERGE RS . mavacamten DA &hiE K OVE B Al FE
REENT O T s A NVPIRENTEZ E XY EEEOAEERE R LEREICERE T EE L
7=
5.2

BEZ L OREOEG IR HMHIEEIZIT O MERNSHDH I L2 EBE LRE LT,



1.8.2 ZhiE « SR K OHE - HEORREMRIL oHCM
BMS-986427/MYK-461 Mavacamten

53

NYHA BEEESTE TV EDOHBEFEIT- OV T, mavacamten DFEEHRE L TEENHI L DD, KRR T
OB GREEITIEFIZBONTEBY . YEZREIIRBIT 288 L OEZE2MITHETL. STV N2 &xn
LEEMET LI EE LT,

2 AEERCHE (B) . AEEKCHERICEETIEE (B) . ROZFORERAL

2.1 RERCHE (R)

WE ., AT~ A" AT E LT 25mg % 1 B 1 EEOKRGOLGL, BEOREIZE T T
WHEIEH T 5, 72720, REG®EIZ1E 15mg &7 5,

2.1.1 AEROCHE (8) ORERIL

REEREO AE R O E () CTid, AAIZIE mavacamten %2 5mg & 1 H 1 B O& 5058004 L,
DI — A XV HE LIRS [ZEEBRHE (LVEF) KOS A1tk O LVOT
(VLVOT) JE#%] #iEE e LT, BFEOREIS U CHEZEEHEMT & Lz, £/, 1 BO
e KRG w3 b U 72 BRI D E 1H 15mg & L7z,

ML 3 MEER (MYK-461-005, MYK-461-007, MYK-461-017) @ FHiEHEIZEV T, mavacamten

ORMEHEE LTS5mg 2 HV e, WTNORKRERRER S, JEFENE oHCM B ICx 2 520, K&

DRARARERLEENET 0 7 7 A ADRENTZ (FY2—)b 273, 422, 423, KX 426 H) ,

MYK-461-005 7k & OFER ORI 2 MRS 2 Z LA B E Lz CV027004 3B TIL, MYK-461-

005 FRER DOt G & el U C— IR E DMK < . CYP2C19 poor metabolizer (PM) DE|E A3 &

AANBEORZEWEZHSET S & & BT, MYK-461-005 #RBR2 5 OZE W & B/ NRICHN 2 7278 B ilbhx
—ZHES S HEREIEZ RN 2720, BMHE L L TRV 2.5 mg 28R L7z,

CV027004 #RERD Week 30 Ff5 L T MYK-461-005 7k D Week 26 I D H-EIX, WTLoRER D
5mg XN 10 mg [CV027004 : 4% 10 f5] (26.3%) . MYK-461-005 : 5 mg 60 il (48.8%) . 10 mg 40 fi
(32.5%) 1 WNEmotz (B =2—/ 273, 422 KkN42.71H)

CV027004 #ER TIiX, MYK-461-005 3Bk & [FER O AT bz, 5 1 BRI GHEBR (MYK-
461-011) IZHBWT, HRAELEAAT PK, ZEMELORFMHEICRERZTHEOONTELT, £
REEFSEm B RBMEIT OFE R, RiEZE (BARANZNEN) 1TAERIEE R TIER2 > 72, CYP2CI9
ma%ﬁw%ém%ﬁfiﬁ%%@%%ﬂ%ﬁéﬂé%@@ MEKROHE () TiE, 20 k)
REBEL GO OBEFEORENEWRAT 272012, BHOHEEEESNRE S, LEIDE
Ufﬁ%ﬁﬁiéﬂéoik\ﬁ%%%ﬁﬁﬁﬁwf(ﬁmm9%ﬁm B 5T Smg O ETH
5%%#Lt@ CYP2C19 PM #BRFIZHB N CH AR ARBRLZ R T v 7 7 A AR RSNz, S

. FHEEFFEYENRE W& FE - )& modeling and simulation (M&S) DFRFEHEE S0 & HEERFD HE &
OH&E (8) NV A LRI (B =2—/1 273, 42.11H) ,



1.8.2 ZhEE « R L OHIE - FHEOREIRIL oHCM
BMS-986427/MYK-461 Mavacamten

PLEX Y BARMNEGEM oHCM B I2X LT 5 mg TOIREFMENZ Y TH Y . FEERr O HEE Y
HE (£) 1296V mavacamten #5925 Z & T, B/ Y AT « XX T 4 v b a 7 7 A VR ERE
TEx5EERT,

Z Dk, BLERFEAGEHRBEOFREDOBE T, HAANIBWTHBEHESL Smg & LIZEORZEMEDRR
AEEEL, BEHREE 25 mg lICAH L=,

2.2 AERCHEBICEET I EER (R)

7.1 BEBRGRTIZ O 2 — BRI L 0 EEEKH S (LVEF) %5l L. LVEF 2% 55%:Ai O &
HII¥EZBB LW L, [8.3H]

7.2 BAGEHEIZ 1 B 1[E25mg & L, HEEMEHRFLITEREALSZIC 1 BT M E I IREE
752 &, 220, b EEEIX L A 1A Img, IcKRKERSEFTTIH LB 15mg &35

&,
B 1 2 3 4 5
EREEN ¥ 1 mg 2.5mg 5mg 10 mg 15 mg

7.3 BEBME 4 A%, Dona—BEICL D ST L ANAREHOLEEFREE (O en
LVOT) JE## K ONLVEF 2R L7z T, 74 IR HEFEEAE TRV | By PERE X
I EHEFF 252 L, [74. 8&R]

74 FEBA 12 HELEET, D E b RBERZ b a—REICL Y LY LN LVOT
JE#: 72 % OV LVEF Z#fEi L7= BT LA O HEREIEEICHE W | B &SI R 2
g5 2 &, WERIZ12BEMLL EOMRTITY 2L L L, #HELESAE. 4 EMZIL
T a— A% EE L. LVEF 2% 50%A 1272 e VR B B# O HEZHERFT 5, BEN
MEFFR RIS L7z Ll s 2856 (128 2 L 00— o — T 2 [BhEke L T30 e
/X LVOT JE# A 30 mmHg i 2>> LVEF 28 55%LL EOA) | b a—aE o FhE D
MFRIT R R C 24 lEETHZ LN TE D, [13. 8.2H]

FH S i AL
Do — R 5B OFE
B 5B 4G 4 2LV LVOT JEREZEDS 20 mmHg R | 1 B P E

73> LVEF 7% 50%LA I

2L LN LVOT JEREZE2S 20 mmHg LA | #EF
73> LVEF 7% 50%LL

P 5Btk 12 FEF LA 7L LR LVOT [E#Z578 30 mmHg LA | 1 B &
77> LVEF 77 55% |

2LH LR LVOT JEBZES b B9, HERF
LVEF 28 50%LL E. 55%1i




1.8.2 ZWAE « SR KL OHE « HEOFR EARL oHCM
BMS-986427/MYK-461 Mavacamten

2L LN LVOT JE# 7)Y 30 mmHg A
7> LVEF 7% 55%LL |

7.5 AR G-BIME . LVEF 28 50% AT 1272 o 725 A1%. UL RO REAEIZHEV, AFN 2R
el e RS T

IREE Je O 11 v

PREEFHAE | LVEF 23 50% KT O824 . LVEF 28 50%LL BIcEfE+ 5 F T2 < &b 4 FRIRSES
60

LVEF 28 50%LL EiZalE L7-1%, RSB 0 1 BRI E L CRE 2 I 5, 7272
L. 1mg &5HITRELZHAIT 1 mg TREEZFEET 5,

BE5HENS 4 BE%EO 12 #RI#%I12 LVEF 2R+ 5,

HPEJEYE | 1 mg % 5-F1Z LVEF 28 50%AR5IC K DRI L, 1 mg TOHRGEHHENS 4 BEEIC
LVEF 78 50%AK5 (272 » 72856, BE5E2F1E+ 5,

7.6 ARG RN L < IZPRRED CYP2C19 PHER], XITHREER L < 1X59 CYP3A4
FLERI OB G 2B U ET 2558 13HEL 1 BEEE (1 mg 2 &5+ 055 13K3K)
L. 402 LVEF 258345 2 &, [10.2 /]

7.7 ARG gRE L < IZPRREO CYP2C19 A, vy, PfERE L < IiEiHn
CYP3A4 M O 54 I ATHET 255 1THEL 1 B E (1 mg 25 F 0545
TIREK) L. 431 LVEF 2R+ 252 L, [102 /]

7.8 AHN 2 RIMHET 6 » ARG L TH, {BEKSHE LI WEGEAITIR, AR &G4k
OB EREFTT 52 &,

2.2.1 AEEROCHEICEETIEER (RB) ORERIL

HEROHE () 1%, JEREME oHCM OEBE %4 & L7z mavacamten DY A7 « XX 7 4 v b &
RRETDHZEEZERE L, BEDPOIRNRFETKBENEHE A RICEET L2 L 2R
HI-DIZRE SN, HEMEIE. oHCM BF OI% L CHEERRKRKISERE CH D VLVOT Ei
7% & LVEF OR3-S X EEIZ/TH4, mavacamten DFFE Sz eME EORRE TH 5 ILHEHERE
55D U A 7 (2K L, LVEF 50%A0 & 518 & UK, &G f IR Y% 3% 1) 7=, LVEF KO
VLVOT E# 72T, HCM B ORFIR E o EIRE L 1ERE HIZB W TEHRIC AW i D IR HER) 72
DT I —REOHEETH Y, EBETELL HVLNTW D EMK Lo 2 —E 2 H &R &R i
THZELELE, £, VA ZILIZRET 5720, BRRBRT — % LT M&S ORIk
DE, BREBRICHEANL Y RSESh 2 EEE M 2% E Lz, HELAUHE () ofiigz
Table 2.2-1 |27 L 7=,



1.8.2 ZhHE « ZhR K OHE - HEOR TR oHCM

BMS-986427/MYK-461 Mavacamten
Table 2.2-1: RERCHERE (R) OB
RERVCHAEZ (R)
B4k H & 2.5mg
mavacamten D¢ 5-A[REH &, H I mg, 2.5mg, Smg, 10 mg, 15 mg
R R LVEF. VLVOT J£#:7%

T 2 : Week 4

PRI/ PR 5 S22 \
RHE/ R BIRLD . Week 12, R OVERLAMEIE 12 8/ =&

JH & A 2 VLVOT J£#7 < 20 mmHg 7> LVEF > 50%
JHEE LY b VLVOT J£#7 > 30 mmHg 7> LVEF > 55%
IR e LVEF < 50%

@ JREOERIT, BEHB4EMEZICHRET 5, HERERMEICRY LI2GE. HELE L BEEET 5,

bOEESHER I EICE L L SN GE (12 B 2 & o0 a3 —fAE T 2 [EhERE LT VLVOT JE#
7278 30 mmHg AJii2>> LVEF 28 55%LLE) | D a—REOEOMIREIIRKRT 24 BT &
MWTED,

7.1

mavacamten |£ LVEF Z{& F 3, IE#SEREEICLI D OASZs s ITITBEND b, 20 LD
VAT FalkEd 5720, RGN L= 2 —AIZ LY LVEF Z5Hfi L. LVEF 2 55%AH; D
BE I G EZRB L2 & b Ln, AT, ARlOEEYET —% 20— ML THRE LT,

7.2, 7.3, 74

HELOHE () 13, L= a—TCHIE LR KG (LVEF XN VLVOT L) ZiEE s LHE
HEIEITH 2L L LT, AEASEEOR EMRWLE L TR LTz, BEHE (2.5mg) 122V Tk,
211 HAZHROZ &,

FEFRE R

MYK-461-005 7B TlL, mavacamten O BAAAH T 5 mg, 1 H O 5 wHe/e H &H#iPHIL 2.5 mg, 5 mg,
10mg, 15mg & L, MiEHF3EY ~7 7REKR L2 —7 —4% (LVEF KO VLVOT J[Ei#k7) %15
FEE U7 hE, R A 1 BeBEE SO EMns L 72, mavacamten X, MYK-461-005 iR5#% CT5 511
BB EICBW T L CRIF2EAAMLZ R L7z, LVEF 50%ATH~OIERTIEmTH Y, BHHEi#
\ZEHE L, "R Td o 72, mavacamten D IMAEF N N Z 7 PR EEAHS 700 ng/mL #i7>-> 1000 ng/mL A&
WCThHd L&, LVEF O TIC—B LIETHESC—BEITRO b ho T, RRBAER LY.
DT a—MAEIC L DEERE (LVEF &Y VLVOT JE#ZE) OFFfIE, i 38 & oM & v
b, EAEOEIKRFEEZ BB LZHABEREICHE L TS sz (FY2—/1 273, 4221H)



1.8.2 ZWAE « SR KL OHE « HEOFR EARL oHCM
BMS-986427/MYK-461 Mavacamten

MYK-461-007 iRBR Cl%, BB T 5 MYK-461-005 s BROFE R4 ¢ &\ EFEEEICEE N
biviz, MAEFEYRE 2 B EEIC, Do 3 —MAEIC XLV HE L7ZERREOS (LVEF 2O VLVOT
JE#7E) MDA Z & & L, mavacamten D MBEHIEMIREEIC LD WEITITHORVWZ L, I
£ TIZ MYK-461-007 3R5R CHIEL I 72 mavacamten DR EOF R K OB EFMIZ. MYK-461-005
AR THRINT-bDOLE K LTV (BEY2—/v 273, 4231H) ,

MYK-461-007 38k Tl%, VLVOT E#7E 30 mmHg PL T & BRI R SO IS FED <o AL LT
7273, Week 4 TR S ALTZHBRE & 502, 2 D% Week 12 THYEILME~ DY OF A FRFEE L 72
FER. BEOREEZHR LN D, IBETORLEREE&EOEBZ M2 57-HI121%, VLVOT £
2 75 DY LR YELT 20 mmHg AT 28 Y &M L=, £72. M&S O RNS 6, VLVOT JE#k
20 mmHg Ajifi O P EEEZ R E LI AELOHE () 1L TRHRY AT « XX 7 ¢ v K
Ta Ty A HRREEE N, FER O R (%) 123 T, mavacamten |2 K 2 VEWEBHLS 4 1% DI
BEORfE L LT VLVOT [E# 2 20 mmHg Kiifi 2 V5 Z & T, BHOFEERIG S, BREMEOFE
iz FREIC L. 1BHRAII ORIy DOBFIZHB N TR ERORE(LNAEEEZEZD (FVa2—/b 273,
4241H)

CV027004 FRERIZH N T H Do 2 —THIE L 72K OG-S < HEFE T, HE#EREo
LVEF ML UC, WA OEERRER CERH Sz %E (LVEF 50%LL ) 12k, OofRSFRY7n JL v
(LVEF 55%2L ) ZHWe, ZoORET HEOHEENSIR S, WEICHEW TR S5 0/ IE
RE~DORBITNE 2 2T DICRE Sz, HIELAUCHE () CBWTHHEREIIHWD Z L%
WrE2LD (FVa2—/L 273, 4231H)

D a—RECRR

FEROHE () CoLza—REORRIL. U A7 KM OEKRERICE N, L0 RIES
D7 BTG, RO G- BRMA% RO HEREOEESEZRE Lic, T Ok X0 RSFZ2 A &
ARE AL, ERARRER & Hele L C LVEF 2% 50%Ai & 72 2 B OFIG 2 S8 5 L Fllain b,
L7223 - T, REEEOHIC XY LVEF 2ME T % alaetEn3 & % CYP2C19 PM RARVMAEH D BF 2
KL THEEMEE L VBEICHRTEDEE 2D, HIELUHE () Tl 5% 12 B LD
FHRUBRIL, D2 e 12 B L IDbhe a— A CHARMKIG (LVEF X T VLVOT [E#7) % 3
THZEE L, HEZHMETZHA. HEO 4% E 2 8Bl% (bbb, BE 4 BEZOL
T a—FHli D 8 W) DL a—FHliAITV, HEICKT DEBRROCETHE T2 2 & & Lz,
M&S DRFHERIZ LY, 2ok EEZITo b a—RERRICEL > TRIFRY 27 - X3
T4y T T ANADRENT (FY2—/1 273, 42.101H) |

MYK-461-007 #8 > EXPLORER-LTE =2 4~— K (Bliklk Toh 5 MYK-461-005 557> 54T L 7= B
#) TliX., Week 156 (9 3 4F) LIEO.LT a—RAEOHEEZ 12 BRSO 24 BERBICEE L,
ZOEEMN LVEF OIKT (50%AiM) &K OHEREROBIEGICHEZ KT T 2500 L7285 E.



1.8.2 ZWAE « SR KL OHE « HEOFR EARL oHCM
BMS-986427/MYK-461 Mavacamten

mavacamten & G-RFOFHFFHRORBURDUTIEVTFRO bR o7c, £72. Week 144 LIREIZ LVEF
DIET  (50%A0) 1TF8D BT Week 156 LARE, 13T TOHERE D HER H & T mavacamten % 4%
H-Z3LTW=, LVEF OKT (50%Aj#) 1%, mavacamten OFG-BRIA ITHEE T DBERZIZE %
BLTHY, MRFHEIZELZLERIE, 24 BFERO.O— 2 —dE L 0 IGEERERE O U 2 713274
IEBITE D 2 LR, ZOMRLY BEDHEFHAEICELZ LIRSS (12 @
ZEobT 3 —A T2 [EhERE L T VLVOT E# 7S 30 mmHg AKJii 7> LVEF 73 55%LL EDO5E) |
DEA—REOEMIVR L L 24 BT LEOMETITO 2L L (FV=2—/1 273, 4210 H) .

bRy . FERUOHE () oL a—mERRIL, B7E7e LVEF O TAM L, x4
DI2DDORERERUET D L &I, AIMEEZ R TR HE~OEY R EE A TRIcT 5 LB %
%o BUEEITH D MYK-461-007 SBRIZISW T, £ 3 FM OIERHIM 428 L TZE L7- mavacamten
DI FEYPEIE . VLVOT [E##, M OVLVEE VR ENT, Thb0TF—21%, AELOHE ()
DL 2 — A MR, mavacamten DIERIZBWTERER Y A7 - XX 7 4 v b a7 7 A V&R
T EEEMTTND (FV=2—/1 273, 4210 H, MYK-461-007 Interim-3 CSR 9.2.1 TH)

7.5

MIEKR O (%) TIE, LVEF 50%A5 2 AR Ok O e L UTRUE Lz, Z OREMED, IR
AR THHW b,

MYK-461-005 35k, CV027004 #kliR 4 5 Lo D EFIRFER Tl LVEF 50% A D HEHELISMNZ . QTcF
IFRAE & 2 TR BRI OIRERIEAE L U CRE LTS, IEW MW K OMEEEABR S Tid QTc RO IER:
DRDHNT b DD, oHCM EE Z x5 & LT FRRER OF5 R Tl mavacamten D512 K ¥ QTcF
MM IER T 2T bNehoTlz (FY 22—/ 25, 5345 H) ., Lo 7T, QIcF MMER I
MEROHE () OREROFIEOIEREL LTIV & & L,

BAEETOL 25, Rk ERER TH D MYK-461-007 388k Tlx, (KEIEEHETH D LVEF 50%A
A~OMTIE, 2061,7231 61 (8.7%) (B HNT=DS (FiPH : 30%~48%) . ZiLH DOHGIIIEHRSE
M EFBE RS CEM S 7o b 3 —FIC K o THEEICH T S, IRERICEE LA CTh -7
(BEY=2—/12.73, 4231H) , £7-. CV027004 kB TliX. LVEF 50%AM25%Y L7 g8 13 1 1
(2.6%) THoEN, HEFLZORIUIRO bReholz (FV=2—/12.73, 42.71H) ,

Fl LY, EFEEECOLTa—I2X 5 LVEF OBEZENLAEIX, mavacamten Dl 5] 72 FEL S &
R ERE A RE LRED I 217 5 720 Ot e HiETH Y . HIELUHE () TlE LIRS
FEE (LVEF 50%A0) 13RU THHEEZD, $o, BEOLENEHET 5720, 1 mg &5H
|2 LVEF 7% 50%A0i 1Z L VAREE L, 1 mg TOHRGHN O 4 W#%IZ LVEF 25FE 50% A2 72 >
oA, EERIETAHZ L LT,



1.8.2 ZWAE « SR KL OHE « HEOFR EARL oHCM
BMS-986427/MYK-461 Mavacamten

7.6

PRI R E SR T T LAWY I 2 L — a3 ik o Ty CYP2CI9 FHEHKIE @ DDI %4
CYP2C19 EHHAZ - 0 E LA, CYP2C19 FHEFIOPE 512 LV . mavacamten DURFE AN
FENSHRERENTA Z ENTHIENT. (FEV=2—/1 273, 4291H) |

Z DOt BIEIRFEAGRHFEOEA OEFE T, mavacamten D 5 HHZHRWE L < ITHFEE D CYP2C19
PLER Z & GG X ET 256, AKOBZEENHNT L2 LBEINDLI L2 HE 2.
mavacamten D EZJHET HZ & & L=, F7-. mavacamten DK G HFIZHREELE L <I1E5H W
CYP3A4 [HEHEH Z 5B XITH =T 556, CYP2C19 PM A TORE & O ORI,
CYP2C19 PM LIS DBFE DS HFFEEE D CYP3A4 [HEHZ OFH L7 BROIRGZE O ORE (1.16 £5)
LD HREWVATREMENGE TE 2V L 2EE L, mavacamten DHEZFETHZ L L LT,

L72723> T, mavacamten DG HIZFRWE L <ITHFRRE D CYP2C19 PHEHA], IIHRERERE L <IE
F90 N CYP3A4 BHEHSI 2 £ 5-BA16 X I3 &7 5555 . mavacamten D&% 1 BB E L (1 mg 2 &5
HOGEIIIREE) | Z0 4 BEZIZ LVEF 22 L, BEOREZEEICBE T 2L L LT,

7.7

mavacamten O 5-H11Z CYP2C19 3% CYP3A4 3357 2 1 IE U T D56 45 CYP FLEA & #
SR IIHE T A4 & [FIRRE £ C mavacamten DOIEZB RN EINT A A[EEMERH 5, % CYP FHiE
FOH I, mavacamten DHBREEEITEFRIEIZRK D E TRIRIZHEMNT 2L E2 6N, ZOMBEED
REEZTEEREBETHIZENEETHD, LN > T, mavacamten DG HIZIRVE L LR
JE 0> CYP2C19 FHEAI, SUiRvy, RRESE L <590 CYP3A4 FHE A OG- 4 ik ST ET 585
A1% mavacamten O HEZ 1 BEERE (1 mg 2H&5-FOEAIFKIE) L, 4 HH%IC LVEF %R
L., BEORELHEEICBE T 2L LT,

7.8

mavacamten OFIFET 1 7T A TIE, BARTEROUEE IR ER G HIR T 4~6 » AL, £ D
FBIENE o TV D, F, T4HIZBWT, TRESHEFFHRICEL s nzhme (128
W& o= a2 —A T2 BlEk: LT/ LY 0N LVOT #2723 30 mmHg A 7> LVEF 28 55% L4
EOBE) | bma—REOFEMOMBITR K T4 M ETLHENTED, | ERELTND,
PLE X0 EZEEIROE O OEEME B E 2 | GRS TS DAL WA mavacmten O 5k D
Az iR 2 MM E LT, R HEICE L% 6 » AR &ERE LT,



1.8.3 EH EDEE (22 KUZE O EMRML
BMS-986427/MYK-461

oHCM
Mavacamten

1 FHLEDOERE (8) RUEORERIL

R LEOERE ()

R EARAL

2. ME ROBEIZITEE LW L)

2.1 RHFND A3 LIBUE OBEERED & 5 B

2.2 Wl SRR LTV D RIREME O & % et [9.5 2]

23 A hTaFy—n, I An~AL L UESAREAl. R o) —

N Rty = U N FEASHERAL av Ry MERRAL
vV F=T, =LA TR, vt AT Vadw
AV, IT7=2F VALY - I YT RA M= AERGFROESE (1015
]

2.4 BEEOFHERERTE (Child-Pugh 50%E C) ©0HHHFE [93.1 2]

21 — M REEFEIEE L
TRE LT,

22 FEERRAER (7> &
M7 HX) 2BV T, IRE
FEAE R M OMERFIEME DGR
LNTEY, EmiciEks
FTRETIZRNVZ b
T L,

2.3 RHNOFEMIEAEAEHIZ
BE 9~ 2l o 5k Bl i 45
5. CYP3A4 BHEAI & OFH
L7c%a . AF O R E
LR S5 AREEN D
5, I b oA T
CYP3A4 Z5E<BHE L. Al
ERmS bbb+
NRHDHZENLHFEL
Yl

2.4 EE Ol EEH
g & LBk OV
AVEA RIS & U R R R
WL LTV, AFHF|
LB CRE S, K
Flom AN EF L. #l
ERmS bbb+
NRHHZENLHFREL
Yl

8. HEAIAKMEER

AHNX LVEF 21K T &, IUHSREREEIC L W DAREESI S ZT8%
NRdH 5, AFEG L, EMICLT a—REEZITV., BEOREE
(S Y LS LVOT 7= RN LVEF) 2 E=F U 7452 L,
[7.1. 7.3. 74, 9.1.1. 102, 11.1.1 ]

ARFN PG K0 I e P
FICL DR EEG ST
TREARDH Y, EHHIC
DT A —REZAT ) LEN
HHZENBRELT,

9. BEODEREATHEEICHETIER

9.1 APHE - S0 H 5 BE

9.1.1 IVMEHEREMEEIC L D LAED) 27 NEmEHBENNH HBE
(1) REER (EMEN T ZF oo = b v —) LR B ORI AR
aEte) HOBEERAIEDSH HHBEE [8.. 11.1.1 BH]

(2) DT (B EEIR SA 7S RGN, FREE T, OAREIBRIT. O
@fehE) #5285 [8., 11.1.1 ]

REERSE O FEE 22 A PHE D
b 5 BES LR TAT &2 %2
5 EBF T, DAEREREREE
LAHALDREDY AT BEE
DEENDDHDHZ ENLR
E L7z,

9.3 ATHERERE E B

9.3.1 EEDITHERERE E &
HExEE LI-A3M RO
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R LEOERE ()

R EARAL

9.3.1 HEFEDATHEREFEE (Child-Pugh 43738 C) D dH 5 HEE
B LW &, AAlOMPRER EH L, GHEARES HHbbE
TR D, BEONTERERERE 255 L UBRRBIIFEM LT

20, [2.4 ]
932 JHEREREEOH 5 BE (FEEONHRERT (Child-Pugh 534

C) OHLEEERL)

AFNOMPREN LA L AREMERH D, [16.6.2 M)

et fEiE L U7 R
BRI EM L TRV, A
A F g TR <,
AFNOMAPPRED B L
BMWER B bbb dE
FNRHDHZEMBEEL
Yl

9.3.2 BRFE K NP ZEFE DT
BEREfRERE 2R e Lz
BE IR AR BRERE L 0 . P EE
BED B 5 BE TIEAK O
R 2N 54 % AT RedE
NHDHZEMNLRELE,

9.4 ANREEH T HH

WEIRY 2 FTREMED & 2 VEICIE. ARG R Oeié e 542 4 o A RIS
BV THEES 2 BV R CE Y 2RSSV TR 5 2 L, [95
Z ]

FEERIRRER (7> FEROY
H) BT, MESEE
R OMEFTENED GO b1
THY ., MEiRT 5 aEtED
o D LMEIZIIARF OB 5+
KO &E 5% 4 » H R
(CYP2C19 Poor Metabolizer
BT~ AT iEE
IO 5 FETH YT 5
) (2= -> T, oI
A2 ERTHOLENHD Z
EMBRE LT,

9.5 i

IR AR L CW D ATREME D & D ethlid, &5 Lanz &, @iy
B (Tv PEONTHX) I2BWT, BRREKIESE R L RREOREZEET
IRETEAE ] B OME AT TEAE RS FRD BT 5, (2.2, 9.4 BR]

FEEERAER (7> P RUY
B) IR\, IWESEAE
L OMERTTEMEDR B D B
TEY, B4~
XTIV ENPLREREL
776

9.6 3L
WAL WZ ENEE LW, RANTHHFICBITT D[RR H 5,

AH X xE oRE O
BATHEIC W TG S
TWRWR, v T LT
OB FHIMEE K OV S
NI FERRENG,
WZRBATT DR D D,
B2 L= sr A IR Tl
WRTxE 3 2 ARA DB
HTHO, BETERWNT
EMBRE LT,

9.7 /N
INREE RS L LT IR ERBR TSN L TRy,

E I I TREA = Av 72/
W kI G & U T B IR AR
TN ENBRRE LT,
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FEALEOEE (R) B EIRHL

10. FHAEVEH ﬁﬂ@ﬁ%%%ﬁ%?é%
AFNE. 12 CYP2C19 KR ONCYP3A4 12 k- CfvEtsh 5, [l64% | WEtiliz,

M

10.1  PRFHE=R BFH LW &)

HKF 40 %

HRAREIR - $E T TR

HFr - fEbRIA T

A hT7ary—n
(A FU V=)
AN =0 G
LR

(ZZ VR, 75V
vy R, Ry
7 TIR_FaT)
AUy —n
(74 7= R)
R at > —n
() 7% 7 41)

U I eLE A A
(v hZ7, /—Vv
VARRAE S =R A
ALy AE Y NEA
g
(Y=Y, Fv
RA ¥, FLva
vy 7 R)

Y F=7
(CHT47)

T v hLENL
WA

(Va3 —n)
nr7 =7
(VFT )
VattwA Ty
(Ta~A)
STV RR
IV A=)
(A7 4—H)

[2.3 ]

ARFNORINEH D338 S
Ao, R RERRE (Z &
DILAREDY AT D&
FORBETNNDH D,

B OEHIN
CYP3A4 =58 /112
S A R e I
AAFN O M PEEE DS E
HI 5 AN H
Do

AR Ok HAER B9
B HEER A BRRAEE S |
CYP3A4 [HEH & OFH LT
A, AF oM PEEE |-
HEErrm@EERS DL, =
NS OIEHFNL CYP3AS %5
<PHFL. AWEAD L &
LONDIBENDRHAHZ &
MOBRRE LT,
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R LEOERE ()

R EARAL

102 PFRHEE (DFHICEETDHZ L)

HKF 4 %

AR - B T TR

35 S S

RO X RE O
CYP2C19 BHEHA

T aF S —)u
THRFH I
Fru vy
(7.6, 8.2/ ]

ARANDRIVER A &
Ao, IURARERERR T I X
LOLAREDY AT G
BTN DH D,

B oK F R
CYP2C19 #%#[HET
HZ LTk, K
A o i HR R FE Sk
AT DAEEN H
Do

5\ CYP2C19 BHZEH
FRAT T — L
[8.. 16.7.1 ZHE]

AH D BIE 23 1 5 S
o, IAERSRERR 12 X
DHILAREDOY AT BE
EHBENRD D,

ARG PRIz BHD
AN D 5% Bl A %
HET L2561, KA
D EEZETDH L L
BT, BEDOIRREAH
EICBIZET L L,

B oK F R
CYP2C19 #%#[HET
HZ LTk, K
A o i HR R FE S B
AT DAEEN H
Do

el N G b = A
CYP3A4 [HEH

AN D RIVER 28 &
Ao, IURARERERR T I X

Nl (SO IR
CYP3A4 % [HET

A AR HOLAREDYATRGE | D ik, K
- N FHBENRD D, A o 1. A PR EE S B
; UN
SNTTE B35 AR A
=) Q=S P4 2
TV =TT )=
“/\‘:L“—7\%r
[76. 8. 16.7.1 &
iy
BN XX RRE O | KFOFMERETST | Z 5 O 3 AR
CYP2C19 #FEH| LDBENDD D, CYP2C19 %#&HiE4
VAT NN ARLBAFIC NS | DS EILLY R
[7.7. 8.5 DR OFe b7 ik | A O MR K
R S L UERERE | T 2 WREMED B
EEICLDZLALDY | Do
AT BEEDLIBENN
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AH| O FE A AR BT
%R IR AR B AR B |
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BA . ARFIO Mz -
HEEraEErH b L
MORE LT,

AF o> H kR A B
% ERIR R BRAAE ZE  D |
CYP2C19 # & & X I
CYP3A4 FHEH L OFH L=
PO ARHI O I o R A K
TERHEERNHD &
MBRE LT,

F7-. AHlL CYP2C19 #Hi
I 1T CYP3A4 FHEA 4
Az zn s oA % ik
YITE L 7=5mE . AFlD
% F5- S5 ke
MERHDHIENLHERTEL
Yl
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#EREDOER (R) R ERHL
U o 7% E ISR
ML, BFEORREZH
HICBR L 2B 6ERE
THZ L,

11. BIEH 11.1 AFHE 512 X 0 IHERE

WORBWER B 5 s = L Wb 5HDT, BEE 3, Ring | BEEEZISEZ ST
%

Tyl

o I B A L 5 A UL 5 72 AR A7 5 2 & by MR LD
JoE &) N R R

L1 SRR DREES X R EA D

1111 A4 (BEEAH) boZ b, HRREIE

IS RERE I LD DARZEZ T2 D5, b MdtET MY v AF | BHIZiRE LT,
IRATT RRIBEAN #5777 77 A > (NT-proBNP) O ERDBRLONTZY | || 5 Faapepgkas—» %
B SUIPERIREE, MadE, K07, BE. PEOREENEIUUIEELL | gra -3 1% Fic
LA, BRI OIEEE ORI 21TV, RS I IR O] 2 & &2 1T o T E RS A S
5Tk, [8. 9.11ZMH] L.

2

11.2 ZofogHEH o EH N HE 3 MHHRBER

1~3%Ai (CV027004)
R R R FEED E VN, FHR o MEAMES 3 AEFER (MYK-
—i - YRR LU | BT, R MEIRAE 461-005)
DIRRE o VSIS 3 MHRER (MYK-
R LS, B 461-017)
PR, BERE X OMGERR R 5 VEVERTR R, TR DR
R SR 35 I OVRE ALtk b AT
(NP N SR H R 3
14. #H EoOEE 14.1.1 FEAIZ RO EE &
141 FHIAHEOLES LTRE LT,
1411 AFIEEFITKE L HICRASES L, 14.1.2 PTP > — hlicic Py

14.1.2 PTP AEDIANL PTP > — F B HY H L TR % X 5 feiE TOESIHERE LT

T 52 &, PTP v — bOREMKIZ L Y . BHWELA RIS BB R A~TIA L,
FIZIIRAEZB L CHERIRR S0 EERASINEL R T2 03
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1 ERNO—RILF (JAN)

BHN5EE9 H 15 AATEREEEFE 0915 25 1 T X @m S,

R EE L — AR B

B 304-8-B4

JAN (HAA) =AW LT >

JAN (3% 41) Mavacamten

{[#==>2

(HAA)

6-{[(1S)-1-7 = =L =F LT 2 ) }3(F 0802 A N E Y 2V U2 4(1H3H)-V A
(F 4)

6-{[(1S)-1-Phenylethyl]amino} -3-(propan-2-yl)pyrimidine-2,4(1H,3 H)-dione

{LZEHEER

2 EpE—#x% (INN)
r-INN

mavacamten

INN [N #R5E

International Nonproprietary Names for Pharmaceutical Substances (INN), WHO Drug Information, Vol. 31,
No.3 (2017) List 78 (p.538)
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BMS-986427/MYK-461

DIFEHFAEROE L0

oHCM
Mavacamten

1 B - BIREOREEEEHNOE LY

L4 - Bl

6-{[(1S)-1-Phenylethyl]Jamino}-3-(propan-2-yl)pyrimidine-2,4(1H,3H)-dione

[ SEE2
WRE - ZhE PR ZEME AL R AL D i
F - B WE L RACIE AN AT E L T25mg & 1 B 1 REROBELG 2O L, BEOREE
- IS U CHEEHINT S, 7277 L, ARES R [E 15mg &1 5,
BISRSE DFRE
JFH =N H LT
R4 K O BIHK . H LA F AT TNV Img (I AT RAF~ A LT U E LT Img &F)

IS - 43 B

AL A AD TN 25mg (1 B TBAF~ "B LT ELT25mg &H)
T LA FADTEIL Smg (1 h T RAF~ D LT LT Smg &)

7

IS A s

BRSO EIEE (mg/kg) 2
v A iid 6.1 mg/kg
~ A i3 7.0 mg/kg
7 vk i3 10 mg/kg
A X A1 30 mg/kg
&K E R
BEHH, #E | ®E5E EEME Jor
EkY/L: o (mg/kg) (mg/kg) EPTA
7> b |6HMH (qd) . |03.1.0.3.0|1.0 0: 301, CEERESM (M) | O
o AR, D RZEME, BESR O#RE e OViE
b4, DI 281 & OVRAE I ONT
FRRE D JAEVERARIR T & ORSE
FECHIOPT A IREEE L (PR
O3 MR TREWPEAR T, ST,
B EEONCHIE) | Do KL,
DR IMARIE, OIS, (YRR
Z> M |3 % AR (qd . |03, <03 = 0.3 : DEPRER, DIRE N
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* 2.0mgkg/day CHRHEIICHEREANRDLNT-/2D, 4 HIFOKRKEIHR %,
1.0 mg/kg/day % Day 15 (F:#f) Xid Day 12 (TK#) 25 0.6 mg/kg/day ([ZJHE L, 2
A I OAREEII M2 . 2.0 mg/kg/day % Day 15 (F:#F) X3 Day 12 (TK #£) 725 1.2 mg/kg/day
(TP LT G- A kR L7z,

ALT : 77=T7 I/ b7 A7 2T —8, AST: TANRIX UMY I ) N T AT <

F—¥,  qd:1H1[EHEE

RITEH [N 3 FRaBR (CV027004 3RER) | MEAMES 3 FRAABR (MYK-461-005 78BR) . K OWEsh
3B MYK-461-017 #BR) TR SN/~ 30 LT OFIER
BIERRBREIS 37 61,7269 51=13.8%

BIVER O Ik FEEIS

FENE D F 6 14 2.2%

SA%R 5 5] 1.9%

% HH SR ek 5 45 1.9%

I 97 4 1 1.5%

DR 4 5] 1.5%

55 VB R IR 4 4 1 1.5%
BRI AT 53580 b e o 72,
]
|

it TV AR s v AT —RAT A TS A - d A
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3.2 T2 THWEE

328 J R

3.2.8.1 — AR

BB |2 A v EH B ES TSI ES R EEE s A/
NS 2%

3.2.8.1.1 Nomenclature - - st - AAh

3.2.8.1.2 Structure - - 2N - A

3.2.8.1.3 General Properties - - st - AAh

3.2.8.2 g

B R[5 A B v A EC e INES A o A/
/S 2E

3.2.8.2.1 Manufacturer - - 2N - EE(

3.2.8.22 Description of Manufacturing Process and Process - - st - AAh

Controls

3.2.8.2.3 Control of Materials - - st - A

32824 Controls of Critical Steps and Intermediates - - 2N - A

3.2.8.2.5 Process Validation and/or Evaluation - - st - PAh

3.2.8.2.6 Manufacturing Process Development - - 2N - A

3283 etk

IR 5| 2 L EH AREMIE  [ERSIT |kt R/
NS 2

3.2.83.1 Elucidation of Structure and Other Characteristics - - st - AAh

3.2.8.32 Impurities - - 2N - A
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3.2.8.4 JRSE DB HR
IR 5| 2 L = AREMAE  [ERSIT |kt R/
A 2%
3.2.8.4.1 Specification - - st - AAh
3.2.8.42 Analytical Procedures - - 2N - A
3.2.843 Validation of Analytical Procedures - - st - AAh
32544 Batch Analyses - - 2N - A
3.2.84.5 Justification of Specification - - st - AAh
3.2.8.5 TR 5 SO AR
AT ERRE 5| 2 A h L EE AURERHIE | EhS T |G A/
/S 2E
3.2.8.5 Reference Standards or Materials - - 2N - A
3.2.8.6 i K Ot AL R
AT ERRE | Z A hL EE B ES TSI SRR EEE s A/
NS 2%
3.2.8.6 Container Closure System - - st - AAh
3.2.8.7 2 ENE
AT ERRE | 2 A R EE ES ES RSN ES 7 BTl B2 T A/
WN/HES 2E
3.2.S8.7.1 Stability Summary and Conclusions - - 2N - A
3.2.8.7.2 Post-approval Stability Protocol and Stability - - st - AAh
Commitment
32.8.7.3 Stability Data - - st - AAh
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3.2.P B
3.2.P.1 B K UL T5
IR =[5 A B v A B e I INES A o A/
/S 2E
3.2.P.1 Description and Composition of the Drug Product - - 2N - A
3.2.P.2 BUFIBA 5 DR
IR 5| 2 L EH AREMIE  [ERSIT |kt R/
NS 2%
32.P2.1 Components of the Drug Product - - st - AAh
32.P22 Drug Product - - 2N - A
32.P23 Manufacturing Process Development - - st - AAh
32.p24 Container Closure System - - 2N - A
32.P25 Microbiological Attributes - - st - AAh
3.2.P2.6 Compatibility - - 2N - A
3.2.P.2.7 Assessment of Impurities - - st - A
3.2.P3 il
THERRE] 7 1 T v EE AR | EhaGT [BaE FFAT/
/S 2E
3.2.P3.1 Manufacturer - - 2N - A
3.2.P.32 Batch Formula - - A4S - Al
32.P33 Description of the Manufacturing Process and Controls - - 2N - A
32.P3.4 Controls of Critical Steps and Intermediates - - st - AAh
3.2.P35 Process Validation and/or Evaluation - - 2N - A
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3.2.P4 A o
IR 5| 2 L = AREMAE  [ERSIT |kt R/
A 2%
3.2.P4.1 Specifications - Compendial - - st - AAh
Specifications - Non-Compendial - - sk - wF i
3.2.P42 Analytical Procedures - - st - AAh
3.2.P43 Validation of Analytical Procedures - - 2N - A
32.P4.4 Justification of Specifications - - st - AAh
3.2.P45 Excipients of Human or Animal Origin - - 2N - A
3.2.P4.6 Novel Excipients - - st - AAh
3.2.P5 L illok:g:
B RHE =[5 A By EH B e IS A o A/
NAtES: 2E
3.2.P5.1 Specifications - - 2N - A
3.2.P52 Analytical Procedures - - st - AAh
32.P53 Validation of Analytical Procedures - - 2N - A
3.2.P.54 Batch Analyses - - st - AAh
3.2.P55 Characterization of Impurities - - 2N - A
3.2.P.5.6 Justification of Specifications - - st - AAh
3.2.P.6 R i SO AR
IR (5 A B v A B e I INES A o A/
NAtES: 2E
3.2.P.6 Reference Standards or Materials - - 2N - A
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3.2.P.7 B M OVt R

BATE R | 2 A v EE B ES TR ES Rl R S A/
A 2%

3.2.P.7 Container Closure System - - st - AAh

3.2.P8 22 7E M (Core Strength)

AT ERRE 5| 2 A R EE RN | EhST | FeEGE A/
NAES: 2E

3.2.p.8.1 Stability Summary and Conclusion - Core Strength - - 2N - A

3.2.P.8.2 Post-approval Stability Protocol and Stability - - st - AAh

Commitment

3.2.P83 Stability Data - - st - AAh

3.2.P.8 ZEME (IMG)

AT ERRE 5| 2 A R HEE AURERHIE | EhS T | FeEGE A/
NAES: 2E

3.2.p.8.1 Stability Summary and Conclusion - 1mg - - 2N - A

3.2.P.8.2 Post-Approval Stability Protocol and Stability - - st - AAh

Commitment - 1mg
32.P83 Stability Data - - st - AAh
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3.2.P8 ZEME (BULK)

BATE R T | 2 A v B ESES UG ES R 2T A/
(= N /s 2E

3.2.P.8.1 Stability Summary and Conclusion - Bulk - - st - AAh

32P83 Stability Data - Bulk - - 2N - A

32.A Zofth

FE%720)

32R BIBOERER
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FAEE  FERR AR AR

4.2 BRI

4.2.1 SKPERABR

4.2.1.1 W07 % B AT T DR

IR 5| 2 L EH AREMIE  [ERSor [ =/

NSt B

4.2.1.1-1 Biochemical characterization of mavacamten (MYK-461): [MyoKardia, Inc. ~200 R[5 FENH ZE
A small moleculeinhibitor of cardiac myosin

42.1.1-2 Paired effects of mavacamten (MYK-461) on the MyoKardia, Inc. ~20l e[S FENH 5
inorganic phosphate release and ATPase rates of actin-
activated bovine cardiac myosin subfragment-1

42.1.1-3 Effects of mavacamten (MYK-461) on the super-relaxed |MyoKardia, Inc. ~20l R[5 PR 5%
state (SRX) of cardiac myosin

42.1.1-4 Biomechanical effects of mavacamten (MYK-461) in MyoKardia, Inc. ~20l R[5 PR 5%
skinned ventricular muscle fibers with pathogenic HCM
mutations

4.2.1.1-5 Effects of mavacamten (MYK-461) in loaded and MyoKardia, Inc. ~20l e[S FENH ZE
unloaded in-vitro motility assays

4.2.1.1-6 Biomechanical effects of mavacamten (MYK-461) in MyoKardia, Inc. ~20l e[S FENH ZE
skinned ventricular muscle fibers from healthy animals

42.1.1-7 Acute functional effects of mavacamten (MYK-461)in  |MyoKardia, Inc. ~20l e[S FENH 5B
primary ventricular myocytes from healthy rats

4.2.1.1-8 Effects beta-adrenergic receptor stimulation with MyoKardia, Inc. ~20l A s FENH ZE
isoproterenol (ISO) on themavacamten-induced functional
depression of primary ventricular myocytes from healthy
rats

4.2.1.1-9 Functional effects of mavacamten (MYK-461) on human |MyoKardia, Inc. ~20l e[S FENH 5B
induced pluripotent stem cell derived cardiomyocytes
(iPSC-CMs)




L12 IR oHCM

BMS-986472 mavacamten

4.2.1.1-10 Cardiac effects of mavacamten (MYK-461) in isolated MyoKardia, Inc. ~20 R[5 PR 5%
Langendorff-perfused rat hearts: Effects of stretch and -
adrenergic receptor blockade

4.2.1.1-11 Pharmacodynamic study with single oral administration of |[MyoKardia, Inc. ~20l A s FENH ZE
mavacamten (MYK-461) to male Sprague Dawley rats

4.2.1.1-12 Cardiovascular evaluation of mavacamten (MYK-461) | SN ~20l<l A B FEN 2%E
when administered orally to conscious Beagle dogs

42.1.1-13 Acute/chronic effects of mavacamten (MYK-461) on MyoKardia, Inc. ~20l e[S FENH ZE
cardiac performance and hemodynamics in conscious dogs
Amendment 01 - - - - -

42.1.1-14 Rescue of depressed left-ventricular systolic performance |MyoKardia, Inc. ~20l A s FEN wE A
induced by a singledose administration of mavacamten
(MYK-461) to Sprague Dawley rats: Effects of
dobutaamine and levosimendan

4.2.1.1-15 Pharmacodynamic study with single oral administration of |[MyoKardia, Inc. ~20l e[S FENH 5
mavacamten (MYK-461) to male mice

4.2.1.1-16 Acute and chronic effects of myosin-inhibition on mouse |MyoKardia, Inc. ~20l e[S FENH ZE
models of thin-filament pathogenic troponin mutations

42.12 RIVGIE S

IR 5| 2 L EH AREMIE  [ERSor [ =/

NS 2%
4.2.1.2-1 Kinome diversity screen, safetyscreen I 204 ~ st FENH ZE
I 20
42.1.2-2 In vitro pharmacology and ADME-tox study of MYK-461 il 204 ~ st FENH ZE
205
42.1.2-3 Cytotoxicity testing in HepG2 cells |_ ~200 A st FENH 5
L
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4.2.13 ARSI R
IR 5| 2 L = AREMIE  [ERSor [k =/
NSt =
4.2.1.3-1 Effect of MYK-461 on cloned hERG potassium channels ([ R AR 20W <R ~ /@5 FEPN BRI
expressed inhuman embryonic kidney cells 205
4.2.1.3-2 MYK-461: Cardiovascular and respiratory assessments in (| 204 ~ st FEN FE A
conscious telemetered Beagle dogs ] 20
Protocol - - - - -
42.1.3-3 MYK-461: Neurobehavioral assessment in rats I 205 ~ s AR A
I 20@“
Protocol - - - - -
Protocol amendment No.: 1 - - - -
Protocol amendment No.: 2 - - - - -
4.2.1.3-4 Functional and electrocardiographic effects of a 14-day =~ [MyoKardia, Inc. 2047 ~ st FENH ZE
repeat dose treatmentwith mavacamten (MYK-461) in 20l A
conscious telemetered Beagle dogs
4.2.1.3-5 SAR439152 alias MYK-461 - exploratory in vitro effects || 205 ~ s PR 5%
on action potentialparameters in isolated rabbit Purkinje || NN 204
fibers -
4.2.1.3-6 RA 14476214 alias MYK 1078 - exploratory in vitro effects i 20~ S FEA R %
on action potentialparameters in isolated rabbit Purkinje || NS 20l A
fibers |
42.1.3-7 In vitro and in silico electrophysiological evaluation of || ~200 A ZaN FE R 2
mavacamten (MYK-461) and MYK-1078: A human I
cardiac electrophysiological profile
4.2.1.3-8 FastPatch® channel panel assay: Effects of MYK-461 on || SN 2CW 0 ~ st FENH ZE
ion channels expressed inmammalian cells 205
4.2.1.3-9 FastPatch® channel panel assay: Effects of two test I 204 ~ ot FENH ZE
articles on ion channelsexpressed in mammalian cells ] 20l A
4.2.1.3-10 hERG-Lite assay: Effects of test articles on cloned hERG || S EEEEEEN 2047 ~ st FENH ZE
I

channel surface expression in mammalian cells

20l A
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4.2.1.3-11 ScreenPatch® Assay (IlonWorks' " Barracuda based I o FEP 25
assay): Effects of three (3) test articles on hERG channels |
expressed in mammalian cells

4.2.1.3-12 Chan-Lite Assay: Effects of test articles on cloned hKv4.3 | N aZaN FENER 2
channel surface expression in mammalian cells ]

4.2.1.3-13 Long term effects of three test articles on human stem cell- || N aZaN FENER 2
derived cardiomyocytes (Field potential and impedance || SN
analysis)

4.2.1.3-14 Mechanical and electrocardiographic effects of a 7-day ~ |[MyoKardia, Inc. ~20l R[5 FEH 5%
repeated oral administration of mavacamten (MYK-461)
to Sprague Dawley rats

42.1.4 B VAL SO S/ E EER (N 7

47 L)

422 S B AR

422.1 SHHERONY F—v 3 Vs E

BRI S| 2 A bv EE AR | |[FeRGE A/

[= N /ifast B#E

422.1-1 A non-validated bioanalytical quantitation method for the | N ~20 A st FEP &
detection of MYK-461 in plasma and tissues of preclinical
species

422.1-2 Validation of an LC-MS/MS bioanalytical method for the || N 205 ~ (2N FEH wE A
analysis of MYK-461 and MYK-460 in mouse plasma 20 R A

42.2.1-3 Validation of a chiral LC-MS/MS bioanalytical method 205 ~ sk A wE Al
for the analysis of MYK-461 and MYK-460 in rat plasma 2047

42.2.1-4 Validation of a chiral LC-MS/MS bioanalytical method 205 ~ (2N FEH wE A
for the analysis of MYK-461 and MYK-460 in dog plasma 2047

42.2.1-5 Validation of an LC-MS/MS bioanalytical method for the (N 205 ~ sk FEH wE A
analysis of MYK-461 and MYK-460 in rabbit plasma 2047

10
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4.2.2.2-1 Single dose pharmacokinetic study with intravenous and || S 2Ol <Fl 1 ~ st FENH ZE
oral dosing of MYK-461 to male C57BL6 mice I 205

42222 Single and repeat dose pharmacokinetic study with oral || 204 ~ st FENH ZE
dosing of MYK-461 to male 129SvEv mice 20l A

42.2.2-3 Single dose pharmacokinetic study with intravenous and ||| | | | A | 20l 1) fiZas FEP &
oral dosing of MYK-461 to male Sprague Dawley rats

42224 A summary of single oral dose pharmacokinetic studies of (| N 204 ~ st FENH ZE
MYK-461 to male Sprague-Dawley rats to assess 20 A
absorption

4222-5 Single dose pharmacokinetic study with intravenous and | M SEEEEEEEEE 2Ol 7 ~ 1ok PR 2%
oral dosing of MYK-461 to male beagle dogs 204

4.2.2.2-6 Single dose pharmacokinetic study with intravenous and ||| [ NI 20 <0 7~ |[/#5 FEP R 5
oral dosing of MYK-461 to male cynomolgus monkeys 2043

42227 A single oral dose pharmacokinetic study of MYK-461 to ([ S EEEEEEEEE 2OE 50 ~ 1o+ PR 5%
male beagle dogs to assess the effects of particle size and 204
excipients on absorption

4.2.2.2-8 A summary of single oral dose pharmacokinetic studies of (| N 204 ~ st FENH ZE
MYK-461 to male beagle dogs to assess absorption 205

42.2.2-9 Food effect on single dose pharmacokinetics of oral MYK- (| | N I [20@ 07~ /B FEP &
461 in male Sprague Dawley rats 20l A

4.2.2.2-10 A single oral dose pharmacokinetic study of MYK-461 to [ A AEEEEEEEE 2N W7~ |#5 FENH ZE
non-fasted and fasted male beagle dogs 205

4222-11 Exploratory Caco-2 monolayer permeability of MYK-461 |l il ~205 17 st FENH ZE

4.222-12 Permeability coefficient determination and P-glycoprotein ([N 205 ~ 1ok PR 2%

interaction study

20041
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42.2.3-1 Pharmacokinetics, distribution, metabolism, and excretion (| 2(.35| H~ o+ N 5
of [14C]MYK-461 following oral or intravenous 2('$.ﬂ
administration to male rats

42232 Tissue distribution of MYK-461 after single and repeated | A 2Ol < 7 ~ AN N 5%
oral dosing in male Sprague Dawley rats I 2047

4.2.2.3-3 Determination of MYK-461 plasma protein binding and || 205 ~ AN FEH 5%
blood-to-plasma ratio across species in vitro for mouse, 20 A
rat, dog, monkey, and human

4224 ]

IATERRE | 2 A h L EE AR | |[FeRGE A/

NS 2%

42.2.4-1 Metabolism of radiolabeled [“CIMYK-461 in vivo in rat I ~20l‘FlA | P 5%

4.2.2.4-2 Evaluation of the first pass effect of MYK-461 after single ([ | [ AR 2@~ 7~ [/# FEP &
oral dose in male Sprague Dawley rats 20l A

4.2.2.4-3 Evaluation of the metabolic clearance of ['*C]-MYK-461 | N 20+ RH ~ ot Py e
using human, cynomolgus monkey, beagle dog, Sprague 200 A
Dawley rat and mouse liver microsomes

42.2.4-4 Evaluation of the metabolic clearance of MYK-461 using ||l ~20- A AN FEH 5%
human and Sprague Dawley rat hepatocytes

42.2.4-5 Metabolism of ['*C]MYK-461 by liver microsomes and | NN ~20l [ FEN 5%
hepatocytes from human and preclinical species

422.4-6 CYP reaction phenotyping of MYK-461 following ] 0T A ~ [ FENH ZE
incubations with human liver microsomes and human 20l A

recombinant CYP supersomes™

12
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42.2.5-1 Pharmacokinetics, distribution, metabolism, and excretion || 20 ~ o+ N 5
of [14C]MYK-461 following oral or intravenous ] 205
administration to male rats

422.6 BN RRFRIEY AR HAEN GEIRAR)

N RERR 5| 2 A L EE RERFERE | |Peikas wfti/

RS 2E

4.2.2.6-1 Assessment of the ability of MYK-461 to inhibit CYPs | 20~ S FEP R 2%
1A2, 2B6, 2C9, 2C19, 2D6 and 3A4/5 of human liver 2047
microsomes using the IC50 assay

4.2.2.6-2 In vitro inhibition of human cytochrome P450 enzymes by | NN 2057 ~ aZaN FENER 2
SAR439152 in human liver microsomes 200 A

422.6-3 Assessment of the ability of MYK-461 to inhibit CYPs || 2057 ~ aZaN FENER 2
2C9, 2D6 and 3A4/5 of human liver microsomes in a time- 2(.$l H
dependent manner using the IC50 shift assay

4.2.2.6-4 Evaluation of mechanism-based inhibition in vitro of the | N 20~ S FEP R 2%
human cytochrome P450 enzymes CYP2C19 and 2047
CYP2D6 by SAR439152 in human liver microsomes

4.2.2.6-5 Evaluation of induction potential of cytochrome P450 I 2057 ~ aZaN FENER 2
isoforms by MYK-461 in cultured human hepatocytes 2004 H

4.2.2.6-6 Evaluation of the potential induction effect of SAR439152 |\ 2057 ~ aZaN FENER 2
on CYP2C8, CYP2C9, CYP2C19 and CYP3A4 gene 204
expression using human hepatocytes

4.2.2.6-7 Evaluation of the uptake of SAR439152 by cryopreserved |l 205 ~ sk FEH 5%
human hepatocytes in primary culture 20 A

4.2.2.6-8 Evaluation of SAR439152 as inhibitor of the human efflux || N 205 ~ s FEH ZE

transporters P-gp, BCRP, BSEP and human uptake
transporters OATP1B1, OATP1B3, OCT1 and OCT2

2004 A

13
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4.2.2.6-9 Evaluation of SAR439152 as inhibitor of the human I 20 gH ~ 1B FEPA %
MATEI1, MATE2-K efflux transporters and OAT1 and 2043
OATS3 uptake transporters
4.2.2.6-10 Substrate potential of mavacamten towards human organic |l 204 ~ st FEN wE A
anion transporter (OAT)1, OAT3, and organic cation 2('Qflﬂ
transporter (OCT)2
4.22.7 Z DAL S B REBER
47 L)
423 AR
423.1 LI o LN
IS RERIE 5| 2 A L EE ARELHN [ ES Bk AT/
P AES 2 =
4.23.1-1 Exploratory tolerability of MYK-461 following a series of || YA~ [ PR 5%
single oral gavage doses in male and female beagle dogs 2047
4232 A # G- AR
IS RERI | 2 A L EE ARELHN [ ES Bk AT/
P AES BE
4.23.2-1 MYK-461: Exploratory 1-week oral toxicity study in mice || 205 ~ 2N PR 2%
204
42322 14-Day oral repeat dose range-finding and systemic ] 205 ~ aZaN PR 5%
exposure study with MYK-461 in male and female 204
Sprague Dawley (CD®IGS) rats
423.2-3 MYK-461: A 6-week oral (gavage) toxicity study in rats | 2047 ~ st FEN FE A
with a 4-week recovery period 205
42.3.2-4 SAR439152/MYK-461 - 3-month oral toxicity study in | i 20~ S FEA R BRI
rats with a 4-week recovery period 205
423.2-5 26-week oral gavage toxicity and toxicokinetic study of || 0T A ~ [ FEN wE A
MYK-461 in rats with a 3-month recovery phase 20l A

14



L12 IR oHCM
BMS-986472 mavacamten
42.3.2-6 Exploratory tolerability and toxicokinetic analysis of ] 1o+ PR 5%
MYK-461 following 28 days of repeat oral gavage dosing
in male and female beagle dogs
42.3.2-7 MYK-461: A 6-week oral (gavage) toxicity study in dogs ||| st FEN wE A
with a 4-week recovery period
42.3.2-8 SAR439152/MYK-461 - 3-month oral toxicity study in |_ 1S FEA R BRI
dogs with an 8-week or 11-week recovery period
42.3.2-9 39-week oral gavage toxicity and toxicokinetic study of ||| st FEN FE A
MYK-461 in beagle dogs with a 17-week recovery phase
4233 LS R
4.233.1 In vitroaBR
BRI |21 bv EH ABRERIM | ER T [YeRGE A/
N /ES 2E
423.3.1-1 MYK-461: Bacterial reverse mutation test I 205 ~ 1o+ PR A
2047
4233.1-2 MYK-460: Bacterial reverse mutation assay |_ 205 ~ 1o+ PR EE(
2047
423.3.1-3 MYK-461: In vitro micronucleus test In human |- 205 ~ 1ok PR A
lymphocytes 2047
423.3.1-4 MYK-460: In vitro human lymphocyte chromosome |- 205 ~ 2N AR A
aberration assay 2003
42332 In vivosk B
IS RER | 2 A L EE ARELHIN [ ES 0 Bk AT/
N /ES 2E
423.3.2-1 MYK-461: In vivo rat micronucleus assay ] 205 ~ aZaN AR A
204

15
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4234 P A SRR
4.23.4.1 R 23 A SRR
IR 7| 2 A By EE RREGIE | b o [fomias A/
NS 2E
423.4.1-1  [MYK-461 (SAR439152): 1-month oral range-finding ||| [ | 20 H~ st FEPN BRI
toxicity study in wild type rasH2 mice 2047
423.4.1-2 MYK-461: 6-month oral gavage carcinogenicity study in ||l 205 ~ 2N AR A
rasH2 transgenic mice 2047
423.4.1-3 MYK-461: 2-year oral gavage carcinogenicity and |- 205 ~ 2N AR A
toxicokinetic study in rats 2047
42342 R S A 23 A Rl R
&4 L)
42343 Z OO R
%472 0)
4235 A G R mERAER
4.23.5.1 SRGHE K O TR & TO YIRS A B3 5 7R
IS RRE (2 A by EH RBRERBIE  [ERS5or [k R/
NS 2E
423.5.1-1 Study of fertility and early embryonic development to I 2007 ~ st FEN wE A
implantation of MYK-461 administered by oral (gavage) 205
in rats
42352 e - RS AT BT 2 RBR
IR 7| 2 A By EE RREGIE | b i [foRias A/
NS 2E
423.52-1  [SAR439152/MYK-461 - Exploratory oral toxicity study in ||| | [ 20 H~ [t FEP %
pregnant rats 2047
42352-2  |SAR439152/MYK-461 - Oral embryo-fetal toxicity study ||| | 20~ (S FEP R BRI
in rats 20047
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423523 MYK-461 - Exploratory 14-day oral toxicity study in non- ||| | | 205 ~ 1o+ PN B
pregnant rabbits 2047
423.5.2-4  [SAR439152/MYK-461 - Exploratory oral toxicity study in ||| | 20l A~ e FEP %
pregnant rabbits 204
423.52-5  |SAR439152/MYK-461 - Oral embryo-fetal toxicity study || [ | A RH~ [ AR A
in rabbits 2043
42353 A AT R QN AR £ D38 A 3 DN RHA O FEREIZ BE 9~ 5 3R
I RRE (5 A By A B I ES Al S R/
NS 5%
4.23.53-1 MYK-461: Oral (gavage) pre- and postnatal development ||| T~ [ FE R A
toxicity study in rats 204V
423.54 BNz 7o ER
47 10)
4.23.6 Jr TR M kR
(%7 L)
4237 Z OO TR
423.7.1 U MERER
(%7 L)
42372 S ek
47 10)
42373 mERBLOB T IS 5 R
(%72 L)
42374 IRAT AR
ML)
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4.23.7.5 R D R
%472 0)
4.2.3.7.6 A D AR
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