Clinical Evaluation of the Effect of Aficamten on QT/QTc Interval in Healthy Participants
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INTRODUCTION OBJECTIVES RESULTS Cardiodynamic Analysis Safety
« All 5 C-QT models were comparable (t-value <1.95, similar AIC [range: 3966.7—4011.9]); as such, * There were no deaths, serious adverse events, or discontinuation due to TEAEs.

* Aficamten is a next-in-class small molecule, selective cardiac myosin inhibitor Primary Objectives Participants results for the aficamten alone model are presented in Figure 3. « InPartA, 6 TEAEs of mild severity were reported by 1 (10%) participant following aficamten 50 mg
(CMI) in de.velopmlent for treatment of hypertrophic Cardlomy?pathy (HCM). - Dose determination for Part B (TQT study) using pharmacokinetics (PK) - Baseline demographics of enrolled participants are provided in Table 1. * Aficamten did not cause QTc prolongation as the upper bounds of 2-sided 90% Cl estimates were single dose; there were no occurrences of LVEF <50%.

* The potential of aficamten to prolong the corrected QT (QTc) interval was and safety data from Part A (dose-finding study). - All enrolled participants completed Part A, whereas 2 participants terminated early (before the start <10 msec using C-QT (up to 1660 ng/mL; Figure 3) and by time-point analysis. - In Part B, 44 TEAEs were reported by 18 (53%) participants, including 13 (39%) participants
evlaltu?jted in ?ﬁgggl)ca studies, '?Z'gdm% gn II\;I])VItr(():I hutmlan ether:[ago'go' - Evaluate the effect of a single oral dose of aficamten on the QTc interval of period 3) in Part B. — Predicted ddQTcF of aficamten at its geometric mean C,,, (298.3 ng/mL) was —1.82 msec (90% following aficamten 50 mg, 5 (15%) following placebo, and 7 (21%) following moxifloxacin 400 mg;
related gene assessment (IL5>10 pivl) and a telemetry study - - Cl: -3.43, -0.214 msec). most were of mild severity, except 5 events that were deemed to be of moderate severity.

. . in healthy participants. . : : . e ’ Y P y
;Sgﬁgg%ooggi?'related effects on electrocardiogram [ECG] parameters - Evaluate PK of aficamten (and its metabolites CK-3834282 and CK-3834283) Table 1: Summary of baseline demographics and clinical characteristics — Lack of QTcF prolongation was also noted for CK-3834282 (-1.74 msec [90% CI: -3.57, 0.088]) — The most common TEAE was decreased ejection fraction, reported in 6 (18%) and 1 (3%) of
' : : : o~ Part A Part B and CK-3834283 (-1.81 msec [90% CI: -3.76, 0.145]. aficamten- and placebo-treated participants, respectively.
evaluate the effect of aficamten on the QTc interval in healthy particioants S d Obiecti * Assay sensitivity was established as the lower bound of the 2-sided 90% CI of ddQTcF for * 6 participants who received aficamten in Part B experienced asymptomatic occurrences of LVEF <50%
o ltjhereby exclude a clinically concerning effect on QTe int(}a/r?/al ot P econdary Ubjectives Sex (male / female), n 317 12722 moxifloxacin was >5 msec using C-QT and by time-point analyses (Figure 4). (range 44-48%) after a 50 mg single dose; all returned to baseline value without any intervention.
therapeutic concentrations. + Evaluate the effects of a single aficamten oral dose on other ECG parameters. Age, mean (SD), y 32.8(7.15) 35.3 (6.63) — Predicted ddQTcF of moxifloxacin at its geometric mean C,., (2533 ng/mL) was 15.2 msec Table 3: Cardiodynamic categorical summary by treatment
ion of afi . _ _  Assess the safety and tolerability of a single oral dose of aficamten. BMI, mean (SD), kg/m? 24.6 (2.74) 26.1(2.65) (90% ClI: 14.3, 16.2 msec). i y y
. E;lsglljr?gt(i)gnoinahg;:Im?B:rziiepZ:t? mg was limited by potential systolic Exploratory Objective Race, n (%) « Absolute QTcF and change from baseline in QTcF remained within normal limits (Table 3).
Asi 110 2(6 . : : Afi ten 50 Placeb Moxifl in 400
+ The main circulating metabolites in plasma (CK-3834282 and CK-3834283; + Evaluate the effect of aficamten metabolites CK-3834282 and CK-3834283 on B:?;E or African American. Asian ’ E ’ 0; 9 ((26)) No remarkable observations in mean values for heart rate, PR, and QRS parameters. Ica?r:l:;& e (;:;;4)0 > o(xr\?::;g) -
' ' ' ' ' ' ' ion. ' ' ici ' ' ' ’ * No significant observations in the categorical or waveform analyses.
pharmacologically inactive) were also included in the cardiodynamic evaluation the QTc interval in healthy participants following a single oral dose of aficamten. White 8 (80) 22 (65) g g y Absolute QTCE, n (%) <450 msec 32 (97.0) 33 (97.1) 30 (90.9)
White, Black or African American 0 (0) 1(3) >450 msec 1(3.0) 1(2.9) 3(9.1)
Ethnicity, n (%) Figure 3: ddQTcF vs time-matched aficamten plasma concentrations using C-QT model >480 msec 0(0) 0(0) 0(0)
M ET H O DS Hispanic or Latino 7 (70) 28 (82) O Plasma aficamten concentration >500 msec 0 (0) 0 (0) 0 (0)
LVEF, mean (SD), % 66.2 (1.40) 67.0 (1.96) — — Upper 90"/9 Cl at mean C,,, for aficamten )
—— T Meanpredicted Change from baseline <30 msec 33 (100) 34 (100) 32 (97.0)
BP (systolic / diastolic), mean (SD), mmHg 114 (16.6) / 69.4 (5.64) 114 (10.7) / 73.6 (9.00) 10 P in QTcF, n (%)
StUdy DeSIQn Figure 1: StUdy design BMI=body mass index; SD=standard deviation. 8 - >30 msec 0 (0) 0 (0) 1(3.0)
« This was a phase 1, 2-part study in healthy participants. ) ] 61g >60 msec 0 (0) 0 (0) 0 (0)
— PartA: dose_ﬁnding (n=1 0) . . . PharmaCOklnetlcs 18 S & QTcF=corrected QTusing Fridericia’s correction.
= Open-label single-dose study to identify a dose for Part B Period1 ~ Period2  Period 3 * Aficamten exposure in Part A was similar to that achieved following the highest planned clinical g ;
(TQT study) washout? washout? dose (20 mg once daily) in patients with obstructive HCM (oHCM; SEQUOIA-HCM) (Table 2); as m o9
' n=5-6 | A -] B © et A Afcamion 50 such, the 50 mg dose was selected for Part B (TQT study). 9 i :
— PartB: TQT study (n=34): 5 5 E ............. n ............. eemen fcam " mg. « Aficamten PK was comparable between Parts A and B (Table 2, Figure 2). £ i
= Randomized, double-blind, positive- and placebo-controlled ) EY rreatment5: Afcamten-maching piacabo « Moxifloxacin PK (C,.., and AUC) was comparable to literature-reported values.! |I§ -g- --
single dose 3-way crossover study that minimizes potential n=5-6 Mol AT 8 Treatment C: Moxif'oxaCi“ 400 mg _ e _C_g’ 10- C O N C L U S I O N S
decreases of LVEF <60% (Figure 1). n=5-6 |A [~ B B /| 24-h PK sampling Table 2: Comparison of exposures between TQT and SEQUOIA-HCM 12 _ _ _
o B A FH 24-h cardiodynamic ECG sampiing _ SR 141 « This was the first study to evaluate the effects of a CMI in healthy
Study Endpoints N @ Analyte (N=10) (N=33) (N=68) 12 participants to categorically ascertain the impact on QT interval.
n=5— - -
- PK parameters: area under concentration—time curve (AUC,.), Screening® § [ 1 o 3(;3(12:' T;) 3;’":’2292';‘;'0) Cmax 2’222(“1"7";“‘;‘*5;'9"“" 20- Following 50 mg single dose, aficamten and its metabolites achieved
. . . . —— " ) icamten ) , , ] . . . . .
maximum plasma concentration (C,,,), and maximum time to plasma =T -22 generally comparable exposure to 20 mg once daily dosing in patients with
concentration (t.,,), estimated using noncompartmental analysis. Study days J\ J\ J\ l CK-3834282 170 (52, 248) 136 (62.6, 213) 237 (31.6, 604) 24 . . . bstructive HCM at steady state (SEQUOIA-HCM
— Descriptive comparison of aficamten exposures with phase 3 Check-in _ Check-in Check-in Follow-up® CK-3834283 294 (106, 439) 228 (101, 343) 364 (60.4, 702) 0 500 1000 1500 QLIS 2Bl SlEls ( : )
(SEQUO'A-HCM, NCT0518681 8) PK data at Steady state. (o — — Note: For Parts A and B, mean (min, max) C.,, following aficamten 50 mg single dose are presented (N=33). Plasma Aficamten Concentration (ng/mL) Af'Camten d|d nOt cause QTC pr0|0ngat|0n as the Upper bOUﬂd Of the 2'S|ded
a For SEQUOIA-HCM, lation PK-estimated in, max) C,,, at steady state fi rticipants with afi ten 20 D as the last titrated d i . . .
« Placebo-corrected change from baseline in QTc using Fridericia’s rosentod for aoamton (465, while oo (it 'i?é‘x%; pm:)  anveat for portciante rcnime Sfcomton 56 me Qb duting the mai{onance shaes } » ; - f 90% CI estimates were <10 msec threshold using C-QT (up to aficamten
H N . —24) i - - =68). Th lid and dashed leli denot del predicted ddQTcF and 90% ClI, tively, calculated as ddQTcF =—-1.1750 — 0.0039 x afi ten. . o 5
correction (ddQTcF). Z'Srherer:/y:s afwtasdhout gf ;21n(tiays betrwseqtﬂpnsgg én eact:_ pretrlof(_ir. t dosin (c\:/n\f:(il:rslaiirit)msp?;zsn?gt(';a:nfcoe:n(t:rl;tiﬁ?gﬁi;gig;ﬁigi?gﬁé?a?g)h post dose; max=maximum; min=minimum; PK=pharmacokinetic; QD=once daily. Thg Z?(elena;nd te)]lsac(la( c?rl::lrgsed(lanneoste ?inmoe?mrg?cr?eggebslgr?/egnsggma corfceirt]rations andrzzzfncalt\é?i):icha'I%Fafcenr ae:‘iscamtencand placebo, respectivel?/.lcam 7 concentration Of 1660 ng/m L) and by time o]0 nt ana|ySGS .
— Primary analysis: Concentration-QTc interval (C-QT) evaluation ¢ Alcl:rs:rtilci?);ntss uwh?)chg:i:/F:aad 2810(105:; gf sv’z/l:d;/ drug gri/(S:IEdI;g galrt?cip::tsgv-vho terminated the study early) returned to the CRU Crax=maximum plasma concentration; ddQTeF=placebo-corrected change from baseline in QTe using Fridericia’s correction.

Administration of aficamten at a dose of 50 mg was safe and well tolerated.

30 (£ 2) days after the last dose for follow-up procedures, and to determine if any AE occurred since the last study visit.
AE=adverse event; CRU=clinical research unit; ECG=electrocardiogram; n=sample size; PK=pharmacokinetic(s).

= Model components: Change from baseline QTcF (dQTcF) was Figure 2: Mean (SD) aficamten plasma concentrations following a single 50 mg dose
used as the dependent variable, time-matched analyte plasma in Parts A and B
concentrations as explanatory variables, centered baseline

using linear mixed-effects modeling.

Figure 4: Mean (90% CI) ddQTcF vs timepoint for aficamten and moxifloxacin

* Assay sensitivity

: i using the same model as for the primary analysis of aficamten. £ 7 © PartA i © Aficamt _ _ o _
as f'xed.?ﬁeCtS'Arandom intercept and slopes were reported ° e . p. / / . > Pa B . ‘camten 50 mg 1. Avelox (moxifloxacin) prescribing information. Bayer Health Care; 2016.
per participant. — Assay sensitivity was established if the lower bounds of the 2-sided 90% = ] B Part 15- - Moxifloxacin 400 mg
= 5 C-QT models were explored: each analyte alone and a g' of '—fS meiln ddQTcF were >5 msec at the geometric mean g 8007 : Disclosures
combination of the parent with each metabolite (aficamten max OT MOXItioxacin. jd ] T 10 fre i i L :
+ CK-3834282 and aficamten + CK-3834283). - Secondary ECG parameter analysis § 600- 3 ;ﬁtgrli?]egcféii?z ti‘:’o”sored this research. All authors are employed by and/or hold
= Model with t-value <1.95 and the smallest Akaike information — Descriptive analysis: Change from baseline for QTc, QT, PR, RR, § i C.... mean and range: T -1 15 TP PPTPPRPPRPPRPPRPE: SPR y '
criterion (AIC) estimate were selected as the primary model. and QRS intervals and heart rate by treatment and time point. & 400+ SEQUOIA-HCM study (20 mg QD) g ] l Acknowledgments
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— Secondary analysis: By time point: Other ECG parameters: PR, QRS, and heart rate. = S : was made to content
= Change in QTcF from baseline (central-tendency) between — Morphological analyses of ECG waveform. 0 4 8 12 16 20 24 -10 L Lo e L e E e e e
aficamten and placebo was estimated. « Safety and tolerability assessments Time (h) 0 4 8 12 16 20 24
: : . ) . . Time (h)
= Aficamten was concludgd not to prolong QTc interval if the - Treatment-emerggnt aglverse events (TEAESs); changes in clinical . Mean (& SD) aficamten plasma concenirations following single 50 mg dose in Part A (N=10) and Part B (N=33) are presentsd. c
upper bound of the 2-sided 90% CI of LS mean ddQTcF was Iaboratory tests, vital signs, and Safety 12-lead ECGS; and left ventricular The dotted line and green shade(_i portion depict the mean and range, respectively, of population PK-estimated C,,, at steady state in participants treated with . . . . . Scan the GR code to obiain & POF of this poster
<10 msec at all post-dose time points. ejection fraction (LVEF) <50%. o maximum plasma concentration: PKopharmacokinetc; QD-once daiy; SD=standard devation Ci-confidence miorval, GdQToF <placebo-somrecied shange flom baseline i Qe using Frisercias comecton. - No personal information i stored. | Cytokinetics’
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