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.veloprrfent 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 poten’flal of afllcgmten to. pro!ong the corrgctgd QT (QTc) mterv‘al 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
evaluated in nonclinical studies, including an in vitro human ether-a-go-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 (hERG) assessment (IC5,>10 uM) and a telemetry study in healthy participants. _ _ o o Cl: -3.43, -0.214 msec). most were of mild severity, except 5 events that were deemed to be of moderate severity.

'r][ ?Oq[sc(lndo dru?-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
atlested doses). : : ; " Part A Part B and CK-3834283 (-1.81 msec [90% CI: -3.76, 0.145]. aficamten- and placebo-treated participants, respectively.
: : : : following a single oral dose in healthy participants. .

+ This study was conducted in accordance with ICH E14 guidance to Demographics (N=10) (N=34) e . . o . . . . . . o
evaluate the effect of aficamten on the QTc interval in healthv 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%
and l’[Jhereby exclude a clinically concerning effect on QTc intgrl\alal at ’ econdary jectives Sex (male / female), n SIT 12122 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 able 3: Cardiod _ t . Ly treat t

_ _ ' o _ _  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). avle o: Lardiodynamic categorical summary by treatmen
+ Evalaton of afcamien doses »60 mg was limitd by potental systol o ’ ne ned witi normal i
dysfunction in healthy participants. Exploratory Objective Race, n (%) - Absolute QTcF and change from baseline in QTcF remained within normal limits (Table 3). araineier ategory eatnen
Asian 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 Slnck o Aftican American. Asian 1 E 1 O; . ((26)) No remarkable observations in mean values for heart rate, PR, and QRS parameters. 'cam:;a) " (§:§4)° > o();:afég) -
' ' i i i i i ion. i ' 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)
METHODS Hispanic or Latino 7 (70 28 (82) O D e >500 msec 00 00 00
LVEF, mean (SD), % 66.2 (1.40) 67.0 (1.96) Mean predicted f— .
— — 90% i ge from baseline
BP (systolic / diastolic), mean (SD), mmHg 114 (16.6) / 69.4 (5.64) 114 (10.7) / 73.6 (9.00) 10 0% Clofmean predieted in QTCF, n (%) =30 msec 33 (100) 34 (100) 32 (97.0)
StUdy DeSIgn Figure 1: StUdy design BMI=body mass index; SD=standard deviation. 81 >30 msec 0 (0) 0 (0) 1(3.0)
« This was a phase 1, 2-part study in healthy participants. _ _ 2_ >60 msec 0 (0) 0 (0) 0 (0)
— PartA: dose-finding (n=1 0) Period 1 Period 2 Period 3 PhAafrmaCOklnetlcs P A - h h 4 fol ) he high | d clinical 21 QTcF=corrected QT using Fridericia’s correction.
= Open-label sinale-dose studv to identifv a dose for Part B , . . . icamten exposure in Part A was similar to that achieved following the highest planned clinica _ 01B—1
(T%T study) 9 y fy washout? washoute dose (20 mg once daily) in patients with obstructive HCM (oHCM; SEQUOIA-HCM) (Table 2); as o —2-
' n=5-6 | A B such, the 50 mg dose was selected for Part B (TQT study). g _4-
— Part B: TQT study (n=34): Treatment A: Aficamten 50 mg ] . = ]
n=5-6 [ | C . 5 _ _ - Aficamten PK was comparable between Parts A and B (Table 2, Figure 2). L
* Randomized, double-blind, positive- and placebo-controlled freatment B Alleamien-matehing placebo « Moxifloxacin PK (C.... and AUC) was comparable to literature-reported values." &5 %
single dose 3-way crossover study that minimizes potential n=5-6 el LA 8 Treatment C: Moxifloxacin 400 mg e S 101§ C 0 N C L U S I 0 N S
decreases of LVEF <50% (Figure 1). n=5-6 [A [ n """"""" E /) 24-h PK sampling Table 2: Comparison of exposures between TQT and SEQUOIA-HCM 121§ . . .
R T s I ] 24-h cardiodynamic ECG sampling Bt Bart B SECTOTNICI: -1;‘: « This was the first study to evaluate the effects of a CMI in healthy
Study Endpoints . g (N=68) _18- participants to categorically ascertain the impact on QT interval.
- PK parameters: area under concentration—time curve (AUC,.), Screening® | 1 1 o ;;‘*ag:":;) 3;"‘;:’2:92'2;0) Cmax :’222(*‘1"7"5"’;512;'9"“" e Following 50 mg single dose, aficamten and its metabolites achieved
: : : : — " . ICamten 5 - 5 - - o o - -
maximum plasma concentration (C,,,), and maximum time to plasma =T 24+ generally comparable exposure to 20 mg once daily dosing in patients with
concentration (t,,,,), estimated using noncompartmental analysis. Study days J\ J\ \ l CK-3834282 170 (52, 248) 136 (62.6, 213) 237 (31.6, 604) ; ; - - :
. . . . - - . 0 500 1000 1500 obstructive 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) Plasma Aficamten Concentration (ng/mL)
(SEQUO'A-HCM, NCT0518681 8) PK data at steady state. (= — — Note: For Parts A and B, mean (min, max) C,.,, following aficamten 50 mg single dose are presented (N=33). Af'Camten d|d nOt cause QTC pl’0|0ngatlon as the Upper bound Of the 2'S|ded
a For SEQUOIA-HCM, lation PK-esti d in, max) C,,.x d f ici with afi 20 QD he | i dd i . - 0
« Placebo-corrected change from baseline in QTc using Fridericia’s pre(;rented for aficamtenp ?ﬁigéfrimneenite?f t(?nlr:n ?&5"&; pmz) obse?':/:zle?orypztr?it;p:;&agg§3i2t§ afitca;tgirgtg:ng Qrggduringstr:eemzsi;ttet;a::ce SESSZ S . . » f 90% CI estimates were <10 msec threshold using C-QT (up to aficamten
; L . —24) i - - =68). Th lid and dashed le i denot del dicted ddQTcF and 90% Cl, tively, calculated as ddQTcF =—-1.1750 — 0.0039 x afi ten. . o .
correction (ddQTCF) Z-Srg‘?er:n"iv:g :fg’ijsdr;/o::tarct)ifciz;:i:n?:ﬁicbue:'trvggivnitﬂ?nsI2ng clir;;:gr]iopftgofcitst dosing (C\)/:;ﬁaiirit)mspﬁgzza: tc?gn];c’ern?rzts)is;égzshioz:i;foiigﬁtzl’gﬁc}r,:l at6 g)h post dose; max=maximum; min=minimum; PK=pharmacokinetic; QD=once daily. Th: ;cr)elenégnd glic(le( c?rlcj:lrgsed:enne(;g (teinmoe?mn:t)cheedp:)ebslzr?/edm[fl:zma' cor;;cei?ratiops anc'irzzft)i?ncglt\é?:jdc&l?cljFafgr aafii:amtencand placebo, respectivel?/.lcam ° Concentrat|on Of 1 660 ng/ m L) and by t|me p0|nt ana|ySGS
— Primary ana|ySiS: Concentration-QTc interval (C-QT) evaluation ¢ All participants who received 21 dose of study drug (including participants Who terminated the study early) returned to the CRU Crmax=maximum plasma concentration; ddQTeF=change from baseline in QTc 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% Cl) ddQTcF vs timepoint for aficamten and moxifloxacin

Assay sensitivity

: - using the same model as for the primary analysis of aficamten. £ 7 © PartA Z © Aficamt _ _ o _
as fixed effects. A random intercept and slopes were reported o o (e primanyanaly _ S P - '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% = ] a 15- -A- Moxifloxacin 400 mg
= 5 C-QT models were explored: each analyte alone and a g' of LfS meiln ddQTcF were >5 msec at the geometric mean -§ 8007] : Disclosures
combination of the parent with each metabolite (aficamten max OF MOXItioxacin. ju ] T 10 frer i i . :
+ CK-3834282 and aficamten + CK-3834283). « Secondary ECG parameter analysis § 600+ é i g(}(;fll( Iize(’gcts(;llinnce. tiscpsonsored 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 T PP PPU PP PPTPPRPPTPPRPE: SO y '
criterion (AIC) estimate were selected as the primary model. and QRS intervals and heart rate by treatment and time point. g 400- SEQUOIA-HCM study (20 mg QD) g ] l Acknowledgments
- : : . . . . . " B |00004h1000000000000000000000000000000000000000000000000000000000000000G000000000G0000A0000A0000A0] i ) ) ) ) )
i_haecg Zﬁizcg%rglogﬁsg'; r;:,:zs Sgpecslu(?_esc; L;t:nuggé;:gw:j — Categorical analysis: Counts by treatment and time point for: 2 ] s o] T % Editorial support for the preparation of this poster was provided by, Andrea Schauenburg,
<10 msec at th; highest cIinic(::IaIIy relevant exposure (geometric = Absolute QTc interval: <450, >450, >480, and >500 msec. g 2007 & ) PhD, CMPP, on behalf of Engage Scientific Solutions, funded by Cytokinetics,
mean C,,,) of aficamten. = Change from baseline in QTc interval: <30, >30, and >60 msec. § i —5- Incorporated, and consisted solely of copyediting and poster formatting; no contribution
— Secondary analysis: By time point: = Other ECG parameters: PR, QRS, and heart rate. & 0- : was made to content.
. r-r-r»r r»r»~1r .~~~ 1 v~ 1 v+ 1 ¢ " 1 -
= Change in QTcF from baseline (central-tendency) between — Morphological analyses of ECG waveform. 0 4 8 12 16 20 24 -10+————F———7 7T 7 7 T
aficamten and placebo was estimated. - Safety and tolerability assessments Time (h) 0 4 8 12 16 20 24
. . . ] . . Time (h)
= Aficamten was concluded not to prolong QTc interval if the — Treatment-emerg(?nt afjverse events (TEAES), Changes in clinical . Mean (+ SD) aficamten plasma concentrations following single 50 mg dose in Part A (N=10) and Part B (N=33) are presented. O
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 shaded portion depict the mean and range, respectively, of population PK-estimated C,,, at steady state in participants treated with . . . . . Scan the GR code to obtaln & PDF of this poster
<10 msec at all post-dose time points. ejection fraction (LVEF) <50%. e maximum plasma concniratin: PKopharmacokineic; QD=once dai; SD=standard deviaton. Cieconfidence nlorval GAQTEF cehange rom baseling ueing GTC using Friderca® coreetion. No persona information is stored | Cytokinetics’

American College of Clinical Pharmacology (ACCP24) | September 8-10, 2024 | Bethesda, MD, USA CYTOKINETICS® and the CYTOKINETICS and C-shaped logo are registered trademarks of Cytokinetics in the U.S. and certain other countries.



	Clinical Evaluation of the Effect of Aficamten on QT/QTc Interval in Healthy Participants


<<

  /ASCII85EncodePages false

  /AllowTransparency false

  /AutoPositionEPSFiles true

  /AutoRotatePages /None

  /Binding /Left

  /CalGrayProfile (Dot Gain 20%)

  /CalRGBProfile (sRGB IEC61966-2.1)

  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)

  /sRGBProfile (sRGB IEC61966-2.1)

  /CannotEmbedFontPolicy /Warning

  /CompatibilityLevel 1.3

  /CompressObjects /Off

  /CompressPages false

  /ConvertImagesToIndexed true

  /PassThroughJPEGImages true

  /CreateJobTicket false

  /DefaultRenderingIntent /Default

  /DetectBlends true

  /DetectCurves 0.0000

  /ColorConversionStrategy /sRGB

  /DoThumbnails false

  /EmbedAllFonts true

  /EmbedOpenType false

  /ParseICCProfilesInComments true

  /EmbedJobOptions true

  /DSCReportingLevel 0

  /EmitDSCWarnings false

  /EndPage -1

  /ImageMemory 1048576

  /LockDistillerParams false

  /MaxSubsetPct 100

  /Optimize true

  /OPM 1

  /ParseDSCComments true

  /ParseDSCCommentsForDocInfo true

  /PreserveCopyPage true

  /PreserveDICMYKValues true

  /PreserveEPSInfo true

  /PreserveFlatness false

  /PreserveHalftoneInfo false

  /PreserveOPIComments false

  /PreserveOverprintSettings true

  /StartPage 1

  /SubsetFonts true

  /TransferFunctionInfo /Apply

  /UCRandBGInfo /Remove

  /UsePrologue false

  /ColorSettingsFile ()

  /AlwaysEmbed [ true

  ]

  /NeverEmbed [ true

  ]

  /AntiAliasColorImages false

  /CropColorImages false

  /ColorImageMinResolution 300

  /ColorImageMinResolutionPolicy /OK

  /DownsampleColorImages true

  /ColorImageDownsampleType /Bicubic

  /ColorImageResolution 600

  /ColorImageDepth -1

  /ColorImageMinDownsampleDepth 1

  /ColorImageDownsampleThreshold 1.00000

  /EncodeColorImages true

  /ColorImageFilter /DCTEncode

  /AutoFilterColorImages true

  /ColorImageAutoFilterStrategy /JPEG

  /ColorACSImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /ColorImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /JPEG2000ColorACSImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /JPEG2000ColorImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /AntiAliasGrayImages false

  /CropGrayImages false

  /GrayImageMinResolution 300

  /GrayImageMinResolutionPolicy /OK

  /DownsampleGrayImages true

  /GrayImageDownsampleType /Bicubic

  /GrayImageResolution 600

  /GrayImageDepth -1

  /GrayImageMinDownsampleDepth 2

  /GrayImageDownsampleThreshold 1.00000

  /EncodeGrayImages true

  /GrayImageFilter /DCTEncode

  /AutoFilterGrayImages true

  /GrayImageAutoFilterStrategy /JPEG

  /GrayACSImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /GrayImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /JPEG2000GrayACSImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /JPEG2000GrayImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /AntiAliasMonoImages false

  /CropMonoImages false

  /MonoImageMinResolution 1200

  /MonoImageMinResolutionPolicy /OK

  /DownsampleMonoImages true

  /MonoImageDownsampleType /Bicubic

  /MonoImageResolution 600

  /MonoImageDepth -1

  /MonoImageDownsampleThreshold 1.00000

  /EncodeMonoImages true

  /MonoImageFilter /CCITTFaxEncode

  /MonoImageDict <<

    /K -1

  >>

  /AllowPSXObjects false

  /CheckCompliance [

    /None

  ]

  /PDFX1aCheck false

  /PDFX3Check false

  /PDFXCompliantPDFOnly true

  /PDFXNoTrimBoxError false

  /PDFXTrimBoxToMediaBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXSetBleedBoxToMediaBox false

  /PDFXBleedBoxToTrimBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXOutputIntentProfile (U.S. Web Coated \050SWOP\051 v2)

  /PDFXOutputConditionIdentifier (CGATS TR 001)

  /PDFXOutputCondition ()

  /PDFXRegistryName (http://www.color.org)

  /PDFXTrapped /False



  /CreateJDFFile false

  /Description <<

    /ENU ([Based on 'EPG UPLOAD'] [Based on 'EPG UPLOAD'] [Based on 'HighResolution_NoCrops'] [Based on 'HighResolution_NoCrops'] [Based on 'HighResolution_NoCrops\\0501\\051'] [Based on 'HighResolution_WithCrops'] [Based on '[PDF/X-1a:2001]'] Use these settings to create Adobe PDF documents that are to be checked or must conform to PDF/X-1a:2001, an ISO standard for graphic content exchange.  For more information on creating PDF/X-1a compliant PDF documents, please refer to the Acrobat User Guide.  Created PDF documents can be opened with Acrobat and Adobe Reader 4.0 and later.)

  >>

  /Namespace [

    (Adobe)

    (Common)

    (1.0)

  ]

  /OtherNamespaces [

    <<

      /AsReaderSpreads false

      /CropImagesToFrames true

      /ErrorControl /WarnAndContinue

      /FlattenerIgnoreSpreadOverrides false

      /IncludeGuidesGrids false

      /IncludeNonPrinting false

      /IncludeSlug false

      /Namespace [

        (Adobe)

        (InDesign)

        (4.0)

      ]

      /OmitPlacedBitmaps false

      /OmitPlacedEPS false

      /OmitPlacedPDF false

      /SimulateOverprint /Legacy

    >>

    <<

      /AddBleedMarks false

      /AddColorBars false

      /AddCropMarks false

      /AddPageInfo false

      /AddRegMarks false

      /BleedOffset [

        0

        0

        0

        0

      ]

      /ConvertColors /ConvertToRGB

      /DestinationProfileName (sRGB IEC61966-2.1)

      /DestinationProfileSelector /UseName

      /Downsample16BitImages true

      /FlattenerPreset <<

        /PresetSelector /HighResolution

      >>

      /FormElements false

      /GenerateStructure true

      /IncludeBookmarks false

      /IncludeHyperlinks false

      /IncludeInteractive false

      /IncludeLayers false

      /IncludeProfiles false

      /MarksOffset 0

      /MarksWeight 0.250000

      /MultimediaHandling /UseObjectSettings

      /Namespace [

        (Adobe)

        (CreativeSuite)

        (2.0)

      ]

      /PDFXOutputIntentProfileSelector /DocumentCMYK

      /PageMarksFile /RomanDefault

      /PreserveEditing true

      /UntaggedCMYKHandling /UseDocumentProfile

      /UntaggedRGBHandling /LeaveUntagged

      /UseDocumentBleed false

    >>

    <<

      /AllowImageBreaks true

      /AllowTableBreaks true

      /ExpandPage false

      /HonorBaseURL true

      /HonorRolloverEffect false

      /IgnoreHTMLPageBreaks false

      /IncludeHeaderFooter false

      /MarginOffset [

        0

        0

        0

        0

      ]

      /MetadataAuthor ()

      /MetadataKeywords ()

      /MetadataSubject ()

      /MetadataTitle ()

      /MetricPageSize [

        0

        0

      ]

      /MetricUnit /inch

      /MobileCompatible 0

      /Namespace [

        (Adobe)

        (GoLive)

        (8.0)

      ]

      /OpenZoomToHTMLFontSize false

      /PageOrientation /Portrait

      /RemoveBackground false

      /ShrinkContent true

      /TreatColorsAs /MainMonitorColors

      /UseEmbeddedProfiles false

      /UseHTMLTitleAsMetadata true

    >>

  ]

>> setdistillerparams

<<

  /HWResolution [2400 2400]

  /PageSize [612.000 792.000]

>> setpagedevice



