392 Efficacy and Safety of Aficamten in Patients with Symptomatic Obstructive Hypertrophic Cardiomyopathy: Interim Results from the

Randomized Evaluation of Dosing with CK-3773274 in Hypertrophic Cardiomyopathy (REDWOOD-HCM) Open-Label Extension Study

Ahmad Masri," Theodore P. Abraham,? Lubna Choudhury,® Anjali T. Owens,* Albree Tower-Rader,® Florian Rader,® Pablo Garcia-Pavia,’ lacopo Olivotto,® Caroline Coats,’ Michael A. Fifer,> Scott D. Solomon,1°

Hugh Watkins,!! Stephen B. Heitner,'2 Daniel Jacoby,'? Stuart Kupfer,12 Fady |. Malik,’? Lisa Meng,'? Sharon L. Paige,’? Amy Wohltman,'? Martin S. Maron,'3 Sara Saberi'* and the REDWOOD-HCM OLE Investigators

'Oregon Health and Science University, Portland, OR, USA; 2University of California, San Francisco, CA, USA; 3Northwestern University, Chicago, IL, USA; “University of Pennsylvania, Philadelphia, PA, USA; °Massachusetts General Hospital, Boston, MA, USA; Cedars Sinai Medical Center, Los Angeles, CA, USA; "Hospital Universitario Puerta de Hierro de Majadahonda,
Madrid, Spain; 8Careggi University Hospital (AOUC), Florence, Italy; °University of Glasgow, Glasgow, UK; 1°Brigham and Women'’s Hospital, Boston, MA, USA; ""University of Oxford, Oxford, UK; 2Cytokinetics Incorporated, South San Francisco, CA, USA; 3Tufts Medical Center, Boston, MA, USA; “University of Michigan Health, Ann Arbor, MI, USA

Table 1. Baseline characteristics
BAC KG ROU N D _ - Figure 4. Improvement in NYHA functional class
Baseline characteristics “

CONCLUSIONS

In this OLE study of patients with oHCM treated with background medical

. ' i -in- i in inhibi Age, years, mean + SD [range 59.9 + 13.0 [23-82 Proportion in each class at Proportion with changes
Af/camte_n IS a next in c!ass c_ardlac myosin |nh|_b|tor that decr_eases ge,y [range] [ ] baselne and Weake 12 and 24 t Weeks 12 and 24 therapy including disopyramide, aficamten was associated with:
myocardial contractility in patients with obstructive hypertrophic Female, n (%) 22 (57.9) e : . !
di th HCM No batient had worsening of Significant and sustained reductions in LVOT-G.
cardiomyopathy (0 ) - BMI, kg/m?, mean  SD [range] 50-126.5[22=1] * p<0.0001 for =1 NYHA class improvement NYpHA lass from b |'g — Substantial improvement in heart failure symptoms (~80% of patients
- The Phase 2 trial, REDWOOD-HCM, enrolled 3 cohorts with oHCM: NYHA functional class, n (%) class from baseline prover ymp 0 Orp
Cotor I Teopiston  Litcumiordoses Towsion | 18 (474 — i T
ono opulation Icamten doses 7. ) I . e . . . .
£ Classill 00 100 . 100 1 7% ; . — Significant reduction in cardiac biomarkers (NT-proBNP and hs-cTnl).
NYHA class: 17% |mprovement by:
oHCM 5,10, 15 mg Placebo-controlled Class Il 20 (52.6) < 80 - 41% 56% < 30 - . _ 5 _
= —— S ° o | = No change Aficamten was well tolerated with no events of LVEF <50% attributed to
2 20 oHCM 10, 20, 30 mg Placebo-controlled Positive family history of HCM, n (%) 9 (23.7) 8 60 m 2 60 - = 1 class study drug
c :
3 13 oHCM on disopyramide 5, 10, 15 mg Single-arm Backaround HCM ther n (° E 1l Q@ ] 2 ¢l : : : :
_ ackground ACM therapy, n (%) = 101 53% £ 40 Classes — To date, there has been a single dosing interruption and no permanent
* In all 3 cohorts, aficamten was well tolerated and treatment was Beta blocker 30 (78.9) 2 20 B 20 - 219, Iy discontinuations of aficamten.
associated with decreases in LVOT gradients (LVOT-G), improvements i 11 (28. ° ° , : : :
in NYHA functional class, and reducﬁon in caréliac biorrz,arkeprs 1.2 S — e " Baseline iz R w24 The 20-mg dose of aficamten is now available for use in the
! ' Disopyramide 10 (26.3) =38 =29 . 18 =29 =18 REDWOOD-HCM OLE trial for patients who may not have achieved
Echocardiography at screening, mean + SD [range]? target gradients on the 15-mg dose.
) . . .
LVEF, % 69.7 £ 4.1 [60-78] These data demonstrate the treatment effect of aficamten is durable
OBJ ECTIVES Resting LVOT-G, mmHg 47.0 £ 26.6 [10-99] Figure 5. Decrease in cardiac biomarkers for up to 6 months.
Valsalva LVOT-G, mmHg 81.1 £ 29.1 [23-150] Future research
. . . - i 0 . : . .
. The REDWOOD-HCM open-label extension (OLE) is evaluating long-term NT-proBNP, pg/mL, geometric mean (%CV) [range] 628.1 (163.7) [70—8333] NT-proBNP Cardiac troponin | . SEQUOIA-HCM (NCT05186818) | . votal Ph 3 trial of
. . . . . “* p=0.002 ( ) is an ongoing pivotal Phase 3 trial o
f i f afj : : : Cardiac troponin |, ng/L, geometric mean (%CV) [range] 13.8 (287.5) [3.4-2017.1] p<0.0001 p=0. . : . .
safety and efficacy of aficamten in patients with HCM over 5 years. = oo i} - x aficamten in patients with oHCM.
: : : Duration on treatment, weeks, mean + SD [range 25.7+11.7 [5-47 S i ' @ '
» The data cut-off for results presented in this poster was April 18, 2022. [range} [5—47] S €~ 800- 70% _ 2  20- 20%
a Site read of screening echocardiogram Qo = _ reduction s - | reduction
o - £ 600 IG g 35 15 —_
Study schema .i‘“‘é’ 2 400- p: g 2 1o
o <= ] ] u ] u _ Z o 200_ 5_
Completion of a 2| |5 _— Figure 2. Rapid and sustained reduction in LVOT-G 9 ] 9 ] Ref
o o c S : S > 0 ) 0 ererences
trial investigating 0 = Aficamten + SoC T 5 Baseline Wk 12 Baseline Wk 12
aficamten (cns = i @ 50— Resting LVOT-G — 100 Valsalva LVOT-G N=38 =28 =35 =95 1. Maron M, et al. Presented at HFSA; September 10-13, 2021; Denver, CO.
= 5 esting ] 2 alsalva ] 2. Owens AT, et al. J Am Coll Cardiol 2022:79:5244.
{ { { { l l Jt ) :IE: 50 - * p<0.0001 E 80 — *: 0<0.0001 Data are geometric mean + 95% CI. p-values for proportional change from baseline.
Study visits Screen D1 W2 W4 W6 W12 Q12w EOT 3 ** p=0.0003 o p=0.001
Aficamten dosing — (|_'D 40 - lc_)l 60+ . LVOT-G 250 mmHg Table 2' Safety Summary Table 3' AES n >1 patlent Acknowledgments
Pharmacokinetics A A A A 9 LVOT-G 230 mmHg > ig:“ TTTT[TTTTTTTTTT T Patients, n (%) AEterm | n The REDWOOD-HCM OLE study (NCT04848506) was sponsored by Cytokinetics, Incorporated.
Echocardiogram A A A A A A A A ;" Sl m N el S >1 TEAE 28 (74) Headache 4 Assistance with formatting this poster was provided by Engage Scientific Solutions, Horsham, UK, and
£ 20 *k © B was funded by Cytokinetics, Incorporated.
Ambulatory cardiac monitoring A A A 7] T‘g 20 - =1 related TEAE 8 (21) Dizziness 3 _
_ _ s > - _ Disclosures
Cardiac magnetic resonance A A A e S B . . 04— . . 21 TESAE 2 (9) Alopecia 2 AM has received Consultant/Advisor fees from Tenaya, Attralus, Cytokinetics, Bristol Myers Squibb, and lonis, and
A Truncated echocardiogram - Echo-guided dose titration based on site reads is managed Weeks: 0 2 4 6 12 24 Weeks: 0 2 4 6 12 24 >1 severe TEAE 1(3) Atrial fibrillation 2 Research Grants from lonis, Akcea, Pfizer, Ultromics, and Wheeler Foundation. ATO has received Consultant/Advisor
A O t Weeks 48, 96, 144, 192, and 240 by the investigator and can occur at any time during the trial Patients,n: 38 38 37 37 30 19 Patients,n: 38 38 37 37 30 19 : : : : fees from Cytokinetics, Bristol Myers Squibb/MyoKardia, and Pfizer. AT-R has received Research Grants from
A oziﬁi :t Wz:kz 48. 144 and 240 o . Ny H m I?(. i ded d y it t.y | Hring | Hensn arens. o TEAE leading to drug interruption 1(3) Diarrhea 2 Cytokinetics and Bristol Myers Squibb. FR has received Speakers Bureau fees from Bristol Myers Squibb and MedTronic,
» 1545, 0 pharmacokinetic-guided dose titration e e o+ 59, o e (01 | _ _ _ _ TEAE leading to dose reduction 2 (5) Fatigue 2 Consultant/Advisor fees from Bristol Myers Squibb, Cytokinetics, ReCor, and MedTronic. PG-P has received Speakers
_ + 997 _ - p-values based on paired t-test comparing baseline and post-baseline values. _ Bureau fees from Pfizer and Alnylam, Consultant/Advisor fees from Pfizer, Alnylam, MyoKardia/Bristol Myers Squibb,
Echocardiographic data from site reads. TEAE, trzatment'emetrgem adverse event, TESAE, treatment-emergent Parosmia 2 Cytokinetics, Neuroimmune, BridgeBio, Attralus, and AstraZeneca, Research/Educational Grants to his institution from
serlous adverse even Rash 2 Pfizer, BridgeBio, and Alnylam. 10 has received Speakers Bureau fees from Boston Scientific, Amicus, and Novartis,
RES U LTS Consultant/Advisor fees from Bristol Myers Squibb, Cytokinetics, Sanofi Genzyme, Amicus, Bayer, Tenaya, and Rocket
Sinusitis 2 Pharma, and Research Grant funding from Bristol Myers Squibb, Cytokinetics, Sanofi Genzyme, Amicus, Bayer, Menarini
International, and Boston Scientific. CC has received Speaker fees from Alnylam and Advisory fees from Cytokinetics.
MAF has received Consultant/Advisor fees from Cytokinetics and Research Grants from Bristol Myers Squibb and
. o . . _ . . . Novartis. SDS has received Research Grants from Actelion, Alnylam, Amgen, AstraZeneca, Bellerophon, Bayer, BMS,
Flgure 1 . Af’camten dOSIng over tlme 80 *** p<0.05 Table 4 Dose |nterru PtlonS or SAE detalls Celladon, Cytokinetics, Eidos, Gilead, GSK, lonis, Lilly, Mesoblast, MyoKardia, NIH/NHLBI, Neurotronik, Novartis,
_ _ _ _ o : . NovoNordisk, Respicardia, Sanofi Pasteur, Theracos, and US2.Al, and has consulted for Abbott, Action, Akros, Alnylam,
Site-read echo-guided dose-titration criteria: o s E\?tEllint V;:;h H%toryfof alcoho1l -induced atrial flbrlllatl(;)n pfrlolr t(;]s;[Udé/ Wlt: rede(feg L”VEF <50:]/o | Amgen, Arena, AstraZeneca, Bayer, Boehringer Ingelheim, Bristol Myers Squibb, Cardior, Cardurion, Corvia, Cytokinetics,
. titratinn >5()0 > : B5m . - Kok X kk <50% n aficamten 15 mg, recurrent episode of alcohol-induced atrial fibrillation with similar Daiichi Sankyo, GSK, Lilly, Merck, MyoKardia, Novartis, Roche, Theracos, Quantum Genomics, Cardurion, Janssen,
Up tltstlcf[.n i t\\;(E)I':I' G50>?/;00p|us H1 of: 9 § M + ~{ and TESAE reduction of LVEF to 47% -> aficamten down-titrated Cardiac Dimensions, Tenaya, Sanofi Pasteur, DINAQOR, Tremeau, CellProThera, Moderna, American Regent, Sarepta,
— Restng ~Ls =0V MmFg or Bl 10 mg ™ * Subsequently had a failed cardioversion - aficamten interruption Lexicon, Anacardio, Akros, and Puretech Health. HW has received Consultant/Advisor fees from Cytokinetics, BioMarin,
— Valsalva LVOT-G 250 mmHg g 60 -  Patient now back in sinus rhythm on amiodarone, abstinent from alcohol, LVEF 60% with and BridgeBio. MSM has received Consultant/Advisor fees from Imbria and Takeda, and Steering Committee fees for
«  Down-titration if LVEF <50% 115 mg - evidence of obstruction and has re-started aficamten at 5 mg REDWOOD-HCM from Cytokinetics. SS has received Consultant/Advisor fees from Bristol Myers Squibb, and Research
: : o : _ : S : _ _ Grants from Bristol Myers Squibb, Cytokinetics, Novartis, and Actelion Pharmaceuticals. LC and TPA have no disclosures
° |nterrupt|0n If LVEF <40 A) B0 e o Dose reduction Patient with Investlgator was concerned about QTC prOIOngatlon N patlent with abnormal baseline to report_ SBH, DJ, SK, F||\/|, |_|\/|, and AW are emp|oyees of Cytokinetics and hold stock in the company. SLP was an

threshold temporary electrocardiogram _ _ _ employee of Cytokinetics at the time of this study.
— : : down- —->Temporary aficamten down-titration pending QTc interpretation from the core laboratory
Weeks: 02 4 6 12 24 titration + Confirmed that the QTc was normal, and aficamten was subsequently increased

. Patients, n: 38 38 37 37 30 19 EUCHIAYIOEE  Altered mental status prior to planned cardioversion for atrial fibrillation on DOAC, leading to ABBREVIATIONS: AE, adverse event; BMI, body mass index; Cl, confidence interval; D, Day; DOAC, direct oral
I severe hospitalization = MRI showed presumed embolic stroke anticoagulant; EOT, end of treatment; HCM, hypertrophic cardiomyopathy; hs-cTnl, high-sensitivity cardiac troponin I; LV, left
D1 W2 W4 W6 W12 W24 0 ] _— . . ] . . . TESAE « Subsequentlv diagnosed with congenital cardiac abnormality (secundum atrial septal defect ventricular; LVEF, LV ejection fraction; LVOT, LV outflow tract; LVOT-G, LVOT gradient; MRI, magnetic resonance imaging;
fDrce::T? Sai:g :2222-1 95% ClI. p-values based on paired t-test comparing baseline and post-baseline values. Echocardiographic data . aﬁcqamtel})/dov\?n-titration or integrruption y ( P ) NT-proBNP, N-terminal pro-B-type natriuretic peptide; NYHA, New York Heart Association: oHCM, obstructive HCM: OLE.
n =238 38 37 37 30 19 open-label extension; Q12W, every 12 weeks; QTc, corrected QT interval; SAE, serious AE; SD, standard deviation; SoC,
standard of care; TEAE, treatment-emergent AE; TESAE, treatment-emergent serious adverse event; W, Week.
u || u u u u u u . ; ' .
Presented at the Heart Failure Society of America (HFSA) Annual Scientific Meeting | Washington, DC | September 30-October 3, 2022 ©2022 CYTOKINETICS, All Rights Reserved. o
This analysis was first presented at the European Society of Cardiology (ESC) Heart Failure Congress | Madrid & Online | May 21-24, 2022 CYTOKINETICS® and the CYTOKINETICS and C-shaped logo are REDWOOD

registered trademarks of Cytokinetics in the U.S. and certain other countries. HCM OLE CytOklnethS




<<

  /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



