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PHASE 2 OVERVIEW

Key Inclusion Criteria (SAD/MAD Cohorts) RESULTS

« Males and females (of non-childbearing potential) between 18 and 55 years of age, inclusive

INTRODUCTION

Pharmacokinetics

» Hypercontractility of the cardiac sarcomere appears to underlie

| . o | . - . . Baseline Char risti ineti '

pathological hypertrophy, outflow obstruction, and fibrosis in select » Body weight > 55.0 kg and body mass index within 18.0 to 32.0 kg/m?, inclusive aseline Characteristics SAD Pharmacokinetics Are Generally Dose Proportional Study Schema
genetic hypertrophic cardiomyopathies (HCM) - Normal cardiac structure and function, or if abnormalities are present, they are deemed Characterlf.tlc 600 -

» CK-3773274 (CK-274) decreases cardiac contractility in preclinical models not clinically significant Mean (SD) 3000 — 3 c _ _
by d|r'ect|y binding to ﬁhe cardiac myosin motor domain and' |nh|b|t|n2g the . SAD Arms A-D: LVEF > 60% Age (years, mean [range]) 39.6 (18-55) 40.4 (28-54) S 400 o = + o0 E , g
myosin ATPase, stabilizing the motor in a non-force-producing state = ¢ = , | 8 ) &

° _ . 0 SN 1 _ oy

» The preclinical pharmacologic and pharmacokinetic properties of CK-274 SAD Arms E-G and MAD Arms: LVEF 2 65% Sex (male, %) /2 /5 5 15 000 - § -§ 1 -E
were optimized to facilitate the potential ease of dose titration and » Normal electrocardiogram (ECG) or, if abnormalities are present, they are deemed not | X 200 _ - 3 S _ w
related therapeutic window in patients? clinically significant weight (kg) 79.4(10.3) /7.0 (3.1) U é 1,000 - .

» In preclinical models of cardiac function, including the R403Q mouse » Clinical laboratory findings within normal range BMI (kg/m?) 2/.8(2.7) 200 =) = - Study Visit

: e , : u ISITS
model of HCM, CK-274 reduced cardiac contractility in a predictable dose . Does not have CYP2D6 poor metabolizer genotype e (o oo e 1o Ot—+—F—7—7—7 0+ 777 y | |l | | | |l | |
and exposure dependent fashion- () 6 (2.44) > (1.24) 1 30100 2540 50 b3 102 40 o0 Screen  W-1 D1 W2 w4 W6 W9 W10 W12 W14

» Here we report on the first-in-human experience of single and multiple Dose Escalation Criteria SBP (mmHg) 113.6 (9.69) 114 (7.38) Dose (mg) Dose (mg)
dOSiﬂg with CK-274 « Dose escalation recommendations were provided by the StUdy team and reviewed by al Data points represent mean + standard error of the mean. | | | AmbUIath/Tgnciigcrlilra‘; T T

unblinded Dose Level Review Committee (DLRCO) DBP (mmHg) /1.5(6.72) /2.6 (4.94) Crnax Maximum drug plasma concentration; AUC, area under the plasma concentration curve; SAD, single ascending dose.
— The DLRC included an external cardiologist (S. Solomon) with relevant expertise ano HR (bpm) 63.3 (8.42) 61.3 (6.80) : : PK f f f ! ! f

STU DY 0 BJ ECTIVES designated staff members of the study sponsor (or designee) representing clinical Ercenthere mored oteree Steady-state Appears Evident After 14 Days of Dosing |

SCiEﬂCe, Safety Science, clinical pha I’maCOlogy, aﬂd biostatistics BMI, body mass index; DBP, diasfolic blood pressure; HR, heart rate; MAD, multiple ascending dose; SAD, single ascending dose; SBP, systolic blood pressure, Echocardlogram T T T T T T T
. : , : . SD, standard deviation. 150 - .

* Primary » The following rules were applied to dose escalation decisions: Steady-state attained Dose Titration t t

— Determine the safety and tolerability of single and multiple ascending — No participants have experienced cardiac serious adverse events (SAES) related to the Safety T . Uy 140
doses of CK-274 administered orally to healthy adult participants study drug S o — oo Mmsqax . Pri activesr it
Secondar » . . . ; SAD Adverse Events Occurring in Two or More Participants 2 100 - -+ 10 mg qd x 14d Primary objective: safety and tolerability

. y — No two participants have experienced similar, non-cardiac SAEs in the same organ S : - Secondary objectives: PK and PD

— Evaluate the pharmacokinetics (PK) of CK-274 following single and system that appear to be related to the study drug Pooled CK-274 CK-274 CK-274 CK-274 CK-274 CK-274 - - i . . .
, — Troush les - * Dose titration: every 2 weeks guided by echocardiography

multiple oral doses — No two participants treated with CK-274 have a decrease in LVEF > 15% from last pre- ﬁrg/ﬂ)erred U I(’rI‘a:g]gc)) (:‘ r:g) (::1 L"g) Zr?=mﬁg) (2: =mG% ?r?=mﬁg) (7: =rr3]g) (r-:-gt?;) E rougor?@mp = - | — | |
B Identify dose(s) of CK-274 that reduce left ventricular ejection dose value (d@t@l’l’ﬂiﬂ@d by the DLRC) 0 < © - o oHCM, obstructive hypertrophic cardiomyopathies; LVOT, left ventricular overflow tract; SoC, standard of care.

fraction (LVEF) - No more than two participants have an LVEF < 50% (unless determined not to be related Headache 1(6.7) B B 1(16.7)  2(33.3) B 1.1 B 5 (8.8) ” ' \ studv Ponulation
— Describe the pharmacokinetic-pharmacodynamic (PK/PD) relationship to the study drug by the DLRC and investigator) and have symptoms of decreased Fiection fraction Last dose y rop

between CK-274 and cardiac function cardiac output decreased - - - - - 1(e.7) 1 101 | 1(00) = 5(.3) , * Men and women between 18 and /0 years of age

* This study was not designed to identify a maximum tolerated dose — No participant has an LVEF < 45% (unless determined not to be related to the study | | All é é 1|o 1'2 1'4 1|6 1|8 2'0 * Patients with obstructive HCM with:
drug by the DLRC and investigator) and has symptoms of decreased cardiac output C\ngﬁnmal Pain _ _ _ _ 2 (33.3) _ _ _ 2 (3.5) Nominal Day — Resting left ventricular overflow tract gradient (LVOT-G) = 50 mmHg
— The investigator and DLRC both approve the escalation and the next dose level based Data points represent mean £ standard error of the mean. OR
METHODS on their clinical judgment f\bddommal . . . . 1(16.7) _ 1(9.1) _ 2 (3.5) d, day; qd, once daily. — Resting LVOT-G > 30 mmHg and < 50 mmHg + post-Valsalva LVOT-G > 50 mmHg
enderness
MAD Pharmacokinetic Parameters r LVER = 60%
Single Ascending Dose (SAD) Study Conduct Chest pain - - - - - - 1.1 1000  2(3.5) - New York Heart Association class Il or |l
° o * .
- The SAD cohort design incorporated a sentinel group Dyspepsia _ _ _ _ 1(16.7) _ 1(9.1) _ 2 (3.5) ASFEIEITESE, (CEDEIE AT, - Stable background medical therapy allowea
« PK'sampling occurred on Days 1, 2, 3,4, 5, and 10 following dosing £ Single dose ) AmG | 40mg . | 6.7 o) )35 Cnax (Ng/mML) tmax (D) AUC,, (ng°h/mL) t.,, (h)
. atulence — - — - . - . - .

» Echocardiography was performed pre-dose, at 1.5 hours, 4 hours, or -14d 14-day dosing i - 5 mg (6) 69 (23.2%) 2.75 (1.5-4) 1,320 (23.0%) 36.3 (11.9) 4.71

6 hours depending on cohort, and at 24 hours following dosing Nausea _ _ _ _ 2 (33.3) _ _ _ 2 (3.5)
SAD: Ascending /.5 mg (6) 148 (39.5%) 1.0 (0.5-5) 2,518 (25.8%) 76.9 (14.5) 4.50
single doses ArmE | 75 50 Upper respiratory
p 1 neTTonme tract infection 2(133) 1 - - - - - - - 2(3:5) 10 mg (6) 141 (19.7%) 2.5(0.5-3) 2631 (22.8%) | 79.7(14.1) 4.79
0
9 § ) § _ + 17 participants experienced TEAES  Half-life of CK-274 at steady-state is ~81 hours (3.4 days) on average
g N .g N ZSZaEe?c));S R §0—> ,g ) ArmE 50 mg * There were no SAEs; all AEs were of mild or moderate Se\/erity ZA\EchepOtndgtaa f%)itg;x%r;z/\gvgéas Omnec[j)ijn1(;ninimum—maximum), and t,, shown as the arithmetic mean (standard deviation). AR (accumulation ratio) calculated as
i .§ Follow-up g -§ ! * “Bubbling sensation to the left chest” consistent with a gastrointestinal association rather than a cardiac association. EA)CV,derce?tylcoefﬁcitent Qf vlazrlizatipn;t.(}i/max;hrr;?ﬁcm%m ptlasmia concgntratiog; AUCzcj, a|rea under thetplgsma concentration curve; MAD, multiple ascending dose;,
= t Onset imatelv 60 h t dose. 1 apparent plasma terminal elimination half-life; t.,, time to maximum observed plasma concentration.
&U - % &c - AE, gfj?/eigepg?/élr:?;asi%, singcl)eugssfeonsdinzsdeose; SAE, serious adverse event; TEAE, treatment-emergent adverse event.
o
—> ArmD | 2>mg - MAD Adverse Events PK/PD Relationship of CK-274 for Ejection Fraction (LVEF)
. . ! s Pooled CK-274 CK-274 CK-274

Multiple Ascending Dose (MAD) § Preferred Term Placebo 5mgqgdx14d 7.5mgqdx17d 10 mg qd x 14d Total "

* The MAD cohorts started following completion of SAD Arm D o ArmC | 10mg ’ n (%) (n =6) (n =6) (n =6) (n =6) (n = 24)

* Participants received study drug once daily for 14 days (5 and 10 mg) or Headache 1(16.7) _ _ 1(16.7) 2 (8.3) E 80 - & oﬁoo% ) EC;

17 days (7.5 mg) o 8 g8 ° ©

» PK sampling occurred daily during dosing, daily for 3 days after the end Chapped lips - 1(16.7) - - 1(4.2) o 607 " % &
of dosing, with a final sample 7 days after the completion of dosing —> ArmB | 3mg S R ‘S

| Cough - 1(16.7) - - 1(4.2) o 40 - ° ©

 Echocardiography was performed pre-dose, at Days 2, 4,9, 14, or 17 — ) =
depending on cohort, and at 24 hours following dosing Feeling hot 1(16.7) = = = 1(4.2) % 20 - ©Dog E

SN ' me Nausea 1(16.7) - - - 1(4.2) o S e Acknowledgments
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= Salivary hypersecretion -~ 1(16.7) - - 1(4.2) | | | | | | | | | |
g = ! N 0.0001 0.001 0.010 0.100  1.000 0.0001 0.001 0.010 0.100  1.000 References
=4 = L , , pper respiratory trac B B B ‘ - 1. Marian AJ, Braunwald E. Circ Res. 2017;121:749-770.
§ — g » Criteria to StOp dose escalation were metin the SAD 75_mg dose cohort infection 1 (1 6'7) 1 (4'2) Free Plasma Concentration (meI/L) Free Plasma Concentration (meI/L) 2. Hwee DT, et al. Poster #332 Presented at the Basic Cardiovascular Sciences 2019 Scientific Sessions, July 29-August 1, 2019; Boston, MA.
) -rgu - — One Pa rticipa Nt in sentinel group had LVEF <45% at 1.5 hours, asym ptomatic and 3. Hwee DT, et al. Poster #615 Presented at the Basic Cardiovascular Sciences 2019 Scientific Sessions, July 29-August 1, 2019; Boston, MA.
o recovered to normal EF at 6 hours vomiting 1(16.7) - - - 1(4.2) - Decrease in LVEF as function of exposure is similar in humans and dogs :
. o . o o Disclosures
¢ Criteria tO StOp dOSE esca|ati0ﬂ were met iﬂ the MAD /I O‘mg dOSG COhOrt ¢ FOur participa ﬂtS experienced __EAES B ng(;]thpanel ST)?WS mOdel pr(ejdlﬁuc()jn ((j:ur\/es Wlth SOlld |Iﬂ9€()5,(;epre]§(iﬂtlﬂg ﬂtted rTl]Od?| ;:Or do%(glreend.curve) Robertson, Robbie, Osmukhina, and Malik are employees of and own stock in Cytokineticsl INnc.
— TWO pamcipantg nNad LVEF < 50% at 14 dayS, asymptomatic and recovered to normal - There were No SAES: all AEs were of mild Severity an uman (blue curve), and snaded areas represent 0 contiaence Intervals of the moae pre Iction é;:rt\a;:z iTnaCnaer:gpal]og/oeﬁsalgﬁltetgog,tl;c(:i.ﬁ\é\/tki]cesrel;?es(;\l(o6rgl1nsﬁggzevze;svggnrc;i;gercci#siljs agrfr]'cr;é)lrgyaenedi i To obtzicr;::hZF(;;tc:i;eposter: E E

» Additional cohorts to assess the effect of CYP2D6 poor metabolizer EF within 24-48 hours N verae v o G MAD. mulole sacending doses a0 once ol SAE. Serious sdverse even TEAL tentmentemersent adveree vent . The PK/PD relatlonsh|p er CK—27_4 o.bse.rved in humans was similar to that observed preclinically when consultant to Cytokinetics, Inc. / o PP . oR
genotype and food on the PK of CK-274 were also performed but are not Stopping criteria were evaluated based on initial read of echocardiogram prior to the final core lab determination. o , , , , , adJUStEd for differences in protein blﬂdlﬂg The study was funded by Cytokinetics, Inc. Editorial support was provided by Kakuri Omari on behalf of No ;l;Sr:oTat:Oi.x‘:Irt:nya:tziEEi:Z:Sc;red. Ops
reported here d, day; MAD, multiple ascending dose; qd, once daily; SAD, single ascending dose.  No clinically meaningful changes in ECG, laboratory test results, or vital signs in both SAD and MAD cohorts Evidence Scientific Solutions, Inc, Philadelphia, PA and was funded by Cytokinetics, Inc.
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