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BACKGROUND SAFETY

e 83% of patients in the combined CK-2017357 dose groups reported at least one Treatment-Emergent Adverse Event

CK-2017357 is a selective activator of the fast skeletal muscle troponin complex. CK-2017357
(TEAE), compared with 67% of placebo patients

increases the sensitivity of troponin to calcium, thereby increasing the force response of

muscle to neuronal input, increasing power, and reducing fatigability. * No treatment-emergent Serious Adverse Events were reported during the study

e AEsthat were reported by > 10% of patients in the combined CK-2017357 treatment groups are shown in the Table below

The Effects of Skeletal Troponin Activation on Skeletal Muscle Function Most Common Adverse Events (> 10%) in Combined Active Treatment Groups
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¢ Incidence and Dose-Relationship:
— 14 episodes of dizziness were reported by 8 of 18 patients (44%) who received CK-2017357
METHODS - 2 by 1 patient in the 125 mg dose group,

- 4 by 3 patients in the 250 mg dose group, and

Study Design and Objectives

- 8 by 4 patients in the 375 mg dose group

— The frequency of dizziness increased with increasing dose

e Study Design . Severity:
— Randomized, double-blind, placebo-controlled stud - _ :
P Y — One episode reported at 250 mg and one episode reported at 375 mg were assessed as Grade 3; the remainder

— 7-day washout of riluzole were Grade 1
— Patients then randomized into four parallel groups

(6 patients/group) to receive study medication for 14 days — Both patients who reported Grade 3 dizziness withdrew from the study during the first week

- A 28 year old male in the 250 mg dose group reported dizziness, weakness and vomiting approximately

- Placebo 5 hours after receiving his first and only dose of CK-2017357. Symptoms resolved within a day

- CK-2017357°125 mg QD - A 65 year old female in the 375 mg dose group complained of shakiness and lightheadedness shortly after

- CK-2017357 250 mg QD taking her first dose of CK-2017357. Symptoms increased in intensity over the next 2 days. Her plasma level
- CK-2017357 375 mg QD of CK-2017357 on day 2 was 18.3 pg/ml, the highest level observed in the study. Study drug was
discontinued on day 3, and her symptoms resolved promptly
e Primary Objective:
— To determine the safety & tolerability of CK-2017357 after multiple oral doses to steady state in patients * Duration:
with ALS — Episodes were self-limited, as shown in the figure below
e Secondary Objectives: — The average duration of the initial episode of dizziness increased with increasing dose of CK-2017357
— To evaluate the pharmacokinetics of CK-2017357 after multiple oral doses to steady state — Only one patient reported dizziness through the 2nd week of the study

— To evaluate and characterize the relationship, if any, between the doses and plasma concentrations of
CK-2017357 and its pharmacological effects

Dizziness Began and Resolved Early in the Majority of Instances

— To evaluate ALSFRS-R, muscle fatigue, pulmonary function and global assessments during treatment with —gVeTiap I plasia CONCenratons
CK-2017357 and placebo Ol CK- 2017357 across 1he dose

— To assess test-retest reliability of selected outcome measures
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RESULTS

Due to its small sample size and short duration, as well as the large observed inter-patient variability, this study lacked NEXT STEPS IN THE CLINICAL
statistical power to detect significant differences in the clinical outcome measures. Nevertheless, the following DevELOPMENT oF CK-2017357
observations were made:
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N=6 - > - e Patient and Investigator Global Assessments of Change at Day 15

Placebo CK-2017357 CK-2017357 CK-2017357 — Four of 5 patients who completed the study in the 375 mg dose group reported themselves as being improved
QD 125 mg QD 250 mg QD 375mg QD in their Global Assessments.
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(N=6) (N=6) (N=5) (N=5) (N=6) (N=6) (N=5) (N=5) -
|lWorse Same lBetterl |lWorse Same lBetterl
Dose CK-2017357 * The two patients who withdrew from the study are not included in these graphs CK-201 7357 INVESTIGATORS
(Mean % SD) Placebo | 125mg | 250 mg | 375mg | Combined -
(unless otherwise noted) (N=6) (N=6) (N=6) (N=6) (N=18) e ALSFRS-R Change from Baseline to Day 15 N T VP T
Age (years) 53 (12.5) | 57 (14.4) | 53 (14.8) | 56 (12.3) | 55(13.1) — Three of 5 patients who completed the study in the 375 mg dose group improved at least 1 point on o vedregr centeroyroense e
the ALSFRS-R
Sex [Male (%)] 3(50%) | 3(50%) | 3(50%) | 3(50%) | 9 (50%) _ _ _ _ _ _
> — As shown in the figure (below right), a post-hoc analysis found that each increase of 1 ug/mL in the average TCTSTTEIET SITOESHCEIe d
BMI (kg/m”) 25.7(4.9) 1 28.8(5.7) | 29.1(20) | 27.1(7.2) | 28.4(5.0) plasma concentration of CK-2017357 predicted a 35% increase in the odds of a rise in the ALSFRS-R score by

Months from Diagnosis 17.1 (20.9) [20.2 (26.5)[15.8 (17.4) | 34.8 (20.0) | 23.6 (21.9) at least 1 point [OR = 1.35, (95% CI 1.00, 1.82); p = 0.0508 using a GEE cumulative-logit model.] Rl
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Change from Baseline ALSFRS-R Odds Ratio for Improvement in ALSFRS-R Score L e -
Increases with Average Plasma CK-2017357 Concentrations -
ALSFRS-R 38.2(7.9) | 32.3(3.9) | 35.8(3.8) | 30.5(5.2) | 32.9(5.2) 100% - o o
20 4 3
90% A -
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Repeat-Dose Pharmacokinetics of CK-2017357

* The two patients who withdrew from the study in the 250 mg and 375 mg dose
groups are not included

——— Median Plasma Concentration O Individual Patient Values . . o
e Change in Maximum Voluntary Ventilation at Day 15

125 mg QD 250 mg QD 375 mg QD — The LS mean change from baseline to Day 15 in MVV was numerically superior to placebo for all dose levels, ® VVe would also like to acknowledge the
but the results did not achieve statistical significance contributions of Kara burrougns
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[CK-2017357] ( “g/mL )
o
[CK-2017357] ( “g/mL )
[CK-2017357] ( “g/mL )

-
[$)]

Day 15 1.39 (0.70, 1.49) pg/mL 2.84 (2.67, 7.35) pg/mL 7.50 (4.70, 10.80) pg/mL
Median
(Min, Max) 5

Change (L/min)
)

Blood for measurement of CK-2017357 concentrations was obtained on Day 1 prior to the first dose of study '
drug and 2, 4 and 6 hrs post-dose; on Day 2 and 8 prior to dosing and 4 hrs post-dose, and finally at trough 125 mg 250 mg 375 mg
on Day 15, 24 hrs after the last dose of drug. Dose CK-2017357, mg
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