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This presentation shall not constitute an offer to sell or a solicitation of an offer to buy any securities, nor shall there be any sale of such securities in any state or jurisdiction

in which such offer, solicitation, or sale would be unlawful prior to registration or qualification under the securities laws of any such state or jurisdiction.

This presentation contains information that may constitute “forward-looking statements” within the meaning of Section 27A of the Securities Act, and Section 21E of the

Securities Exchange Act of 1934, as amended. Inhibikase Therapeutics, Inc. (the “Company” or “we”) intends for the forward-looking statements to be covered by the safe

harbor provisions for forward-looking statements in those sections. Generally, we have identified such forward-looking statements by using the words “believe,” “expect,”

“intend,” “estimate,” “anticipate,” “project,” “target,” “forecast,” “aim,” "should," “will,” "may”, “continue” and similar expressions. Such statements are subject to a number

of assumptions, risks and uncertainties which may cause actual results, performance or achievements to be materially different from those anticipated in these forward-

looking statements. You should read statements that contain these words carefully because they discuss future expectations and plans which contain projections of future

clinical studies, regulatory approvals, product candidate development, results of operations or financial condition or state other forward-looking information. However, the

absence of these words or similar expressions does not mean that a statement is not forward-looking. Forward-looking statements are not historical facts, but instead

represent only the Company’s beliefs regarding future events, many of which, by their nature, are inherently uncertain and outside of the Company’s control. It is possible

that the Company’s actual results and financial condition may differ, possibly materially, from the anticipated results and financial condition indicated in these forward-

looking statements. Management believes that these forward-looking statements are reasonable as of the time made. However, caution should be taken not to place

undue reliance on any such forward-looking statements because such statements speak only as of the date when made. The Company undertakes no obligation to

publicly update or revise any forward-looking statements, whether as a result of new information, future events or otherwise, except as required by law. In addition,

forward-looking statements are subject to certain risks and uncertainties that could cause actual results to differ materially from the Company's historical experience and

our present expectations or projections. Important factors that could cause actual results to differ materially from those in the forward-looking statements are set forth in

the Company’s filings with the Securities and Exchange Commission, including its registration statement on Form 10-K, including under the caption "Risk Factors.

We do not intend our use or display of other entities’ names, trade names, trademarks or service marks to imply a relationship with, or endorsement or sponsorship of us

by, any other entity.

Disclaimer



Agenda

• Epidemiology

• Clinical Features  

• Timecourse and stages of disease

• Current Approaches to Treatment and the Inhibikase Solution 

• Managing PD:  Unmet Needs & Challenges

• Extended Q&A
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Robert A Hauser, MD, MBA
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Interim CMO, InhibikaseTherapeutics, Inc.
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Professor and Chair Emeritus, Department 
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Mount Sinai School of Medicine

Milton H. Werner, PhD

President & CEO

InhibikaseTherapeutics, Inc.
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Parkinson‘s Disease Overview

Werner Poewe, MD 

Professor Emeritus and 

Past Chair 

Dept of Neurology

Medical University Innsbruck

Austria
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Dorsey & Bloem, JAMA Neurol. 2018;75(1):9-10

Incidence of PD
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Motor Features of PD

Early Disease

• Bradykinesia

– Hypomimia

– Loss of dexterity

– Gait changes

– Handwriting changes

• Rigidity

– Feeling of stiffnes

– Shoulder/arm pain

• Rest  Tremor

Advanced Disease

• Gait Difficulites

– Freezing

– falls

• Postural deformities

– Camptocormia

– Pisa syndrome

– Contractures hands/feet

• Speech & Swallowing problems

• L-dopa related motor complications

– Response fluctuations

– dyskinesias
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Non-motor features of PD

• Neuropsychiatric symptoms

– Cognitie dysfunction

– Dementia

– Hallucinosis

– Depression

– Apathy

• Autonomic dysunction

– Orthostatic hypotension

– urinary&sexual dysfunction

– constipation

• Sleep Disorders

– Insomnia

– RBD

– Daytime sleepiness

• Sensory Dysfunction

– Hyposmia

– Impaired colour vision

– diplopia

• Pain
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Treating PD – Principles of Management 

Drug Treatment 

• Dopamine substitution
• L-Dopa
• DA-agonists
• MAO-B inhibitors
• COMT inhibitors

• Non-dopaminergic drugs
• Anticholinergics
• Amantadine
• A2A antagonists
• Drugs to treat NMS

Poewe W, et al. (2017) Nat Rev Dis Primers, 3:17013. 9



‘Device-Aided’ PD-Therapies

On-Demand Therapies

Infusion Therapies

Deep Brain Stimulation

Levodopa intestinal gel sc apomorphine sc levodopa

Levodopa Inhaler sc apomorphine pen
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Evolution of PD
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Poewe W, et al. (2017) Nat Rev Dis Primers, 3:17013. 11



Managing PD – Unmet needs & Challenges

Levodopa-related motor complications

• response fluctuations
• dyskinesias

Treatment resistant motor symptoms

• Freezing of gait
• Postural instability & falls
• Dysphagia & dysarthria

Non-motor symptoms

• Cognitive dysfunction & dementia
• Autonomic dysfunction
• Sleep disorders

KEY UNMET NEED = DISEASE MODIFICATION
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Parkinson’s Disease Strategy & Status 

Dr. Milton Werner, President & CEO

Dr. Warren Olanow, Interim CMO, Inhibikase Therapeutics, Inc.

CEO Clintrex Research Corporation, 

Professor and Chair Emeritus, Department of Neurology and

Professor, Department of Neuroscience, 

Mount Sinai School of Medicine
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THE PATH TO NEURODEGENERATION

Stressors Trigger the Production of Misfolded α-Synuclein 
Which Activates c-Abl to Drive Neurodegeneration2

1Nat Rev Neurosci. 2, 492–501 (2001)
2 Werner and Olanow , Mov Disorders 2021, doi: 10.1002/mds.28858
3https://ir.prothena.com/news-releases/news-release-details/update-phase-2-pasadena-study-prasinezumab-prx002rg7935

http://media.biogen.com/node/22876/html 14

Immunotherapy acts
here2

http://media.biogen.com/node/22876/html
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Key points of Parkinson’s Disease Initiation and 
Progression1

SUMMARY

1Werner and Olanow, Mov. Disorders 2022 Jan;37(1):6-15; , J Clin Invest. 2016; 126: 2970-2988,

Brain 2019; 142:2380-2401, Cell 2011; 144: 689-702, Nat Neurosci. 2013; 16: 1392-1400,

Adv Neurobiol. 2017; 15:403-425 

▪ Internalization of misfolded or aggregated a-synuclein and the activation of c-Abl in 
response is a key event in PD initiation/progression 

▪ The long-sought goal of clearing a-synuclein aggregates  for a therapeutic purpose should 
focus on the aggregates WITHIN the affected neurons

▪ Reduction and/or clearance of aggregates can be driven by restoring endogenous processes 
from within the affected neurons

▪ Recovery of lost functional activity can be achieved



Clinical Phase 1 and 1b Programs

ONGOING TRIALS IN SAFETY AND DOSING
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Phase 1/1b Multiple Ascending Dose 

Study (MAD) 

▪Healthy Controls/PD Patients

▪2 HC cohorts

▪Doses 12.5 and 25

▪2-3 PD cohorts

▪Doses – 50, 100, 200 mg

▪8 patients per cohort – 6 active and 2 placebo

▪7-day dosing

▪Primary endpoints:  

▪safety 

▪ tolerability 

▪Steady-state pharmacokinetics (PK) plasma

▪Trough steatdy-state PK spinal fluid and 

urine

▪Exploratory:  UPDRS II+III, II, III, NMSS, 

PDQ-39, CGI, CSBM, PAGI-SYM

Phase 1 Single Ascending Dose Study 

(SAD)

▪Healthy Controls

▪9 dosing cohorts 

▪Doses – 12.5 – 325 mg per day

▪8 patients per cohort – 6 active and 2 placebo

▪1-day dosing

▪Primary endpoints:  

▪safety 

▪ tolerability 

▪pharmacokinetics (PK) - plasma



IkT-14809 Phase 1/1b Program Outcomes
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Results to date

▪Phase 1 Healthy Controls, Age 45-70

▪No deaths

▪No SAEs

▪No clinically significant AEs

▪MTD not defined

▪PK – linearity to 250 mg 1x/day

▪Phase 1b PD Patients, Hoehn & Yahr < 3.0

▪No deaths

▪No SAEs

▪No clinically significant AEs

▪MTD not defined

▪No evidence of worsening of PD

▪PK – May have reduced exposure 

relative to healthy controls but similar 

accumulation

ONGOING TRIALS IN SAFETY AND DOSING



IkT-148009 Development Program Phase 2b/3 Program
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▪Phase 2b/3 Double Blind Placebo Controlled Trial

▪Untreated PD patients

▪9-month study

▪Likely 2/3 cohorts – 1/2 active doses (chosen from phase 2 study) and 

Placebo

▪Estimated 150 patients per group 

▪Outcome Measures

▪Primary outcome measure – likely UPDRS II + III

▪Measure of Function – CGI-S

▪Non-motor/dopaminergic manifestations – e.g. sleep, cognition, GI 

function, falling

▪Biomarker – a-synuclein measures in plasma, CSF, skin and others

▪Long-Term Open Label Safety Study

▪Likely 300 patients treated for 6 months and 100 patients treated for 12 

months (50% at highest dose)

▪Patients who participated in previous trials can be enrolled into the long-

term safety study

OUTLINE OF FUTURE TRIALS FOR EFFICACY



IkT-148009 Development Program Regulatory 
Considerations
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▪Disease Modification as an indication – no regulatory path to achieve this

▪No biomarker has been accepted to date for regulatory purposes in PD

▪No agent in the Division of Neurology has been approved with a disease-modifying indication

▪The only design the agency has indicated might be acceptable for this indication is the delayed 

start study

➢ This is a long and expensive trial with many unresolved issues and no assurance of 

approval even with positive results (see the ADAGIO study1)

OUTLINE OF FUTURE TRIALS FOR EFFICACY

1Olanow et al. N Engl J Med. (2009) 361(13):1268-78



IkT-148009 Development Program Regulatory 
Considerations
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▪Our approach to drug approval

▪Double Blind, Placebo-Controlled Parallel group design

➢ A standard design that has been used for the approval of most drugs in PD

▪ Indication would be for treatment of PD

▪Mechanism of Action and demonstration that drug is likely to be disease-modifying can be 

incorporated into the label

➢ Laboratory studies describing relevant basic science could be included in section 12 of the 

label

➢ Clinical results describing features including those that are not affected by currently available 

therapies could be described in section 14 of the label

➢ Information in the label can be communicated for educational and commercial purposes as 

we’ve recently published:

Kieburtz K, Katz R, McGarry A, Olanow CW. A New Approach to the Development of  Disease-

Modifying Therapies for PD; Treating Another Pandemic. Mov Disord 2021;36:59-63.

OUTLINE OF FUTURE TRIALS FOR EFFICACY



Why we need to find a path to slow 
disease progression

Robert A Hauser, MD, MBA

Professor of Neurology

Director 

Parkinson's Disease and Movement 

Disorders 

Center of Excellence

University Of South Florida 
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“Doctor, how am I going to do?”

https://www.michaeljfox.org/news/get-times-parkinsons-diagnosis-criteria-catches-

latest-understanding 22



Sydney Multicenter Study – 15 years
Mortality

• Newly diagnosed patients were recruited and followed

• The standardized mortality ratio was significantly elevated at 
1.86

• The median time from onset of disease to death was 12.2 years

• The mean age at death was 75.5 years

• Pneumonia was the most common cause of death (27%) with 
most of these pts having been bedridden

1Hely et al. Mov Disord 2005;20: 190-199 23



• Motor fluctuations = 96% 

• Dyskinesia = 94% 
➢ disabling dyskinesia = 46% 

• Cognitive decline = 84%
➢ Dementia = 48%

• Falls = 81%

• Hallucinations = 50%

• Depression = 50%

• Choking = 50%

• Urinary incontinence = 41%

• Symptomatic orthostatic hypotension =35%

1Hely et al. Mov Disord 2005;20: 190-199 

Sydney Multicenter Study – 15 years1

24



Motor Fluctuations and Dyskinesia

• Motor fluctuations and dyskinesia increase over time

• Are associated with decreased QoL

• Despite advances, remain an unmet treatment need

25



Residual OFF Time

BL EOS Residual OFF time

Rytary 6.1 -2.2 3.9

Duopa 6.3 -4.0 2.3

DBS 5.9 -2.4 3.4

Hauser et al. Lancet Neurol 2013;12:346-56

Olanow et al. Lancet Neurol 2014; 13:141-9

Weaver et al. 2009 JAMA 2009; 301:63-73

Stacy & Hauser. J Neural Transm 2007; 114:211–217 26



Hauser et al. Front. Neurol. 12:645706. doi: 10.3389/fneur.2021.645706

Residual Dyskinesia

27



Falls

• Are common in PD

• Are associated with decreased QoL

• Increase in likelihood as PD progresses (up to a point)

• May be due to multiple causes
➢Balance impairment

➢Freezing/festinating

➢Orthostatic hypotension

➢Cognitive/attention deficits

Fig. 1 PDQ-39 scores in patients with or without falls in ON state (in blank or 
dashed bars, respectively). *p\0.05, **p\0.01 (Student’s T test with step-down 
Holms correction for multiple comparisons). 
Higher scores of the PDQ-39 reflect worse Quality of Life.

Rascol et al. J Neural Transm 2015;122:1447–1455 28



• Pooled six prospective studies of falling in PD (n=473)

• The 3-month fall rate was 46% (95% confidence interval: 38 –54%)

• The best predictor of falling was two or more falls in the previous year (sensitivity 68%; specificity 81%).

• Even among subjects without prior falls, this fall rate was 21% (12–35%)

• Injuries were common and occurred in about a quarter of subjects 

Mov Disord 2007;22:1892–1900 29



• Among non-fallers at baseline (n=124),  the rate of new current fallers 
was 38% (35 of 92) at 4 years and 68% at 8 years (13 at 4 years and 19 
new current fallers)

• Among 64 patients participating in all three study visits, prevalence of 
falls increased from 27% (n = 17) at baseline to 38% (n = 24) at 4 years 
and 72% (n = 46) after 8 years.

Parkinsonism and Related Disorders 2014;20:1059-064 30



Dementia in PD

• Associated with reduced quality of life1

• Shortened survival2

• Increased caregiver distress3

• Community-based studies have estimated the point prevalence 
for dementia in PD to be between 28% and 44%4-7

1. Schrag A, Jahanshahi M, Quinn N. Mov Disord 2000;15:1112–1118. 

2. Nussbaum M, Treves TA, Inzelberg R, Rabey JM, Korczyn AD. Parkinsonism Rel Disord 1998;4:179–181.

3. Aarsland D, Larsen JP, Karlsen K, Lim NG, Tandberg E. Int J Geriatr Psych 1999;14:866–874.

4. Mayeux R, Denaro J, Hemenegildo N, Marder K, Tang MX, Cote LJ, Stern Y. Arch Neurol 1992;49:492–497. 

5. Aarsland D, Tandberg E, Larsen JP, Cummings JL. Arch Neurol 1996;53:538–542. 

6. Hobson P, Meara J. Mov Disord 2004;19:1043–1049. 

7. Marttila RJ, Rinne UK. Dementia in Parkinsons-Disease. Acta Neurol Scand 1976;54:431–441. 31



Prevalence of Dementia in PD
A Longitudinal Study

26%

52%

78%
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Baseline 4 year prevalence 8 year prevalenceDementia rates increased by 26% every 4 years when PD patients 

were followed longitudinally
Aarsland et al. Arch Neurol. 2003;60:387-392.

n = 224 n = 139 n = 87

Mean disease duration

BL, all pts = 9.2 yrs

At time of PDD = 13.8 yrs
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▪ Quality of life was poor, and was largely determined 

according to the presence and severity of NMS.

▪ Each resident endorsed a mean of 12.9 items on the NMSS.

▪ Autonomic problems were highly prevalent - urinary urgency 

(75%), nocturia (57%), and constipation (48%).

▪ Depression was present in 45.1%.

▪ Sleep-related complaints were common.

▪ The percentage of residents fulfilling criteria for PDD was 

56.9% on the MMSE and 77.1% on the SCOPA-Cog

J Am Geriatr Soc 61:1714–1721, 2013. 33



• The large majority of NMSs significantly increased in 

prevalence at 4 years.

• NMSs showing the highest percentage change (> 

150%) between 2 and 4 years were: swallowing 

difficulties, nausea/vomiting, nocturia, hallucinations, 

sex drive, dizziness, daytime sleepiness and restless 

leg syndrome

• There were no associations with medications (i.e. L-

dopa, DA, etc.) or total LEDD for any of these NMSs 

except for daytime sleepiness

91 Consecutive de-novo (disease duration < 2 years), 

untreated patients with PD were enrolled in this 

observational study

European Journal of Neurology 2016, 23: 1673–1679 34



The bodily discomfort dimension of the PDQ-39

significantly worsened from year 2 to year 4

There was a significant difference in the motor burden

among PDQ-39 quartiles (Kruskal–Wallis v2 = 7.9; P < 0.05).

There was a significant difference among the subgroups for

the nonmotor burden (Kruskal–Wallis v2 = 14.4; P < 0.01).

European Journal of Neurology 2016, 23: 1673–1679 35



Kalia and Lang, Lancet (2015) 386: 896–912 36



Targeting c-Abl we believe is transformational to 
treatment of Parkinson’s disease

37
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