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D I S C L A I M E R  &  I M P O R T A N T  N O T I C E

Disclaimer

This presentation has been prepared by Zelda Therapeutics Ltd ACN 103 782 378 (“Company”). It does not purport to contain all the information that a prospective investor may require in connection with any
potential investment in the Company. You should not treat the contents of this presentation, or any information provided in connection with it, as financial advice, financial product advice or advice relating to
legal, taxation or investment matters.

No representation or warranty (whether express or implied) is made by the Company or any of its officers, advisers, agents or employees as to the accuracy, completeness or reasonableness of the information,
statements, opinions or matters (express or implied) arising out of, contained in or derived from this presentation or provided in connection with it, or any omission from this presentation, nor as to the
attainability of any estimates, forecasts or projections set out in this presentation.

This presentation is provided expressly on the basis that you will carry out your own independent inquiries into the matters contained in the presentation and make your own independent decisions about the
affairs, financial position or prospects of the Company. The Company reserves the right to update, amend or supplement the information at any time in its absolute discretion (without incurring any obligation to
do so).

Neither the Company, nor its related bodies corporate, officers, their advisers, agents and employees accept any responsibility or liability to you or to any other person or entity arising out of this presentation
including pursuant to the general law (whether for negligence, under statute or otherwise), or under the Australian Securities and Investments Commission Act 2001, Corporations Act 2001, Competition and
Consumer Act 2010 or any corresponding provision of any Australian state or territory legislation (or the law of any similar legislation in any other jurisdiction), or similar provision under any applicable law. Any
such responsibility or liability is, to the maximum extent permitted by law, expressly disclaimed and excluded.

Nothing in this material should be construed as either an offer to sell or a solicitation of an offer to buy or sell securities. It does not include all available information and should not be used in isolation as a basis
to invest in the Company.

Future matters
This presentation contains reference to certain intentions, expectations, future plans, strategy and prospects of the Company.

Those intentions, expectations, future plans, strategy and prospects may or may not be achieved. They are based on certain assumptions, which may not be met or on which views may differ and may be
affected by known and unknown risks. The performance and operations of the Company may be influenced by a number of factors, many of which are outside the control of the Company. No representation or
warranty, express or implied, is made by the Company, or any of its directors, officers, employees, advisers or agents that any intentions, expectations or plans will be achieved either totally or partially or that
any particular rate of return will be achieved.

Given the risks and uncertainties that may cause the Company’s actual future results, performance or achievements to be materially different from those expected, planned or intended, recipients should not
place undue reliance on these intentions, expectations, future plans, strategy and prospects. The Company does not warrant or represent that the actual results, performance or achievements will be as
expected, planned or intended.
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K E Y  I N S O M N I A  S T A T S - U S A  M A R K E T
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Insomnia is the most common sleep disorder in America 

~60m
Affected by 

insomnia

30%
Adults have 

symptoms of 
insomnia

~1 in 4
Develop 
insomnia 
each year

Up to 10%
Adults are 

likely to suffer 
from chronic 

insomnia

Of  people who suffer from depression 
also experience symptoms of insomnia.83%

Of adults > 60 suffer from symptoms of 
insomnia.

Nearly

50%

Of  opioid overdoses involve 
medications commonly prescribed for 

insomnia.

30%

Economic loss  to  the US economy/yr
due to insomnia

$63bn

Expected value of the US insomnia 
market by 2021

$4bn



U N M E T  N E E D
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Short Term Side-Effects of Approved Insomnia Medications

• ‘Next Day’ effects: groggy, dizzy, tired, headaches, constipation and dry mouth

Long Terms Side-Effects of Approved Insomnia Medications
• Dependence and Tolerance
• Withdrawal symptoms
• Rebound insomnia
• Increased risk of depression, cancer, mood disorders, suicides, serious infections

Commercial opportunity exists for new insomnia therapies that offer improved 
efficacy and/or improved safety and tolerability



Z E L I R A :  I N S O M N I A  P H A S E  1 A / 2 B  T R I A L
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A Study to Evaluate the Efficacy of Sublingual Cannabinoid Based Medicine Extract (ZTL-101) 

Compared with Placebo for the Treatment of Sleep Disorders Due to Insomnia 

Investigational Team: PI - Prof Peter Eastwood, Clinical Prof David Hillman, Ass Prof Nigel McArdle, Dr Melissa Ree, Dr Jennifer Walsh

Study design: Randomised double-blind, placebo-controlled, crossover

ANZCTR: ACTRN12618000078257

Primary Outcomes: Secondary Outcomes:

• To evaluate safety and tolerability of increasing doses of 
the sublingual cannabinoid extract ZTL-101.

• To evaluate the efficacy of the sublingual cannabinoid 
extract ZTL-101 containing THC for improving insomnia 
symptoms in people with chronic insomnia.

• To evaluate the efficacy of ZTL-101 as compared to 
placebo for improving objective and subjective sleep 
quantity and quality in people with insomnia.

• To evaluate quality of life improvements in people with 
insomnia when using ZTL-101 as compared with placebo.
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Inclusion criteria:
•Chronic insomnia 

(self-reported difficulty initiating 
and/or maintaining sleep on 
three or more nights per week for 
at least 3 months)

• ISI score >10

Exclusion criteria:
• Sleep apnea
• Severe depression, 

anxiety or stress

Dosing:
•Sublingual
•Nightly 1 hour before bed for 2 weeks
•Low dose ZTL-101 = 11.5mg total cannabinoids
•High dose ZTL-101 = 23mg total cannabinoids

Z E L I R A :  I N S O M N I A  P H A S E  1 A / 2 B  T R I A L  D E S I G N

Formulation: THC, CBD, CBN



P A T I E N T  C O M M E N T S *
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Placebo ZTL-101

* Responses from participants after spending night in sleep lab following 2 weeks of treatment course with either placebo or ZTL-101

Person

“Even with double doses for this 
arm, still not sleeping.”

“Stayed awake for hours trying to 
sleep most nights, same as prior to 

taking any medication…”

“Fell asleep and did not wake up in middle 
of night…more than in past 22 years.”

“I haven't slept this well in a very long 
time.”

“Slept well, night passed quickly.”

“Has zero effect on any insomnia.”



Z T L - 1 0 1  M E T  P R I M A R Y  A N D  S E C O N D A R Y  E N D P O I N T S  
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• No serious adverse events
• Adverse events mild and transient
• Maximal dose well tolerated

Primary Endpoints

Statistically significant improvement in:

• Time spent asleep
• Time taken to return to sleep after waking
• Sleep quality
• Feeling rested

Secondary Endpoints

Improved Objective and Subjective 
Measures of Insomnia

Improved Quality of Life

Statistically significant:
• Reduction in levels of fatigue
• Improvement in functioning

• 36% reduction in Insomnia Severity Index
(ISI)

• Treatment was dose responsive

• High dose patients became subclinical to
insomnia

• Statistically significant reduction in ISI scores
at all doses

EFFICACIOUS

SAFE



Z T L - 1 0 1  I M P R O V E S  I N S O M N I A  S E V E R I T Y  I N D E X  ( I S I )  
S C O R E S
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• ISI scores significantly improved following ZTL-101 treatment vs placebo at all doses.
• High dose of ZTL-101 achieved a 36% reduction in ISI scores.
• High dose of ZTL-101 saw people downgraded from ’Moderate Severity’ to ‘Sub Clinical’ clinical insomnia.
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Statistical significance calculated using adjusted means for low dose subgroup (ZTL-101 vs placebo-18.7 ISI) and high dose subgroup (ZTL-101 vs placebo- 17.4 ISI). *p<0.05, **p<0.005.



Z T L - 1 0 1  I M P R O V E D  O B J E C T I V E  M E A S U R E S  O F  S L E E P  
( A C T I G R A P H Y )
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ZLT-101 vs 
Placebo

Total Sleep Time 
(min)

Sleep Efficiency 
(%)

Wake After Sleep Onset 
(min)

Sleep Onset Latency 
(min)

Low dose
(n=11) ↑28* ↑2.61* ↓9.52 ↓0.25

High dose
(n=12) ↑42** ↑3.57** ↓12.31* ↓1.19*

Average ↑33** ↑2.89** ↓10.17* ↓0.41

ZTL-101 significantly:

• Increased the time people spent asleep (TST more than 30 mins and SE by 3%)

• Decreased the amount of time people spend awake during the night (WASO by less than 10 mins)

• Responses improved with increasing dose

Definitions:
Total Sleep Time (TST): Total amount of sleep time recorded. Sleep Efficiency (SE): Sum of time spent asleep divided by the total time in bed. Wake After Sleep Onset (WASO): Amount of time spent awake after sleep onset.
Sleep Onset Latency (SOL): Duration of time from ’lights out’ until patient falls asleep.

Statistical significance calculated using adjusted means for ZTL-101 vs placebo.  * p ≤ 0.05, ** p≤ 0.001



Z T L - 1 0 1  I M P R O V E D  S U B J E C T I V E  M E A S U R E S  O F  S L E E P  
( P A T I E N T  S L E E P  D I A R I E S )
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ZLT-101 vs 
Placebo

Total Sleep Time 
(min)

Quality of Sleep 
(score)

Rested on Waking 
(score)

Sleep Onset Latency 
(min)

Low dose
(n=11) ↑60* ↑0.53* ↑0.26 ↓10.2

High dose
(n=12) ↑77** ↑0.98** ↑0.75** ↓10.5

Average ↑65** ↑0.74** ↑0.51* ↓8.5*

ZTL-101 significantly:

• Increased the time people thought they spent asleep

• Improved the quality of sleep people felt they had

• Improved how rested they felt on waking

• Responses improved with increasing dose

Statistical significance calculated using adjusted means for ZTL-101 vs placebo.  * p ≤ 0.05, ** p≤ 0.001



Z T L - 1 0 1  I M P R O V E D  P E O P L E ’ S  Q U A L I T Y  O F  L I F E  M E A S U R E D  
U S I N G  S U B J E C T I V E  Q U E S T I O N N A I R E S
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ZLT-101 vs 
Placebo

Multidimensional Fatigue Inventory Work and Social Adjustment Scale

General Fatigue1 Mental Fatigue1 Total Fatigue1 Home 
Management2 Total WSAS2

Low dose 
(n=11) ↓1.68* ↓2.0* ↓4.54 ↓0.41 ↓1.8

High dose
(n=12) ↓1.38 ↓1.0 ↓3.63 ↓0.63* ↓2.13

Average ↓1.57** ↓1.37* ↓3.71** ↓0.6* ↓2.2*

ZTL-101 significantly:

• Reduced people’s total fatigue – particularly mental fatigue and stress3 (data not shown)

• Improved the ability of people to function – particularly the ability to manage the home

Questionnaires: 1. Multidimensional Fatigue Inventory, 2. Work and Social Adjustment Scale (WSAS), 3. DASS – Stress.   Statistical significance calculated using adjusted means for ZTL-101 vs placebo.  * p ≤ 0.05, ** p≤ 0.001



Z T L - 1 0 1  C O M P A R A B L E  T O  C U R R E N T  S L E E P  M E D I C A T I O N S
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Melatonin

X

X

X

X

X

X

X

Suvorexant
(Belsomra®)

Merck

X

✓

✓

X

+/-

✓

✓

Zolpidem
(Stilnox®/Ambian®)

Sanofi

✓

X

✓

✓

+/-

X

X

Temazepam
(Temtabs®)

Aspen

✓

+/-

✓

✓

+/-

X

X

Criteria

Rapid Sleep Onset

Improved Sleep 
Maintenance

Increase Total Sleep

Improve ‘Quality of Sleep’

Feel Rested Upon Waking

No Serious Side-Effects

Maintain effect long-term

No potential for addiction

ZTL-101

+/-

✓

✓

✓

✓

✓

TBD

TBD



S U M M A R Y  F O R  Z T L - 1 0 1

14

• First clinically validated medicinal cannabis drug targeting chronic insomnia

• Phase 1b/2b clinical trial successfully achieved all primary and secondary endpoints

• ZTL-101: safe and tolerable

• ZLT-101 is efficacious: Patients slept longer, slept sooner after waking, spent more time
asleep and reported feeling rested, less stressed and fatigued the next day

• ZTL-101 addresses unmet need for insomnia medications that improve quality of life

• On-track to launch into global markets by Q3 2020



N E X T  S T E P S :  L A U N C H ,  L E A R N  &  D E V E L O P

15

Launch, Learn…

… & Develop C L I N I C A L  
D E V E L O P M E N T  

Registration

$$

I N S O M N I A  

Global Markets 2020

Z T L - 1 0 1  

$$$$

CHRONIC 
PAIN

MENTAL DISORDERS
(DEPRESSION/ ANXIETY) 

NEUROLOGICAL 
DISORDERS 
(PARKINSON'S)

CARDIOVASCULAR
DISEASE 

INSOMNIA


