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Safe Harbor

This presentation contains forward-looking statements made within the meaning of the Private 

Securities Litigation Reform Act of 1995 by Anavex® Life Sciences Corp. and its representatives. These 
ǎǘŀǘŜƳŜƴǘǎ Ŏŀƴ ōŜ ƛŘŜƴǘƛŦƛŜŘ ōȅ ƛƴǘǊƻŘǳŎǘƻǊȅ ǿƻǊŘǎ ǎǳŎƘ ŀǎ άŜȄǇŜŎǘǎΣέ άǇƭŀƴǎΣέ άƛƴǘŜƴŘǎΣέ άōŜƭƛŜǾŜǎΣέ 

άǿƛƭƭΣέ άŜǎǘƛƳŀǘŜǎΣέ άŦƻǊŜŎŀǎǘǎΣέ άǇǊƻƧŜŎǘǎΣέ ƻǊ ǿƻǊŘǎ ƻŦ ǎƛƳƛƭŀǊ ƳŜŀƴƛƴƎΣ ŀƴŘ ōȅ ǘƘŜ ŦŀŎǘ ǘƘŀǘ ǘƘŜȅ Řƻ 

not relate strictly to historical or current facts. Forward-looking statements frequently are used in 
discussing potential product applications, potential collaborations, product development activities, 

clinical studies, regulatory submissions and approvals, and similar operating matters. Many factors 

may cause actual results to differ from forward-looking statements, including inaccurate assumptions 
and a broad variety of risks and uncertainties, some of which are known and others of which are not. 

Known risks and uncertainties include those identified from time to time in reports filed by AnavexLife 

Sciences Corp. wit the Securities and Exchange Commission, which should be considered together 
with any forward-looking statement. No forward-looking statement is a guarantee of future results or 

events, and one should avoid placing undue reliance on such statements. AnavexLife Sciences Corp. 

undertakes no obligation to update publicly any forward-looking statements, whether as a result of 
new information, future events or otherwise. AnavexLife Sciences Corp. cannot be sure when or if it 

will be permitted by regulatory agencies to undertake clinical trials or to commence any particular 

phase of clinical trials. Because of this, statements regarding the expected timing of clinical trials 
cannot be regarded as actual predictions of when AnavexLife Sciences Corp. will obtain regulatory 

ŀǇǇǊƻǾŀƭ ŦƻǊ ŀƴȅ άǇƘŀǎŜέ ƻŦ ŎƭƛƴƛŎŀƭ ǘǊƛŀƭǎΦ ²Ŝ ŀƭǎƻ Ŏŀƴƴƻǘ ōŜ ǎǳǊŜ ƻŦ ǘƘŜ ŎƭƛƴƛŎŀƭ ƻǳǘŎƻƳŜ ŦƻǊ ŜŦŦƛŎŀŎȅ ƻǊ 

safety of our compounds. Potential investors should refer to the risk factors in our reports filed on 
Edgar. 
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Novel Target, New Approach to Treating CNS

Anavexutilizes precision genetic 
medicineto treat severe, often 

devastating, neurological disorders 
ranging from rare diseases such as Rett 

syndrome to large indications like 
!ƭȊƘŜƛƳŜǊΩǎ ŘƛǎŜŀǎŜ 
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Summary
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ANAVEX®2-73, orally available S1R agonist with strong IP (COM 2033) 
ŀƴŘ Ƙŀǎ ŎƻƳǇƭŜǘŜŘ ŀ ǎǳŎŎŜǎǎŦǳƭ tƘŀǎŜ нŀ ŎƭƛƴƛŎŀƭ ǘǊƛŀƭ ŦƻǊ !ƭȊƘŜƛƳŜǊΩǎ 
disease

Utilizing patient genomic analysis as well as clinical PK/PD data to 
effectively incorporate into three clinical trials initiating in 2018:   

ÁPhase 2 clinical trial in Rett syndrome* ςIND filed

ÁPhase 2 clinical trial in tŀǊƪƛƴǎƻƴΩǎ ŘƛǎŜŀǎŜ

ÁPhase 2/3 clinical trial in !ƭȊƘŜƛƳŜǊΩǎ ŘƛǎŜŀǎŜ

*FDA granted ANAVEX®2-73 Orphan Drug Designation (ODD) for Rett syndrome 

Focus Finding effective treatments for neurodevelopmental and 
neurodegenerativediseases, areas of high unmet need

Mechanism Sigma-1 Receptor (S1R) targeting cellular homeostasis

Approach Applying precisionmedicine to CNS



LŘŜƴǘƛŦƛŎŀǘƛƻƴ ƻŦ DŜƴŜ ά{ƛƎƴŀǘǳǊŜέ ŦǊƻƳ !b!±9·ϯн-73 Patients

ANAVEX®2-73 Phase 2a clinical trial
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ANAVEX®2-73 treatment

NOW: Genetic signatures of the strongest 
responders to ANAVEX®2-73 

Corresponding 
approach to

oncology precision 
medicine



Portfolio of Compounds Varying in Sigma-1 Receptor 
Binding Activities
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PRECLINICAL PHASE 1 PHASE 2 PHASE 3

ANAVEX®2-73
*RETT SYNDROME

![½I9La9wΩ{ 5L{9!{9
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FRAGILE X

CANDIDATE

ANAVEX®3-71
(AF710B)

*FRONT. DEMENTIA (FTD)
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ANAVEX®1-41
DEPRESSION

STROKE
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ANAVEX®1066

CANCER (PANCREAS)

ACUTE & NEUROPATHIC PAIN

* = Orphan Drug Designation by FDA

*INFANTILE SPASMS

VISCERAL PAIN



Novel Target: Sigma-1 Receptor

7Su et al., Trends PharmacolSci. 2016



ANAVEX®2-73 is a S1R Agonist and Activates the Sigma-1 
Receptor
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Enhancing activation of endogenousS1R 
agonist with ANAVEX®2-73 remedies 

disease symptoms and underlying 
pathophysiology

1) MavlyutovTA et al. Neuroscience. 2013 Jun 14;240:129-34 2) Su TP et al. Trends PharmacolSci. 2016 Apr;37(4):262-78
3) RuscherK et al. J PharmacolSci. 2015 Jan;127(1):30-5

S1R is an integral membrane protein 
involved in cellular homeostasis which 

targets restoration of neuroplasticity and 
cellular stress response2,3 

S1R deficiency 
accelerates 

disease 
progression1

EndogenousS1R agonistsactivate 
the Sigma-1 Receptor in situation 

of cellular stress



Overview ANAVEX®2-73 Clinical Trials

ANAVEX®2-73-001 Study: 
Å Randomized, double-blind, placebo-

controlled Phase 1 (oral)
Å Single ascending dose (SAD)
Å 22 healthy subjects

Population PK, i.e. non-
linear mixed effect 
(NLME) modeling, non-
compartmental 
analysis and formal 
concept analysis (FCA) 
and both RNA and 
whole exomeDNA 
genome sequencing 
using IlluminaHiSeq
2500 Next Generation 
Sequencing (NGS) 
technology

ANAVEX®2-73-002 Study#: 
Å Randomized, Phase 2a (iv/oral)
Å 32 mild-to-moderate AD patients
Å MMSE baseline 16-28 (mean 21)
Å Adaptive trial with Population PK
Å Bioavailability, dose finding (PART A), and 

exploratory efficacy with 52 week open-label 
extension (PART B)

Preparation 
underway

Initiation of subsequent randomized, double-
blind, placebo-controlled ANAVEX®2-73 studies:
Å Rettsyndrome
Å tŀǊƪƛƴǎƻƴΩǎ ŘƛǎŜŀǎŜ
Å !ƭȊƘŜƛƳŜǊΩǎ ŘƛǎŜŀǎŜ

ClinicalTrials.govIdentifier: #NCT02244541; ##NCT02756858  

ANAVEX®2-73-003 Study##:
Å 104-week extension study after PART B

9



Using Precision Medicine to Increase Clinical Trial Success 
Rate  

10Thomas DW et al. Clinical Development Success Rates 2006-2015. BIO Industry Analysis

+64%

+38%
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Rett Syndrome (RTT): A Devastating Monogenic Disorder

Á Rett syndrome (RTT) is caused by spontaneous (de novo) mutation in the 
MECP2 gene located on the X chromosome

Á For males the gene mutation is lethal since males have only one X 
chromosome (females have two X chromosomes)

Á Affects approximately 16,000 females in U.S.
Á 1:10-15K females worldwide

Á For females who survive infancy, RTT leads to a deficiency in motor 
function, cognitive impairment and seizures

Á There are no approved treatments for RTT

Á FDA granted ANAVEX®2-73 Orphan Drug Designation for Rett syndrome

Rare genetic postnatal progressive neurodevelopmental disorder

Maria Chahrour, Huda Zoghbi., The Story of Rett Syndrome: From Clinic to Neurobiology, Science Direct (2007); D.Valentiet al., 
Neuroscience and Biobehavioral Reviews 46 (2014) 202ς217



BDNFXMECP2 gene
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MECP2 is Mutated in Rett Syndrome Leading to Loss of 
Neuronal Function and Loss of BDNF

12

ÁMECP2 is a calcium dependent gene, affects dendritic spine development and 
necessary for other gene expressions, including BDNF

ÁLoss of MECP2 function alters excitatory/inhibitory synaptic balance 
ÁMECP2 function required for neuronal survival, synaptic development and plasticity
ÁBDNF is an important neuronal plasticity-related gene affected by loss of MECP2

Fasolino M et al., The Crucial Role of DNA Methylation and MeCP2 in Neuronal Function. Grayson DR, ed. Genes. 
2017;8(5):141; BenarrochEE, Neurology. 2015 Apr 21;84(16):1693-704.; Greer PL et al., Neuron. 2008 Sep25;59(6):846-60

Healthy Individual

MECP2 gene BDNF

RettSyndrome Individual

X X

Beneficial effect of ANAVEX®2-73:
Restores calcium homeostasis

ANAVEX®2-73



ANAVEX®2-73 Regulates Gene Expression and Restores BDNF Levels

13Presented at  Antiepileptic Drug Trials XIV 2017 Conference

ANAVEX®2-73 fully restores BDNF expression 
levels in the hippocampus in the Fmr1 KO mouse 
model (p<0.05, KO vehicle vs. KO ANAVEX®2-73)

p<0.05



ANAVEX®2-73 Significantly Reduces Impairment in Mutated 
MECP2 Rett Syndrome Mouse Model 
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Clasping at 8 weeks

Clasping at 12 weeks

p<0.001

p<0.05

p<0.05

p<0.01

Normal Impaired

Mice treated with ANAVEX 2-73 (30 mg/kg) 
clasped less than vehicle-treated mutant mice 
(p<0.05 at 8 and 12 weeks)
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Presented at 2016 Epilepsy Pipeline Conference, 
2016 RettSyndrome Symposium



Significant Improvement in Multiple Movement Impairments 
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Motor Coordination and exercise 
capacity are assessed: 
ANAVEX®2-73 treated mice took 
significantly more time to fall off 
rod & fell at higher speeds 
compared to vehicle-treated 
mutant mice

Rotarod
Platform that employs computer 
vision to detect changes in gait 
geometry and gait dynamics: 
Gait, Correlation, Body Motion 
demonstrate significant 
improvement

Neurocube
Wild type (WT) mice have a 
higher startle response compared 
to impaired mice: ANAVEX®2-73 
treated mice showed a significant 
increase in startle response 
compared to vehicle-treated 
mutant mice

Startle

Presented at 2016 Epilepsy Pipeline Conference, 2016 RettSyndrome Symposium



ANAVEX®2-73 Phase 2 Rett Syndrome Study Design
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Randomized, Double-Blind, Placebo-Controlled Study of ANAVEX®2-73

4 weeks 
Baseline 

Observation

N<90

8 weeks 
Full Dose 
Treatment

12 Weeks 
Voluntary 

Open Label

Titration 
Treatment 

Period

Baseline Observation 
Period

Full 
Treatment 

Period

4 weeks 
Dose Titration

Randomization 
to 1 of 3 arms

Initial 
screen

AV 2-73: 
High dose

Placebo

AV 2-73: 
Low dose

AV 2-73: 
High dose

Placebo

AV 2-73: 
Low dose



52 weeks 104 weeks

ANAVEX®2-73-лло !ƭȊƘŜƛƳŜǊΩǎ 5ƛǎŜŀǎŜ {ǘǳŘȅΥ /ƻƴǘƛƴǳŜŘ 
Favorable Safety and Tolerability through 109 weeks

1. Estimate themaximal tolerated 
dose (MTD)

2. Explore a dose-effect relationship
3. Estimate thebioavailability of 

ANAVEX 2-73

52 weeks

0 12 days 36 days

wash out
period

0 5 weeks

1st

Period
2nd

Period

PART A
002 Study#

1. Establish continued safety 
and tolerability of ANAVEX 
2-73 

2. Explore a dose-effect 
relationship

PART B
002 Study#

57 weeks 109 weeks

Establish continued safety and 
tolerability of ANAVEX 2-73 

003 Study##

ClinicalTrials.govIdentifier: #NCT02244541; ##NCT02756858  

52 weeks
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Part B: All patients on ANAVEX®2-73 oral daily doses of 
10mg, 20mg, 30mg, 50mg according to pre-specified 

adaptive trial design implemented during Part A



ANAVEX®2-73 Primary and Secondary Endpoints Met in Phase 
2a Clinical Trial of Mild-to-aƻŘŜǊŀǘŜ !ƭȊƘŜƛƳŜǊΩǎ tŀǘƛŜƴǘǎ

Á Phase 2a results demonstrate a favorable safety, bioavailability, 

dose-response curve and tolerability/risk profile at doses 

between 10mg and 50mg of oral daily ANAVEX®2-73

Á Primary endpoints met with favorable safety and tolerability

Á Secondary endpoints met with supportive exploratory 

biomarker, cognition and function measures correlating

ÁDose-response relationship was statistically significant to 
affect MMSE-ɲ ŀƴŘ 99Dκ9wt-ɲ ǎŎƻǊŜǎ ǿƛǘƘ MMSE-ɲ 
(p=0.0285) and EEG/ERP-ɲ όp=0.0168), respectively

18Macfarlane, presented at CTAD 2016 



ANAVEX®2-73 Primary Endpoint Safety Data measured to 
57 weeks:
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Á The most common adverse event (AE): mild dizziness 

ÁWhen patients were first dosed with highest dose

ÁWas transient and reversible

Á Consistent with Blood Brain Barrier (BBB) penetration 

Á 98% of all AEs were mild or moderate and reversible with 76% 
being Grade 1

Á 2% were not drug-related Grade 3

Á There were no Grade 4 and 5 events

Á AE profile similar to that of healthy volunteer Phase 1 data

Á No differences in blood pressure or resting heart rate

Á Clinical laboratory parameters, vital signs, and 12-lead ECG did not 
show any clinically relevant or dose-dependent changes

Vogeset al., presented at CNS Summit 2014; Macfarlane, presented at CTAD 2016 



Secondary Endpoints: High ANAVEX®2-73 Concentration linked to 
Consistent Improved Response Across All Analytes and Periods

20

ANAVEX®2-73 
concentration

MMSE 
Improvement

Part A1 [0-24h]
Immediateresponse

Part A2 [24-264h]
Short-term response

Part B [52 weeks]
Long-term response

Implies

ADCS-ADL
Improvement

Part A1 [0-24h] Part A2 [24-264h] Part B [52 weeks]

Immediateresponse Short-term response Long-term response

ANAVEX®2-73 shows a consistent response across the 3 different times frames: 

Afsharet al., presented at CTAD 2017 



Robust Dose(Concentration)/Response Effect of ANAVEX®2-73
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54%
High dose -> Improved 

response

43%
Low dose -> Poor response

High dose -> Poor response or
Low dose -> Improved response

3%

97%

97% Consistency: MMSE, ADCS-ADL and EEG/ERPs: Identified 
relations show that high dose (concentration) is linked to improved 

response and low dose (concentration) to poor response

Systematic exploration of the full data matrix using KEM® demonstrates consistent 
concentration-response relationship for 6 main exploratory endpoints: cognition, function 
and biomarker (MMSE, ADCS-ADL, EEG/ERPs)

Afsharet al., presented at CTAD 2017 
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Increasing

Decreasing

HighMediumLow

Concentration ANAVEX2-73 (ng/mL), Part B

Relation between ANAVEX®2-73 Concentration and MMSE

An increase of MMSE during 57 weeks is a rare event. A patient receiving a higher 
concentration of ANAVEX2-73 has a 2.1-fold chance of improving its MMSE

MMSE increasesHigh Concentration

Low Concentration

MMSE decreases

Afsharet al., presented at CTAD 2017 



Relation between ANAVEX®2-73 Concentration and ADCS-ADL

23

An increase of ADCS-ADL during 57 weeks is a rare event. A patient receiving a higher 
concentration of ANAVEX2-73 has a 1.6-fold chance of improving its ADCS-ADL

Concentration ANAVEX2-73 (ng/mL), Part B

High

Medium

HighMediumLow

ADCS-ADL increases

ADCS-ADL decreases

High Concentration

Low Concentration

Low

Afsharet al., presented at CTAD 2017 



Patient Cohort with Cognitive and Functional Improvements 
at 57 Weeks:
Retained Response at 109 Weeks
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MMSE and ADCS-ADL remained steady over 27 months (109 weeks)

Á Cohort displayed highest concentrations of ANAVEX®2-73 

24

Á Patients with milder disease stage (baseline MMSE >20) tended to 
respond better to ANAVEX®2-73 than patients with more advanced 
disease stage (baseline MMSE <20)

Afsharet al., presented at CTAD 2017 
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Á Comparison to historical control subjects with mild-to-moderate AD with comparable 
MMSE baseline, assigned to the placebo arm from pooled cohort study conducted by 
the Alzheimer Disease Cooperative Study Group, age adjusted#

C Bernick, J Cummings, R Raman, X Sun, P Aisen, ArchNeurol. 2012;69(7):901-905. doi:10.1001/archneurol.2011.3758. RG Thomas, M 
Albert, RC Petersen, PS Aisen, Alzheimers Dement. 2016 May;12(5):598-603; Data: Macfarlane, presented at CTAD 2016

1.8 MMSE points 
improvement to historical 
control (SoC)# at week 57 
(p=0.0164)

4 ADCS-ADL points 
improvement to historical 
control (SoC)# at week 57 
(p=0.0186)

1.8 MMSE points difference 4 ADCS-ADL points difference



Summary

Á ANAVEX®2-73 appears to have a favorable safety profileand to be generally 
well tolerated

Á ANAVEX®2-73 has demonstratedefficacy in the clinic as well as in multiple 
preclinical disease models validating the Sigma-1R mechanism of action 

Á GeneticSignatures for those who respond best to ANAVEX®2-73 have been 
determined

Á These signatures canbe applied to neurological indications beyond 
!ƭȊƘŜƛƳŜǊΩǎ ŘƛǎŜŀǎŜΣ ǎǳŎƘ ŀǎ Rettsyndrome

Á Three clinical trials will beƛƴƛǘƛŀǘŜŘ ƛƴ нлму ŦƻǊ wŜǘǘ ǎȅƴŘǊƻƳŜΣ !ƭȊƘŜƛƳŜǊΩǎ 
ŘƛǎŜŀǎŜ ŀƴŘ tŀǊƪƛƴǎƻƴΩǎ ŘƛǎŜŀǎŜ

Á Anavexhas enough cash for 2 years

26



Financial Position and Near Term Catalysts
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Á Cash (as of December 31, 2017): $28.0M; No debt

Á The company is well capitalized to achieve clinical readouts

Orphan Drug Designations granted for the following indications: Rett
syndrome, Infantile spasms and Frontotemporal dementia  

Phase 2a ςReported 109 week data at CTAD scientific meeting

Phase 2a ςPK/PD data CTAD scientific meeting

Phase 2 clinical trial in Rettsyndrome ςIND filed

tƘŀǎŜ н ŎƭƛƴƛŎŀƭ ǘǊƛŀƭ ƛƴ tŀǊƪƛƴǎƻƴΩǎ ŘƛǎŜŀǎŜ

tƘŀǎŜ нκо ŎƭƛƴƛŎŀƭ ǘǊƛŀƭ ƛƴ !ƭȊƘŜƛƳŜǊΩǎ ŘƛǎŜŀǎŜ

Ongoing in-licensing/out-licensing review to optimize value of pipeline

X

X

X



Anavex Life Sciences Expertise
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Contact Us
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Corporate Office:
!ƴŀǾŜȄϰ [ƛŦŜ {ŎƛŜƴŎŜǎ /ƻǊǇΦ
51 West 52nd Street, 7th floor
New York, NY 10019
1-844-689-3939

Shareholder & Media Relations:
Clayton Robertson
The Trout Group
(646) 378-2900
crobertson@troutgroup.com
www.anavex.com
NASDAQ: AVXL

ANAVEX is a trademark of Anavex Life Sciences Corp.


