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Safe Harbor
This presentaHon contains forward-looking statements made within the meaning of the Private 
SecuriHes LiHgaHon Reform Act of 1995 by AnavexTM Life Sciences Corp. and its representaHves. These 
statements can be idenHfied by introductory words such as “expects,” “plans,” “intends,” “believes,” 
“will,” “esHmates,” “forecasts,” “projects,” or words of similar meaning, and by the fact that they do 
not relate strictly to historical or current facts. Forward-looking statements frequently are used in 
discussing potenHal product applicaHons, potenHal collaboraHons, product development acHviHes, 
clinical studies, regulatory submissions and approvals, and similar operaHng ma\ers. Many factors 
may cause actual results to differ from forward-looking statements, including inaccurate assumpHons 
and a broad variety of risks and uncertainHes, some of which are known and others of which are not. 
Known risks and uncertainHes include those idenHfied from Hme to Hme in reports filed by Anavex Life 
Sciences Corp. wit the SecuriHes 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. Anavex Life Sciences Corp. 
undertakes no obligaHon to update publicly any forward-looking statements, whether as a result of 
new informaHon, future events or otherwise. Anavex Life Sciences Corp. cannot be sure when or if it 
will be permi\ed by regulatory agencies to undertake clinical trials or to commence any parHcular 
phase of clinical trials. Because of this, statements regarding the expected Hming of clinical trials 
cannot be regarded as actual predicHons of when Anavex Life Sciences Corp. will obtain regulatory 
approval for any “phase” of clinical trials. We also cannot be sure of the clinical outcome for efficacy or 
safety of our compounds. PotenHal investors should refer to the risk factors in our reports filed on 
Edgar. 
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ExecuHve Summary
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§  ANAVEX2-73 focuses on a new target relevant to Alzheimer’s disease and other 
neurological diseases

§  SophisHcated design of ANAVEX 2-73-002 trial with mulHple dosing and 
availability of longitudinal PK/PD data enables detailed responder analysis

§  IniHal study and in depth data analysis using ARIANA technology demonstrates
−  RelaHonship between ANAVEX2-73 measured exposure and dose (PK) are consistent 

across study periods

−  Strong drug concentraHon / response relaHonship revealed for key Alzheimer’s 
disease trial endpoints cogniHon and funcHon, MMSE and ADCS-ADL (PK/PD). This 
relaHonship is consistent across mulHple Hme periods

−  Same applies for the brain acHvity biomarker ERP (PK/PD)
−  SystemaHc analysis using KEM® idenHfies acHonable parameters enabling a precision 

medicine approach to include best responders in follow-up Phase 2/3 study

§  AddiHonal data to be incorporated  
−  DNA, RNA and gut microbiota

−  Advanced data analyHcs will enable “targeted therapy” design for new trial



The Sigma-1 Receptor (S1R): From Gene to TherapeuHc Target

Lack of S1R exacerbates 
disease progression1

Endogenous S1R agonists acHvate the Sigma-1 Receptor  
under condiHons with cellular stress4,5,6

Enhancing Ac/va/on of endogenous S1R with ANAVEX2-73 
improves disease symptoms and underlying 

pathophysiology 

1) Mavlyutov TA et al. Neuroscience. 2013 Jun 14;240:129-34. 2) Su TP et al. Trends Pharmacol Sci. 2016 Apr;37(4):262-78. 
3) Ruscher K et al. J Pharmacol Sci. 2015 Jan;127(1):30-5. 4) Dhir A et al. J Psychopharmacol. 2008 Aug;22(6):691-6.
5) Yabuki Y et al. Brain Res. 2015 Oct 5;1622:102-13. 6) Urani A et al. Brain Res. 1998 Jul 13;799(1):64-77. 

ANAVEX2-73 is a S1R agonist and acHvates the Sigma-1 
Receptor

Sigma-1 Receptor is an integral membrane protein involved 
in cellular homeostasis which targets restoraHon of 

neuroplasHcity and cellular stress response2,3 

4	



Sigma-1 Receptor AcHvaHon of ANAVEX2-73 Extended with 
AcHve Metabolite
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§  ANAVEX2-73 is metabolized into the pharmacologically acHve metabolite, 
ANAVEX19-144

§  Metabolite also acts as sigma-1 receptor agonist with neuroprotecHve acHon 
like ANAVEX2-73, restoring homeostasis and neuroplasHcity 

§  The apparent eliminaHon half-life of the metabolite (21.45 hr) is approximately 
twice that of ANAVEX2-73 (10.71 hr) hence the acHve metabolite result in 
extended acHvaHon of the sigma-1 receptor

ANAVEX2-73 ANAVEX19-144 

Restoring 
Homeostasis 

and 
NeuroplasHcity 



52	Weeks	
Voluntary	open	label	extension	

	
ü  Safety	
ü Mul:ple	doses	of	ANAVEX	2-73	
ü  Dose-effect	rela:onship		
ü  PK/PD	modeling	

	


ANAVEX 2-73 Phase 2a Alzheimer’s Disease

Oral	

Randomized, Crossover Assignment, Open Label Study of ANAVEX 2-73 (ANAVEX™2-73-002 Study#)




Baseline





N = 32


-  Mild-to-

moderate AD 
paHents

-  Baseline MMSE: 
16-28

AV	
2-7
3	

PART ABaseline

36	Days	(5	Weeks)	
Two-period,	cross-over	treatment	

	
ü  Safety,	MTD	
ü  Bioavailability		of	ANAVEX	2-73	
ü  Dose-effect	rela:onship		
ü  PK/PD	modeling	

	

Randomized 
to 

1 of 2 arms

IniHal 
screen

IV	

Oral	

Oral	

IV	

PART B

# ClinicalTrials.gov Iden/fier: NCT02244541 6	



Design and Exploratory Endpoints of the Phase 2a 

Establish safety and PK of ANAVEX2-73
Explore a dose-effect relaHonship

52 weeks

0 12 days 36 days

wash out
Period

0 5 weeks

1st 
Period

2nd 
Period

PART A

Establish conHnued safety and tolerability
Explore a dose-effect relaHonship

all paHents on oral daily treatment

PART B
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Pre-specified Stated PK Time Points of the Phase 2a 
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C°	

hours	0	 24	 0	 24	

Measures	(hours)	

48	 120	 192	 264	

0	1	2	 6	 8	 12	 18	 24	

72	 48	 120	 192	 264	

0	1	2	 6	 8	 12	 18	 24	

72	

Daily	intake	

Period	1	 Wash	out	 Period	2	

264	 264	

Part	A:	IV	(3/5	mg),	Oral	(30/50	mg)	 Part	B:	Oral	(10	to	50	mg)	



Part A: Analysis of DisHnct Timeframes
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C°

hours0 24 0 24

Period 1 Wash out Period 2

264 264

Period 1
Period 2

hours0 24 264

Part A1 [0-24h] Part A2 [24-264h]

0 24 2640 24 264



Analysis of All Relevant Time Periods
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Part A1 [0-24h] Part A2 [24-264h] Part B [52 weeks]

Immediate response

Short-term response

Long-term response



ANAVEX™ 2-73 RaHonal Clinical Trial ExecuHon Plan

ANAVEX™2-73-001 Study: 
•  Phase 1 (oral)
•  Single Ascending Dose (SAD)
•  Healthy subjects


Completed

ANAVEX™2-73-002 Study#: 
•  Phase 2a (iv/oral)
•  Mild-to-moderate AD paHents
•  AdapHve trial with PopulaHon PK
•  Bioavailability, dose finding (PART A), and 

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

ANAVEX™2-73-003 Study##:
•  104-week extension study arer PART B

PreparaHon underway

IniHaHon of subsequent randomized, double-
blind, placebo-controlled ANAVEX™2-73 studies:
•  Re\ syndrome
•  Parkinson’s disease
•  Alzheimer’s disease
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More 
“informaHve” 
trial

ClinicalTrials.gov Iden/fier: #NCT02244541; ##NCT02756858  

PART A: Completed
PART B: Completed
Full Data PopulaHon PK: 
November CTAD 2017



Confirmed Reliable Inter-Individual Variability (Dispersion) for 
the ANAVEX2-73 Phase 2a Study with 32 PaHent Cohort
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§  EvaluaHon of the dispersion 
index of all the 32 paHent of 
the Phase 2a reveals that 
above 16 paHents, the 
dispersion index is 
maintained at a fixed level 
with the narrowest 
confidence intervals

§  That is confirmaHon that the 
sample of 32 paHents of the 
Phase 2a provides reliable 
informaHon regarding 
dispersion and as such allows 
for meaningful predicHons for 
larger populaHons
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RelaHon Between ANAVEX2-73 Exposure and Dose (PK) are 
Consistent Across AdministraHons
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ANAVEX2-73 (IV, 3 mg)

ANAVEX2-73 (IV, 5 mg)

ANAVEX2-73 (Oral, 30 mg)

ANAVEX2-73 (Oral, 50 mg)

Period 1

Period 2

(IV, 3 mg) (IV, 5 mg)

(Oral, 50 mg)(Oral, 30 mg)



High Dose of ANAVEX2-73 Correlates with Exposure
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Total average drug exposure over Hme 
AUC(0 to infinity)

Area Under the Curve, 0-24h

ANAVEX2-73 
Treatment



Measured ConcentraHon of ANAVEX2-73 is Reproducible 
over Time
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vs Part A vs Part BPart A1 [0-24h] Part A2 [24-264h]

R² = 0.285 
p = 0.0019 

R² = 0.318 
p = 0.0021 



Metabolite of ANAVEX2-73 Extends AcHvaHon of Sigma-1 Receptor 
AcHvity
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§  A typical concentraHon-Hme for ANAVEX2-73 and metabolite for a subject administered orally 60 mg 
ANAVEX2-73

§  ANAVEX2-73 is rapidly absorbed with an absorpHon half-life of 30 min and an apparent eliminaHon half-
life of 10.71 hr

§  The acHve metabolite is slowly eliminated with an apparent  eliminaHon half-life that is approx. twice 
that of the parent (21.45 hr)



P300 ERP Biomarker Measuring Direct Brain AcHvity

§  Non-invasive biomarker ERP# measures 
corHcal network performance in the 
brain

§  Demonstrated sensiHvity to Alzheimer’s 
disease and other neurological disorders

§  Real-Hme physiological biomarker 
measure of cogniHve processes

§  More proximal to disease pathology and 
pharmacological intervenHon than 
psychometric measures

17	

Polich	and	Criado,	Int	J	Psychophysiol.	2006	
	doi:10.1016/j.ijpsycho.2005.12.012	

Polich,	DetecFon	of	Change,	Springer	Science,	2003	
	doi:10.1007/978-1-4615-0294-4	

P3a and P3b are Subcomponents of P300 ERP Biomarker

# ERP = Event-Related Poten/al 



P3a Amplitude Correlates With Verbal Memory Performance

Source: Light G et al J Cogn Neurosci. 2007 October; 19(10): 1624–1632

§  20 subjects: P3a amplitude is associated with verbal memory performance
§  Sca\erplot of P3a amplitude and CVLT-II total recall (r = 0.72, p < 0.001)
§  Topography of the correlaHon plo\ed across electrode sites
§  Red and black indicate significant correlaHons at fronto-central electrodes
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Significant	
drug	

response	
effect		

Wash outOral / IV dosing Oral / IV dosing

1st Period 2nd Period

12d 12d 12d 5 week

ERP Biomarker Shows Significant Drug Response: P3a Amplitude 
Increases with ANAVEX2-73

[Hme]

PART A 

p<0.05

p<0.05
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Ariana’s KEM® Plaworm
Advanced ArHficial Intelligence Plaworm SupporHng Clinical Trial 
Design
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§  KEM®: a Formal Concept Analysis (FCA) ArHficial 
Intelligence framework

§  Comprehensively analyzes complex datasets by 
measuring all logical relaHons within a dataset, 
exploring  all combinaHons of parameters and End-
Points

§  IdenHfies most relevant and powerful causal 
relaHons, revealing hidden relaHonships and deriving 
new hypothesis

§  Validated by a large selecHon of clients and  and 
partners including Sanofi, Ipsen, Pierre Fabre, 
Chemo, ValiRx, Harvard Medical School and the FDA  
(www.arianapharma.com/about/our-customers/)



Precision Medicine Paradigm in Oncology
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§  Cancer seen as a collecHon of 
heterogeneous diseases

§  Characterized by molecular features of 
the tumor

§  Molecular test performed prior to 
treatment decision

§  ~40% of new drugs have a companion 
marker

Large number of 
biomarkers characterize 

paHent tumors, 
dominated by genomic 

data from Next 
GeneraHon Sequencing 

(NGS)



Precision Medicine in Alzheimer’s Disease
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§  Current Alzheimer’s disease drug development paradigms 
conHnue to fail in Phase 3 clinical trials

§  DeconstrucHng Alzheimer’s disease into mulHple biological and 
geneHc subsets within this heterogeneous target populaHon

§  Transposing the Oncology Precision Medicine Paradigm to the 
Neurological disease area requires:

−  CollecHng the right data

−  Enabling effecHve Data AnalyHcs Tools

−  ExecuHng more rigorous clinical trials

è effecHve Precision Medicine strategy for treaHng individual 
paHents with agents that are likely to work most effecHvely based 
on the specific individual’s biological make-up
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Comprehensive Phase 2a PaHent CharacterizaHon to IdenHfy 
AcHonable Phase 2/3 Clinical Trial Parameters

Ariana’s KEM® data analyHcs:
§  SystemaHc integrated analysis of all 

combined parameters 
§  IdenHficaHon of acHonable parameters 
§  Design of an opHmized Phase 2/3 clinical 

trial



KEM® SystemaHc Analysis
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3 Periods (A1, A2, B)
12 Endpoints and 3 molecules’ PK
4 Transforma/ons
80 Baseline variables
2 or 3 Categories per variables

71,172 relaHons

ExploraHon & pruning

83 rules

Ariana’s KEM® plaworm enables a systemaHc and exhausHve search of all possible 
relaHons across variables, endpoints, PK parameters and Hme

97% of them showing coherent 
dose-response relaHon



Robust Dose (ConcentraHon) / Response Effect of ANAVEX2-73
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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: IdenHfied 
relaHons show that high dose (concentraHon) is linked to improved 

response and low dose (concentraHon) to poor response

KEM® analysis: Consistency for 6 main exploratory endpoints cogniHon, funcHon and 
biomarker (MMSE, ADCS-ADL & EEG/ERPs) demonstrated through systemaHc exploraHon 

of the full data matrix



RelaHon between ANAVEX2-73 ConcentraHon and MMSE
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KEM® explores all possible relaHons

Increasing

Decreasing

HighMediumLow

MMSE increases

Low ConcentraHon

MMSE decreases

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

High ConcentraHon



RelaHon between ANAVEX2-73 concentraHon and MMSE
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KEM® characterizes all idenHfied relaHons

How many 
paHents?

Probability of 
implicaHon

Increased 
frequency

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

Left Right SupportRatio Confidence Lift
Concentration	ANAVEX2-73_partB__Medium MMSE.SlopeFromBL__Decreasing 33.3% 1.00 1.35
Concentration	ANAVEX2-73_partB__Low MMSE.SlopeFromBL__Decreasing 25.9% 0.78 1.05
Concentration	ANAVEX2-73_partB__High MMSE.SlopeFromBL__Increasing 28.5% 0.56 2.14



RelaHon between ANAVEX2-73 ConcentraHon and MMSE
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KEM® will explore all possible relaHons and 
characterize them

Increasing

Decreasing

HighMediumLow

MMSE increases

MMSE decreases


An increase of MMSE is a rare event.


A paHent receiving a higher concentraHon of ANAVEX2-73 has +110% (2.1-fold) 

chance of improving its MMSE during 57 weeks


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

High ConcentraHon

Low ConcentraHon



KEM® IdenHfies Strong non linear RelaHons Linking ConcentraHon with 
Response for both MMSE and ADCS-ADL
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ConfidenFal	29	│	Ariana	Pharma		

AD
CS
-A
DL

	
M
M
SE
	

KEM®	

KEM®	

Dose Response SupportRatio Confidence Lift
Concentration	ANAVEX2-73_partB__High ADCS-ADL.DeltaFromBL__High 18,50% 0,625 1,667

Dose Response SupportRatio Confidence Lift
Concentration	ANAVEX2-73_partB__High MMSE.SlopeFromBL__Increasing 18,50% 0,556 2,143

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

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



High ANAVEX2-73 ConcentraHon linked to Improved Response 
Consistently Across All Analytes and Periods
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ANAVEX2-73 and 
metabolite

concentraHon

MMSE 
Improvement

Part A1 [0-24h]
Immediate response

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]
Immediate response Short-term response Long-term response

Both ANAVEX2-73 and metabolite show a consistent response across the 3 different Hmes 
frames: 



CorrelaHon of MMSE with ADAS-Cog

31	


1 MMSE ≈ 3.7 ADAS-Cog

MMSE range for linear equivalence: 20 to 30


MMSE to ADAS-Cog



IdenHfied Exclusion / Inclusion Criteria to Increase Signal in Planned 
ANAVEX2-73 Phase 2/3 Trial
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0	 0.2	 0.4	 0.6	 0.8	 1	 1.2	 1.4	 1.6	

BMI	<	26	

APOE	E3E4	

Musculoskelatal	antecedent	

BS	MMSE	<	20	

Body	temperature	>	36,4	°C	

All	pa:ents	

MMSE	Improvement	
0	 1	 2	 3	 4	 5	 6	

ADAS-Cog	Improvement	

Criteria 1

Criteria 2

Criteria 3

Criteria 4

Criteria 5

KEM® analysis has idenHfied exclusion / inclusion criteria. Each criteria has the potenHal to 
improve MMSE / ADAS-Cog for mild-to-moderate Alzheimer’s paHents treated with 

ANAVEX2-73

These criteria will be incorporated into the upcoming ANAVEX2-73 
Phase 2/3 trial



ExecuHve Summary
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§  ANAVEX2-73 focuses on a new target relevant to Alzheimer’s disease and other 
neurological diseases

§  SophisHcated design of ANAVEX 2-73-002 trial with mulHple dosing and 
availability of longitudinal PK/PD data enables detailed responder analysis

§  IniHal study and in depth data analysis using ARIANA technology demonstrates
−  RelaHonship between ANAVEX2-73 measured exposure and dose (PK) are consistent 

across study periods

−  Strong drug concentraHon / response relaHonship revealed for key Alzheimer’s 
disease trial endpoints cogniHon and funcHon, MMSE and ADCS-ADL (PK/PD). This 
relaHonship is consistent across mulHple Hme periods

−  Same applies for the brain acHvity biomarker ERP (PK/PD)
−  SystemaHc analysis using KEM® idenHfies acHonable parameters enabling a precision 

medicine approach to include best responders in follow-up Phase 2/3 study

§  AddiHonal data to be incorporated  
−  DNA, RNA and gut microbiota

−  Advanced data analyHcs will enable “targeted therapy” design for new trial



Anavex Highlights

§  Orally available novel sigma-1 receptor (S1R) agonist with strong IP (COM to 2033)
§  S1R linked to cellular homeostasis and plasHcity relevant to CNS disorders

FDA	granted	Orphan	status	to	ANAVEX™	2-73	for	ReO	syndrome;	Clinical	trial	Q4	2017	

Safety	with	signals	of	efficacy	established	in	Phase	2a	Alzheimer’s	Disease	trial	
§  54 subjects treated with ANAVEX 2-73 (Phase 1 and Phase 2a)

Preclinical	valida[on	in	other	orphan	and	larger	CNS	diseases		

§  Porwolio of clinical and preclinical compounds varying in S1R and muscarinic binding kineHcs


Partnerships	with	ReOSyndrome.org,	Michael	J.	Fox	Founda[on,	FRAXA,	and	FAST	

§  Clinical studies focused on pursuing fastest path to market

Near	term	clinical	advancements	

§  4Q 2017 Phase 2a Alzheimer’s disease – PK/PD data 
§  4Q 2017 Phase 2 clinical trial in Re\ syndrome
§  4Q 2017 Phase 2 clinical trial in Parkinson’s disease
§  4Q 2017 Phase 2/3 clinical trial in Alzheimer’s disease

Cash	to	fund	opera[ons	over	the	next	2	years	
34	



Contact Us

Corporate Office: 
Anavex™ Life Sciences Corp. 
51 West 52nd Street, 7th floor
New York, NY 10019
1-844-689-3939 

Shareholder & Media RelaHons:
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. 35	



Back Up Slides
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Alzheimer’s Disease Progression:  
Comparable cogniHve decline in open-label studies as in placebo-controlled studies
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Progressive decline in cogniHon:
Open-label study with SoC# 
	

# Doody RS et al (2001) Arch Neurol. 58(3):427-433 (SoC = donepezil)
## Figure adapted from Doody RS et al (2013) N Engl J Med; 369:341-350 (SoC = Ach inhibitors and/or meman/ne)

Progressive decline in cogniHon:
Double-blind placebo-controlled study 
with SoC##

Placebo	(Donepezil)	
Donepezil	5	mg	(Donepezil)	
Donepezil	10	mg	(Donepezil)	

52 weeks

52 weeks

Weeks

52  0  12  28  40  64  76  
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§  Open-label and double-blind controlled studies equivalent for 
long-term cogniHon changes



MMSE Δ and ADCS-ADL Δ Significantly Different to SoC AD 
Bootstrap test for difference between ANAVEX 2-73 and SoC AD

§  SoC (Standard of Care AD): 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 CooperaHve Study Group, age adjusted#

# Source: C Bernick, J Cummings, R Raman, X Sun, P Aisen, Arch Neurol. 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 

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 difference1.8  4

Improvement Improvement
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Examples of ConHnued Improvements and Reported Events 
‘TherapeuHc Response’ during 57 Weeks
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PATIENT		 EVENTS:	THERAPEUTIC	RESPONSE	UNEXPECTED	

101001	 MORE	ALERT	REGARDING	SURROUNDINGS	

101002	 FEELS	MUCH	HAPPIER	MAKING	JOKES	

101003	 MUCH	HAPPIER	WHEN	ATTENDING	CLINIC	APPTS	AND	ENJOYS	MAKING	JOKES	
AND	ENGAGES	WELL	IN	CONVERSATION	

101004	 BETTER	HAND	COORDINATION.	CALMER	AND	MORE	COMMUNICATIVE	

101006	 IMPROVING	MOODS.	READING	MORE	BOOKS	

101007	
ABILITY	TO	PLAY	THE	PIANO	AND	READ	MUSIC	NOTES	AT	ABOUT	9	MONTHS	
INTO	TRIAL.	SHE	USED	TO	PLAY	THE	PIANO	AT	AGE	5	AND	LOST	HER	ABILITY	PRE-
ALZHEIMER	TRIAL	

101010	 ABLE	TO	FOLLOW	PLOT	WHEN	WATCHING	MOVIES	WHEREAS	PREVIOUSLY	
COULD	NOT	

101010	 MORE	COMPASSION	FOR	CHILDREN	

101011	 WIFE	THINKS	PATIENT	IS	A	BIT	MORE	CHEERFUL	

101013	 ABLE	TO	DO	MUCH	MORE	HOUSEWORK	THAN	BEFORE	

101013	 MORE	DRIVEN	AND	UPBEAT	LESS	ANXIOUS	ACCORDING	TO	CARER	

101014	
AN	INTERNATIONAL	ARTIST	WHO	RESUMED	HER	PAINTING	ABILITIES	AND	NOW	
HAVING	AN	EXHIBITION	IN	NOV	2016.	WRITTEN	A	3	PAGE	LETTER	TO	LONG	LOST	
BROTHER	

101015	 PLAYING	MORE	GOLF	NOW	BY	HIMSELF.	MORE	CONFIDENT	AT	GOING	OUT	BY	
HIMSELF	

101017	 ENJOYED	HER	TRIP	TO	BELGIUM	-	TALKS	ABOUT	SOME	BITS	OF	HER	TRIP	

102001	 IMPROVED	ENGAGEMENT	WITH	FAMILY/FRIENDS/OUTSIDE	WORLD	

102008	 IMPROVEMENT	IN	MOOD	

102010	 FEELING	GREAT	-	IMPROVEMENT	IN	COGNITION	AND	MOOD,	BALANCE	AND	
GAIT	HAS	IMPROVED	

103001	 PATIENT	REMEMBERING	SOMETHING	HE	WOULDN'T	HAVE	PREVIOUSLY	
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ANAVEX™ 2-73 Shown to be Safe in Phase 2a Clinical Trial of 
Mild-to-Moderate Alzheimer’s PaHents

§  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



§  Primary endpoints met with favorable safety and tolerability



§  Secondary endpoints met with supporHve exploratory biomarker, 
cogniHon and funcHonal measures correlaHng

§  Low-High dose was staHsHcally significant to affect MMSE-Δ and 
EEG/ERP-Δ scores with MMSE-Δ (p=0.0285) and EEG/ERP-Δ 
(p=0.0168), respecHvely
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Stepwise Strategy to Address Major Unmet CNS IndicaHons
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ü  Valuable feature of Sigma-1R agonists are their favorable safety 
profiles, parHcularly in humans due to the modulatory acHon of 
Sigma-1R

ü  SelecHvely only under pathological condiHons while sparing 
normal physiological acHvity, thus limiHng adverse side effects#

ü  RaHonal clinical strategy targeHng first shorter-term endpoints. 
Goal: ReducHon of clinical development risk

ü  Later expansion of indicaHon scope with disease modificaHon 
or prevenHon trial – ANAVEX 2-73 has already demonstrated 
preclinically to prevent symptoms of Alzheimer’s##

Source: #Nguyen et al J of Pharmacological Sciences 127 (2015) 17-29. ##Lahmy et al Front Cell Neurosci. 2015 Jan 20;8:463, Presented at 
AAIC 2012  



Comprehensive Phase 2a PaHent CharacterizaHon to 
IdenHfy AcHonable Phase 2/3 Clinical Trial Parameters
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SystemaHc Responders
HypothesisAdvanced 

Data AnalyHcs 
using KEM® 

AcHonable 
opHmized
Phase 2/3 

clinical trial 
parameters

PopulaHon 
PK

DNA
FGS

RNA
FGS

Scores
Baseline

MMSE 
ADCS-ADL
COGSTATE
EEG/ERP
HAM-D

Scores
Evolu/on

MMSE
ADCS-ADL
COGSTATE
EEG/ERP
HAM-D



Clinical
assessment,
Vital signs,

 co-medica/on, …

New

FGS: Full Genomic Sequencing
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57 Week Longitudinal CogniHon MMSE and FuncHon ADCS-ADL

PART B PART A 

§  57 week longitudinal 
MMSE and ADCS-ADL 
without dose 
opHmizaHon

§  CogniHon MMSE and 
Quality of life score 
ADCS-ADL (AcHviHes of 
Daily Living) maintained 
close to baseline 
through week 57
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