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SECURITIES AND EXCHANGE COMMISSION

Washington, D.C. 20549
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Check the appropriate box below if the Form 8-K filing is intended to simultaneously satisfy the filing obligation of the registrant under any of the following provisions:

· Written communications pursuant to Rule 425 under the Securities Act (17 CFR 230.425)

· Soliciting material pursuant to Rule 14a-12 under the Exchange Act (17 CFR 240.14a -12)

· Pre-commencement communications pursuant to Rule 14d-2(b) under the Exchange Act (17 CFR 240.14d -2(b))

· Pre-commencement communications pursuant to Rule 13e-4(c) under the Exchange Act (17 CFR 240.13e -4(c))

	Securities registered pursuant to Section 12(b) of the Act:
	
	

	Title of each class
	Trading Symbol(s)
	Name of each exchange on which registered

	Common Stock, par value $0.001 per share
	VTGN
	Nasdaq Capital Market



Indicate by check mark whether the registrant is an emerging growth company as defined in Rule 405 of the Securities Act of 1933 (17 CFR 230.405) or Rule 12b-2 of the Securities Exchange Act of 1934 (17 CFR 240.12b-2)

Emerging Growth Company ☐

If an emerging growth company, indicate by check mark if the registrant has elected not to use the extended transition period for complying with any new or revised financial accounting standards provided pursuant to Section 13(a) of the Exchange Act ☐
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Item 7.01 Regulation FD Disclosure.

On November 22, 2022, Vistagen Therapeutics, Inc. (the “Company”) began utilizing a new corporate presentation, a copy of which is attached to this Current Report on Form 8-K as Exhibit 99.1.

Disclaimer.

The information in this Current Report on Form 8-K, including the information set forth in Exhibit 99.1, is being furnished and shall not be deemed “filed” for purposes of Section 18 of the Securities Exchange Act of 1934, as amended (the “Exchange Act”), nor shall Exhibit 99.1 filed herewith be deemed incorporated by reference in any filing under the Securities Act of 1933, as amended, or the Exchange Act, except as shall be expressly set forth by specific reference in such a filing.

Item 9.01 Financial Statements and Exhibits.

(d) Exhibits Index

	Exhibit No.
	
	Description

	
	99.1
	
	Vistagen Therapeutics, Inc. Corporate Presentation, dated November 2022.

	
	104
	
	Cover Page Interactive Data File (embedded within the Inline XBRL document)

	
	
	
	
	



Signatures

Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the undersigned thereunto duly authorized.

	
	Vistagen Therapeutics, Inc.

	Date: November 22, 2022
	By:
	/s/ Shawn K. Singh

	
	
	Shawn K. Singh

	
	
	Chief Executive Officer
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Healthy minds make
healthy communities,
and we are innovating
to change the
trajectory of global
mental health care
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Forward Looking Statements
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Social Anxiety Disorder is a Serious Mental Health Condition

SAD is not simply medicalized shyness. It is a disabling disorder characterized by ...

Debilitating emotionaland physicalsymptoms In everyday social or performancessituations

= Jours o (%] QL

+ Surgesofansiety

+ Extreme selfconsdousness Meeting Presenting at Publcspeaking
+ tsolationleadingo depression new people workor school
© Physiatsymptoms
*+ Blushing/ Sweating
+ Trembing
* Nausea Interviewing Eating/drinking Goingtothe
+ FastHeartbeat/ Chest Disconfort forajob infrontofothers doctor/dentst

+ Shortnessof Breath / Dizziness.
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SAD affects ~10% of the US population, with only ~20% of SAD
patients helped by current pharmacotherapy

Future Patients e

Patientssufferingbutunaware of SAD asa condition
or not yet motivated to seek professional help.

Underserved Patients ~ *

Patients unsatisfied with or unwillingto use current treatment
options due to efficacy, side effects, or addiction potential.

Existing Patients &

Patients cycling through treatments, often unsatisfied with their
current treatment options but without alternatives.
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It has been ~2 decades since a new SAD therapy was approved

SAD disease burden in the US continues to grow, but scientific innovation has been lacking

US Adult SAD Prevalence (in Millions)*

20 200 207 09 o £ s o7 ms e

SADisa highly prevalent conditionwhich continues toaffect increasing numbers of people each year.

F e —
, Vitagen Changng he Traectoryof Mental Hesth e O Mind ataTane Vistagen





image13.png
Current Standard of Care for SAD is Inadequate

There is no FDA-approved, fast-acting, acute treatment of anxiety for SAD

Treatments For Social Anxiety Order
NoWithdrawal | No Abuse

Drug Fast-Acting | No Systemic No Long-term Side Non- No Cognitive/
Absorption | ffects (Sexual Sedating | Motor Syndrome | Potential
Dysfunciontc) Impaitment
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SAD Patients Desire New Treatment Options

Efficacy
against
symptoms
of SAD.

Fast onset
for acute
situations

Ability
totake

with other
drugs

The Ideal SAD Medication is Safe & Works Quickly
~patient survey

“If | were open to taking medication, | would like it to subside
my anxiety for the day and start working within 20 minutes."

“I would want to continue on a Paxil type drug for all the time, but
Id want something like a rescue inhalerthat | could use
asneeded.”

“I would want to feel calm and like | can continue to go about
my day without worrying. Nothingshould have to come to a
screeching halt. | think expecting them to make symptoms
more manageableis more realistic.”
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Physician Satisfaction with Current Therapies is Modest

Satisfaction with current treatments for ACUTE episodes of SAD from a large online survey

Psychiatrists (n=125)
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PH94B has Potential to be 1t FDA-approved Fast-acting

Treatment of SAD

PH94B is a novel synthetic neuroactive steroid nasal spray

o
%

€}

e

®@®Q

Differentiated MoA from antidepressants and benzos

Designed to be fast-acting, used as-needed and achieve functional
improvement in anxiety-provokingsocial and performance
situationsin daily life

Designed to be non-systemic, non-sedating, non-addictive (does
not potentiate GABA-A or bind to typical AL receptors)

Well-tolerated in all clinical studies to date
In Phase 3 developmentin the U.S.

FDA Fast Track designation

Vitagen:Changing the TrjectoryofMental Heath Cae - One Mind ata Time
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PH94B is rated highly by physicians and recognized as a
valuable and differentiated approach to treat SAD episodes

on-demand

Physician assessment of blinded PH94B product profile from large online survey
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Physicians indicate high intent to prescribe PH94B
and note it would be appropriate for the majority of their

SAD patients

Physician assessment of a blinded PH94B product profile from large online survey
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PH94B’s Innovative MOA via Olfactory-amygdala Circuit

Microgram-levelintranasal dose of PH948 (3.2 mcg)is administered

PHI4B engages peripheral receptors n nasal chemasensory neurons
(NCNs).

Offactory Bulb ‘Once stimulated with PHO48, NCN then trigger subsets
of interneuronsin the offactory bulbs (OB).

) 0

° o
e °

Neuronsin the OB then stimulate inhibitory GABAergic “Fear Off” neurons
in the imbic amygdala, the main fear and anxety center of the brain.

The stimulation of the

2 B e e

Locus Nasal bic amygdala DECREASES the actvity of the
Coeruleus, Chamosersdll sympathetic nervous system which faciltates fear extinction activty of the.
hres fimbic-hypothalamic system as wellas in other parts of the brain.
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PH94B Phase 1 Data
Well-tolerated, reduced autonomic biomarkers and increased EGNR
Statistically significant reduction in the autonomic biomarkers heart rate, respiratoryrate, and

electrodermalactivity in both men (n=8) and women (n=8). Also, 0.4 mcg intranasal PH94B significantly
increased the amplitude of the electrogram (EGNR) recorded from the nasal chemosensory epitheliumin

both men and women.

Dose dependentincrease in electrical activity of the nasal chemosensory epithelium. EGNR was similar in
male/female healthy volunteers after ascending doses of PH94B in study CLO13B (Maximal EGNR
amplitude was achieved at 3.2 meg dose in both men (n=10) and women (n=10), and no significant

increase was seen at higher doses (6.4 and 12.8 mcg ).
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Dose-dependent electrical depolarization of human nasal
chemosensory receptors in response to PH94B
PH94B (ug)
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(L‘“ lomy  receptorareainahumanvolunteer duringintranasal
28 1™ administration of PH94B the quantitiesshown at left

-

Doses between 1.6 micrograms and 3.2
micrograms expected to be efficacious
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Dose-dependent effect of PH94B on intracellular calcium in human
nasal chemosensory cells suggests PH94B potential efficacy in both

men and women
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PH94B Significant Phase 2 Data in First SAD Study

PH94B demonstrated potential to be a fast-acting, well-tolerated SAD treatment

Public speaking and social interaction challenges in clinical setting

Phase 28 randomized, double-blind, placebo-controlled
multi-center study (n=91)

Primary efficacy endpoint

Change in Subjective Units of Distress Scale (SUDS)
scores from baseline compared to placebo

®

Met primary efficacy endpoints (p=0.002 for public speaking challehge
and p=0.009 for social interaction challenge)

PH94B

Nasal Spray

®

Very well-tolerated

D

S
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PH94B Phase 2 SAD Study — Public Speaking Challenge

Minute-by-minute SUDS scores
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PH94B Phase 2 SAD Study — Social Interaction Challenge

Minute-by-minute SUDS scores
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PH94B PALISADE-1 and PALISADE-2 Phase 3 Clinical Trials

Public speaking challenges

2

Principal Investigator: Dr. Michael Liebowitz, Columbia University

Objectives: Evaluate efficacy, safety, and tolerability of PHO4B for the acute treatment of anxiety in adults with social anxiety
disorder

Study design: US randomized, multi-center, double-blind, placebo-controlled, single-dose administration clinical trials
Primary Endpoint: Change in SUDS scores from baseline compared to placebo.
PALISADE-1: Topline results reported July 2022; primary endpoint not reached

PALISADE-2: Enrollment pausedin July 2022; interim analysis of 140 subjects by independent biostatisticians completedin
September 2022 recommended continuingstudy as planned tofull enrollment; study restart expected near-term; topline
results expected in 2023
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PH94B Significant Phase 2 Data in Second Published SAD Study

PH94B demonstrated potential to be a novel, fast-acting treatment of anxiety in adults

Outpatient self-administration up to 4/day as-needed prior to anxiety-
provoking social and performancessituations in daily life

Phase 2 randomized, double-blind, placebo-controlled multiple
administration assessment, 4-week cross-over study (n=22)

Primary efficacy endpoint

(@) Change insubjective Unis of DistressScale (sU0s)
7 scores from baseline compared to placebo

() Met primary efficacy endpoint (p=0.006, effect size = 658) PH94B

Nasal Spray

@ Looking between groups at just first 2 weeks of treatment, trend superiority to

placebo on the Liebowitz Social Anxiety Scale (LSAS) (p =.07) and a significant
difference on the Patient Global Impression of Change (p =0.024) and LSAS

Avoidance subtotal (p = 0.02)
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Phase 2 Outpatient Cross-over Study Results (SUDS)
Multiple administrations as-needed in anxiety-provoking social and performance situations
in daily life

sups

2

»

Peak SUDS at Baseline and Weeks 1-4

o |+ Peak SUDS score for the PH4B group increased after
i crossover to placebo, though not back to the baseline,
possibly due to increased confidence from PH94B

treatment prior to crossover to placebo

* Early suggestions of drug/placebo differences were
» seen in Week 1 and Week 2 SUDS scores: average
. change in SUDS at Week 1 was 16.1 for PH94B vs. 3.4
' for placebo (t=1.86, p=.078, ES .79); at Week 2, the
T4 average change was 15.9 for PH94B and 6.9 for placebo
- (t=1.35, p=0.192, ES .576)

—a

Sastne week1 wetk2 weka  weeks
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Phase 2 Outpatient Cross-over Study Results (LSAS)

LSAS at Baseline and Weeks 1-4
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+ After the first 2 weeks of treatment, subjects who
received PH94B dropped an average of 23.2 points on
the LSAS, while those who received placebo dropped
only 8.2 points, showing a trend difference (t=1.9,
=.07) with a large effect size of .812

+ Similar trend differences on total LSAS scores were seen
after 1 week of treatment, where the PH94B group
showed a 17.8-point drop compared to a 3.5-point drop
with placebo (t=2.02, p=.057, ES .86)

+ In the sample as a whole (n=22), drop in LSAS scores
after treatment did not differ between groups because
subjects receiving PHI4B before receiving placebo
continued to improve when crossed over to placebo
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Subjective Units of Distress Scale (SUDS)

Primary efficacy endpoint in Phase 2 and Phase 3 clinical trials

The SUDS measures the self-reported intensity of anxiety and/or 100 Highest anxiety/distress that you have ever felt
distressin patients with SAD o0 TN S

Patients are asked torate theirlevelof anxiety/distress onascale of 80 W s/ carf e
0-100.

70 Quite anxious/distressed; nterfering with functioning.
Physiological signs of distress suchas sweating, shaking, increased
heartrate or respiration, and gastrointestinal distress may be present
atascoreof 70,and are presentata score of 80.

60 Moderate-to-strong anxiety or distress

8

Moderate anxiety/distress; uncomfortable, but can sil function

&

SUDSis amore appropriate measure for acute aniety duringa Mild-to-moderate anxiety or distress
stressor eventcompared to LSAS, which isused to diagnoseand -

Mild aniety/distress; nointerference with functioning
measurethe severty of SADand track changes overime.

20 Minimal anxiety/distress
SUDS hasbecome the standard for acute measurement of aniety,
now leveragedin several ongoingclinicaltiaks, 10 Alertand awake, concentrating well

0 Nodistress; totally relaxed
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Liebowitz Social Anxiety Scale (LSAS)
Efficacy endpoint required by the FDA for all prior SAD approvals

The LSASis  24-item (13 concerning performance anxiety and 11
pertaining to social situations) self-rated scale used to assess how social The LSASs scored by summing the item ratings. Below are the
‘aniety playsa role in a patient’slfe across avariety of situations suggested interpretations for various score ranges.

Assesses both he patient’ social anxietyinsituations as wellas avoidance
of those sitations Greater than 95 Very severe social phobia

Each item describes a ituation about which the patient must answer two

‘questions, one about fear and one about avoidance 80-853Severe soclal phobia

65-80: Marked social phobia

[ [r—

Wit L 55-65: Moderatesocial phobia
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PH94B PALISADE Open Label Study

Robust functional improvement in anxiety-provoking social and performance
situations in daily life, as measured by the LSAS

; Design: As needed administration of PHO4B prior to acute anxiety-provoking social and performance situations in daily
= life, up to four times per day, over a period of up to 10 months

Preliminary analysis of final data set of nearly 400 subjects demonstrates robust functional improvement in anxiety-
provoking social and performance situations in daily life, as measured by the Liebowitz Social Anxiety Scale (LSAS), the
efficacy endpoint required by the FDA for prior SAD approvals, as well as favorable safety and tolerability profile consistent
with prior clinical studies

5@.} LSAS measurements over time may be well-suited for a Phase 3 trial to demonstrate efficacy and the true impact of
PHO4B on patients’ ives given that it measures overall improvement in disease severity by capturing the reduction in fear
and anxiety, as well a the avoidance of social and performance situations.

. KeyImplications: Combined with the Phase 2 cross-over study, these two studies demonstrate the potential for PHO4B to
achieve robust overall reduction in symptoms of SAD and improvement in severity over time as measured by the LSAS.

Next Step: Planning to meet with FDA in Q1 2023 to secure clearly-defined consensus on potential study designs) for next
#  Phase 3 study of PHO4B in SAD — PALISADE-3
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PH94B Opportunities Beyond Social Anxiety Disorder

Adjustment Prevalence:
Disorder ~18M

~0.6M

Post-Traumatic Prevalence:

Stress Disorder ~om

Procedural Aniety  Prevalence:
~oM

Post-Partum Anxiety  Prevalence:

Panic Disorder Prevalence:
~TM

Current treatment paradigm lacksmajor studies o support pharmacotherapy.
‘Aneed exists for evidence based cliicalinterventions for adjustment disorder.

Aminority of PTSD patients (< 30%) achieveful remision, leaving unmet nee o new
ffective and prevertive medicaions.

Current treatment options come with safetyssues & variable fficacy and are notideal for
many patients and procedural situations.

Drugsare prescribed that are approved for the general population, but none are deal for the
needs of newmothers.

Treatments lack consistent symptom contrdl,with bother-somesideeffects andrisk of
abuse. Options do not provide acute symptomatic relief.
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PH94B Phase 2A Adjustment Disorder with Anxiety

Alarming increase in prevalence of anxiety-related disorders

Adjustment disorder with anxiety is an emotional or behavioral reaction considered excessive or
disproportionate to a sudden change, stressful event or major life change, such as loss of work, divorce
or health setback, occurring within three months of the stressor, and/or significantly impairing a
person’s social, occupational and/or other important areas of functioning.

Principal Investigator: Dr. Michael Liebowitz, Columbia University

Objectives: Evaluate efficacy, safety, and tolerability of PH94B administered 4 times per day over 4 weeksfor the treatment for
the treatment of anxiety in adults with adjustment disorder with anxiety

75, Studydesign: U.S. randomized, multi-center, double-blind, placebo-controlled, parallel group, multi-administration design

8y
=
Primary Endpoint: Change from baseline in anxiety level as measured by the HAM-A at end of 4 weeks of treatment
&
Status: Enrollment complete; topline data expected 102023
&
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PH10 is a Potential Fast-acting Stand-alone Treatment for Major
Depressive Disorder
PH10 is a novel synthetic neuroactive steroid nasal spray

QR ® &

Designed for rapid onset antidepressant effects as a stand-
alone monotherapy

Differentiated MoA

Designed to be non-systemic, non-sedating, non-addictive
(doesn't potentiate GABA-A)

PH10

Nasal Spray

Successful Phase 2A development completed

Well-tolerated in all clinical studies to date % Efficacy

-
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PH10’s Mechanism of Action

Offactory Bulb

v

) Amygdala o

Locus Nasal
Coeruleus, Chemosensory
Area

Microgram-level intranasal dose of PH10 (3.2 mcg) engages peripheral
receptors in nasal chemosensory neurons (NCNs)

(2) Chemosensory receptorsinnose
() Tigger subsets f neuransinhe offacorybubs
() Which stimulte “Fear O’ neuronsin the fmbic amygdla

‘Which increases actvity of imbic-hypothalamic sympathetic nervous system
andincreases the release of catecholamines

= Vitagn:Chang th Trjctn o Mertal st o One i st T Vistagen





image39.png
Similarities and Differences between PH94B and PH10

PH94B and PH10 are chemically distinct, but they are designed to act on different receptors on nasal
chemosensory cells, resulting in different pharmacological effects.

PH94B Properties PH10

Nasal Chemosensory Cells  +——————————— Primarytarget = Nasal Chemosensory Cells
Androstane +———————————————————— Chemical Molecule = Pregnane
‘Sympatholytic  +————————————————— NervousSystemEffect  —————— Sympathomimetic

Amxiolytic - PharmacologicalEffect  —————— Anti-depressant
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PH10 Antidepressant Effects in Published Exploratory
Phase 2A Study

Study design: Phase 2A randomized, double-blind, placebo-controlled, parale designPOC

inicaltudy
] Doseadministered:3 2megor 6 Amegof PH10or placebogiven nvanasaly 2 timesper dy,

T everydayforgueeks
I Enroliment:n =30 Rapid-onset antidepressant

effects with PH10 observed in

7 Primary Endpoint: Change in HAM-D-17 scores from baseline compared to placebo MDD patiantswith minima) sidé

e Results: 6.4 mcg dose significantly reduced depressive symptoms as early as one week based effects.
° 0 HAM-D-17 scores compared o placebo (p=0.022)

© Welltlerted,nodissociatve e ffector eriousadvere ventsobserved

Results support advancementto Phase 28 clinicaldevelopment
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PH10 Phase 2A MDD Study (n=30)

Hamilton Depression (HAM-D-17) Score Reduction From Baseline
6.4 mcg dose produced
50 rapid-onset and sustained
9 antidepressant effects in

538 -0 MDD patientswith minimal
3 effects
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PH10 Clinical Development
Stand-alone treatment for individuals with major depressive disorder

Followinga successful Phase 2A study conducted in Mexico, a small Phase 1 study will be conducted
prior to moving to Phase 2B development

Phase 1

Obijectives: Evaluate safety and tolerability of PH10in healthy volunteersto confirm the previous safety, tolerability, and
pharmacodynamic (PD) effects of PH10 seen in the previous two Phase 1 studies.

{3, study design: Double-blind, placebo-controlled study in 12 healthy volunteers

/¥ Status: Planning enrollment to begin 40 2022; topline data anticipated late 102023

Phase 2B
%& Plan to discuss with the FDA our go forward plan upon completion of the Phase 1 study

Vistagen

@ Vitagen:Changing the TrjectoryofMental Heath Cae - One Mind ata Time
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PH10 Opportunity Beyond Major Depressive Disorder

Treatment Prevalence: Treatmentlacks consistent symptom control, bother-some side effects and
Resistant Depression ~7M tolerance, and risk of abuse. Options do not provide acute symptomatic relief.

Post Partum Prevalence: Concern of PPD treatments s high among patients; non-systemic optionsare
Depression ~0.5M needed especially for breastfeeding mothers.
Suicidal Prevalence: Suicidal Ideationis undertreated and lacks awareness outside of comorbid
Ideation ~12M diagnosis. Overall HCPslack understanding of suicidal antecedent validators and

skills for suiciderisk assessments.
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Vistagen

AV-101
For Multiple
CNS Disorders

Looking beyond the standard of care
for CNS disorders
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AV-101 + Probenecid for Multiple CNS Disorders
Designed to inhibit (but not block) NMDA receptor activity

+ Oral prodrug of 7-CI-KYNA, a potent and selective full antagonistat the
glycine site of the NMDA receptor.

* Well-tolerated in all clinical studies to date.

* Two positive preclinical studies show increased brain concentrations of 7-Cl-
KYNA when administered in combination with FDA-approved probenecid.

« Assessing go forward opportunitiesin combination with probenecid.
+ FDA Fast Track designations for adjunctive treatment of MDD and treatment
of neuropathic pain.

Suicidal deation

Neuropathic Pain
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AV-101's Potential MOA

7-CHKYNA
(fullantagonist)

Vitagn:Chang th Trjctn o Mertal st o One it T Vistagen





image48.png
AV-101 + Probenecid

Preclinical data demonstrate substantial increases in brain
concentrations of 7-CIl-KYNA
Probenecid Increases 7-CI-KYNA Brain Levels By > 35-fold Probenecid Increases 7-CHKYNA Brain Levels By > 3.4-fold"
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Our Mission

Radically improve mental health - one mind at a time™

Multiple clinical-stage
drug candidates.

Differentiated MOAS,

@ bringing new valueto

patients, physicians, and
payers.

Targeting large anxiety,
depression and neurology
markets.

Cash to achieve multiple
potential near-term
catalysts.

Numerous potential
catalystsin 2022, 2023
and beyond.

Experienced team to
execute through
commercialization.
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