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Check the appropriate box below if the Form 8-K 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))

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

Emerging growth company x

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. x
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Item 8.01. Other Events

On September 26, 2017 and September 27, 2017, Herriot Tabuteau, M.D., Axsome Therapeutics’ (the “Company”) Chief Executive Officer will present at the Ladenburg Thalmann 2017 Healthcare Conference and The Cantor Fitzgerald Global Healthcare Conference (the “Conferences”), respectively. Dr. Tabuteau will be presenting at the Conferences to provide an overview of the Company’s business and late-stage clinical product candidates, AXS-02, AXS-05, and AXS-06.

Attached as Exhibit 99.1 to this Current Report on Form 8-K is a copy of the updated presentation slide deck to be used in connection with these planned presentations.

Item 9.01. Financial Statements and Exhibits.

(d) Exhibits.

	Exhibit
	Description
	

	Number
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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 hereunto duly authorized.

	
	Axsome Therapeutics, Inc.
	

	Dated: September 18, 2017
	By:  /s/ Herriot Tabuteau, M.D.
	

	
	Name:
	Herriot Tabuteau, M.D.
	

	
	Title: Chief Executive Officer
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Forward-Looking Statements & Safe Harbor

Cettain information contained in this presentation may include “forward-looking statements™ within the meaning of the Private
Securities Litigation Reform Act of 1995. We may, in some cases, use terms such as "predicts,” "believes,” “potential,”
“continue,” “estimates,” “anticipates,” “expects,” “plans,” “intends," “may," “could,” "might” “will" “should" or other words that
convey uncertainty of future events or outcomes to idertify these forward-looking statements. In particular, the Company's
statements regarding trends and potential future resuits are examples of such forward-looking statements. The forvard-
looking statements include risks and uncertainties, including, but not limited to, the success, timing and cost of our ongoing
clinical trials and anticipated clinical trials for our current product candidates, including statements regarding the timing of
initiation and completion of the trials, interim analyses and receipt of interim resdilts; the timing of and our abilty to obtainand
maintain U.S. Food and Drug Administration or other regulatory authority approval of, or other action with respect to, our
product candidates; the Company's abiliy to obtain additional capital necessary to fund ts operations: the Company's ability
to generate revenues in the future; the Company's ability to successfully defend its intellectual property or obtain the
necessary licenses at a cost acceptable to the Company, if at all; the successful implementation of the Company's research
and development programs; the enforceabilty of the Company’s license agreements; the acceptance by the market of the
Company's product candidates, if approved; and other factors, including general economic conditions and regulatory
developments, not within the Company's control. These factors could cause actual results and developments to be materially
different from those expressed in or implied by such statements. Forward-looking statements are not guarantees of future
performance, and actual results may differ materially from those projected. The forward-looking statements are made only as
ofthe date of this presentation and the Company undertakes no obligation to publicly update such forward-looking statements
1o reflect subsequent events or circumstance

This presentation also contains estimates and other statistical data made by independent parties and by us relating to market
size and other data about our industry. This data involves a number ofassumptions and limitations, and you are cautioned not
to give undue weight to such estimates. Neither we nor any other person makes any representation as to the accuracy or
completeness of such data or undertakes any obligation to update such data after the date of this presentation. In addition,
these projections, assumptions and estimates are necessarily subject to a high degree of uncertainty and risk

AXSOME THERAPEUTICS © Axsome Trerapeutics 2
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Developing novel therapies
for CNS disorders.

Axsome is addressing growing markets, where current
freatment options are limited orinadequate, by
leveraging well-characterized compounds to create
novel therapeutics to meet unmet medical needs
and improve the lives of patients.

AXSOME THERAPEUTICS .
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Overview

Our Candidates and Pipeline

« Three differentiated late-stage assets targeting significant and growing markets:
— AXS-02: oral, non-opioid, long-acting, potentially first-in-class therapeutic for chronic pain
— AXS-05: novel therapeutic combination with multiple mechanisms for CNS disorders
— AXS-06: rapidly-absorbed, once-daily, non-opioid, pain therapeutic with a gastroprotectant
+ Results from 3 ongoing Phase 3 trials expected over the next 12 months.
« Novel indications, positive proofs of concept.
« Patent protection to 2034, Worldwide rights.

Zgﬁ;;‘,;*e Precinical Phase 1 Phase 2 Phase 3
AXS-05 nitiated
OM=B0R) Initiated
Initiated
(’Xﬁm Knee OAWith BMLs: SPA Received, Fast Tack Graned. | S

CLBPwith MCs

AXS-06
(MoSEIC™ My + Eso)

‘Abbreviations: BL = Bone Marrow Lesions; EUP= Bupropion; CLEP= ChronicLow Back Pain, CRPS= CamplexRegional Pain Syndrome;
DM = Dextomethorphan; DZT = Disodium Zoledronate Tetahydrate; Eso = Esomeprazole; MG = Madic Changes: M = Meloxicam, OA = Osteoarthris; RA
= Rheumatoid At SPA = Special Protocol Assessment

AXSOME THERAPEUTICS © s Tarapeutcs b .
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Novel therapy for CNS
disorders:

« Treatment Resistant
Depression (TRD)

« Agitation in Alzheimer’s
Disease (AD)

AXSOME THERAPEUTICS

© Axsome Therapeutcs. .
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CNS Disorders:
Mechanisms of Action

Pharmacodynamic

Synergy
AXS-05
MechanismofAction DM |BUP| DM+BUP
NMDA Receptor Antagonist v v
Sigma-1R Agonist v 7
Norepinephrine Reuptake Inhibitor | o/ | o/ v
Serotonin Reuptake Inhibitor v v
Dopamine Reuptake Inhibitor 7 v
Nicotinic ACh Receptor Antagonist v "

DM = Dextiomethorphan; BUP = Bupropion. ¢/ Present
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CNS Disorders:
Mechanisms of Action and Relevant Indications

Pharmacodynamic  Relevantindications'

Synergy . !f
o
S
it | | et

MechanismofAction DM [BUP| DM+BUP “?‘2 Related Agents?

- Ketamine
NMDA Receptor Antagonist v/ >4 * Memaniine (Namends®)

- Fluvosamine (Luvox®)
Sigma-1R Agonist v 7 * Donepeai (Aricept’)
Norepinephrine Reuptake hibitor | o | o/ | /' Wil

~ Esofalopram (Lexapro°)
Serotonin Reuptake Inhibitor v v + Fluoxetine (Prozac)

- Sertraline (Zoloft®)
Dopamine Reuptake Inhibitor v v « Bupropion (Wellbutrin®)
Nicotinic ACh Receptor Antagonist v & + Bupropion (Wellbutrin®)
DM = Dextomethorphan; BUP = Bupropion. ¢/ Present D Relevant

1. hcationsisted are associtedw ihthe mechanim of acton and arenot rfted f et OM o BUP, Uress specficaly noted
2 Agens donotcontan DM o BLP, uiess specticaly noted
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CNS Disorders:
Novel Therapy for CNS Disorders

Rapid metabolism = plasma levels.

DM Alone @
@ ’) __ Difiicut to achieve potential therapeutic

AXS-05 (pm+sur) 00

Inhibits DM
metabolism
—_— +

+ Pharmacokinetic synergy
= + Potential pharmacodynamic synergy
+ Potential efficacy in CNS disorders.

DM concentration  BUP active at
increased to CNS receptors
therapeutic range
M =Dextromethorphan DX0 = Dextrorphan; BUP = Bupropion
+Phase 1 trials with AXS-05 completed: IP Overview

— Significant increase in DM plasma levels.
+Phase 3 trials in TRD and AD Agitation initiated.

+21 issued patents — protection
through 2034.

AXSOME THERAPEUTICS © Axsome Trerapeutcs . A
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CNS Disorders:
Phase 1 Results

Dextromethorphan AUC DextromethorphanC,,.,
P<0.0001 P<0.0001
1700 L —— = =

1600

AUCq.1z ng*hrimL
g
[T

38

00
DM 60 mg DM 60 mg + BUP 150 mg DM 60 mg DM 60 mg + BUP 150 mg
(Axs.05) 5-05)

Axsamedataon e
DM, Dextrometiorphan; BUP. Bupropion.
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CNS Disorders:
Phase 1 Results

Dextromethorphan AUC DextromethorphanC,,,,
P<0.0001 P<0.0001
—_— _
1700 1600
£ o
= £
B w0 2 wo
] E
5 o
]
2
38
0 00
DM 60 mg DM 60 mg + BUP 150 mg DM 60 mg DM 60 mg + BUP 150 mg
(Axs.05) (AXS05)
Dose” AUC zng"hrimL Dose’ Crnax Ng/ML
DM20mg +Q 10 mg 525 DM 20 mg +Q 10 mg 53
DM 30 mg +Q 10 mg 883 DM 30 mg +Q 10 mg 85

Axscmedataon e
* Nidexta® NOA 021879, FDA Gircal Pharrmcology Rview
D Cextomethorphan; G, Qundne; BLP, Bupropion
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CNS Disorders:
TRD Overview

« Major Depressive Disorder (MDD) is a leading cause of
disease burden in the US4

+63% and 44% of MDD patients have inadequate response
to initial therapy and second line therapy, respectively.2

«Only 1 approved drug for TRD = unmet medical need. 3M patients

+ AXS-05 combines the MOA of 4 distinct anti-depressant in the US.1=®
drug classes into one novel oral therapeutic.

+ DM antidepressant effects demonstrated preclinically and
clinically.

« Phase 3 ongoing.
Product
Candidate
AXS-05

Preclinical Phase 1 Phase 2 Phase 3

nitiated

1 Marcus SC. Ofsen M. Ach Gen Psychiary201067-1265-1273,
2 RushAJ et . Am.JPsychialy2006.163 1905- 1917

3 US. Gensus B, Populaton Apri 1. 2010y 1,2013.
4 Mathers GD) PLoS Hed 2006, 3(11) o442,
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CNS Disorders:
TRD Clinical Rationale

+ DM and metabolic inhibitor reduce depressive symptoms in TRD and in AD.

Symptom Reductionin TRD Patients Depressive Symptom Reductionin AD Agitation
Treated with DM and Metabolic Inhibitor! Patients Treated with DM and Metabolic Inhibitor*
DM+Q

Placebo (30/10 mg)

o
23
K
S
50
£
22"
28
25 .
82

o
55
&

Change in Cornell Scale Score

DMQ Titration __ DMQ 45/10 mgq 12 hrs
Wkt Wk2  Wk4 WK WKB Wk 12
Time (weeks)

 Failed 210 10 prior reatments
+ 45% of patients had = 50% reduction in MADRS

~P<001 versusbaseine

1. Murrough J et al.J Afect Discrd 2017218277-283.
2 Qunmngs J etal JAMA 2015314:1242.1254
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AXS-05

CNS Disorders:
TRD Phase 3 Design

P APhase 3 trial to assess the efficacy and safety of
&Strldeﬁ}ygy AXS-05in the treatment of TRD.

1:1 randomization of
inadequate responders

Period 1, Open-abel (6 weeks) Period 2, Double-blind (6 weeks)
N=346
Arm A
(n=173)
Bupropion
Arm B
—
(0=173) propio
BUP = Bupropion; DM = Dexromethorphan.

« Primary Endpoint: Change in depression score from randomization to end of study,
measured using the Montgomery-Asberg Depression Rating Scale (MADRS).

+ Key Inclusion Criteria:
— Male or female 18-65 years old
— History of inadequate response to 1 or 2 adequate antidepressant treatments

AXSOME THERAPEUTICS ©Axsome Terapescs, e
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CNS Disorders:
Agitation in AD Overview

« Agitation and aggression seen in approximately 45% of AD
patients during 5-year period.3

« Characterized by emotional distress, aggressive behaviors,
disruptive irritability, disinhibition, and caregiver burden.*

« Associated with®®:
— Accelerated cognitive decline 2M patients
— Earlier nursing home placement in the US.12
— Increased mortality -
* No approved medication = unmet medical need.
« Proof of concept: DM plus metabolic inhibitor reduced agitation
in AD patients.

« Phase 2/3 ongoing.

Product
Candidate

AXS-05

1Ry, SH.etal. AmJ Geriu Psycniay 2005,13976-83
2 Hebert, LE et o Neurogy 201380 1778-1783

3 Sionber M ot Int J Gerisr Psychialy, 2008270177

& Antonsdotir, et al. ExpertOpin Pharmacother: 2015;111649- 1656
5 Rabis PV tal Achemmers Dement. 2013, 9.204-207

AXSOME THERAPEUTICS T .
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CNS Disorders:
Agitation in AD Clinical Rationale

« Randomized, double-blind, placebo- Change in Agitation/Aggression Scores in AD
controlled, two-stage trial. with DM and Metabolic Inhibitor Quinidine (Q)
— Placebo (n=125), 30 mg DM + 10 mg Placebo DM+

quinidine (Q) (n=93), for stage 1.

+ DM+Q treatment reduced agitation/
aggression in AD by 46% vs. 24% for
placebo (P<0.001)—primary endpoint.

« Statistically significant improvement in
multiple secondary endpoints.

+ DM plasma levels achieved with AXS-05 in
target therapeutic range.

Change in NPI
Agitation/Aggression Domain

« Potential for additional contribution from P<0.001
bupropion component of AXS-05.

Qumings J,tal JAMA 2015:3141242- 1254

AXSOME THERAPEUTICS e
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CNS Disorders:
Agitation in AD Phase 2/3 Design

ég ADVANCE  APhase 2/3 trial to assess the efficacy and safety of

STUDY AXS-05in the treatment of Agitation in AD.
Screening Double-blind Phase (5 weeks)
Arm A
(n=145)

N=435 Am B
1:1:1 randomization (n=145) —’
Arm C
(ﬂ=145) _’

« Primary Endpoint: Cohen-Mansfield Agitation Inventory (CMAI).
+ Key Inclusion Criteria:

— Diagnosis of probable Alzheimer’s disease

— Clinically significant agitation

BUP = Bupropion; DM = Dextomethorphan.

« Interim analysis planned.

AXSOME THERAPEUTICS © Assoms Trrspsics. e 3
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« Complex Regional Pain
Syndrome (CRPS)

+Knee Osteoarthritis (OA) with
Bone Marrow Lesions (BMLs)

« Chronic Low Back Pain (CLBP)
with Modic Changes (MCs)

(CRPS image source: VoelG, et o F1000Reseach 201437,

AXSOME THERAPEUTICS

Novel therapy for chronic pain:

© Axsome Therapeutcs, e
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AXS-02

Chronic Pain:
Differentiated Therapy

AXS-02

Disodium Zoledronate Tetrahydrate

\
l l I I |

Oral Long- Targeted Non- Novel
Dose acting Therapy opioid  Mechanism

IP Overview
<59 issued patents* — protection through 2034,
«+ Drug delivery, pharmacokinetic, composition of matter, and method of use claims.

+U.S. Orphan Drug Designation (7 years exclusivity).
+ E.U. Orphan Medicinal Product Designation (10 years exclusivity, 12 years with PIP).

"G cover AXS-0Zandrelated substances and dsease ndeatons.

AXSOME THERAPEUTICS e merpesc
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AXS-02

Chronic Pain:

Therapy via Multiple Mechanisms of Action

AXS-02

Disodium Zoledronate Tetrahydrate

l l

Inhibits Downregulates
bone-resorbing acid-sensing*
osteoclasts ion channels

¥ ASIC1a expression
¥ ASIC activation.2
¥ TRPV1 activation

¥ Decreased bone
resorption.

v Farnesyl pyrophosphate
synthase (FPPS)."

*Acidis 2w etinown causef pan.
1 Green R Rogers i Drug Dev Res. 200255.210.24
2 Nagae M etal Bone 200639110715

3 Abe. e a. J Bone Miner Helab, 2015.33:125-134

AXSOME THERAPEUTICS

l |

Reduces Anti-angiogenic
pro-inflammatory
cytokine production

v Angiogenesis.
Vc-FOS expression?

¥ TNFa production
VIL-6 production®
¥ IL-8 production®

4 Woll AV et l Haomatologica 200591116571
5. Dererne S of . Bone Miner Res. 1990, 142048.56
6 Stahopouos GT. etal AmJ Respi Gt Cae Mod 2008 17850:3.
7. Ms50.G, et al. Cancor i Ther 201213 1491500,
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AXS-02

Chronic Pain:

Lead Indications and Market Potential

Complex Regional Pain
Syndrome (CRPS)

« Localized bone resorption.!2

« Increased pro-inflammatory
cytokines.®

new

80,000 c5ses

per year in the US4

Knee Osteoarthritis (OA)
with Bone Marrow Lesions
(BMLs)

* BMLs are associated with
pain in knee OAS

« BMLs: Increased bone
turnover; Decreased bone
mineral density.5.7

7 M patients

in the US.11-141¢

Chronic Low Back Pain
(CLBP) with Modic Changes
(MCs)

* MCs are associatedwith
low back pain.8

*MCs: Increased bone
turnover, pro-inflammatory
cytokines, vascular
density.9.10

] . 6'\/\ patients

in the U.S.11.1215.16

1. Capedo 24 et . J Han Surg Am 2012:37288-2%, 9. Jarvinen . et Spine: ISSLS Society ieting Absiracts. Ot
55 201 (uolsuppl sevactGPIZT)
3 Forkiny L etal. Neurclogy 201380 106-117. 10, Rohme R Noussa R A J Newroradio. 200629 63842
11 Lawrence R, e al Arils Rheu 200688 26.35.
12 ZhangY, Jorden. 1 Cin Geriair Med 201026.355.9.
13, Tanartes K et s, Rneunaioiogy 21049241310
14 Guernazi A, et ol B 2012 34565338
15 Jnsen OK.ata. Spine J.Feb. 14, 2014 pES1529-0430(14/00214.,
16.US Gensus Bureau, Ppulaton Apr 1. 201010 iy 1, 2013,

5.Orban 5, ot al Ariils Res Ther 2013 16R112.
. Funter O, et l At R The. 20001111
7 Kazakia G etal Ostecartis Cartiage 2013:2194-101
8. ZhangY. e . Eur Spine.). 2008,17:1285-12%9.
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Chronic Pain:

Phase 1 Results and Oral Preference

Time (Days)
Phase 1 Summary [ 4 8 2 13

« Oral administration of AXS-02 resulted in
rapid absorption of zoledronic acid.

« Significant plasma levels attained.

+ Robust pharmacodynamics (PD) effects.
«PD relevant to targeted pain indications.
* AXS-02 was well tolerated.

g

—=— Zoledronic acid IV (1mg)

—#— AXS-02 Oral Tablet (Dose A)
—e—AXS-02 Oral Tablet (Dose B)
- AXS-02 Oral Tablet (Dose C)

Change in Osteociast Activity
(Serum CTx)
g

8
H

Patient-stated Preference for Oral vs IV':2

+Assessed in 6,097 patients treated 3 years ity
with oral or IV bisphosphonates g 0%
— Oral: clodronate or ibandronate, daily 2 .
— IV: zoledronic acid, monthly, then every g
6 months 8 20%
g
« Oral preference at randomization and Lo
therapy completion: 76%, 73% respectively. IV Preference  Oral Preference
« Potential safety advantage. 1. Gralow ,etal. J Clin Oncol. 39, 2015 (suppl abst 503).

2 Glow et 4 i Oncol 3252014 (sUppk absir 558)

AXSOME THERAPEUTICS e erpesc 8
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AXS-02

Chronic Pain:
CRPS Overview

« Severe, continuous, disabling pain in a limb:

Bone scan: hands**

- Sensation described as burning, stabbing, grinding, :
throbbing */
« Localized bone resorption,’2 increased ] '
pro-inflammatory cytokines.?
«Common pain meds (e.g., NSAIDs, opioids, Do
gabapentin) are considered ineffective.* Orphan Disease
+No approved drug = high unmet need. new
« Phase 3 ongoing 80’000 e ol
: per year in the USS

«Issued U.S. patents: protection into 2034 — uses of
oral zoledronic acid for CRPS,

Product £
Ganddate Preclinical Phase 1 ’ Phase 2 | Phase 3
AXS-02 CRPS: U, E.U. Orphan Designation; Fast Tr nted Initiated

1 Copelo 24, tal.J HandSurg A, 201237.288-296,
2 Krimer b1 etal Pan. 2014 155,856-505

3 arkiny L et ol Neurciogy 201380 106-117,

4 Bueh! . Aesthesiology 2010,113.713.725.

5 Hosely GL. 8. J Pain 20141516.23

reginal pan syndromeinadut. Rheumaiciogy (Oxford)
20118010 1735.1750,by permission o Oxtord rwersityPress.
~ Sampath S et a. Incian JNuc Med 2015, areMar 28 1 11-16,

some T
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AXS-02

Chronic Pain:

CRPS Preclinical and Clinical Rationale

Preclinical:

* Well validated CRPS model replicates:
Inciting trauma, clinical presentation,
natural history, and pathologic changes.

« Oral administration of AXS-02: Significant
pain and edema reduction; improved
weight bearing.

AXS-02 Effectin CRPS Model
P<0.001

% Change vs. Placebo

P<0.001

Pain Edema

AXSOME THERAPEUTICS

Weight Bearing

©Axsome Terapeuis, e

Clinical:

« Clinical Trials: 5 randomized, double-blind,
placebo-controlled trials, with 4 different
bisphosphonates. -5

« Pain reduction: Mean 54% reduction in VAS
pain scores (range 33% to 66%) during
double-blind phases.

« Statistical significance: p<0.0001, p=0.001,
p<0.01, p<0.05, p=0.048

« Potency of bisphosphonates: 1/1000 to 1/20
potency of AXS-02.6

1. Adam S et s, A RheumDis, 1957,56.201-204
2 Varenna M et . Rheumalol 200027 477- 1483

3 Robinsan JN.etal. Pain ed 20045 276.280

& Menicout O 3L, At Rheu. 200450 3690-3697.

2 eealdla Rreumtcy (Ouiog, 20132534 542
6. Groen IR Rogers M. Drug Dav Res 2002.55210.22:
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AXS-02

Chronic Pain:
CRPS Phase 3 Design

r t /] APhase 3 trial to assess the efficacyand safety of
C eale AXS-02in the treatment of pain associated with CRPS type 1

CRPS Treatment Evebaton 1Sty

Screening, Baseline Double-blind Phase (12 weeks)
Arm A
N=190 (n=95) 12 week
1:1 randomization e follow-up
m
_.
(n=95) Placebo

« Primary Endpoint: Change in pain intensity from baseline to week 12, measured
using the 0-10 Numerical Rating Scale (NRS).

« Key Inclusion Criteria:
— Male or fermale 218 years old, recently diagnosed with CRPS type 1
— Average NRS pain intensity score of 25

+ Dosage: Once per week for six weeks; no drug for last six weeks.

«Interim analysis: When approximately half of patients have completed double-blind
phase.

AXSOME THERAPEUTICS © Ausame Terspetcs e o
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AXS-02

Chronic Pain:
Knee OA with BMLs Overview

+ Bone marrow lesions (BMLs) on MRI are associated with pain MRE knee idé tieW
in knee osteoarthritis (OA).! M O

+ BMLs are regions of increased bone turnover, and reduced A
mineral density.23

« Zoledronic acid inhibits bone resorption and increases mineral Ve

density. / >
« Phase 2 results: Zoledronic acid reduced pain and BML size BML: Toi
in patients with knee osteoarthritis.
« Phase 3 being conducted under Special Protocol Assessment 7M .
(SPA). patients
in the US.4+?

« Issued U.S. patents: protection into 2034 — uses of zoledronic
acid for knee pain.

Product -
Candidate | Precinical | Phase 1 ’ Phase 2 | Phase 3
AXS-02 Knee OAwith BML: ceived; F anted Initiated

“VR showing BMLin medl tbia from Crben et 1 Athils Res Ther. 201315112 5
1. Crian B, etal, Vit Res Ther 2013 15,112 H

2 it DI, etel At Res Ther, 2006 1 1R 7. Guermazi A, etal BIAJ 2012 345 66330
3 Kazekéa G ot sl Osteoarthis Cartiage: 2013:2194-101 8 dr

4 LowrenceRG, et o Ahils Rheum 200858.26.35 B
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g
g
2
g
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AXS-02

Chronic Pain:
Knee OA with BMLs Phase 2 Results

Change in Pain Intensity at 6 Mos Change in BML Size at 6 Mos ~ BML at Baseline and Post
Zoledronic acid Placebo  Zoledronicacid  Zoledronic Acid Treatment

Placebo
00

Baseline

VAS Change

BML Area (mm?) Change

2090 P02

+Randomized, double-blind, placebo-controlled trial (N=59):
— Placebo (n=28), zoledronic acid IV (n=31)

+ Primary endpoints:
— Pain intensity measured using 100-mm VAS
— BML size on MRI

Lasitt L. et ol Ann Rheum Dis 2012711322,
MR images cautesy of Frol. Graeme Jones,

AXSOME THERAPEUTICS o gnies e
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Chronic Padi
Knee OA with BMLs Phase 3 Design

A Phase 3 trial to assess the efficacy and safety of
AXS-02in the treatment of pain of knee OA associated with BMLs.

Trestrant 190y Screening, Baseline Double-blind Phase (24 weeks)

Arm A

N=346 {n=173)

1:1 randomization

Arm B
(n=173)

« Primary Endpoint: Change in pain intensity from baseline to week 24, measured using
the 0-10 Numerical Rating Scale (NRS).

«+ Key Inclusion Criteria:

— Male at least 50 years of age or postmenopausal female, with knee OA and BMLs
— Moderate or worse knee pain

+Dosage: Once per week for six weeks; no drug for remainder of double-blind phase.
« Interim analysis to be performed on the first approximately 60 subjects enrolled.

AXSOME THERAPEUTICS ©Axsorn Theraputcs. he 3.
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AXS-02

Chronic Pain:
CLBP with MCs Overview

* Modic changes (MCs) type 1 (M1) on MRI are associated with
chronic low back pain (CLBP)."

» Increased bone turnover on bone scan is seen in M1 lesions.?
« Increased pro-i |nﬂammatory cytokines, and vascular density
seen in M1 lesions.>

« Zoledronic acid reduces bone turnover, suppresses the production
of inflammatory mediators, and is anti-angiogenic.

« Phase 2 resuits: Zoledronic acid reduced pain in patients
with CLBP.

« FDA clearance received for IND for Phase 3 trial — initiation planned :
following readouts from CREATE-1 and STRIDE-1 ] 6M patients

. o ) in the US4
« Issued U.S. patents: protection into 2034 — uses of oral zoledronic
acid for low back pain.
Product B
Candidate Preclinical | Phase 1 ’ Phase 2 | Phase 3
AXS-02 LBP with M

VR show ng made ype | lesionsramLuome K ot al. European Corgrass of 3 Ranme R Voussa R A J Neuoradol 2008 2983642
Radology (ECR) 2014 Foster 80488, & LawrecerC s wamis e 2085825 5

1/ Znang . ot o Eur Spine ). 2008,17.1266-1299. 5 Znang Y. ordan. J41 Clin Geral Med. 201026 355-¢

2 Javien et a Spine: 1SSLS Sociey esting Abstracts. Oct 2011V cume Supp, o IC o S . 14 S0 LTS B4 40214.7. U Cnsis
Abstaci P12y, Burcau, Popuation Api 1. 20100 iy 1, 2013
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AXS-02

Chronic Pain:
CLBP with MCs Phase 2 Results

Change in Pain Intensity at 1 Month ao% NSAID Use at One Year
Placebo Zoledronic acid ® P=0.02
00 % ———
g %
2
s 2
B0 2 on
S £
@ H
< s
20 g 2%
5
®
P=0.049 o8;
30 = Placebo Zoledronic acid

+ Randomized, double-blind, placebo-controlled trial (N=40):
— Placebo (n=20), zoledronic acid IV (n=20)
« Primary endpoint: Pain intensity measured using 10-cm VAS.

Axsamedataon .
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Novel therapy for Acute and
Chronic Pain
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Acute and Chronic Pain:
MOoSEIC™ Meloxicam Overview

+ MoSEIC™ meloxicamis a potent, oral, rapidly-absorbed, once-
daily, non-opioid, COX-2 preferential, pain therapeutic.

 Standard meloxicam has an extended T,,,, (4-6 hours) which delays
its onsetof action.’?

« Axsome's MoSEIC™ (Molecular Solubility Enhanced Inclusion
Complex) technology substantially increases the rate ofabsorption

of meloxicam while maintaining its approximately 20-hour half-life. '| 20 NSAID TRx
« Phase 1 results: 9 times faster T, higher Cy.o, and similar halfife, § R yseu
compared to Mobic®. in the U.S:

« Potential utiity for acute and chronic pain indications.

+ AXS-06is a fixed-dose combination of MoSEIC ™ meloxicam and
esomeprazole (to reduce risk of NSAID-associatedulcers).

+ AXS-06is Phase 3-ready based on received Pre-IND written
guidance.

Product
Candidate

% ey D

Abtreviations: Eso= Esomeprazole; M = Melowcam; OA = Osteoarthits; RA= Rheumatoid Athits

1. Mobic® (meloicam) FOA Fackage nser 3 Poura and Godnd. Arhiis Res Ther 7, Supplent 4 (2005)S7-513
2 Ble-Ziegle . Infammes 0, Spplement 1(2001) 55-59. 4.US Gensus Buread, Fopuiation: 2000 and 2016
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Acute and Chronic Pain:
MoSEIC™ Meloxicam Phase 1 Results

Mean Meloxicam Concentrations Meloxicam T, after 15 mg Dose

——MoSEIC™ Meloxicam  —e—Mobic®

2000

MoSEIC™ - Oral
1
E — IV (bolus)
2,00 S, IV (infusion)
55 ™
Mobic® - Oral
0123456785101 2 o 1 2 3 4 5
Hous Hours

« MoSEIC™ meloxicam T,,,, 9 times faster than Mobic® (0.5 hour versus 4.5 hours, respectively,
p<0.0001).

« Therapeutic plasma levels achieved within 15 minutes of oral dosing of MoSEIC™ meloxicam.

+ MoSEIC™ meloxicam had higher mean C (p=0.0018), faster time to therapeutic plasma
concentraton (»<0.0001), and time to half-maximal plasma concentration (p<0.0001) as compared to
Mobic'

« Terminal half-lives were approximately 20 hours for MoSEIC™ meloxicam and 22 hours for Mobic®.
Sources: Axsome datacn fe. I and M daa from Euler-Ziegier e, Il s 5, Spplement 1(2001)S5-59.
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Barriers to Entry

53 Issued U.S. Patents® 20Issued U.S. Patents

6 Issued O-U.S. Patents 1lssued O-U.S. Patent

Claims extending to 2034 f:j‘m:r;faﬂd\r@ 102034
>50 pending pending

Proprietary \ Proprietary
Manufacturing Manufacturing
APISynthesis Drug Product

Formuation

E.U. Orphan Medicinal
Product Designation
(10 yrs exclusivity,
12yrs with PP)

U.S. Orphan
Drug Designation
(7 yrs exclusivity)

“Claims cover AXS-02 and related
substancesand disease Indicaions.
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Our Team
Management Board of Directors
Herriot Tabuteau, MD ""“'",’\‘;""’ Roger Jeffs, PhD

Founder & CEO

John Golubieski, MBA
CFO

Cedric O'Gorman, MD, MBA

SVP, Clinical Development & S ]
Medical Affairs G intraCellutarTherapies
Mark Jacobson, MA Stemline

SVP, Operations

Robert Niecestro, PhD
VP, Clinical & Regulatory

-@

O remussencs

AXSOME THERAPEUTICS

Former President, Co-CEO, Director
United Therapeutics Corp.

Prior positions at Amgen and Burroughs
Wellcome

Myrtle Potter

Former President, COO

Genentech

Prior positions at Bristol-Myers Squibb and
Merck

Mark Saad

Former CFO

Bird Rock Bio, Inc.

Former COO of the Global Healthcare
Group at UBS

Mark Coleman, MD

Medical Director

National Spine and Pain Centers
Diplomat of the American Board of
Anesthesiology

Herriot Tabuteau, MD

Chairman
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Key Financial Information

As of June 30, 2017

Cash: $38.0 Million
Debt (Face Value)': $10.0 Million
Common Shares Outstanding: 23.6 Million
Options and Warrants Outstanding? 2.4 Million

« Financial guidance: Cash anticipated to fund operating requirements into the first
quarter of 2019,

1. Bookvalue of S10.0milion.
2 Consistsof2.2 millon optonsand 0.2 million wararts.
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Overview

Anticipated Near-Term Clinical Milestones

Z’g:;gqte Indication | 1H2017 2H2017 1H2018

TRD / Fast Track designation + STRIDE-1 top-line results.

(1H)
AXS-05
(DM + BUP) AD Agitation / Ph 2/3 IND FDA clearance | +/ Ph 2/3 trial start
/ Fast Track designation
CRPS = CREATE-A interim efficacy
analysis readout (4Q)

Knee OA = COAST-t interim analysis
IA[:Z(T?-O? readout (4Q)

CcLBP / Ph 3 IND FDA clearance
AXS06 OAandRA 7 Ph 1 il results
(MOSEIC™ M + Es0)

‘obreviatons: AD = Aheimers Disease BUP = Bupropion: DZT = Disodiam Zoledronate Telrahydrate; CLEP = Chronic LowBack Pain, CRPS= ComplexRegional
Pain Syndrome: DM = Dextomethorphan; OA = Osteoartrits; TRD = TreatmentRes s ant Depression; W = Veloxicam; Eso = Esomeprazole

RA = Rheumatoid At

+ hecomplished mikstone.

* Upcoming miestone.
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AXSOME
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Thank you.

For more information, please contact
Mark Jacobson
SVP, Operations

212-332-3243
mijacobson@Axsome.com

axsome.com
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