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FORWARD LOOKING STATEMENTS

This presentation contains “forward-looking statements”, including
statements regarding Skye Bioscience, Inc. “Skye Bioscience and/or
the Company”, within the meaning of the “safe harbor” provisions of
the Private Securities Litigation Reform Act of 1995. All statements in
this presentation, whether written or oral, that refer to expected or
anticipated future actions and results of Skye Bioscience are forward-
looking statements. In addition, any statements that refer to
expectations, projections or other characterizations of future events
or circumstances are forward-looking statements. These forward-
looking statements reflect our current projections and expectations
about future events as of the date of this presentation. Skye
Bioscience cannot give any assurance that such forward-looking
statements will prove to be correct. The reader is cautioned not to
place undue reliance on these forward-looking statements.

The information provided in this presentation does not identify or
include any risk or exposures of Skye Bioscience that would materially
adversely affect the performance or risk of the company. For a
description of the risks and uncertainties related to the business of
Skye Bioscience, see our Annual Report or Form 10-K filed with the
Securities and Exchange Commission and our subsequent periodic
reports filed with the Securities and Exchange Commission.
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All information contained in this presentation is provided as of the
date of the presentation and is subject to change without notice.
Neither Skye Bioscience, nor any other person undertakes any
obligation to update or revise publicly any of the forward-looking
statements set out herein, whether as a result of new information,
future events or otherwise, except as required by law. This
presentation shall not constitute an offer to sell or the solicitation of
an offer to sell or the solicitation of an offer to buy any securities of
Skye Bioscience, nor shall there be any sale of securities in any
jurisdiction in which such offer, solicitation or sale would be unlawful
prior to registration or qualification under the securities laws of any
such jurisdiction. This is presented as a source of information and not
an investment recommendation.
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Broad Therapeutic Potential

* Ability to tackle complex therapeutic pathways
= = * Ability to combine with other novel, synthetically-
C anna b INOI d derived molecules that enable precise modulation
pharmaceuticals
have the ) |
_ « Ability to affect multiple targets
pOte ntl al tO * New platform for medicine, with the potential to

I demonstrate safety and efficacy for a range of
dlsrupt many therapeuttictapplioatt)ilons Y ° J
therapeutic

unmet needs.

Platform Potential

Flexible Manufacturing

* No need for large-scale farming or complex process
for API - ability to develop proprietary, synthetic
molecules to novel cannabinoid therapeutics using the
same process

* Plant-free, scalable manufacturing process
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Large
opportunity for
first-in-class
therapeutic
portfolio.
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GO BIG product opportunity

Key existing data provides for higher
probability of success - OPTIMAL DEVELOPMENT

Accelerated R&D timelines — GO FAST

Greater capital efficiency — we develop the
opportunities that have the optimal development
path for best-in-class therapeutics - BE BETTER




Cannabinoid
pharmaceuticals
as a potential new
class of medicines
will have a
significant impact
on human health.
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Cannabinoids and cannabinoid-
derivatives can be specifically
designed to modify the ECS to
positively impact multiple diseases

PRESYNAPTIC ---~
RECEPTORS

CANNABINOID - -~
RECEPTOR

' 1
NEUROTRANSMITTERS E

CB1 and CB2 RECEPTORS
receptors are the

most characterized

and validated drug
targets of the ECS

ECS impacts almost all

physiological processes in the
body




skY€

GLAUCOMA DEVELOPMENT
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2021 CLINICAL ACHIEVEMENTS

E( Manufactured first batch of SBI-100 using a proprietary nanoemulsion formulation

’E( Acceptance of two late-breaking abstracts related to the formulation of SBI-100 and its
combination with currently approved therapies

v( Completed EpiOcular irritation study which demonstrated little to no irritation of eye drop
formulation in a cell-based assay

v Completed GLP genotoxicity studies confirming THCVHS causes little to no damage to DNA or
chromosomes

V Received DEA approval to conduct GLP nonclinical toxicology studies and recently initiated GLP
toxicology studies with Calvert Labs
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AN IMPROVED DEVELOPMENT STRATEGY

”

Original
Timeline
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Neuroprotection Study

! Jun 2021

GLP Toxicology
¢ Studies
Aug 2021

. AUS Ethics Approval for Phase 1
Nov 2021

202] ————t————— 2.0 2 2

Initiate Phase 1
°*Dec 2021

”




OPPORTUNITY TO GENERATE MEANINGFUL DATA

¢ IND Clearance

Neuroprotection Study AUS Ethics Approval Sep 2022
Dec 2021 for Phase 1
))) Mar 2022 )))
2021 2022 2023
Revised : :
Timeline g(l;z ;cc))leciology Studies Initiate Complete
Phase 1 Phase 1
Apr 2022 Jul 2022 ¢ Initiate Phase 2
Oct 2022
{ FDA Pre-IND
Meeting

Dec 2021
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PHASE 1 SAD/MAD DESIGN FOR SBI-100

Study Objectives: A randomized, double-masked study to evaluate safety, tolerability, pharmacokinetics, and
intraocular pressure (I0P)-reducing effects of SBI-100 in 48 healthy subjects following single and multiple
ascending doses of SBI-100.

Part A: Single Ascending Dose Part B: Multiple Ascending Dose in
in Healthy Subjects Healthy Subjects
(single dose, single eye) (5-day dose, twice-a-day, both eyes)

Dose 1 Dose 1
N=8; 6 SBI-100: 2 Placebo N=8; 6 SBI-100: 2 Placebo

Safety Review Safety Review

Dose 2 Dose 2
N=8; 6 SBI-100: 2 Placebo N=8; 6 SBI-100: 2 Placebo

Safety Review Safety Review

Dose 3 Dose 3
N=8; 6 SBI-100: 2 Placebo N=8; 6 SBI-100: 2 Placebo
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SBI-100 EFFECTIVENESS & GLAUCOMA
THERAPEUTIC LANDSCAPE
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MIGUEL
GONZALEZ-
ANDRADES,
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\ Gonzalez-Andrades et al, Essentials in Oph 2019
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H2H PHARMACOLOGY STUDY (NON-GLP) IN RABBITS

Average IOP vs Time profile of Latanoprost (0.005%) vs

THCVHS (1.0%) vs Timolol (0.25%) Average IOP vs Time profile of Latanoprost vs THCVHS vs THCVHS + Rhopressa (Netarsudil)
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NEUROPROTECTION AND ANTI-INFLAMMATORY EFFECTS

- THC and CBD
" known to affect
Neurotrophins —
a— these pathways
& Y
© Neurotrophin deprival - Increase in gutamate
N 2 P = Ghtamate
” X v antagenists
'y oA ‘ - ~
' K - Calclum channel
Increase in normal calcium inflow ‘ blockers
NOS inhbitors = N:
' | Increase in free radical incloding nivic awide e BovoRdks
@
| RGCcel death throwgh
apoptosls
Cannabinod Receptor Cell/tissue/serum Effect Ref.
THC ND Macrophage cell line (RAW264.7) Decreases TNF-a [40]
THC ND Peritoneal macrophages Increases IL-1a and IL-1B [41]
THC ND Human cell lines Decreases TNF-a, GM-CSF [26]
and IFN-v, IL-10
Increases IL-8
THC CBI1 and CB2 Rat microglial cells Decreases TNF-a, IL-1a, [28]
independent IL-1pB and IL-6
In vivo WIN55,212-2 and CB1 dependent Serum Decreases TNF-a, IL-12 [29]
HU-210 Increases IL-10
Ajulemic acid ND Human synovial monocyte-derived Decreases IL-6 and IL-1B [32]
macrophage
HU-308 CB2 dependent Serum and liver homogenates Decreases TNF-a, MIP-1a [33]
and MIP-2
CP55,940 WIN55,212-2 CB1 and CB2 Rheumatoid fibroblast-like synoviocytes IL-6 and IL-8 [34]
independent
2-AG CB2 dependent Promyelocytic leukemia cell line (HL-60) Increases IL-8, CXCLS8 and [37]

CCL2
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Anti-fibrosis
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THE DRUG DEVELOPMENT PROCESS

IDEA
|
Yol CLINICAL TRIALS PATIENT CARE
-, \- Once a disease targetis ®

identified, drugs are designed and
tested. Both public and privately
funded research are involved.

PHASEI PHASE II

PHASE III
BASIC RESEARCH REGULATORY APPROVAL
The maijority of the research at Human trials are completed. FDA
this stage is publicly funded at approval. Industry is responsible
universities, colleges, and for bringing a drug to market.
independent research institutions Safety and evaluation continue
in every state. after approvals.
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OUR EXISTING PATENT PORTFOLIO LANDSCAPE

SBI-100: Amino Acid Ester Prodrugs of e
Delta-9-Tetrahydrocannabinol = <7 S KK . B e O S

* 2USgranted: 8,809,261; 9,630,941 A o W/ S0 BT R .

+ 16 EU countries validated: EP 2,352,497 N N®, N R | .

* Canada, Australia, Hong Kong, and Japan Toe KLt 7 - o 0
patent grants A/ ¢ s

SBI-200: Biologically Active ".:." N | .,;':

Cannabidiol Analogs T e : Y b 3 ‘.~:-;,.‘

« 1USgranted: 10,709,681 ' . \ ol

« 5 US divisional patents filed v . L

« Australia, Japan, South Korea, South Africa, P & = =
and New Zealand patents granted

* Pending applications in Europe, Brazil,
Canada, Columbia, Peru, Mexico, Israel,
India, and Hong Kong
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THE ENDOCANNABINOID SYSTEM

Modulating ECS
activity at
different levels
holds therapeutic
promise for a
broad range of
diseases.
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Cannabinoids and cannabinoid-
derivatives can be specifically
designed to modify the ECS to
positively impact multiple diseases

PRESYNAPTIC ---~
RECEPTORS

CANNABINOID - -~
RECEPTOR

NEUROTRANSMITTERS i
CB1 and CB2 RECEPTORS
receptors are the
most characterized
and validated drug
targets of the ECS

b 2
L ]
L] °
] ]
L ] ° L o
L J Y L J

ECS impacts almost all

physiological processes in the
body




CANNABINOID RESEARCH & THE ENDOCANNABINOID SYSTEM

Phytocannabinoidﬂ Presynaptic

neuron
Anandamlde

Extracellular /

Q)
Cell
membrane

Intracellular

= N OH
H

Arachldonlc acid Arachldomc acid Anandamide

& OH
ethanolamlne glycerol CC/\)‘\\/OLOH
2-AG

CBI1R activation with THC, one of the major cannabinoids in the plant, has
been associated with important therapeutic benefits in different
preclinical models.

Cannabinoid
receptor

Anandamlde

Neurotransmitter—® e “C o Receptor

e

+——Endocannabinoid
B

-

Postsynaptic
neuron

+ 25 . SKYE BIOSCIENCE




CANNABINOID RESEARCH

Systemic activation of CB,R with cannabinoids (THC) may lead
to positive and negative effects

CB1

Neuroprotection Hhd O CHy
Regulation of synaptic
transmission

Psychotropic effects
Paranoia
Drowsiness

R A|_1alge_sic I Fibrotic effects
ppetite stimulant Hypotension
Relaxant

Allosteric Modulators

No side effects described for
CB.R agonists

CB2

(+) 1

Immunomodulation
Analgesic
Neuroinflammation
Peripheral inflammation

Orthosteric Agonists

GPR55 activation is
associated with cancer

GPR55

(+)

Anticancer activity

Antagonists




AREAS OF RESEARCH IN THE CANNABINOID FIELD (CB,;R)

“Next generation” of CB;R modulators inspired in natural cannabinoids

Allosteric
ligand

Orthosteric
ligand

\

Orthoslenc Allosteric
binding site < binding sne

Lipid bilayer
\CB1 /

lntracellular protem bmdmg site

Positive Allosteric Modulators (PAMSs)

“Benefit of CB,R activation without side effects”

Intracellular bmdlng prolelns Negative Allosteric Modulators (NAMs)
G, protein G, protein

@Iogical eff@

“Benefit of CB,R inhibition without side effects”
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CBDVHS

However, its oral absorption is very low
and limits its biomedical application in
most diseases

CBD is a pleiotropic cannabinoid widely
used for different indications

" antiprolderative .
-ntws:noc-c ptar = onhba‘cteﬂal antipsoriatic
vawouum‘ m,_w,c L antiemetic P
e Q‘- 4 antidiabetic
neucopto!e::hvc %‘9 o [Ca?+*);! « intestinal
‘o %, ',_/ ROS* anti-prokinetic
2, CB.(+) " o :
4 -1 "\A- > analgesic
. <
antiepileptic e, 5 903. X \‘\\.\
- =3 4 C’ ’ .‘“9

antipsychotic n /
— Ve » bone-stimulant

CB(+) 5 HT1(+) gy

anxiolytic e B R SRR
CBD CBDVHS
subr:o.'::m‘ G 5 cs, ™ immunosuppressive
C‘o,,‘ "/‘} ~ anorectic
anuprolnlera?we G G"O
9, “ bo imul
e \ : N CBDVHS IS LIKE CBD, BUT BETTER..
r o
bone- Y stlm::lnt X
stimulant anti-

r

¥ antiproliferative
antimicrobial Y inflammatory .

1 * ’\ "
antiproliferative analgesic antibacterial antiepileptic

TRENDS »n Pharmacologesl Scences

+ SKYE BIOSCIENCE




CANNABINOID PHARMACEUTICAL INNOVATION PROGRAM

¢ Preclinical development of CBDVHS for unmet medical needs

X4

s Identification of novel allosteric modulators of CB;R:

- Positive allosteric modulators: pain, inflammatory diseases, neurological diseases...
- Negative allosteric modulators: fibrotic diseases, metabolic diseases...

* Generate a wide portfolio of patents and IP
*» Preclinical development of novel PAMs and NAMs for CB;R

*» Drug discovery on CB5,R agonists and GPR55 antagonists
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4
’
PROGRESSION TOWARD A NEW CLASS OF MEDICINE /’
,/
’
Narrowing focus for
N Broad applications Ophthalmology
% identified using
% prodrugs Formulation of drug based
N on commercial need
Prodrug approach Proof-of-concept,
identified as novel delivery, and Clinical-enabling R&D to
and effective way to formulation demonstrate unmet need
deliver cannabinoids
for therapeutic use Animal efficacy Drug development
Wide application expertise
of cannabinoids
for disease Build core modalities and
modification create new exploratory
Isolation of —@ modalities
Cannabinoids
1964 UM Company UM patents Skye
Research formation licensed rebranded First-in-human
2000s 2014 2019 2021 (Q2-22)
Scientific foundation o D/SC% Vefydog Clinical
ndocannabinoid System development &
1960s
g ) (1990s)

pipeline expansion

Stage of Development



A LOT HAS CHANGED IN 12 MONTHS ...

Strengthen new product development -
capability

Enhance organization structure & -
process -

Develop Clear Strategic Plan -

Implementation of capital-efficient plan -

Extend Cash Runway -
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Cannabinoid pharmaceutical innovation program; expanded team and
budget

Pipeline expansion focused on novel cannabinoid pharmaceuticals
addressing unmet needs beyond ophthalmology

Expanded BOD, CAB, SAB
Key hires to support organizational focus
Instill financial and operational discipline

Focused clinical development plan for SBI-100
Expanding ophthalmology pipeline
Rebranded company to align with renewed focus

Tighter financial controls;improved balance sheet & cash flow
Elimination of costly consulting/third-party professional arrangements
(i.e.accounting)

Focused spending on key studies to support first-in-human studies

$21M raised since August 2020; path to long-term sustainability
15+ months cash runway




SKYE ACADEMIC COLLABORATIONS

® IMIBIC

)
P I UNIVERSIDAD B CORDOBA

tanford u P

Un lvers lty UNIVERSITA DEL PIEMONTE ORIENTALE




LONG-TERM VISION: CANNABINOID PHARMACEUTICAL INNOVATION PROGRAM
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UPCOMING CATALYSTS TO ADVANCE OUR GROWTH

SBI-100
U Neuroprotection study results from assessment of SBI-100 potential to spare vision loss

U Results of GLP toxicology studies assessing safety of topical delivery of SBI-100 and
systemic exposure to THC

U Pre-IND meeting with the FDA to discuss Phase 2 study in the US and beyond
U Phase 1 safety interim data

U Phase 2 efficacy study initiation

ADDITIONAL MILESTONES

U CPIP/early-stage research & pipeline expansion
U Expand ophthalmology pipeline
O Product-driven intellectual property

U Efficient corporate growth to support objectives
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INVESTMENT HIGHLIGHTS

Transformative new class of ocular therapeutics

Cannabinoid receptors discovered in the eye demonstrated to
impact multiple ocular disease indications.

L Lead glaucoma program SBI-100 demonstrated proof-of-concept
that CB1 receptors can be targeted with synthetic cannabinoids
Animal models consistently indicate that SBI-100 performs better
than Latanoprost and Timolol at reducing IOP.

BIOSCIENCE

Patent protection: SBI-100 through 2027, SBI-200 through 2034

Pipeline expansion focused on novel cannabinoid pharmaceuticals
addressing unmet needs beyond ophthalmology

Capital-efficient plan to get to a meaningful clinical inflection point
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Have questions”?
Email us at ir@skyebioscience.com
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