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Disclaimer and Important Information for Investors

This presentation (“Presentation”) has been prepared solely for general information purposes by or on behalf of Skye Bioscience, Inc. (together with its subsidiaries and affiliates, “Skye”). This Presentation is for informational purposes only and is not intended to form
any basis of any investment decision. Y ou should consult your own legal, regulatory, tax, business, financial and accounting advisors concerning the information described herein. Any discussion of the potential use or expected success of our product candidates is
subject to our product candidates being approved by regulatory authorities.

Cautionary Language Regarding Forward Looking Statements

This Presentation contains forward-looking statements within the meaning of Section 27A of the Securities Act of 1933, as amended, and Section 21E of the Securities Exchange Act of 1934, as amended. In some cases, forward-looking statements can be identified
by terminology including “anticipated,” “plans,” “goal,” “focus,” “aims,” “intends,” “believes,” “can,” “could,” “challenge,” “potentially,” “predictable,” “will,” “would,” “may” or the negative of these terms or other comparable terminology. These forward looking statements
include, but are not limited to: (i) inferences or conclusions from our preclinical data, including our observations regarding the enhanced potency and therapeutic window of nimacimab relative to other small molecule CB1 inhibitors, (ii) statements relating to any
expectations regarding the efficacy and therapeutic potential of nimacimab as a monotherapy or in combination with tirzepatide or other incretin drugs, including expectations based on preclinical DIO mouse models, (jii) statements regarding the timing of receipt of
topline data from Skye’'s Phase 2a obesity study of nimacimab, (iv) statements regarding the number of patients that may participate in Skye’s Phase 2a extension study of nimacimab and the timing of the release of the data from the Phase 2a extension study and
the data to be generated from the extension study, (v) statements regarding Skye’s cash runway, (vi) statements regarding any data expectations relating to the Phase 2a obesity study of nimacimab and (vii) statements regarding the obesity drug landscape . Such
statements and other statements in this press release that are not descriptions of historical facts are forward-looking statements that are based on management’s current expectations and assumptions and are subject to risks and uncertainties that could cause our
actual results to differ materially from those expressed or implied by such forward-looking statements. We operate in a rapidly changing environment, and new risks emerge from time to time. As a result, it is not possible for our management to predict all risks, nor
can we assess the impact of all factors on our business or the extent to which any factor, or combination of factors, may cause actual results to differ materially from those contained in any forward-looking statements. Risks and uncertainties that may cause actual
results to differ materially include, among others: our cash runway guidance is subject to assumptions and risks, and our capital resources may be depleted faster than we anticipate as aresult of unexpected expenses associated with operating our business,
payments associated with litigation, increased costs due to inflation or otherwise, or other unbudgeted expenses, and likewise delays in our ability to achieve key clinical milestones on the timeframes we expect may result in our cash runway guidance not being
sufficient to fund our projected operations through such milestones; results from preclinical studies and earlier trials may not be predictive of results seen in future ftrials; delays or difficulties in the enrollment or retention of patients in clinical trials may delay or
otherwise adversely affect our clinical development activities or results; we rely on third-party contract manufacturing organizations to manufacture and supply nimacimab for us, and this reliance increases the risk that we will not have sufficient quantities of
nimacimab or such quantities at an acceptable cost, which could delay or impair our development efforts; and competition in our industry. These and other risks and uncertainties are described in the Company’s periodic filings with the Securities and Exchange
Commission, including in the “Risk Factors” section of Skye’s most recent Annual Report on Form 10-K and Quarterly Report on Form 10-Q. Except as expressly required by law, Skye disclaims any intent or obligation to update these forward-looking statements

Industry and Market Data, and Third-Party Reports

The views and statements provided in this Presentation are based on information derived from Skye’s internal e stimates and re search, studies, publications, surveys and other information provided by third parties and also from publicly available sources. In this
Presentation, Skye relies on, and refers to, publicly available information and statistics regarding market participants in the sector in which Skye competes and other industry data. Any comparison of Skye to any other entity assumes the reliability of the information
available to Skye. Skye has not independently verified the accuracy or completeness of these sources. Certain information contained in this Presentation relates to oris based on studies, publications, surveys and other data obtained from third-party sources. Skye
has not independently verified, and makes no representation as to, the adequacy, fairness, accuracy or completeness of any information obtained from third-party sources. All of the market data included in this Presentation involves a number of assumptions and
limitations, and there can be no guarantee as to the accuracy or reliability of such assumptions.

No Representations and Warranties
No representation, warranty or undertaking, express orimplied, is made or will be given by Skye and its affiliates and representatives as to the fairness, accuracy, completeness or reliability of this Presentation and the information and or statements contained
therein.

Trademarks and Copyrights

This Presentation may contain trademarks, service marks, trade names and copyrights of other companies, which are the property of their respective owners, and Skye’s use thereof does not imply an affiliation with, or endorsement by, the owners of such
trademarks, service marks, trade names and copyrights. Solely for convenience, some of the trademarks, service marks, trade names and copyrights referred to in this Presentation may be listed without the TM, © or ® symbols, but Skye will assert, to the fullest
extent under applicable law, the rights of the applicable owners, if any, to these trademarks, service marks, trade names and copyrights. All images are copyright to their respective owners and are protected under international copyright laws.
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1. CLINICAL PROGRESS: PATH TO TOPLINE DATA
2. R&D FOUNDATION: A DISTINCT MODALITY WITH DEEP MECHANISTIC VALIDATION
3. WHERE NIMACIMAB FITS: A REAL-WORLD THERAPEUTIC GAP
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Clinical Progress: Path to Topline Data

Efficient Clinical Execution

Upcoming Catalysts

@ September 2024 - CBeyond FPFV
@ December 2024 - First DSMB Meeting

@) February 2025 - CBeyond LPFV

@ May 2025 - CBeyond Extension FPFV

@ July 2025 - 4 DSMB Meeting

August 2025 — CBeyond LPLV

Late Q3/Early Q4 — Top-Line Data

September 2025 — KOL Event

November 2025 — CBeyond Extension LPFV



skY€’

Q2 2025 Financial Results & Business Update | August 7, 2025

()}

Nimacimab is Differentiated from the Small Molecule CB1

Inhibitors
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Significantly less brain
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Unlike small molecules,
nimacimab retains potency even
in the presence of competition
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Four Mechanistic Pillars of Nimacimab
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Study Design: Nima/TRZ/Combo with Rebound/Maintenance

Phase A: Monotherapy and Phase B: Asses Rebound or
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Nimacimab Enhances Weight Loss When Combined with
Low-Dose Tirzepatide
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The daily average change in
body weight from day 1 of
treatment from the vehicle
group was subtracted from

the individual change in body

weight per animal to
calculate % change in body
weight from baseline, vehicle
adjusted.

2-way ANOVA, followed by
Tukey’s multiple
comparisons test. *p<0.05,
**p<0.01 **p<0.001,
****p<0.0001. Reporting
significance on day 25. Data
are expressed as mean *
SEM.N=8 per group.
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Nimacimab Maintains Post-Treatment Weight
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Nimacimab Prevents Rebound And Shows Significant Potential
As Maintenance Therapy
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Where Nimacimab Fits: A Real-World Therapeutic Gap

Time to Primary Discontinuation of GLP-1 RA Therapy
100 |

80
Patients without type 2 diabetes

Nearly 2/3rds
60 - of patients
discontinue
after 1 year

40

Proportion discontinued, %

20

0 1
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Source:

1 Adapted from Rodriguez et al., Discontinuation and Reinitiation of GLP-1 Receptor Agonists Among US Adults with Overweight and Obesity. JAM A Network Open. 2025;8(1)e2457349 doi:10.1001/jamanetworkopen.2024.57349

Over 80%
discontinue after 2
years
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Where Nimacimab Fits: A Real-World Therapeutic Gap

Nimacimab’s Target Product Profile

Maintenance

Addressable Patients who are contraindicated, intolerant, and/or unresponsive to

Population Sl Ry

Combination

Patients with high BMI or who
require additional weight loss

after reaching a plateau on
GLP-1 therapy

Novel anti-obesity drug Physicians recognize the need
Opportunities required beyond GLP-1s for chronic treatment and
and other incretin-based would value a more tolerable
approaches option than current GLP-1s

Body weight reduction is most
important clinical endpoint; a
more potent and tolerable
regimen will support utilization
and product perception

WE BELIEVE THIS REPRESENTS A POTENTIAL MULTI-BILLION DOLLAR

OPPORTUNITY
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An Overcrowded GLP-1 Space

Nausea Rates (%)

10 20 30 40 50 60 70 80 90 100

Where
Nimacimab

-5 )
Fits A ® GSBR-1290 (12w)

® HRS-7535 (36w)
A= -10 =
o 3 S Semag|utide (68w)
..__I, » =) ° ® Orforglipron (36w) .
= ] ° * Pemvidutide (48w) ® Danuglipron (32w)
2 2 s VK2735 (13w)
= & -15 =< ® Mazdutide (24w)
< @ H§S9531 (Kailera) (32w) ¢ Survodutide (46w) CT.388 (24w)
(O} ’
o 0 Tirzepatide (72w)  © Mazdutide (48w) y
2L 20 .
N . .
3 * Retatrutide (48w) Maridebart™ (52w)
o
=)
2
-25 o
=)




skY€’

Q2 2025 Financial Results & Business Update | August 7, 2025

—
N

Reframing the Obesity Drug Landscape
Calorie Restriction to Metabolic Precision: Emergence of the Fourth Wave

Are we in the FOURTH WAVE of
obesity pharmacotherapy?

Six anti-obesity medications
are FDA-approved for long-
term management of obesity

(1) 1940s Short-term focus (~3 Months)

"Sympathomimetics" "Anorectic agents" phentermine
phendimetrazine diethylpropion
® Orlistat (Alli, Xenical) (2) 2012 Clinical Efficacy
® Liraglutide 3.0 mg* (Saxenda) FDA required clinical trials of at least one-year to prove long-term
safety and efficacy
® Phentermine/topiramate (Qsymia)
(3) 2021 Disease Resolution
H *
® Semaglutide 2.4 mg* (Wegovy) Wegovy, and tirzepatide are incretin-based therapies that achieve
=210% long-term weight loss.
® Naltrexone/Bupropion (Contrave)
(4) 2024 Precision Obesity
® Tirzepatide 0.5 mL* (Zepbound) New mechanisms that are complimentary to incretin-based therapies

2.5 mg, 5mg, 7.5 mg, 10 mg, 12.5 mg, 15 mg that improve weight-loss in a more sustainable way

*Injectable
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The Obesity Landscape is Evolving to Address These Issues

& (& &

Improved Quality and Improve tolerability, Enable flexible combinations,
Durability of WL, modulating avoiding the Gl burden that either as a standalone or as a
broader metabolic pathways. limits GLP-1 adherence. backbone to extend and sustain

therapeutic benefit.
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What’s Next? A Busy and Defining Next 90 Days

« September 4: KOL event at NASDAQ, which will be webcast live, focused on the mechanism,
CBeyond Phase 2a clinical data expectations, and market positioning.

« September 2-11: Participation in multiple investor conferences. We look forward to engaging
directly with many of you.

« September 19: Oral presentation of Phase 1 SAD/MAD MAFLD data at EASD, reinforcing
hepatic and metabolic benefits.

- Late Q3/Early Q3: Topline readout from CBeyond — from monotherapy and combo arms —
with placebo-adjusted weight loss, safety, body composition and mechanistic biomarkers.

* Q4: Finalizing Phase 2b protocol, CMC advancement, regulatory engagement, and external
planning for next-phase studies.
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