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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”).
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, including statements, among others, regarding: Skye's expectations for
nimacimab, including our clinical trial plans, enrollment in clinical trials, the potential
applications of nimacimab; nimacimab's potential as a combination, add-on, or maintenance
therapy by supplementing GLP-1 therapies, and the timing of initiating clinical trials and data
read-outs, including the expected timing for reporting topline data from the Phase 2a
extension study; the potential for Skye to develop a leading orthogonal platform to intensify
incretin outcomes and help patients achieve more durable metabolic benefit; Skye's product
development plan for nimacimab; and the Company's cash runway. Such statements and
other statements in this Presentation 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. If such risks or uncertainties materialize or such
assumptions prove incorrect, our business, operating results, financial condition, and stock
price could be materially negatively affected. In some cases, forward-looking statements can
be identified by terminology including “anticipated,” “plans,” “goal,” “focus,” “aims,” “intends,”
“believes,” “expects,” “can,” “could,” “challenge,” “predictable,” “will,” “would,” “may” or the
negative of these terms or other comparable terminology. 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 the Company may make.
Risks and uncertainties that may cause actual results to differ materially include, among
others, our capital resources, uncertainty regarding the results of future testing and
development efforts and other risks that 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. 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 estimates and research, 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 or is 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.

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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Executive Summary

Accomplishments since Q3 2025 Update

CBeyoid’

CBeyond data established
potential path for
combination strategy with
existing incretin therapies

Skye has developed a
robust strategy to support a
combination strategy for
nimacimab + semaglutide
that has the potential to
provide a compelling new
therapeutic option for
patients.
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What Has Objectively Changed in the CB1 Field

Since launching nimacimab in obesity, Skye has delivered a series of field-firsts for peripheral CB1

/ BN FIELD FIRST \ / CLINICAL FIRST \ / COMBINATION FlRa

First-in-class modality First human obesity First CB1 + GLP-1 dataset
program with clean safety

Allosteric GPCR antibody designed First clinical obesity program to First reported clinical test of a CB1
for peripheral CB1 inhibition to evaluate a CB1 monoclonal antibody mechanism in combination with a
improve energy metabolism while and create a direct readout for the GLP-1, establishing proof of
minimizing brain exposure. mechanism without any combination activity.

neuropsychiatric events.

- AN AN /

R&D : Ny e et g
Human-CB1 knock-in DIO workflow + quantitative biodistribution + APC Platform
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CBeyond: Three Primary Learnings CBeyond

Meaningful combo efficacy, clean safety, and a clear dosing path

/ LEARNING 1 \ / LEARNING 2 \ / LEARNING 3 \

Meaningful combination signal Clean safety and tolerability Solvable development variable
0
+3.0% 0 200 mg
incremental weight loss vs nimacimab-associated neuropsychiatric weekly monotherapy underexposed
semaglutide alone at 26-weeks signal through 52- weeks peripheral tissues
22.3% No additive Gl burden Next step: higher exposure
mean weight loss at 52 weeks, with with semaglutide

no plateau observed

« Significant waist « Combination-ready at tested * Higher-dose expansion study
circumference improvement exposure underway
* Improved lean-to-fat mass « ENHANZE supports higher-

\ratio / K / @osure SC delivery /
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Dosing Rationale
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Initial rationale for CBeyond dosing

» Before pharmacodynamic data (clinical weight loss or DIO model), Skye developed
clinical PK models (Phase 1 data) to understand dosing options

* 1Cqy (serum) was used as a surrogate for target engagement

 Similar ICq at C,,,, ss With 20mg monlunabant and 200mg nimacimab

Peripheral Exposure

Time (weeks)

g 1200+
5 I -
< M Monlunabant 50 mg |
e / |
£ {1 ‘
g 8004 | |
8 ) _
g | >~ Effective
= ﬁ ~7X ICQO
R,
.§ 400+ "“,'.,-n""""‘ Monlunabant 20 mg | |
© () avsik
t 'K} o
] J Monlunabant 10 mg \ ~
8 0 E— ——— g l---'-T’-'»%'ICgo (56 ng/mL)
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—

Concentration in the periphery (ng/mL
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Peripheral Exposure

~7x 1Cy, NOT
| }Effective

— Nimacimab 200 mg

WHY?

Homm e ICqy (12,500 ng/mL)

Time (weeks)
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Nimacimab biodistribution in lean and obese mice
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Human 1gG ELISA kit (Ray Biotech, catalog# ELH-IGG) was used to detect
nimacimab in tissue homogenates. Results are reported as ng of nimacimab/mg
of tissue. N=4-5 per group.
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Nimacimab tissue biodistribution in lean and obese mice
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Human 1gG ELISA kit (Ray Biotech, catalog# ELH-IGG) was used to detect
nimacimab in tissue homogenates. Results are reported as ng of nimacimab/mg 2-way ANOVA followed by Tukey’s multiple comparison tests per @Rye'
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Compartmental analysis: Efficacy requires CB1 inhibition in peripheral
tissue

Blood Adipose Brain
5= . . '‘®- (e N
Dose Curves from Multiple DIO Studies K 5
p Input &s: \%
2 N\ | J 1 i
(72} . . . .
= \ dose nimacimab concentration (relative to 1Cgyg)
PR
S
2 200mg 24 f 73 gax | 04x @ 0.3x | 0.03x 0.02x
& dose mg/kg
(7]
2 -10+
N
=,
: 600 7
z oeg) ?k 22x  20x | 14x  09x | 01x = 0.1x
o 157 nima 2.4 mg/kg 9’kg
— nima 24 mg/kg
— nima 75 mg/kg
— nima 240 mg/kg
-20 T T T T T T |
0 3 6 9 12 15 18 21

Days
Nimacimab concentration in serum based on Ctrough at week 26 (human Ph1) and day 24 (DIO mouse). Concentration in adipose tissue used
serum:adipose ratio derived from NHP bioD study and published human data (human) and Skye bioD DIO data (mouse). Concentration in brain
used serum:brain ratio derived from more conservative published human data (human) and Skye bioD DIO data (mouse). e’
S



CBeyond Expansion Study
and Next Steps

N CBeybh'd .
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CBeyond Expansion Study / Part C / IV Dosing

CBeyoid
Cohort 2
Randomized 3:1 to either
* Nimacimab 600 mg, QW, IV (n=6), equivalent to ~1000 mg SC
» Matched placebo, QW, IV (n=2)

Safe to Proceed to Cohort 2 following Cohort Review
Committee safety review of the first 4 participants in
Cohort 1 completed 4 weeks of treatment

Cohort 1

Randomized 3:1 to either
* Nimacimab 400 mg, QW, IV (n=6), equivalent to ~600 mg SC
« Matched placebo, QW, IV (n=2)

Within each cohort

Screening Period . Treatment Period . Follow-up Period
(4 weeks) (15 weeks: 16 doses) (12 weeks)
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Superior Exclusion of CB1 Inhibitor from Brain;
No Neuropsychiatric Side Effects

Day 1 Day 8 Day 15
Cyno
(post 15t dose) (post 2" dose) (post 3rd dose)
g?nZ/igr:Jvmq " BLQ <0.02% <0.02%
Cyno 9 hours Nimacimab Brain Exposure
- (0.01% Brain:Serum)
20 mghkg IV 0.01% E Lo
g/kg o < ICs (1.9 ug/mL)
N J 3 1.8 N
- N £ 1.6
Rhesus 48 hours C 14- : : :
. o 121 : :
CSF/Plasma 0.05% £ 104 i-84x i -62X P 42X
Prefrontal o £ 0.10r : : 5
Cortex/Plasma 0.83% S 0.08+
:.g 0.06 -
Cerebellum/Plasma 0.84% 5 0.04+ ——  1200QW
S 0.02- —  600QW
\ Liver/PIasma 16'440/0 / g 0.00 I T TrTrrrrrorida I Trrrrrroruoriua I TTrrrruoriua E— 24OOQM
S 0 10 20 30
» Tissues harvested without perfusion .
« Tissue to plasma assuming 1TmL=1g Weeks skvye
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Achieving Large Volume Dose Administration

with ENHANZE®

» Skye has established a global collaboration and
licensing agreement with Halozyme Therapeutics
to evaluate the co-formulation of nimacimab with
ENHANZE® (rHuPH20).

« ENHANZE® is an enzyme that degrades

hyaluronan by cleaving B-1,4 linkage between N-
acetyl glucosamine and glucuronic acid.

What it does:

ENHANZE® creates temporary space for SC fluid
dispersion; reduces tissue backpressure.

How it works:

ENHANZE® works rapidly, locally and transiently in
SC space; HA is naturally restored in 1-2 days

KA. JECAN

.C
o2
> A

/5

%/

Large volume injection up
to 10-12 mL

Reduced administration
time

Increased patient
preference

Improved absorption

Increased bioavailability
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Nimacimab Lifecycle Management

High Concentration Development Half-Life Extension

Concentration Injection

Volume (600
mg QW dose)
Current 100 mg/mL 6mL  —— Curent g

Fab
- | Concentration domain
ormulation

125 mg/mL 5 mL Fc

150 mg/mL 4 mL domain
Next Generation | 200 mg/mL 3 mL
Formulation 250 mg/mL 2.4 mL
Current formulation of nimacimab has ability to 2" generation nimacimab with Fc-domain
increase concentration without need for significant modifications may improve half-life and potentially
change to manufacturing process and can be reduce COGS by allowing for reduced dose, or less
implemented in advance of Phase 3. frequent dosing.
Next generation formulations with concentrations This would be a 2" generation product that could be

+200 mg/mL could further reduce COGS. commercialized post-first approval of nimacimsallzye.



Change in body weight from baseline (%)

Nimacimab Reduces Weight Regain
Off-Therapy follow up for 13 weeks after the last dose

DIO Study

T
(@

Nima Maintenance After Combo

5
-y 0
=
% A
o "\ AMBE T A 255%
= =10 A A
_ g S ’
15 - [m)
5 o net I 0475 £ 15 .
"""" 0 £ 0 84
----- . Q7 37.3% (2.8kg) S 8 -20- .
“@--.. R = L — .- o |\ Tar T 0ceteesesseeed 00g8
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10 - i = .30 a A
10 s I ©-1060 3 %0 L i
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"""""" ’ I 1 78‘%) (23kg) .QE, - '35— DD : - *kk
| G i) S F R o -e- control DIO B :
@ placebo 129 1 =11 £ -40-|-e-nima—svehicle - : A10.6%
-15-1 -@ placebo + semaglutide 1] 5 o TZP low—svehicle Dl:t
imaci i = , @ TZP low + nima rebound/
@ nimacimab + semaglutide : rebound period ® TZPlow + nima—nima i nima maintenance period
T T T T T 1 1 T 1 -50 T T T  — T T T T 1
0 4 8 12 16 20 24 EOT 28 32 36 38 0 5 10 15 20 25 30 35 40 45 50
weeks Days |

Inclusion criteria: patients must have completed at least 75% of treatment and have at least one follow-up visit three or more weeks after week 26/EOT.
Data is reported as mean + SEM. 2-way ANOVA followed by Tukey’s multiple comparison tests, reporting significance vs placebo at week 38 and EOT. .
Rebound data is interim data from off-therapy follow-up. skye



Differentiated Body Composition Through 13-Week
Follow-up

/

Combo Group
Maintains Fat Mass
During Follow-Up
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Crowded 1L Space with Significant Price Compression

2026

2027

2028

2029

2030

2031

NuSH drugs will dominate the 1L setting, but it will become increasingly competitive with less room for profit margin.
The 2L setting has significant opportunity with few non-NuSH drugs available, or being developed.

First Line Therapy
zepboundw  Orfoglipron Qsymia
wegovy,, =~ CagriSema T
wegovy Contrave
wegovy,, Xenical
zepboundm Orfoglipron Qsymia
CagriSema
W vV
egovY, ., Retatrutide !:lélr;trave
wegovy,, Eloralinitide Xenical
Wegovy,..,  MET-097i eniea
zepbound»» Orfoglipron MariTide
CagriSema  Aleniglipron
szego“:yz-‘"@ Retatrutide  Ribupatide
egovy,, Eloralinitide
Wegovy...,  MET-097i
zepbound»» Orfoglipron MariTide
wegovy CagriSema  Amycretin
2.4ma Retatrutide  Survodutide
wegovy - , ;
i Eloralinitide  Ribupatide
Wegovy,..,  MET-097i VK-2375
zepboundm Orfoglipron MariTide Ribupatide
wegovy CagriSema  Amycretin  VK-2375
wedov 2.4mg Retatrutide  Survodutide
govy,, Eloralinitide CT-388
Wegovy,,,,  MET-097i __Petrelinitide
zepboundm Orfoglipron MariTide Ribupatide
wegovy CagriSema  Amycretin  VK-2375
2.4mg Retatrutide  Survodutide
wegovy Initi Nimacimab,
Fil Eloralinitide CT-388
Wegovy, ..,  MET-097i Petrelinitide
Incretins Amylins Non-NuSH

WAC PRICE

+$1000/month

JUNODSIP %09+

GTN PRICE
<$400/month

Qsymia

MET-097i

Qsymia

MET-097i
VK-2375

Qsymia

MET-097i
VK-2375

Qsymia
MET-097i

VK-2375
Bimagrumab

Illl(

Contrave

Illh

Contrave

Illl(

Contrave

Eloralinitide

Illh

Contrave

Eloralinitide

Illlr

Contrave
Eloralinitide
Petrelinitide

Illl:

Contrave

Eloralinitide
Petrelinitide

Xenical

Xenical

Aleniglipron

Xenical

Aleniglipron

Xenical
Aleniglipron

Xenical

Aleniglipron
Nimacimab

Bimagrumab + tirzepatide

Nimacimab+GLP1

Bimagrumab + tirzepatide



Nimacimab Complimentary, Not Competitive to GLP-1s

Maintenance rationale for late comer GLP1s is to protect the patient base; nimacimab improves persistence and

durability of 1L GLP1s

WHY THEY DO IT

Maintenance is a rational
same-class play

Lower-risk

regulatory + commercial defense

» Chronic-use precedent is
already established

» Studies start in responders
already on backbone

* Oral, monthly, COGS, or flex-
dose convenience can still
create value

4 )\

s

WHY IT IS HARD FOR INCRETINS

Hard to win the true add-on slot

25%

pivotal semaglutide-adjusted delta

* Dose step-down is retention,
not superiority

« Same-class agents will
struggle to obtain add-on
therapy to label

* Price compression with
GLP1s is an advantage for
nimacimab

~N

Vs

WHY NIMACIMAB WINS

Orthogonal add-on,
not another incretin

2L white space

for GLP-1 experienced patients

* Augments tirzepatide /
semaglutide instead of trying
to replace them

« Targets plateaued, titration-
limited, or intolerant patients

 More differentiated than
same-class maintenance

plays

~

J
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Antibody Peptide Conjugation
(APC) Program
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Study Design:

Testing Efficacy of Nima-GLP-1RA (Antibody-Peptide-Conjugate) in a DIO

model
8 weeks
‘ Tissue
Serum
male hCB1 MRI I Vehicle
N=8
I Nimacimab 75 mg/kg Q3D
HFD
16 weeks l Nima-conjugate 75 mg/kg Q3D
(60 kcal% fat)
semaglutide 10 nmol/kg QD
| SBI-403 333 nmol/kg QD
Nima-conjugate = Nimacimab-GLP-1RA Nimacimab 75 mg/kg Q3D

+
nmol/kg

SBI-403 = GLP-1 receptor analysis
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APC demonstrates similar efficacy of combination dosing

Change in body weight from baseline (%)

o

1
(3)
|

-10-

-15-

-20-

-25—

-30 —

-35-

AR
g o
5 “ -13.8% Nimaci
%'t“‘ 3.8% Nimacimab

‘i\\
3 -Qm -20.9% Semaglutide

\\ -23.4% SBI-403 (GLP1RA)
‘H
-~ control DIO “igﬁ -33.6% Antibody-Peptide Conjugate

-@- nima 75mg/kg Q3D -34.7% . T
-a- semaglutide 10 nmol/kg QD o Mixed Combination

-4 SBI-403 333 nmol/kg QD

“|- = nima 75 mg/kg Q3D + SBI-403 333 nmol/kg QD

—— nima-conjugate 403 75 mg/kg Q3D

T r r rr r 1 1T 1T 1T 1 1
2 4 6 8 10 12 14 16 18 20 22

days skve"
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Key Takeaways

CBeysid”

/

CBeyond Expansion Study
Initiated

v, Differentiated Mechanism of
Weight Regain

7, Proof-of-Principle for APC
Program

¥ Phase 2b Study to Demonstrate
Competitive TPP and
Development Path

Why Is This Important?

This study will generate safety and PK data at higher
exposures, which we intend to take forward in future clinical
trials.

Body composition data demonstrates that fat mass loss is
maintained even after 13-weeks of being off-treatment.
Supports hypothesis that nimacimab is a differentiated and
orthogonal mechanism to GLP-1s making it ideal for
combination treatment.

A proprietary unimolecular dual mechanism biologic designed
to simplify dosing.

Advancing Phase 2b study design and TPP to demonstrate
clinically meaningful additional weight loss in GLP-1
experienced adults.
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Anticipated Catalysts Through 2026

Q1 2026 Q2 2026

v

CBeyond Interim Extension
Data

FDA Type C Meeting Minutes

Launch CBeyond Expansion
Study (Part C)

Compatibility and In-Use study
complete with ENHANZE

Q

Expansion Study Cohort 2
initiates enrollment

Expansion Study Enrollment
Complete for Cohort 1 and 2

Preclinical Bioconjugation Data

Feasibility study complete on
high concentration program

Q4 2026

U Topline Clinical Data from
Expansion Study

U Phase 2b Final Study Design

Clinical Regulatory

Preclinical CMC
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Thank You
Rye ® 11250 EI Camino Real, Suite 100
S San Diego, CA 92130

Please learn more or contact us at:

@skyebioscience.com ) <+1 (858) 410-0266) C Spotlight w )

[4
ANATOMY .
CBeyOnd™ «PROGRESs  gley@*Obesity
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