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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. You 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. Forward-looking 

statements may be identified by the use of words such as “estimate,” “plan,” “goal,” “project,” “forecast,” “intend,” “will,” “expect,” “anticipate,” “believe,” “seek,” “target, "opportunity" or other similar expressions that predict or indicate 

future events or trends or that are not statements of historical matters. These forward-looking statements include but are not limited to: statements concerning Skye's future plans and prospects, any expectations regarding the 

safety, efficacy, tolerability or combinability of nimacimab, including any expectations based on the clinical data from the nimacimab Phase 1 study or from preclinical DIO studies and statements regarding the timing of receipt of 

data from the Phase 2a study and Phase 2a extension study and timing of the initiation of the Phase 2b study. Forward looking statements are neither historical facts nor assurances of future performance. Although Skye believes 

the expectations reflected in such forward-looking statements are reasonable, Skye can give no assurance that such expectations will prove to be correct. Readers are cautioned that actual results, levels of activity, safety, efficacy, 

performance or events and circumstances could differ materially from those expressed or implied in Skye's forward-looking statements due to a variety of risks and uncertainties, which include, without limitation, risks and 

uncertainties related to: results from preclinical studies and earlier trials may not be predictive of results seen in future trials,, Skye's ability to advance, obtain regulatory approval of and ultimately commercialize nimacimab, 

competitive products or approaches limiting the commercial value of nimacimab, Skye's ability to fund development activities and achieve development goals, the impact of any global pandemics, inflation, supply chain issues, rising 

interest rates and future bank failures on Skye's business, Skye's ability to protect its intellectual property and other risks and uncertainties described in Skye's most recent Annual Report on Form 10-K and Quarterly Report on Form 

10-Q and future reports Skye may file with the Securities and Exchange Commission from time to time. All forward-looking statements contained in this Presentation speak only as of the date on which they were made and are 

based on management’s assumptions and estimates as of such date. Skye undertakes no obligation to update such statements to reflect events that occur or circumstances that exist after the date on which they were made, except 

as required by law.

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. 

No Representations and Warranties

No representation, warranty or undertaking, express or implied, 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.

Disclaimer and Important Information for Investors
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Overview and Study Design
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Metabolic Disorders/ Obesity

Adipose Tissue

CB1

Triglyceride accumulation 

Lipolysis

Kidneys

Inflammation

Fibrosis

Metabolic Disorders/ Diabetes

Liver & 
Pancreas

De novo lipogenesis  

Insulin signaling 

Metabolic Disorders/ Diabetes 
+ MASH

Digestive
System

GI motility

Appetite hormones

Metabolic Disorders/ Obesity

• Active CB1 engagement promotes inflammation, fibrosis, and metabolic dysfunction; blocking 
peripheral CB1 can reverse negatively-trending pathologies
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CB1 Receptors Play a Significant Role in Metabolism and Energy Modulation
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Nimacimab Treatment Reduces Steatosis and Improves Obesity-Related 
Inflammation in a Murine Diet Induced Obesity Model

5

Liver Steatosis Analysis

Hepatic Steatosis Score

% Steatosis Area in Liver
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Reduced Liver Fibrosis and Inflammation

Hepatic Macrophage (F4/80) Density

Hepatic Fibrosis Area
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Phase 1b MAD Study for the Assessment of the Safety, Tolerability, and 
Pharmacokinetics of Nimacimab – Study Design and Objectives

• Primary Objective: Evaluate the safety and tolerability of multiple doses of nimacimab in MASLD subjects

• Secondary Objective: Determine the PK of nimacimab and anti-drug antibody (ADA) after multiple doses

• 3 sequential cohorts of up to 28 subjects received 4 weekly IV infusions of nimacimab or placebo (3:1) 
and were monitored for 45 days after the final dose 

• Randomization was stratified by percent liver fat (≤15% and >15%) as determined by MRI-PDFF
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Screening
4 weeks

Dosing Period
4 weeks

Final Visit
PK & ADA Draw

45 days post dose
Follow Up

45 Days

Cohort 1

Cohort 2

Cohort 3

Nimacimab or 
Placebo (3:1) 

0.6 mg/kg QW / IV 

Nimacimab or 
Placebo (3:1) 

1.2 mg/kg QW / IV

Nimacimab or 
Placebo (3:1)

2.5 mg/kg QW / IV
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Study Eligibility, Disposition and Demographics
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• Eligibility and Disposition 

• Adult men and women, ages 18 to 65 years of age (inclusive) who had pre-diabetes or diabetes and 
MASLD with liver fat percentage by MRI-PDFF of at least 10% and a BMI ≥25 and ≤40 kg/m2 were 
eligible for inclusion

• 64 subjects randomized to active treatment and 20 subjects were randomized to placebo 

• The majority of subjects completed 4 weeks of treatment (82/84; 97.6%)

• Demographics

• The overall mean age of the subjects was 53 years (range 20 to 65) and ~50% were male 

• The mean weight was 92.7kg and BMI was 33 kg/m2

• 68 Subjects (82%) identified as White and 49 (59%) identified as Hispanic or Latino

• 27 subjects (32%) had previously documented MASLD history; liver ultrasound and/or transient 
elastography was performed in 56 subjects who had no previous documentation of MASLD 

• 69 subjects (83%) had a diagnosis of Type 2 diabetes and 14 (17%) a diagnosis of prediabetes



Safety and PK Data
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Treatment Emergent Adverse Events (TEAEs)

Treatment
Placebo

n=20
0.6 mg/kg

n=21
1.2 mg/kg

n=21
2.5 mg/kg

n=21
Active Overall

N=63

Any TEAE

Number of subjects (%) 16 (80.0) 13 (61.9) 17 (81.0) 11 (52.4) 41 (65.1)

Number of events 41 45 46 25 116

Any Serious TEAE

Number of subjects (%) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0)

Number of events 0 0 0 0 0

Any TEAE Leading to Study Discontinuation

Number of subjects (%) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0)

• 41 subjects (65%) assigned to receive nimacimab reported 116 TEAEs 

• 16 subjects (80%) assigned to receive placebo reported 41 TEAEs

• No Serious TEAEs were reported in the study

• No TEAE led to study discontinuation
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Treatment Emergent Adverse Events

Any TEAE Related to Study Medication

Number of subjects (%) 4 (20.0) 5 (23.8) 3 (14.3) 2 (9.5) 10 (15.9)

Number of events 4 11 3 3 17

Treatment
Placebo

n=20
0.6 mg/kg

n=21
1.2 mg/kg

n=21
2.5 mg/kg

n=21
Active Overall

N=63

• 10 Subjects (15.9%) reported 17 TEAEs considered possibly related to nimacimab

• 1 subject reported diarrhea and none reported nausea or vomiting that were considered related to nimacimab 

AE Preferred Term in Descending Order of Frequency (Occurring in 3 or More Patients), n (%)

Diarrhea 8 (40.0) 7 (33.3) 13 (61.9) 6 (28.6) 26 (41.3)

Headache 3 (15.0) 5 (23.8) 3 (14.3) 0 (0.0) 8 (21.7)

Upper Respiratory Tract 
Infection

2 (10.0) 1 (4.8) 2 (9.5) 3 (14.3) 6 (9.5)

Dizziness 1 (5.0) 2 (9.5) 3 (14.3) 1 (4.8) 6 (9.5)

Nausea 2 (10.0) 2 (9.5) 0 (0.0) 2 (9.5) 4 (6.3)

Vomiting 2 (10.0) 1 (4.8) 2 (9.5) 1 (4.8) 4 (6.3)

Abdominal Pain 0 (0.0) 0 (0.0) 3 (14.3) 0 (0.0) 3 (4.8)
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GI Tolerability of CB1 Inhibitors

Nimacimab1

Gastrointestinal disorders 4.8%

Nausea 0.0%

Diarrhea 1.6%

Vomiting 0.0%

Rate of discontinuation 
due to GI disorders

0.0%

• CB-1 inhibition appears to be better tolerated than GLP-1RAs, especially when comparing GI disorders, 
which are the most frequent adverse events related to GLP-1RAs 

• The GI tolerability of nimacimab may further improve on that seen with the small molecule inhibitors 
rimonabant and monlunabant

• Less that 5% of patients receiving nimacimab reported GI related adverse events that were considered 
possibly attributable to the drug

Source: 1. Skye Internal Data
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Related Neurological and Neuropsychiatric AEs

Dizziness 0 (0.0) 0 (0.0) 1 (4.8) 1 (4.8) 2 (3.2)

Headache 0 (0.0) 2 (9.5) 0 (0.0) 0 (0.0) 2 (3.2)

Lethargy 0 (0.0) 1 (4.8) 0 (0.0) 0 (0.0) 1 (1.6)

Initial insomnia 0 (0.0) 1 (4.8) 0 (0.0) 0 (0.0) 1 (1.6)

Insomnia 0 (0.0) 1 (4.8) 0 (0.0) 0 (0.0) 1 (1.6)

Panic attack 0 (0.0) 1 (4.8) 0 (0.0) 0 (0.0) 1 (1.6)

Treatment
Placebo

n=20
0.6 mg/kg

n=22
1.2 mg/kg

n=21
2.5 mg/kg

n=21
Active Overall

N=63

• There were no significant changes in the Cogstate Computerized Brief Battery Test Scores

• Columbia-Suicide Severity Rating Scale (C-SSRS) was Zero at baseline and Day 29 for all subjects

• No neuropsychiatric adverse events of concern, attributable to study drug, were reported in the study
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PK and ADA Assessments

• Pharmacokinetics 

• Nimacimab exposure as measured by mean AUC and Cmax increased with increasing doses 

• At all dose levels, mean t1/2 ranged from approximately 18 to 22 days

• Clearance and volume of distribution were typical for an antibody therapeutic

• Tmax, t1/2, clearance, and volume of distribution appeared to be independent of dose

• ADA Response

• Immunogenicity was assessed in all subjects throughout the study

• Only 2 subjects in the 1.2 mg/kg dose group had consistently elevated titers over multiple time 
points and no detectable ADA pre-dose

• No subjects with elevated ADA titers over multiple time points were identified in the 0.6 mg/kg 
or 2.5 mg/kg groups indicating overall a low immunogenicity of the drug over the course of this 
study 



Summary and Next Steps 
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Nimacimab Phase 1: Summary and Conclusions

• Favorable Safety & Tolerability

• No serious or severe adverse events reported

• No neuropsychiatric adverse events, including on C-SSRS and cognitive assessments

• GI-related AEs (e.g., nausea, vomiting), possibly attributable to nimacimab were rare (4.8%)

• Consistent Pharmacokinetics

• Dose-proportional exposure observed

• Half-life ~18–22 days, supporting up to monthly dosing

• Low immunogenicity rates across all doses of nimacimab
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Phase 2a CBeyondTM Trial: Patients with Overweight or Obesity 
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*  Once-weekly subcutaneous administration

Screening

Day -28 to Day -1

(4 weeks)

Nimacimab 200 mg QW* 

(N=40)

Placebo-matching

Nimacimab 200 mg QW (N=40)

Wegovy®** + Nimacimab 

200 mg QW (N=20)

Wegovy®** + placebo-matching 

Nimacimab 200 mg QW (N=20)

Randomization 

2:2:1:1

Day 0

First Dose

Treatment

26 weeks

Follow-up

13 weeks

End of Study

Week 38

Primary Endpoint:

Monotherapy

Double-blinded

Exploratory Endpoint:

Combination Therapy

Partially Blinded

Enrollment completed for initial 26-week treatment period

** Wegovy® dose starts at 0.25 mg, titration up 

to 1.7 or 2.4 mg  QW = once weekly dosing
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Upcoming Clinical and Regulatory Milestones
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Phase 1 MAD in Subjects 

with MASLD 

Phase 2b dose ranging study

Expected to initiate Q2 2026

Topline data Q2 2027

Phase 2a trial in progress

Primary endpoint: weight loss 

Topline data expected late Q3/Q4 2025

Topline extension data expected Q2 2026



Thank You!
Skye Bioscience Inc.

11250 El Camino Real, Suite 100
San Diego, CA 92130

ir@skyebioscience.com +1 (858) 410-0266

Please lean more or contact us at:

mailto:ir@skyebioscience.com
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