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Forward Looking Statements

This presentation is for informational purposes only and is not an offer to sell or a solicitation of an offer to buy any securities of GRI Bio, Inc. (“GRI” or the “Company”). 

This presentation contains “forward-looking statements” within the meaning of the "safe harbor" provisions of the Private Securities Litigation Reform Act of 1995. Forward-looking statements may be identified by the use 

of words such as “anticipate,” “believe,” “contemplate,” “could,” “estimate,” “expect,” “intend,” “seek,” “may,” “might,” “plan,” “potential,” “predict,” “project,” “target,” “aim,” “should,” "will,” “would,” or the negative of these 

words or other similar expressions. These forward-looking statements are based on GRI’s current beliefs and expectations. Such forward-looking statements include, but are not limited to, statements regarding: GRI’s 

expectations with respect to financial results, estimates regarding the sufficiency of cash to fund planned operations, evaluations and judgments regarding intellectual property, future performance, development and 

commercialization of products and services, the timing, initiation or completion of clinical studies (including the availability of data), whether topline data or the results of preclinical studies or earlier clinical trials will be 

indicative of final data or later clinical trials, the potential benefits and impact of GRI's products and services, potential regulatory approvals and the timing of such approvals, the expected timing for the launch of Phase 2a 

biomarker study on GRI-0621 and Phase 1a/b study on GRI-0803, the expected timing for IND filing for GRI-0803, the expected timing for [topline] data from the Phase 2a biomarker study on GRI-0621 and Phase 1a/b 

study on GRI-0803, and the size and potential growth of current or future markets for GRI’s products and services.  Actual results may differ from the expectations, estimates and projections expressed by GRI herein and 

consequently, you should not rely on these forward-looking statements as predictions of future events.  These forward-looking statements are subject to inherent uncertainties, risks and assumptions that are difficult to 

predict, including, without limitation: (1) the inability to maintain the listing of GRI’s common stock on the Nasdaq Capital Market; (2) the inability to recognize the anticipated benefits of the merger, which may be affected 

by, among other things, competition and the ability of GRI to grow and manage growth profitably and retain its key employees; (3) costs related to the merger agreement; (4) changes in applicable laws or regulations; (5) 

the inability of GRI to raise financing in the future; (6) the success, cost and timing of GRI’s product development activities; (7) the inability of GRI to obtain and maintain regulatory clearance or approval for their products, 

and any related restrictions and limitations of any cleared or approved product; (8) the inability of GRI to identify, in-license or acquire additional technology; (9) the inability of GRI to compete with other companies 

currently marketing or engaged in the development of products and services that GRI is currently developing; (10) the size and growth potential of the markets for GRI’s products and services, and its ability to serve those 

markets, either alone or in partnership with others; (11) inaccuracy in GRI’s estimates regarding expenses, future revenue, capital requirements and needs for additional financing; (12) GRI’s financial performance; and 

(13) other risks and uncertainties indicated from time to time in GRI’s filings with the U.S. Securities and Exchange Commission (the ‘SEC”), including the risks and uncertainties described in the “Risk Factors” section of 

GRI’s most recent Annual Report on Form 10-K and Quarterly Reports on Form 10-Q and subsequent filed reports and in the section entitled “Risks Related to GRI” in the Company’s Prospectus/Proxy 

Statement/Information Statement filed with the SEC on March 8, 2023. Forward-looking statements contained in this presentation are made as of this date, and the Company undertakes no duty to update such information 

except as required under applicable law.

This presentation includes information and statistics regarding market participants in the sectors in which GRI competes and other industry data which was obtained from third-party sources, including reports by market 

research firms and company filings.  None of the information provided by third-party sources has been independently verified.

This presentation may contain trademarks, service marks, trade names and copyrights of other companies, which are the property of their respective owners. The use or display of any third-party’s trademarks, service 

marks, trade names or products in this presentation is not intended to, and does not imply, a relationship with GRI, or an endorsement or sponsorship by GRI. Solely for convenience, the trademarks, service marks and 

trade names referred to in this presentation may appear without the ®, TM or SM symbols, but such references are not intended to indicate, in any way, that GRI will not assert, to the fullest extent under applicable law, 

their rights or the right of the applicable licensor to these trademarks, service marks and trade names.
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GRI Bio at a Glance
Advancing an Innovative Pipeline of NKT Cell Modulators for the Treatment 

of High-Value Inflammatory, Fibrotic and Autoimmune Diseases

NKT Science High-Value Indications Proven Team

Lead program entering Phase 2 for 

Idiopathic Pulmonary Fibrosis (IPF); 

Second program commencing Phase 

1a/1b, initially targeting Systemic 

Lupus Erythematosus (SLE)

Leveraging Natural Killer T (NKT) 

regulation to target earlier in the 

inflammatory cascade to interrupt 

disease progression

Drug development expertise; 

World renowned NKT

cell researcher

Cash and Committed Capital1 to Fund Planned Operations

Through 2024, Including Multiple Clinical and Regulatory Expected Milestones  

3 1. Future finding committed under the pre-merger financings.



NKT Cells for Immune Regulation

4

Novel Immune Mechanism to Regulate the Adaptive-Innate 
Immune Axis & Reset Dysfunctional Immune Responses

Innate

Immune System
Adaptive

Immune System

T cells
B cells

Type 2 

NKT

iNKT

Macrophages

DC

Eosinophil Basophil

Neutrophil

NK

Crosstalk

Adaptive ImmunityInnate Immunity

• Non-specific

• Fast to respond (hours)

• Activated by ‘danger’ 

signals

• First line of defense

• Specific

• Slow to respond (days)

• Activated by specific 

pathogen recognition

• Generates immune 

memory

Regulating NKT Cells is a Selective Approach to Immunomodulation via Resetting the Immune Response



Natural Killer T Cells
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iNKT
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Cellular 
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Into Tissue

Collagen 
Deposition 
& Fibrosis

Anti-
dsDNA 
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pDC

Interferon I 
Signaling

Immune Cells that Bridge the Innate and Adaptive Immune Responses

Significantly Increased in Patients with 

Chronic Inflammatory Conditions

Regulate the Activity of Other Immune 

Cells and ‘Reset’ an Aberrantly 

Activated Immune Response

Type 2
NKT
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iNKT Cells: Top of the Inflammatory Cascade
Type 1 & 3
Immune Responses
Key cytokines involved:

TGF-β

GM-CSF

IL-17A

Type 2
Immune Responses

Key cytokines involved:

IL-4

IL-5

IL-13

Repeated or 

prolonged injury 

drives a healing 

process towards 

chronic 

inflammation

iNKT cells activate 

immune cells at site 

of tissue injury

Immune cells 

secrete 

inflammatory 

cytokines that 

activate 

macrophages

TGF-β1, IL-17A, and 

IL-13 cause 

differentiation of 

fibroblasts and ECM 

deposition

Chronic 

inflammation 

promotes further 

injury and fibrosis

Eosinophil

ILC2

CD4+

Th2

iNKT cell

Neutrophil

NETs

CD4+

Th17 Macrophage

Fibroblasts

Myofibroblast

TGF-β1

IL-13



iNKT Cells Accumulate in Patients With 
Inflammatory & Fibrotic Disease

iNKT Promote Inflammation & Fibrosis Disease Model Patients

Drug-Induced Liver Injury (DILI)
Maricic ('15), Cheng, L. ('10), Mizrahi ('18), Krenkel ('14), 

Yang ('22), 

Ischemia Reperfusion Injury (IRI)

Arrenberg ('11), Uchida ('18), Ferhat ('18), Li ('07), 

Shimamura ('05), Zimmerman ('17), Lappas ('06), 

Sharma ('11), Wang ('16), Homma ('13)

Sickle Cell Disease (SCD) Wallace ('09) Wallace ('09), Yu ('18)

Acute respiratory distress syndrome (ARDS) Zou ('23)

Hepatitis B or C Virus (HBV or HCV) Jin ('11), Baron ('02) Wei ('19), Durante-Mangoni ('04)

Autoimmune Hepatitis (AiH) Halder ('07), Wu, S. J. ('11), 1176 Cheng, Z. ('22)
Harada ('03), Santodomingo-Garzon ('11), Mattner ('13), 
Chernavsky ('04), Smyk ('18)

Primary Biliary Cholangitis (PBC)
Chang ('15), Chuang ('08), Wu, S. J. ('11), Chang ('14), 

Schrumpf ('17)
Kita ('02), Aso-Ishimoto ('14), Ueno ('07)

Primary Sclerosing Cholangitis (PSC) Schrumpf ('17), Berntsen ('18)

Alcoholic Liver Disease (ALD) Maricic ('15), Marrero ('20) Marrero ('20)

Non-Alcoholic Steatohepatitis (NASH)

Akyildiz ('10), Bhattacharjee ('17), Heinrichs ('21), Maricic 

('18), Ren ('17), Wolf ('14), Ishikawa ('11). Zhang ('23), 

Liao ('23)

Adler ('11), Heinrichs ('21), Maricic ('18), Syn ('12), Syn ('10), Wolf 
('14)

Idiopathic Pulmonary Fibrosis Grabarz ('18), Kumar (unpublished) Byrne (unpublished)

Systemic Lupus Erythematosus (SLE)
Kumar (unpublished), Takahashi ('08), Forestier ('05), 

Morshed ('02), Zeng ('03)
Kumar (unpublished)

Multiple Sclerosis (MS) Maricic ('14), Podbielska ('18)
De Biasi ('16), Wu, Q. ('23), Canto-Gomes ('23), He ('22), O'keeffe 
('08), Florou ('21)
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Pro-Inflammatory iNKT Cells Accumulate in 
Fatty Liver Disease Patients
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Pro-Inflammatory iNKT Cells Correlate 
with Progressive Advanced Disease
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Proportion and Number of NKT Cells 
Significantly Increase in BAL of IPF Patients
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Total Number of NKT Cells Correlates with Total 
Number of Airway Macrophages in IPF Patients
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Gene Expression of TGFb1, Osteopontin, and Collagen 
Type 1 a1 Significantly increase in IPF Patients
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TGFB1 SPP1 COL1A1



iNKT Cell Deficiency Prevents Inflammation, 
Steatosis & Fibrosis in NASH Model
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iNKT Cell Deficiency Inhibits Pro-Inflammatory & 
Fibrogenic Genes in a Hepatic Fibrosis Model
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GRI-0621 is a Potent Inhibitor of iNKT Cell Activity
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GRI-0621

GRI-0621



High Expression of RAR-g on iNKT Cells
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Primary iNKT Cells iNKT Cell Hybridoma Type 2 NKT Cell Hybridoma

RAR-g expression is low on type 2 NKT cells, conventional T cells, and B cells
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GRI-0621 Reduces Inflammation, Type 1 
Cytokines and Reduces Hepatic Fibrosis
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GRI-0621 reduces Inflammation & Pro-
Inflammatory/Fibrotic Cytokines in Lung
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Observed Reduction of TGF-b
in Fibrotic Models
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Lieber-DeCarliBleomycin NZB/W F1

Pulmonary Fibrosis Hepatic Fibrosis Renal Fibrosis
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GRI-0621 Reduces tissue damage and Fibrosis 
in lung
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GRI-0621 Targets iNKT to Restore Homeostasis

Type 1 & 3
Immune Responses

Type 2
Immune Responses

GRI-0621 inhibits the activity of iNKT cells early 

in the inflammatory cascade to prevent cytokine 

release, cellular infiltration, and interrupts 

disease progression at the source

Resolution of chronic 

inflammatory response 

and immune system 

returning to 

homeostasis

without systemic 

immunosuppression

Macrophage

Fibroblasts

TGF-β1

IL-13

Most current therapies work 

through TFG-β regulation 

and fail to address type 2 

immune responses

GRI-0621



GRI-0621
Idiopathic Pulmonary Fibrosis (IPF)

Launching Phase 2a biomarker study 

with interim data expected H1 2024 

and topline data H2 2024

Leveraging FDA agreed 505(b)(2) 

regulatory pathway

Orphan indication with ~40K newly 

diagnosed cases annually1

22

1. Sauleda J, Núñez B, Sala E, Soriano JB. Idiopathic Pulmonary Fibrosis: Epidemiology, Natural History, Phenotypes. Med Sci (Basel). 2018 Nov 

29;6(4):110. doi: 10.3390/medsci6040110. PMID: 30501130; PMCID: PMC6313500



Planned Phase 2 Study in IPF
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Screening Treatment Follow Up

Day ≤ -28

-4 weeks

Day 1 to 84

12 weeks with planned interim analysis

Day 98

2 weeks

2 arms: 4.5 mg + placebo

Enroll 36 Patients in Phase 2 IPF Trial

Patients: 36 IPF patients on background IPF therapy

Dosing: 4.5mg and placebo dosed orally 1x daily for 

12 weeks

Design: 2 arm RCT 2:1 randomization (24:12)

Interim Analysis: when 8 of 12 placebo treated 

patients have completed 6 weeks of treatment

Endpoints

Primary Endpoint: 

Safety, percent inhibition iNKT in blood (PBMC) at 6 

and 12 weeks and lung (BAL fluid) at 12 weeks

Exploratory endpoints: 

Changes in serum biomarkers at 6 and 12 weeks 

(collagen degradation biomarkers, cytokines, NKT); 

FVC at 6 and 12 weeks



Summary of iNKT cell involvement in Fibrosis

• iNKT cells have an activated phenotype in NASH & IPF patients

• Enhanced iNKT activity correlates with progression of fibrosis in NASH patients and

• with macrophage accumulation and key proinflammatory genes in BAL from IPF patients

• iNKT cells are activated and accumulate in liver and lung in experimental fibrosis models

• iNKT promote Type 1, Type 2 and Type 3 immune pathways involved in fibrosis

• iNKT-deficient mice have reduced inflammatory damage and fibrosis

• Daily oral administration of GRI-0621 in experimental animals
• Inhibits pro-inflammatory cytokines and inflammation
• Decreases accumulation of neutrophils and proinflammatory macrophages
• Inhibits key fibrogenic cytokines including TGF-b and fibrosis

• Phase 2 study with GRI-0621 in IPF patients to examine iNKT activity along with key biomarkers

24
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