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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 the Company’s current beliefs and expectations. Forward-looking statements include, but are not limited to, statements regarding: the

Company’s expectations with respect to development and commercialization of the Company’s product candidates, the timing of initiation or completion of clinical trials and availability of resulting data, the potential

benefits and impact of the Company’s clinical trials and product candidates and any implication that the data or results observed in preclinical trials or earlier studies or trials will be indicative of results of later studies or

clinical trials, the Company’s beliefs and expectations regarding potential stakeholder value and future financial performance, the Company’s beliefs about the timing and outcome of regulatory approvals and potential

regulatory approval pathways, the Company’s expected milestones for 2024, and the Company’s beliefs and expectations regarding the sufficiency of its existing cash and cash equivalents to fund its operating expenses

and capital expenditure requirements. Actual results may differ from the forward-looking statements expressed by the Company in this press release 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 the Company’s common stock on Nasdaq and to comply with applicable listing requirements; (2) changes in applicable laws or regulations; (3) the inability of the Company to raise financing in the future; (4)

the success, cost and timing of the Company’s product development activities; (5) the inability of the Company to obtain and maintain regulatory clearance or approval for its respective products, and any related

restrictions and limitations of any cleared or approved product; (6) the inability of the Company to identify, in-license or acquire additional technology; (7) the inability of the Company to compete with other companies

currently marketing or engaged in the development of products and services that the Company is currently developing; (8) the size and growth potential of the markets for the Company’s products and services, and their

respective ability to serve those markets, either alone or in partnership with others; (9) the failure to achieve any milestones or receive any milestone payments under any agreements; (10) inaccuracy in the Company’s

estimates regarding expenses, future revenue, capital requirements and needs for and the ability to obtain additional financing; (11) the Company’s ability to protect and enforce its intellectual property portfolio, including

any newly issued patents; and (12) other risks and uncertainties indicated from time to time in the Company’s filings with the U.S. Securities and Exchange Commission (the “SEC”), including the risks and uncertainties

described in the “Risk Factors” section of the Company’s most recent Annual Report on Form 10-K filed with the SEC on March 28, 2024 and subsequently filed reports. Forward-looking statements contained in this

announcement 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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Highlights
Advancing an Innovative Pipeline of NKT Cell Modulators for the 
Treatment of Inflammatory, Fibrotic and Autoimmune Diseases

Encouraging Preclinical Data Observed to Date on Par with OFEV® (nintedanib), 

a Leading Tyrosine Kinase Inhibitor with 2025 Projected Sales of $5 Billion3

3
1. Sharif, R. (2017). Overview of Idiopathic Pulmonary Fibrosis (IPF) and Evidence-Based Guidelines. Am J Manag Care, 23(11), 176–182

2. https://www.cdc.gov/lupus/facts/detailed.html

3. Projected sales per Evaluate Consensus

NKT 

Science

Innovative 

Small Molecules

High-Value 

Indications

Leveraging 

Natural Killer T (NKT) 

regulation to target earlier 

in the inflammatory cascade to 

interrupt disease progression

Small molecule drugs that 

act like cell therapy 

Provides favorable economics in 

manufacturing and dosing

~100K 
People in the US1

Idiopathic Pulmonary Fibrosis

~160K 
People in the US2

Systemic Lupus Erythematosus



Programs Class Indication Preclinical Phase 1 Phase 2 Phase 3 Status

GRI-0621

Interim data Q3 2024 

Full topline data Q4 2024

GRI-0803
Topline data from Phase 1a/b 

expected H2 2024

GRI-NKT
Multiple pipeline 

expansion opportunities 

Pipeline Targeting High-Value Indications 
in Need of Innovation

Phase 2a 

Biomarker Study

Type 1 invariant NKT 

(iNKT) Antagonist
Idiopathic Pulmonary 

Fibrosis (IPF)

Type 2 NKT Agonist

Initial Focus:

Systemic Lupus 

Erythematosus (SLE)

Type 2 NKT Agonists

Library 500+ Proprietary Compounds to Fuel a Growing Pipeline 

4

Multiple Indications



NKT Cells for Immune Regulation
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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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T cells

NK cells

Neutrophil

Epithelial 
Injury

MØ
Pro-fibrotic 
Cytokines

NLRP3 
Inflamma-

some

OPN & 
Hedgehog

Myo-
fibroblast

iNKT

Two Types:

iNKT 

and

Type 2 NKT

Type 2 
NKT

iNKT

TNF
IL-17A

IL-6
LCN2

Proteinuria

Cellular 
Infiltration 

Into Tissue

Collagen 
Deposition 
& Fibrosis

Anti-
dsDNA 

Antibodies

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



The Need in Systemic Lupus Erythematosus
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The most common form of lupus, SLE, is an 

autoimmune disease in which the immune 

system attacks its own tissue and organs

DIAGNOSIS 

Number of all 

lupus cases2

70%
AGE RANGE

Commonly affects women 

of childbearing age1

15 - 44
PREVALENCE

Confirmed as 

definite SLE1

~160K

Current treatments are limited, 

consisting primarily of immunosuppressive therapies

Only 2 drugs approved for SLE in the past 50 years  

Can Affect the Whole Body

Lungs

Kidneys

Skin

Heart

Blood

Muscle and joints

Severe 

abdominal 

pain

Hair loss

High fever

Abnormal headache

Mouth and nose ulcers

Kidney nephritis is a key driver of disease 

morbidity and represents potential target

1. https://www.cdc.gov/lupus/facts/detailed.html

2. https://www.lupus.org/resources/what-is-systemic-lupus-erythematosus-sle 



iNKT Accumulate & Activated in Lupus Patients 
and NZBWF1 Mice

Directly ex vivo iNKT 
cells from lupus patient 
PBMCs have an 
activated phenotype 
and express IFN and 
T-bet

Activation of iNKT in Lupus Patients

Renal iNKT cells 
accumulate in NZBWF1 
mice, and show 
progressive 
hyporesponsive to in 
vitro restimulation

8

Chronic Activation of iNKT in NZBWF1 Kidney



Type 2 NKT cells Accumulate in Kidneys of 
NZBWF1 Mice with Disease Progression 

9

Type 2 NKT cells 

(sulfatide/CD1d tetramer+) 

accumulate in kidney, and 

remain responsive to in vitro 

stimulation



GRI-0124 Administration in NZBWF1 Mice 
Activates Type 2 NKT Cells and
 Leads to Inhibition of iNKT Cells

Type 2 NKT cells from GRI-0124 treated NZBWF1 
mice (37 weeks) are activated (IFN+) compared to 
Type 2 NKT cells from control-treated animals
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iNKT cells activation in NZBWF1 mice (37 weeks) is 
significantly inhibited in GRI-0124 treated mice

Type 2 NKT cells 

iNKT cells



A Significant Inhibition of Pro-Inflammatory Cytokines as Well as Key 
Signaling Pathways in Kidneys of NZBWF1 Mice Treated with GRI-0124

11

Control

GRI-0124

Control

GRI-0124



GRI-0124 
administration in 
significantly inhibits 
the infiltration of T & B 
cells into the kidney of 
NZBWF1 mice 

But GRI-0124 
administration does 
not significantly 
change the infiltration 
of neutrophils, 
eosinophils, or 
macrophages into the 
kidneys of NZBWF1 
mice 

12

Control GRI-0124 Control GRI-0124 Control GRI-0124

Control GRI-0124 Control GRI-0124 Control GRI-0124 Control GRI-0124



GRI-0124-mediated regulation is CD1d 
and iNKT-dependent 
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Oral administration of GRI-0124 
Inhibits Lupus Nephritis in Model
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Control Type 2 

NKT

Agonist

Control 

(7/9)

Type 2 

NKT 

Agonist 

(10/10)

✓ The Most Common Manifestation of Lupus 

Nephritis & Renal Damage, Proteinuria, Improved

✓ Improvement in Auto-Antibodies & Overall Survival

Weeks

Control
Type 2 NKT 

Agonist

Control

Type 2 NKT 

Agonist

✓ Inflammation 

Decreased

✓ Interstitial Anatomy 

Improved

✓ Collagen Deposition 

& Fibrosis Stopped

Control Type 2 NKT Agonist



GRI-0803
Initial Focus on Systemic 
Lupus Erythematosus (SLE)
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Extensive IP protection with issued 

composition of matter and use patents 

and market LOE through 2038
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✓ Chemistry backbone based on type 2 

GRI-0124

• <400g/mol

• <0.1% solubility in H2O

• Excellent bioavailability

✓ PK profile supporting q.d. 

administration orally

✓ No CV toxicology issues, no genotox 

and no activation or inhibition within 

CYP450 pathway

✓ No toxicology concerns to date

Target IND Filing in Q3 2024 with 

Topline Data Expected Q4 2024

Validate bioanalytical methods

Complete cGMP manufacturing

Complete toxicology studies

Steps Toward 

IND Filing

GRI-0803
 2nd Generation Type 2 NKT Agonist



Summary
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Once-weekly GRI-0124
Inhibits pro-inflammatory 

cytokines and signaling 

pathways in NZBWF1 mice

Decreases pDC accumulation 

and MHC class II expression

Inhibits CD4+, CD8+ T cells, and 

B cells (↑ T1B and ↓ T2B cells)

Reduces renal cellular infiltration 

and fibrosis

Inhibits proteinuria, anti-dsDNA 

Ig, and improves overall survival 

and proteinuria-free survival

iNKT cells accumulate in SLE patients and in 

NZBWF1 mice, have an activated phenotype 

and their hyporesponsiveness to in vitro 

stimulation suggests chronic activation

Type 2 NKT cells accumulate in NZBWF1 

kidney, and remain responsive to in vitro 

restimulation

Type 2 NKT cell activation in NZBWF1 mice 

inhibit iNKT cell activity



A New Approach to 

Inflammatory Diseases 

NASDAQ: GRI  |  gribio.com

Thank You!
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Type 1 & 3
Immune Responses

Type 2
Immune Responses

iNKT: 
Mechanism 
of Action

Tissue

Injury

ECM 

Deposition

Neutrophil
iNKT cell

ILC2

Eosinophil

CD4+

Th2

Macrophage

Fibroblasts
Fibroblasts

Macrophage

NET

Myofibroblast

CD4+

Th17IL-17A

TGF-β1

NLRP3 Inflammasome

IL-13

Alarmins

IL-25

IL-33

TSLP

IL-17A

IFN-𝛾
TNF-𝛼

GM-CSF

IL-17A

IL-17A

EMT

(Hh-Wnt signaling)
IL-4

IL-5

IL-4, IL-5, IL-13

IL-5
IL-4

IL-5

IL-13

ROS+

IL-1β, IL-6

IL-23
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iNKT

Neutrophil

MØ

T cells

Myofibroblast

Epithelium
Injury ECM

Fibrosis

B cells

iNKT ARE EFFECTOR T CELLS &
 PROMOTE DYSREGULATED IMMUNITY 

Type 2 

NKT

Th1 / Th17

MDSC

microglia

DC

B cells

iNKT

Type 2 NKT ARE REGULATORY T CELLS &
 RESET DYSREGULATED IMMUNITY 

Neutrophil

Myofibroblast

ECM
Fibrosis

Auto-antibodies



21

Rapidly 

Advancing 

into the Clinic

Target IND Filing for GRI-0803 in H1 2024 

with Topline Data Expected H2 2024

Validate bioanalytical methods

Complete cGMP manufacturing

Complete toxicology studies

Steps Toward 

IND Filing



Summary
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Elevating Clinical Stage Biotechnology 

Company Advancing Innovative Pipeline 

Across Multiple Orphan and High-Value 

Inflammatory, Fibrotic and Autoimmune 

Diseases 

NKT Science
Leading NKT regulation 

technology targeting earlier in 

the inflammatory cascade to 

interrupt disease progression

High-Value Indications
Clinical pipeline in potential high-

value indications with multiple 

pipeline expansion opportunities

Proven Team
Team with proven NKT, 

immunology and drug 

development experience

We Believe NKT Science is Compelling 

to Fundamental Institutional Investors 

and Big Pharma Partners
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