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Equillium is a clinical-stage biotechnology company leveraging a deep
understanding of immunobiology to develop novel therapeutics to treat severe
autoimmune and inflammatory disorders with high unmet medical need. The
company’s pipeline consists of several novel immunomodulatory assets and
product platform targeting immuno-inflammatory pathways.

For more information, visit



Dear Equillium Stockholders,

We are now in the fourth consecutive year of a
very challenging environment for small-cap
biotech, and the current financing market
remains very difficult. Yet we have made
considerable progress against these headwinds
in advancing our therapeutic candidates
through clinical studies, culminating in the
recent announcement of topline data from our
Phase 3 EQUATOR study of itolizumab in the
treatment of acute graft-versus-host disease
(aGVHD).

Based on the compelling data we observed in
longer-term clinical outcomes, we submitted to
the FDA a request for Breakthrough Therapy
designation and have been granted a meeting
with the FDA to review the potential pathway
for Accelerated Approval of itolizumab in the
first-line treatment of aGVHD — a disease with
mortality in excess of 40% and no therapies
approved. We expect feedback from the FDA
during May 2025 that will set the future course
for the program and the company.

Over the last year, in addition to our focus on
the EQUATOR study, we supported our partner
Biocon Limited in completing a Phase 2 study
evaluating itolizumab in moderate to severe
ulcerative colitis (UC). Itolizumab demonstrated
clinical and endoscopic remission after 12
weeks of treatment comparable to
adalimumab, a global standard of care biologic
treatment for UC, and was generally well
tolerated consistent with prior clinical
experience.

We also advanced our multi-cytokine targeting
assets, announcing positive data from our
Phase 2 study of EQ101 (a tri-specific cytokine
inhibitor targeting IL-2, IL-9 and IL-15) in
alopecia areata, and that EQ302 (a bi-specific
cytokine inhibitor of IL-15 and IL-21) is ready for
IND enabling studies.

To conserve resources, we have paused much
of our pipeline investment outside of the
ongoing conduct of the EQUATOR study and
related itolizumab regulatory activities.

We look forward to our meeting with the FDA,
and to the potential this could unlock for
physicians and patients suffering from aGVHD.
If we receive positive FDA feedback, and subject
to additional capital, we plan to prepare a
biologics license application for submission in
the first half of 2026. We also remain engaged
in active business development discussions as
we continue to pursue strategic opportunities
that can extend our operational runway and
potentially allow us to realize maximum value
for our assets.

I would like to sincerely thank our employees,
our partners, and the physicians and patients
who participate in our clinical studies, all of

whom are invaluable to Equillium.

Best regards,

Bruce Steel
President and Chief Executive Officer, Equillium
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SPECIAL NOTE REGARDING FORWARD-LOOKING STATEMENTS

This Annual Report on Form 10-K contains forward-looking statements. The forward-looking statements are contained
principally in the sections entitled “Risk Factors,” “Management’s Discussion and Analysis of Financial Condition and
Results of Operations” and “Business.” These statements relate to future events or to our future financial performance and
involve known and unknown risks, uncertainties and other factors which may cause our actual results, performance or
achievements to be materially different from any future results, performance or achievements expressed or implied by the
forward-looking statements. Forward-looking statements include, but are not limited to, statements about:

e our ability to obtain funding for our operations, including funding necessary to commence and complete the
preclinical and clinical studies of our product candidates;

e our plans to research, develop and commercialize our product candidates and any future product candidates;

e our ability to obtain and maintain regulatory approval for our product candidates in any of the indications for which
we plan to develop them;

e  our estimated timeline for announcing data from our clinical studies, for interacting with regulatory authorities, and
for initiating preclinical and clinical studies;

e the success, cost, and timing of our product development activities, including our ongoing and planned preclinical
and clinical studies;

e the beneficial characteristics, safety, efficacy, and therapeutic effects of our product candidates;
e the size of the markets for our product candidates, and our ability to serve those markets;
o the rate and degree of market acceptance of any of our product candidates;

e our ability to develop and maintain sales and marketing capabilities, whether alone or with potential future
collaborators;

e existing regulations and regulatory developments in the United States and in other territories where we may conduct
business, including the clinical development and potential commercialization of our product candidates;

e the performance of our contract service providers, including Biocon Limited and other suppliers and manufacturers;
o the safety, efficacy and market success of competing therapies that are or become available;

e our ability to attract and retain key scientific or management personnel;

e  our ability to attract and retain collaborators with development, regulatory and commercialization expertise;

e the accuracy of our estimates regarding expenses, future revenues, capital requirements and needs for additional
financing; and

e  our expectations regarding our ability to obtain and maintain intellectual property protection for our product
candidates and our ability to operate our business without infringing on the intellectual property rights of others.

99 < 99 <

In some cases, you can identify these statements by terms such as “anticipate,” “believe,” “could,” “estimate,” “expects,”
“intend,” “may,” “plan,” “potential,” “predict,” “project,” “should,” “will,” “would” or the negative of those terms, and
similar expressions that convey uncertainty of future events or outcomes. These forward-looking statements reflect our
management’s beliefs, opinions and views with respect to future events and are based on estimates, assumptions and
information available to us as of the date of this Annual Report on Form 10-K, and while we believe such information forms
a reasonable basis for such statements, such information may be limited or incomplete and our statements should not be read
to indicate that we have conducted an exhaustive inquiry into, or review of, all potentially available relevant information.
These statements are inherently uncertain and are subject to risks and uncertainties. We discuss many of these risks in greater
detail under the heading “Risk Factors.” Moreover, we operate in a very competitive and rapidly changing environment. New
risks emerge from time to time. 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
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materially from those contained in any forward-looking statements we may make. Given these uncertainties, you should not
place undue reliance on these forward-looking statements.

You should carefully read this Annual Report on Form 10-K and the documents that we reference herein and have filed as
exhibits to the Annual Report on Form 10-K completely and with the understanding that our actual future results may be
materially different from what we expect. We qualify all of the forward-looking statements in this Annual Report on Form
10-K by these cautionary statements.

Except as required by law, we assume no obligation to update these forward-looking statements publicly, or to update the
reasons actual results could differ materially from those anticipated in any forward-looking statements, whether as a result of
new information, future events or otherwise.

RISK FACTORS SUMMARY

We face many risks and uncertainties, as more fully described in this section under the heading “Risk Factors.” Some of
these risks and uncertainties are summarized below. The summary below does not contain all of the information that may be
important to you, and you should read this summary together with the more detailed discussion of these risks and
uncertainties contained in “Risk Factors.”

° We have incurred significant losses since our inception, expect to incur significant losses for the foreseeable
future and may never achieve or maintain profitability;

o Our need for additional capital raises substantial doubt about our ability to continue as a going concern. We will
require substantial additional funding to complete the development and any commercialization of itolizumab
(EQO001) and EQ302, if we resume development activities, and any future product candidates. If we are unable to
raise this capital when needed, we may be forced to delay, reduce or eliminate our research and development
programs or other operations;

° Our corporate cash saving initiatives and the associated headcount reductions we recently implemented, and
potential additional headcount reductions in the future, could disrupt our business, and may not achieve our
intended objectives;

J Should we need to pursue strategic alternatives or a dissolution of the company, the value to stockholders in such
an event may depend on the extent to which we will be able to successfully satisfy our existing contractual
obligations to third parties and regulatory commitments on favorable terms, which may include the outcome of
our negotiations to reduce or terminate such commitments;

o We are highly dependent on the successful development of our current product candidates, including itolizumab
(EQO001) and to a lesser extent EQ302 if we resume development activities, and we may not be able to obtain
regulatory or marketing approval for, or successfully commercialize, these product candidates in any of the
indications for which we plan to develop them;

° We have licensed the rights to itolizumab in the United States, Canada, Australia, and New Zealand. Any adverse
developments that occur during any research, clinical, or commercial use of itolizumab by Biocon or third parties
in other jurisdictions may affect our ability to secure a partnership or financing to advance the further clinical
development of itolizumab (EQO001), obtain regulatory approval of or successfully commercialize itolizumab
(EQO001) or otherwise adversely impact our business;

° We have licensed itolizumab from Biocon pursuant to an exclusive license agreement, which license is
conditioned upon us meeting certain diligence obligations with respect to the development, regulatory approval
and commercialization of itolizumab, and making significant milestone payments in connection with regulatory
approval and commercial milestones as well as royalty payments;

o Any delays in the commencement or completion, or termination or suspension, of our ongoing, planned or future
clinical studies could result in increased costs to us, delay or limit our ability to raise capital or generate revenue
and adversely affect our commercial prospects;

o Interim, topline or preliminary data from our clinical studies that we announce or publish from time to time may
change as more patient data become available and are subject to audit and verification procedures that could
result in material changes in the final data;



We currently have no marketing and sales organization and have no experience as a company in commercializing
products, and we may have to invest significant resources to develop these capabilities. If we are unable to
establish marketing and sales capabilities or enter into agreements with contracted third parties to market and sell
any of our products, if approved, we may not be able to generate product revenue;

The manufacture of pharmaceutical products, especially biologics, is complex and we may encounter difficulties
in production, distribution and delivery of our product candidates. If CMOs, including Biocon, our exclusive
CMO for itolizumab (EQO001), encounter such difficulties, our ability to provide supply of our product candidates
for clinical studies, our ability to obtain marketing approval, or our ability to obtain commercial supply of our
products, if approved, could be delayed or stopped;

We rely, and intend to continue to rely, on CROs to conduct our clinical studies and perform some of our
research and preclinical studies. If these third parties do not satisfactorily carry out their contractual duties, fail to
comply with applicable regulatory requirements or meet expected deadlines, our development programs may be
delayed or subject to increased costs or we may be unable to obtain regulatory approval, each of which may have
an adverse effect on our business, financial condition, results of operations and prospects;

If we are unable to obtain or protect intellectual property rights covering our product candidates, or if the scope
of the intellectual property protection is not sufficiently broad, our competitors could develop and commercialize
products similar or identical to ours, and we may not be able to compete effectively in our market;

Even if our product candidates receive marketing approval in any indication, they may fail to achieve the degree
of market acceptance by physicians, patients, hospitals, healthcare payors and others in the medical community
necessary for commercial success;

If we are unable to regain compliance with the listing requirements of the Nasdaq Capital Market, with an initial
deadline of June 11, 2025, followed by a potential 180-day extension, our common stock may be delisted from
the Nasdaq Capital Market which could have a material adverse effect on our financial condition and could make
it difficult for you to sell your shares; and

Raising additional capital may cause dilution to our stockholders, restrict our operations or require us to
relinquish rights to our technologies or product candidates.



PART I
Item 1. Business.
Overview

We are a clinical-stage biotechnology company leveraging a deep understanding of immunobiology to develop novel
therapeutics to treat severe autoimmune and inflammatory, or immuno-inflammatory, disorders with high unmet medical
need. Our strategy is focused on advancing the preclinical and clinical development of our product candidates, including
potentially pursuing additional indications and acquiring new product candidates and platforms to expand our pipeline. We
intend to commercialize our product candidates either independently or through partnerships or otherwise monetize our
pipeline through strategic transactions.

Itolizumab (EQO001), our most advanced clinical-stage product candidate, is a first-in-class anti-CD6 immune-modifying
monoclonal antibody, or mAb, that selectively targets the CD6-ALCAM signaling pathway to downregulate pathogenic T
effector cells while preserving T regulatory cells critical for maintaining a balanced immune response. This pathway plays a
central role in modulating the activity and trafficking of T cells that drive a number of immuno-inflammatory diseases. In
March 2025, we announced topline results from our Phase 3 EQUATOR study of itolizumab (EQO001) in patients with acute
graft-versus-host disease, or aGVHD, where itolizumab (EQO001) did not meet the Day 29 outcomes of complete response, or
CR, a primary outcome, and overall response rate, or ORR, a key secondary outcome, but there was a clinically meaningful
improvement in durable CR from Day 29 to 99, a key secondary outcome, and statistically significant evidence of clinical
benefit was observed on pre-specified secondary endpoints of duration of CR and failure free survival. Patients treated with
itolizumab (EQO001) exhibited a median duration of CR of 336 days and a median failure free survival of 154 days, compared
to 72 days and 70 days, respectively, for placebo. A comprehensive summary of the efficacy results from the Phase 3
EQUATOR study is presented in Table 1, included later in this document.

EQ302 is a preclinical-stage, first-in-class, selective, bi-specific inhibitor of IL-15 and IL-21 formulated for oral delivery.
Inhibiting IL-15 and IL-21 is believed to be an effective treatment approach for certain gastrointestinal indications, including
celiac disease. We have paused development of EQ302 pending additional funding or partnering.

EQ101 is a clinical-stage, first-in-class, selective, tri-specific inhibitor of IL-2, IL-9 and IL-15, which are key disease-driving,
clinically validated cytokine targets, aimed at addressing unmet needs across a range of immuno-inflammatory indications.
The clinical activity of EQ101 has been demonstrated in multiple clinical studies. We have paused development of EQ101
pending additional funding or partnering.

Our novel and differentiated pipeline of therapeutic candidates has the potential to address unmet medical needs in numerous
areas, including gastroenterology, dermatology, hematology, transplant science, rheumatology, pulmonology and oncology.

Indication Pre-Clinical Phase 1 Phase 2 Phase 3 Rights Status
Topline Phase 3 data announced March 2025
acute graft-versus-host disease DA (e el & ; equillium o
Orphan Drug Designations FDA feedback on BTD application and
Us, CAN, accelerated approval pathway: expected May '25
EQ001 AUS & NZ
itolizumab : o
3 systemic lupus erythematosus FDA Fast Track - .
anti-CDé (SLE) / lupus nephritis (LN) Designation for LN Positive PoC data announced April 2024
EU / Japan
ulcerative colitis Co-sponsored with Biocon Positive Phase 2 data announced February 2025
IE$3?221 gastrointestinal indications Activities on hold pending additional
inhibitor (orally delivered peptide) funding or partnering
equillium |
IL?QQ/!)(/):S alopecia areata / CTCL PoC data & FDA/EMA Orphan Activities on hold pending additional
inhibitor (infravenously delivered peptide)  MBJ(VleNBIEH e[glo]ilelai o/ M@ [®/8 funding or partnering
Strategy

Our goal is to become a leading, fully-integrated biotechnology company focused on therapies for severe immuno-
inflammatory disorders. To achieve our goal, we intend to:

° Pending positive regulatory feedback related to our submission of Phase 3 study data and our request for
Breakthrough Therapy Designation, or BTD, and pending additional funding, submit a Biologics License

6



Application, or BLA, for itolizumab (EQ001) for aGVHD. Itolizumab (EQ001) has demonstrated clinical
activity across multiple indications in several of our clinical studies. Although itolizumab (EQ001) did not
achieve an improvement in complete response at Day 29 in a Phase 3 study in aGVHD, it did demonstrate
clinically meaningful and statistically significant improvements in complete response at Day 99 as well as
duration of complete response and failure free survival compared to placebo. The observed improvements in
those longer-term outcomes are clinically important and encouraging in aGVHD where high rates of mortality
and disease recurrence persist with current treatments. Therefore, we believe that itolizumab (EQ001) can play a
critical role in therapeutic regimens in the treatment of aGVHD. In March 2025, we submitted data from the
Phase 3 study and a request for BTD to the U.S. Food and Drug Administration, or FDA, and requested a
meeting with the FDA to discuss the sufficiency of the data for supporting a BLA. We expect feedback from the
FDA during May 2025, and pending positive feedback and securing additional funding, we intend to prepare a
BLA and would expect to submit in the first half of 2026 for potential approval.

o Resume the preclinical development of EQ302 with additional funding. Published research has demonstrated
the synergistic effect of inhibiting both IL-15 and IL-21 as a therapeutic approach for celiac disease and
potentially other autoimmune disorders. Preclinical and translational data has shown that EQ302 is a potent
inhibitor of those two cytokines and is stable and permeable in the gut. We have paused development activities
related to EQ302 pending securing additional financing. With additional funding, we would consider resuming
preclinical development to optimize the product candidate and enable the initiation of a first-in-human clinical
study. We would also consider partnering opportunities to advance the development of EQ302. Based on the
unique mechanism of action of EQ302 and its product profile, including the advantage of oral delivery, we
believe that EQ302 has the potential to be an attractive therapeutic option for gastrointestinal diseases, such as
inflammatory bowel disease and celiac disease.

o Seek a partner to fund further clinical development of EQ101. We completed a Phase 2 proof-of-concept
clinical study of EQ101 in subjects with alopecia areata, or AA, and in June 2024, we announced positive topline
data from that study. Based on those positive results and feedback from key opinion leaders in the treatment of
AA, we believe further development of EQ101 in AA is warranted. EQ101 has also demonstrated proof-of-
concept clinical activity in patients with cutaneous T cell lymphoma, or CTCL. Those data provide support for
opportunistic expansion into other dermatological conditions where IL-2, IL-9 and IL-15 inhibition is important
such as vitiligo and atopic dermatitis. However, due to limited financial resources, we have deprioritized further
development activities of EQ101 and are exploring partnership opportunities to advance the clinical development
of that asset.

o Opportunistically expand our pipeline. We will continue to conduct preclinical and translational studies and
assimilate learnings from clinical studies to help inform the selection of additional indications for future
development of our product candidates. We will also leverage the collective talent within our organization to
opportunistically discover, acquire or in-license other high-value therapeutic programs that may complement our
core strategy or have the potential for synergistic therapeutic benefit in combination with our pipeline assets.

o Build a commercial infrastructure. If any of our product candidates are approved, we may commercialize them
ourselves in indications that can be effectively targeted using a specialty sales force. For other indications that
require a larger sales force, we may commercialize approved products through collaborations with other parties.

Acquisitions

Acquisitions of innovative technologies and products have played an important role in the growth of our company. For
example, we acquired the exclusive worldwide rights to EQ101 and a proprietary platform for discovering additional, novel
multi-cytokine targeting product candidates such as EQ302 through the acquisition of Bioniz Therapeutics, Inc., or Bioniz, in
February 2022. Pursuant to the merger agreement with Bioniz, we are obligated to potentially pay up to $57.5 million in
regulatory approval milestones, of which $37.5 million relates to EQ101, $15 million relates to EQ102, and $5 million relates
to EQ302, and up to $250 million in commercial milestones all related to EQ101.We also acquired Ariagen, Inc., or Ariagen,
in October 2024 to obtain a preclinical stage therapeutic drug product. Ariagen was more than 92% owned by affiliates of
Decheng Capital Management 111 (Cayman) LLC, who is the largest stockholder of Equillium. Pursuant to the stock purchase
agreement with Ariagen, its stockholders and securityholder representative, we are obligated to potentially pay up to

a maximum of $55.0 million in aggregate across the first three regulatory approvals. We have no affirmative diligence
obligations with respect to the further development of the Ariagen assets.



Partnerships

Collaboration and License Agreement with Biocon

We may enter into strategic partnerships to grow and fund our business. For example, in May 2017 we acquired the rights to
itolizumab (EQO001) pursuant to a collaboration and license agreement with Biocon SA (subsequently assigned to Biocon
Limited, or together, Biocon). Pursuant to that agreement and subsequent amendments, or Biocon License, Biocon granted us
an exclusive license to develop, make, have made, use, sell, have sold, offer for sale, import and otherwise exploit itolizumab
(EQO001) and any pharmaceutical composition or preparation containing or comprising itolizumab (EQ001) that uses Biocon
technology or Biocon know-how, or collectively, a Biocon Product, in the United States, Canada, Australia and New
Zealand, or the Equillium Territory. Our collaboration with Biocon includes an exclusive supply agreement for clinical and
commercial drug product of itolizumab (EQO001), or the Clinical Supply Agreement. Biocon currently manufactures
itolizumab (EQO001) at commercial scale in a facility in India regulated by the FDA. In addition, we collaborated on and co-
funded a Phase 2 clinical study of itolizumab in subjects with ulcerative colitis conducted by Biocon in India.

In consideration for the rights granted to us by Biocon, we issued to Biocon 2,316,134 shares of common stock. In addition,
we are obligated to pay Biocon up to an aggregate of $30 million in regulatory milestone payments upon the achievement of
certain regulatory approvals and up to an aggregate of $565 million in sales milestone payments upon the achievement of
first commercial sale of product and specified levels of product sales. We are also required to pay royalties on tiers of
aggregate annual net sales of Biocon Products by us, our affiliates and our sublicensees in the United States and Canada at
percentages from the mid-single digits to sub-teen double digits and on tiers of aggregate annual net sales of Biocon Products
by us and our affiliates (but not our sublicensees) in Australia and New Zealand, in each case, subject to adjustments in
certain circumstances. Biocon is also required to pay us royalties at comparable percentages for sales of itolizumab outside
of the Equillium Territory if the approvals in such geographies included or referenced our data, including data from certain of
our clinical studies, subject to adjustments in certain circumstances. See Note 8 of the Notes to Consolidated Financial
Statements included in this Annual Report on Form 10-K for further details of the Biocon License and Clinical Supply
Agreement.

Option Agreement with Ono

In December 2022, we entered into an asset purchase agreement, or Asset Purchase Agreement, with Ono Pharmaceutical
Co., Ltd., or Ono, pursuant to which we granted Ono an exclusive option to acquire our rights to itolizumab (EQ001), or the
Option. In exchange for the Option, Ono paid us a one-time, upfront payment of $26.4 million and funded all of our
itolizumab (EQO001) research and development expenses from July 1, 2022 through October 30, 2024, the end of the option
period totaling $67.1 million. Ono’s option period expired and the Asset Purchase Agreement automatically terminated on
October 30, 2024 pursuant to its terms. See Note 8 of the Notes to Consolidated Financial Statements included in this Annual
Report on Form 10-K for further details of the Ono Asset Purchase Agreement.

Understanding the Basis of Our Approach: CD6-ALCAM Pathway Inhibition
The Role of CDG6 in Autoimmunity

The role of the immune system is to defend the body against foreign organisms and cells, including cancerous cells, and in
doing so must distinguish accurately between self- and non-self entities, a process called tolerance. Autoimmunity is an
immune response directed against the body’s own healthy cells and tissues, and is the underlying process in many
inflammatory diseases. Autoimmunity results from a loss of tolerance caused in part by an imbalance in the relationship
between T effector cells, or Te cells, and regulatory T cells, or Ty, cells.

Immune checkpoints are critical regulators of immune activation pathways, can be either co-stimulatory (activating) or co-
inhibitory (inhibiting), and are crucial for maintaining immune balance and preventing autoimmunity. We believe co-
stimulatory checkpoints are attractive drug targets for the treatment of immuno-inflammatory diseases, and more recently
they have become a focus of development in immuno-inflammation.

CD6 is a co-stimulatory receptor that plays an integral role in modulating T cell activation, proliferation, differentiation and
trafficking. CDG6 serves as a key checkpoint in regulating T cells that are central to autoimmune responses. Non-clinical and
clinical studies have shown that blockade of CD6 co-stimulation leads to selective inhibition of pathogenic T, cell activity
and trafficking, while preserving the important regulatory function of T, cells. Such studies and new insights into the
underlying biology highlight CD6 as a resurgent target for the treatment of multiple immuno-inflammatory diseases.

Activated leukocyte cell adhesion molecule, or ALCAM, is a ligand of CD6 that is expressed on hematopoietic tissues such
as antigen-presenting cells, where it is important for immune synapse formation and optimal co-stimulation. Binding of
ALCAM to domain-3 of CD6 leads to the downstream activation of several mitogen activated protein kinase pathways
related to T cell activation, proliferation, differentiation and survival.
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ALCAM is also expressed on non-hematopoietic tissues such as the vascular endothelium, blood-brain barrier, skin, lung,
kidney and gut, where it selectively facilitates the trafficking of T cells expressing CD6.

Modulation of T Cell Activity with Itolizumab (EQ001)

Itolizumab (EQO001) is a humanized antibody that selectively binds to human CD6 and inhibits the interaction of CD6 with its
ligand ALCAM, preventing co-stimulation, and thereby reducing Tgrcell activity and trafficking. Non-clinical studies of
itolizumab (EQO001) have shown that blockade of CD6 leads to a reduction in T cell proliferation and downregulation of
several important pathways that contribute to T cell development such as Th1, Th2 and Th17 cells. Critically, CD6
blockade leads to the downregulation of important cellular pathways that control inflammation, including STAT3 and
RORyt. The downregulation of these pathways is accompanied by decreased secretion of the pro-inflammatory T cytokines
IFN-y, TNF-a, IL-6 and IL-17.

Additionally, by inhibiting the binding of ALCAM to CD6, itolizumab modulates lymphocyte trafficking and results in
reduced T cell infiltration into inflamed tissues. Based on its broad multi-modal mechanism, we believe itolizumab
(EQO001) has the potential to treat multiple immuno-inflammatory diseases, including those that are resistant or refractory to
existing therapies.

Itolizumab (EQ001) Product Development by Biocon

Itolizumab has shown clinical activity and a well-tolerated profile in completed clinical studies conducted by Biocon in
patients with rheumatoid arthritis, psoriasis, and acute respiratory distress syndrome, or ARDS, related to COVID-19.
Itolizumab has been approved for the treatment of moderate to severe plaque psoriasis in India where it was originally
launched by Biocon under the brand name ALZUMAb. ALZUMAD was produced in an NSO cell line and formerly available
only in an IV formulation. Itolizumab (EQ001) contains the identical monoclonal antibody sequence produced in a Chinese
hamster ovary, or CHO, cell line and may be administered intravenously, or IV, or subcutaneously, or SC. CHO cell lines are
the industry-standard antibody therapeutic production system. In September 2020, the Drugs Controller General of India
granted approval to Biocon of itolizumab produced in a CHO cell line, marketed by Biocon in India under the brand name
ALZUMAD-L, or ALZUMAD Lyophilized, for the treatment of plaque psoriasis, as well as emergency use authorization of
ALZUMAD-L for the treatment of cytokine release syndrome in COVID-19 patients with moderate to severe ARDS.
ALZUMAD is no longer being manufactured by Biocon and is no longer commercially available. Biocon has transitioned
their marketing and commercialization efforts from ALZUMAb to ALZUMAD-L. Itolizumab (EQ001) and ALZUMAD-L are
different drug product names for the same formulation. Itolizumab (EQO001) is manufactured by Biocon at commercial scale
in an FDA regulated manufacturing facility in India.

Biocon also conducted a Phase 2 clinical study of itolizumab in India in subjects with UC, which Equillium co-funded. The
randomized, double-blinded, placebo- and active-controlled Phase 2 clinical study evaluated the safety and efficacy of
itolizumab in biologic-naive patients with moderate to severe active UC. A total of 90 patients were randomized 1:1:1 to
receive itolizumab (fixed dose of 140 mg), placebo, or adalimumab (a global standard of care biologic treatment used as an
active control) every two weeks for an initial 12-week treatment period. The primary endpoint of the study was clinical
remission as defined by Total Mayo Score, and secondary endpoints included the proportion of participants who achieved
clinical response and endoscopic remission (evaluated by central endoscopy). The design and conduct of the study were a
collaborative effort, with input from the gastroenterology community and leading global clinical and scientific experts in the
field of IBD. The primary endpoint of the study was clinical remission, defined as Total Mayo Score of < 2 with no
individual sub-score greater than 1 at Week 12. Secondary endpoints included the proportion of participants who achieved
clinical response (per Total Mayo Score) and endoscopic remission (evaluated by central endoscopy) at Week 12 and Week
24.

In February 2025, we announced positive topline data from the study where itolizumab demonstrated a clinical remission rate
of 23.3% compared to 20.0% for adalimumab and 10.0% for placebo after 12 weeks of treatment. Further, itolizumab
achieved a key secondary endpoint of endoscopic remission of 16.7% compared to 16.7% for adalimumab and 6.7% for
placebo. Itolizumab was generally well-tolerated consistent with prior clinical experience and no safety signal was observed.

Graft-Versus-Host Disease Market Overview
Graft-versus-host disease, or GVHD, is a multisystem disorder that is a common complication of allogeneic hematopoietic

stem cell transplants, or allo-HSCT, caused by the transplanted immune system, more specifically T cells, recognizing and
attacking the recipient’s body. GVHD is the leading cause of non-relapse mortality in patients receiving an allo-HSCT. The



risk of GVHD limits the number and type of patients receiving allo-HSCT and we believe that a therapy that can attenuate
GVHD risk could significantly expand the patient population eligible for allo-HSCT.

According to the Center for International Blood & Marrow Transplant Research and other published reports, there were
approximately 8,300 allo-HSCT’s performed in the United States in 2021, and the number of procedures grew at an average
annual growth rate of approximately 1% over the 5-year period from 2016 through 2021. In 2019, prior to the COVID-19
pandemic, there were approximately 8,600 allo-HCSTs performed. Approximately 30-70% of allo-HSCT recipients develop
aGVHD. Mortality in patients with aGVHD remains high, with overall survival at 1-year as low as 40%. We estimate that
approximately 5,000 patients develop aGVHD annually in the United States.

Rationale for Itolizumab (EQO001) for the Treatment of GVHD
Itolizumab (EQ001) Selectively Targets GVHD Pathogenesis

There is a high unmet medical need for a safe, effective and targeted treatment of GVHD. We believe itolizumab (EQ001)
has the potential to be a best-in-class treatment for aGVHD based on its ability to target the underlying biology of GVHD in a
highly selective way. Further, this approach is also promising as we consider future development in the prevention of GVHD
and the treatment of chronic GVHD, or cGVHD.

It is well established that Th17 cells, driven by pSTAT3 signaling, play a role in the pathogenesis of aGVHD, and studies
have shown that pSTAT3 was significantly increased in T cells of GVHD patients. In aGVHD, additional studies have
reported that Th17 cells and IL-17 serum levels were significantly elevated in patients at onset compared with HSCT patients
without aGVHD. As the disease progresses, Th17 cells traffic from the peripheral blood into GVHD target tissues where they
trigger damage. Furthermore, the expansion of Th17 cells in the early phase of aGVHD plays a role in the transition to
c¢GVHD. In GVHD patients, studies have shown a high Th17:T,, ratio suggesting a loss of tolerance. Notably the increased
number of circulating Th17 cells was accompanied by a decrease in T, cells, suggesting a loss of T cell regulation. Such
regulatory mechanisms are crucial for eliminating alloreactive T cell activity, thus preventing sustained autoimmune
responses and tissue destruction in GVHD.

We believe itolizumab (EQ001) can selectively target elements of the underlying pathogenesis of aGVHD by: a) inhibiting
T cells proliferation; b) downregulating the STAT3 pathway associated with development of pathogenic Th17 cells driving
GVHD pathogenesis; ¢) inhibiting trafficking of T cells into GVHD target tissues preventing further inflammation and
organ damage; and d) reducing the Th17:T,, ratio associated with the development of GVHD and thereby promoting
tolerance.

Third-party Clinical Experience with Targeting CD6 in GVHD

Clinical evidence to support the rationale of treating GVHD with itolizumab (EQ001) comes from previously-reported third-
party clinical experience with CD6-expressing T cell depletion in patients receiving bone marrow transplants for hematologic
malignancies where it has been demonstrated that using an anti-CD6 monoclonal antibody to deplete T cells from donor bone
marrow or lymphocyte infusions has the potential to prevent aGVHD. In a study evaluating the clinical effects of selective in
vitro CD6-expressing T cell depletion of donor allogeneic bone marrow using a monoclonal antibody to CD6 and rabbit
complement, Soiffer et al. reported that in vitro T cell depletion with an anti-CD6 monoclonal antibody effectively reduced
the incidence of both acute and chronic GVHD after allogeneic bone marrow transplant without compromising engraftment.

Subsequent studies further confirmed the feasibility of CD6-expressing T cell depletion in patients undergoing allogeneic
bone marrow transplantation from human leukocyte antigen identical related and unrelated donors. In these studies, CD6-
expressing depletion of the donor stem cell product was the sole method for GVHD prophylaxis. The low incidence of
aGVHD reported in patients receiving allogeneic bone marrow treated with anti-CD6 monoclonal antibodies was attributed
to the early appearance of a population of peripheral CD3 expressing T lymphocytes with a CD6-negative phenotype, which
showed diminished reactivity to allogeneic stimulation in mixed lymphocyte reaction assays. Although the above described
approach is one of ex vivo CD6-expressing T cell depletion, we believe that it further supports the role of CD6-expressing T
cells in aGVHD pathogenesis and validates CD6 as a potentially important target for modulation for the treatment of GVHD.

Itolizumab (EQ001) Development Plan in aGVHD
Our IND with the FDA for aGVHD was accepted in July 2018. The FDA granted itolizumab (EQO001) Fast Track designation

for the treatment of aGVHD in December 2018 and Orphan Drug designations for both the prevention and treatment of
aGVHD in February 2019.
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In March 2019, we initiated EQUATE, an open-label Phase 1b clinical study of itolizumab (EQ001) as a first-line therapy
concomitant with steroids for the treatment of aGVHD. In the EQUATE clinical study, we assessed safety, PK, PD, and a
number of clinical outcomes including complete response, or CR, rate, overall response rate, or ORR, survival and steroid
taper.

In February 2023, we presented final safety and efficacy results from the EQUATE clinical study at the Tandem Meetings of
the American Society of Transplantation and Cellular Therapy and the Center for International Blood & Marrow Transplant
Research. Data was presented from a total of 30 subjects treated with itolizumab (EQ001) at doses of 0.4, 0.8, or 1.6 mg/kg.
Itolizumab (EQO01) treatment in combination with systemic corticosteroids was associated with rapid and durable high rates
of overall clinical response, where response at Day 29 was associated with improved progression-free survival through 1
year. Further, responders were able to taper steroids by 70% at Day 29 and 99% at Day 169. Itolizumab (EQ001) was well-
tolerated in severe aGVHD patients. Based on these findings and feedback from both the FDA and leading physicians in the
field of hematopoietic stem cell transplantation, in March 2022 we initiated EQUATOR, a Phase 3 pivotal clinical study in
first-line aGVHD.

EQUATOR is a randomized, double-blind clinical study assessing the efficacy and safety of itolizumab (EQ001) versus
placebo as a first-line therapy for aGVHD in combination with corticosteroids. The primary objective of the study is to
achieve early disease response, with key secondary objectives to evaluate durability of response, corticosteroid use, survival
outcomes, and cGVHD incidence. The primary endpoint assessment is CR rate at Day 29, with key secondary endpoints of
overall response rate, or ORR, at Day 29 and durability of CR rate from Day 29 through Day 99.

The EQUATOR study is comparing the efficacy and safety of IV administered itolizumab (EQ001) versus placebo
(randomized 1:1) as a first-line therapy in adult and adolescent patients with Grade I1I-1V aGVHD or Grade I1 aGVHD with
lower GI involvement, in combination with high doses of corticosteroids, the current standard of care. The study protocol
specified a total enrollment of 200 patients; however, due to financial constraints, recruitment was stopped with 158 patients
enrolled, and study data was unblinded after all enrolled subjects had completed Day 29 assessments or discontinued the
study. With 158 patients enrolled, the EQUATOR study represents the second largest clinical study ever conducted in the
first-line treatment of aGVHD.

Per the study protocol, patients received itolizumab (EQ001) within 3 days of the first administration of high-dose
corticosteroids with a treatment period from Days 1-99 and a follow-up period from Days 100-365. Eligible subjects who
receive 2 mg/kg methylprednisolone or equivalent on Day 1 were randomized in a 1:1 ratio to the following two treatment
groups: Group A: itolizumab (EQO001), 1.6 mg/kg initial dose followed by 6 doses of 0.8 mg/kg once every two weeks
(Q2W), plus systemic corticosteroids (79 subjects), or Group B: placebo, 7 doses Q2W, plus systemic corticosteroids (79
subjects). An independent data monitoring committee is regularly reviewing safety data, and an interim analysis was
conducted in July 2024 after approximately 100 subjects had completed Day 29 assessments to evaluate the safety and
efficacy of treatment. An overview of the design of the EQUATOR study is depicted in Figure 1.
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Phase 3 randomized, double-blind, global pivotal study of

% EQUATOR itolizumab in 158 patients

John Koreth, MD, Dana-Farber Cancer Institute, Principal Investigator

9 of top 10 U.S. allogeneic HSCT centers

High exposure of itolizumab to key hospital systems and KOLs

Grade llI-IV &
Grade Il with
lower Gl

Dosing:
concomitant
within 72 hours

Eligible Patients:

Itolizumab (n=79)
IV 1.6 mg/kg loading dose, followed by 0.8 mg/kg Q2W x é doses

Placebo (n=79)

Primary & Key Secondary
Outcomes

* CR at Day 29 (primary)

* ORR at Day 29

* Durable CR Day 29 thru Day 99

Additional Outcomes
*CR at Day 99
* Duration of CR

of high-dose IV Q2W x 7 doses * Failure Free Survival
c‘;:':;‘f’rﬂg:;'d - Overall Survival

2 mg/kg) Day Day Day Day Day Day Day

(2mg/kg 1 15 29 43 57 71 85

Dosing Schedule: patients followed out to Day 365

Abbreviations: aGVHD, acute graft-versus-host disease; GI, gastrointestinal; HSCT, hematopoietic stem cell transplant; R, randomization; IV, infravenous; Q2W, every other
week; n, number of patients; KOL, key opinion leader; CR, complete response; ORR, overall response rate.

Figure 1: Overview of the EQUATOR clinical study design

In March 2025, we announced topline unblinded data from the EQUATOR study, the efficacy results of which are
summarized in Table 1 below. While the EQUATOR study did not meet the Day 29 outcomes of CR, a primary outcome, and
ORR, a key secondary outcome, there was a clinically meaningful improvement in durable CR from Day 29 to 99, a key
secondary outcome, and statistically significant evidence of clinical benefit was observed on pre-specified secondary
endpoints of duration of CR and failure free survival. Patients treated with itolizumab (EQO001) exhibited a median duration
of CR of 336 days and a median failure free survival of 154 days, compared to 72 days and 70 days, respectively, for
placebo. Additionally, overall survival showed positive trends in favor of itolizumab (EQ001). Specifically, the estimated 1-
year survival for patients treated with itolizumab (EQ001) was 66.7% compared to 49.6% for placebo. Post-hoc analyses of
CR at Day 99 and durable CR evaluating Day 29 complete responders also showed statistically significant benefit favoring
itolizumab (EQO001). Steroid tapering and rates of primary disease relapse and chronic GVHD were similar for both treatment
arms. These long-term durability responses are further supported by data from the open-label Phase 1b EQUATE study in
which at the 0.8 and 1.6 mg/kg dose levels, CR, once achieved, persisted through the last visit assessment in most subjects.
Most subjects had responses that were durable for over 100 days.
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Summary of Efficacy Results from the EQUATOR Study

Itolizumab Placebo
ITT (N=79) ITT (N=79)
Endpoint, n (%) mITT (N=78) mITT (N=77) |p-value
CR at Day 29 (ITT), n (%) 34 (43.0) 38 (48.1) NSS
Primary Endpoint)
ORR at Day 29 (ITT), n (%) 49 (62.0) 43 (54.4) NSS
Key Secondary Endpoint) VGPR =8 (10.1) | VGPR=1(1.3)
PR =7 (8.9) PR=4(5.1)
Durable CR at Day 99 (ITT)*, n (%) 23 (29.1) 13 (16.5) NSS
Key Secondary Endpoint)
Durable CR at Day 99 (of Day 29 CRs) (ITT)**, n (%) 23 (67.6) 13 (34.2) 0.005
CR at Day 99 (mITT)", n (%) 35 (44.9) 22 (28.6) 0.035
Duration of CR (mITT), median days 336 days 72 days 0.017
Failure Free Survival (mITT)
Kaplan-Meier estimate of rate at Day 365, % 39.5% 22.9% 0.043
Median days 154 days 70 days
Overall Survival (mITT)
Kaplan-Meier estimate of rate at Day 365, % 66.7% 49.6% NSS
Deaths, n 19 25

Data based on 11 December 2024 database lock, unless otherwise noted, and subject to change.
#Estimate as of 12 February 2025 with one subject pending final analysis; *Post-hoc analysis.

Analyses were pre-specified in the Statistical Analysis Plan, unless indicated as a post-hoc analysis.
Abbreviations: ITT, intent-to-treat; mITT, modified intent-to-treat (subjects who received at least one
dose; removes three patients that did not receive any study treatment); CR, complete response; NSS, not
statistically significant; VGPR, very good partial response; PR, partial response

Table 1: Summary of EQUATOR efficacy results

In the EQUATOR study, itolizumab (EQ001) was observed to be generally well-tolerated with an adverse event profile
consistent with prior clinical experience and consistent with this severe aGVHD patient population. In particular, increased
risk of infection or sepsis, primary drivers of the high mortality associated with aGVHD, was not observed in patients treated
with itolizumab (EQO001) compared to placebo. A summary of the treatment-emergent adverse events, or TEAEs, observed in
the EQUATOR study is included in Table 2 below.
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Table 2: Summary of EQUATOR Treatment-Emergent Adverse Events

In totality, we believe these outcomes, particularly longer-term maintenance of achieved response, may offer a profound and
clinically meaningful benefit for patients having aGVHD, where high rates of mortality and disease recurrence persist with
current treatments. As a result, in March 2025, we submitted data from the EQUATOR study and a request for BTD to the
FDA and requested a meeting to discuss the sufficiency of the data for supporting a BLA. We expect feedback from the FDA
during May 2025, and pending positive feedback and securing additional funding, we plan to prepare a BLA and would
expect to submit in the first half of 2026 for potential approval.

Understanding the Basis of Our Approach: Multi-Cytokine Inhibition

Targeted Inhibition of Disease-Associated yC Cytokines with Novel Compounds Generated from a Proprietary Discovery
Platform

Our proprietary multi-cytokine platform generates rationally designed composite peptides that selectively block key
cytokines at the shared receptor level targeting pathogenic cytokine redundancies and synergies while preserving non-
pathogenic signaling.

This approach provides multi-cytokine inhibition at the receptor level and is expected to avoid the broad immuno-suppression
and off-target safety liabilities of Janus kinase, or JAK, inhibitors. Many immune-mediated diseases are driven by the same
combination of dysregulated cytokines, and we believe identifying the key cytokines for these diseases will allow us to target
and develop customized treatment strategies for multiple autoimmune diseases.

Many monoclonal antibody, or mAb, therapies are targeted to a single cytokine or cytokine receptor and may not completely
address the disease pathology if more than one cytokine is implicated in the disease process. Another therapeutic approach,
inhibition of the Janus kinase/signal transducer and activator of transcription, or JAK/STAT, signaling pathway, lacks
specificity as it inhibits a signaling pathway that is utilized by many cytokines regardless of their involvement in the disease.
As a result, this class of compounds is often associated with serious side effects. Further, JAK inhibitors only inhibit the
JAK/STAT signaling pathway, whereas our peptides are designed to inhibit additional pathways including PI3K and ERK.
Therefore, our peptides may provide more selective yet complete inhibition of key downstream signaling pathways, which
we believe has the potential to translate into a more compelling therapeutic profile. Our proprietary peptides selectively block
multiple disease driving cytokines while maintaining the healthy immune balance through the normal function of other
family members. See Figure 2.
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