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SPECIAL NOTE REGARDING FORWARD-LOOKING STATEMENTS

This Annual Report on Form 10-K, or this Annual Report, 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, or the Exchange Act, that involve substantial risks and uncertainties. The forward-looking statements are
contained principally in Part [, Item 1. “Business,” Part I, Item 1A. “Risk Factors,” and Part II, Item 7. “Management’s
Discussion and Analysis of Financial Condition and Results of Operations,” but are also contained elsewhere in this
Annual Report. In some cases, you can identify forward-looking statements by the words “may,” “might,” “will,” “could,”
“would,” “should,” “expect,” “intend,” “plan,” “objective,” “anticipate,” “believe,” “estimate,” “predict,” “project,”
“potential,” “continue” and “ongoing,” or the negative of these terms, or other comparable terminology intended to identify
statements about the future. These statements involve known and unknown risks, uncertainties and other factors that may
cause our actual results, levels of activity, performance or achievements to be materially different from the information
expressed or implied by these forward-looking statements. Although we believe that we have a reasonable basis for each
forward-looking statement contained in this Annual Report, we caution you that these statements are based on a
combination of facts and factors currently known by us and our expectations of the future, about which we cannot be
certain. Forward-looking statements include statements about:

29 99 99 99 <,

e our plans to develop and commercialize our glycomimetic drug candidates;

e our and our collaborators’ ongoing and planned clinical trials for our drug candidates, including the timing of
initiation of and enrollment in the trials, the timing of availability of data from the trials and the anticipated
results of the trials;

e the timing of and our ability to obtain and maintain regulatory approvals for our drug candidates;
e the clinical utility of our drug candidates;

e our commercialization, marketing and manufacturing capabilities and strategy;

e our intellectual property position;

e  our ability to identify additional drug candidates with significant commercial potential that are consistent with
our commercial objectives;

e  our estimates regarding future revenues, expenses and needs for additional financing; and

e our beliefs that our capital resources will be sufficient to meet our anticipated cash requirements through the
fourth quarter of 2024.

You should refer to Item 1A. “Risk Factors” section of this Annual Report for a discussion of important factors that
may cause our actual results to differ materially from those expressed or implied by our forward-looking statements. As a
result of these factors, we cannot assure you that the forward-looking statements in this Annual Report will prove to be
accurate. Furthermore, if our forward-looking statements prove to be inaccurate, the inaccuracy may be material. In light of
the significant uncertainties in these forward-looking statements, you should not regard these statements as a representation
or warranty by us or any other person that we will achieve our objectives and plans in any specified time frame, or at all.
We undertake no obligation to publicly update any forward-looking statements, whether as a result of new information,
future events or otherwise, except as required by law. You should, therefore, not rely on these forward-looking statements
as representing our views as of any date subsequent to the date of this Annual Report.
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SELECTED RISKS AFFECTING OUR BUSINESS

Our business is subject to numerous risks. You should carefully consider the following risks, as well as general
economic and business risks, and all of the other information contained in this Annual Report, together with any other
documents we file with the SEC. Any of the following risks could have a material adverse effect on our business, operating
results and financial condition and cause the trading price of our common stock to decline.

Among these important risks are the following:

We have incurred significant losses since our inception. We expect to continue to incur losses over the next
several years and may never achieve or maintain profitability.

We will need substantial additional funding to pursue our business objectives. If we are unable to raise capital
when needed, we may not be able to continue as a going concern and could be forced to delay, reduce or
eliminate our drug development programs or potential commercialization efforts.

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

We have only one drug candidate in a late-stage clinical trial. All of our other drug candidates are in earlier
stages of clinical trials or in preclinical development. If we or our collaborators are unable to commercialize our
drug candidates or experience significant delays in doing so, our business will be materially harmed.

Clinical drug development involves a lengthy and expensive process, with an uncertain outcome. We may incur
additional costs or experience delays in completing, or ultimately be unable to complete, the development and
commercialization of our drug candidates.

If serious adverse or unacceptable side effects are identified during the development of our drug candidates, we
may need to abandon or limit the development of some of our drug candidates.

We may expend our limited resources to pursue a particular drug candidate or indication and fail to capitalize on
drug candidates or indications that may be more profitable or for which there is a greater likelihood of success.

Our success depends in part on current and future collaborations. If we are unable to maintain any of these
collaborations, or if these collaborations are not successful, our business could be adversely affected.

We expect to rely on third parties to conduct our future clinical trials for drug candidates, and those third parties
may not perform satisfactorily, including failing to meet deadlines for the completion of such trials.

We contract with third parties for the manufacturing of our drug candidates for preclinical and clinical testing
and expect to continue to do so for commercialization. This reliance on third parties increases the risk that we
will not have sufficient quantities of our drug candidates or drugs, or such quantities at an acceptable cost, which
could delay, prevent or impair our development or commercialization efforts.

We, or our third-party manufacturers, may be unable to successfully scale-up manufacturing of our drug
candidates in sufficient quality and quantity, which would delay or prevent us from conducting our ongoing and
planned clinical trials and developing our drug candidates.

Our business could be adversely impacted by the effects of health epidemics or pandemics in regions where we
or third parties on whom we rely have significant manufacturing facilities, clinical trial sites or other business
operations.

Even if any of our drug candidates receives marketing approval, it may fail to achieve the degree of market
acceptance by physicians, patients, third-party payors and others in the medical community necessary for
commercial success.

We face substantial competition, which may result in others discovering, developing or commercializing drugs
before or more successfully than we do.

If we are unable to obtain and maintain patent protection for our drug candidates, or if the scope of the patent
protection obtained is not sufficiently broad, our competitors could develop and commercialize drug candidates
similar or identical to ours, and our ability to successfully commercialize our drug candidates may be impaired.
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e [fwe are unable to protect the confidentiality of our trade secrets, our business and competitive position would
be harmed.

e [fwe or our collaborators are not able to obtain, or if there are delays in obtaining, required regulatory
approvals, we or they will not be able to commercialize our drug candidates and our ability to generate revenue
will be materially impaired.

e Even though we have obtained Orphan Drug designation for several of our drug candidates, we may not be able
to obtain orphan drug marketing exclusivity for these or any of our other drug candidates.

e The FDA fast track designation and additional Breakthrough Therapy designation for uproleselan may not
actually lead to a faster development or regulatory review or approval process.

e Failure to obtain marketing approval in international jurisdictions would prevent our drug candidates from being
marketed abroad.

e A variety of risks associated with developing and marketing our drug candidates internationally could hurt our
business.

e Any drug candidate for which we obtain marketing approval could be subject to post-marketing restrictions or
recall or withdrawal from the market, and we may therefore be subject to penalties if we fail to comply with
regulatory requirements or if we experience unanticipated problems with our drug candidates, when and if any
of them are approved.

e Recently enacted and future legislation may increase the difficulty and cost for us to obtain marketing approval
of and commercialize our drug candidates and affect the prices we may obtain.

e Governments outside the United States tend to impose strict price controls, which may adversely affect our
revenue, if any.

e If our information technology systems or data, or those of third parties upon which we rely, are or were
compromised, we could experience adverse consequences resulting from such compromise, including, but not
limited to, regulatory investigations or actions; litigation; fines and penalties; a disruption of our business
operations, including our clinical trials; reputational harm; loss of revenue and profits; and other adverse
consequences.

e Unfavorable global economic conditions could adversely affect our business, financial condition or results of
operations.
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PART I
ITEM 1. BUSINESS
Company Overview

We are a late clinical-stage biotechnology company focused on improving the lives of people living with cancer and
inflammatory diseases by leveraging the inhibition of carbohydrate interactions that occur on the surface of cells. We are
developing a pipeline of proprietary glycomimetics, which are small molecules that mimic the structure of carbohydrates
involved in important biological processes, to inhibit disease-related functions of carbohydrates such as the roles they play
in cancers and inflammation. We believe this represents an innovative approach to drug discovery to treat a wide range of
diseases. We are focusing our efforts on drug candidates for diseases that we believe will qualify for Orphan Drug
designation.

Our proprietary glycomimetics platform is based on our expertise in carbohydrate chemistry and our understanding
of the role carbohydrates play in key biological processes. Most human proteins are modified by the addition of complex
carbohydrate structures to the surface of such proteins, which affects the functions of the proteins and their interactions
with other molecules. Our research and development efforts have focused on drug candidates targeting selectins, which are
proteins that serve as adhesion molecules and bind to carbohydrates that are involved in the inflammatory component and
progression of a wide range of diseases, including hematologic disorders, cancer and cardiovascular disease. For example,
we believe that members of the selectin family play a key role in tumor metastasis and resistance to chemotherapy.
Inhibiting specific carbohydrates from binding to selectins has long been viewed as a potentially attractive approach for
therapeutic intervention. The ability to successfully develop drug-like carbohydrate compounds that inhibit binding with
selectins, known as selectin antagonists, has historically been limited by their potency and the complexities of carbohydrate
chemistry. We believe our expertise in the rational design of potent glycomimetic antagonists with drug-like properties and
in carbohydrate chemistry enables us to identify highly effective selectin antagonists and other glycomimetics that may
inhibit the disease-related functions of certain carbohydrates in order to develop novel drug candidates to address orphan
diseases with high unmet medical need.

Overview of Our Drug Candidates

Our current drug candidates are summarized below. We have retained the worldwide development and
commercialization rights to each of our drug candidates, except with respect to uproleselan and GMI-1687, for which we
have exclusively licensed development and commercialization rights to Apollomics (Hong Kong) Limited, or Apollomics,
in Mainland China, Hong Kong, Macau and Taiwan, collectively referred to as Greater China.

Uproleselan

We are developing uproleselan, a specific E-selectin antagonist, to be used in combination with chemotherapy to treat
patients with acute myeloid leukemia, or AML, a life-threatening hematologic cancer, and potentially other hematologic
cancers. Uproleselan has been granted Breakthrough Therapy designation by the U.S. Food and Drug Administration, or
FDA, for the treatment of adults with relapsed or refractory AML. In addition, uproleselan has received Orphan Drug
designation from the FDA and the European Commission for the treatment of AML.

E-selectin plays a critical role in binding cancer cells within vascular niches in the bone marrow, which prevents the
cells from entering circulation where they can be more readily killed by chemotherapy. In animal studies, uproleselan
mobilized AML cancer cells out of the bone marrow, making them more sensitive to chemotherapy. In these studies, tumor
burden was significantly reduced in the animals treated with a combination of chemotherapy and uproleselan as compared
to animals treated with chemotherapy alone. In addition, the combination of uproleselan with chemotherapy resulted in
improved survival rates for the treated animals compared to chemotherapy alone. In other animal studies, uproleselan
appeared to also protect normal cells from some of the side effects of chemotherapy. Common side effects of chemotherapy
include bone marrow toxicity resulting in neutropenia, which is an abnormally low number of neutrophils, the white blood
cells that serve as the primary defense against infection, and mucositis, which is the inflammation and sloughing of the
mucous membranes lining the digestive tract. Animals treated with uproleselan and chemotherapy had less severe
neutropenia and mucositis and lower bone marrow toxicity as compared to animals treated with chemotherapy alone. We
believe that treatment with uproleselan results in lower bone marrow toxicity due to its
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inhibition of E-selectin, which inhibition makes stem cells in the bone marrow divide less frequently, thereby protecting
them from chemotherapy agents that target rapidly dividing cells.

We completed an initial Phase 1 trial in healthy volunteers for uproleselan and in 2017 we completed enrollment in a
Phase 1/2 clinical trial in patients with either relapsed/refractory or de novo/secondary AML. Final efficacy and safety data
from this Phase 1/2 trial were published in the journal BLOOD in September 2021, with scientists highlighting an enhanced
depth of response following addition of uproleselan to salvage therapy, as indicated by the high remission rates observed in
the trial compared to historical experience with salvage chemotherapy alone and 69% rate of minimal residual disease, or
MRD, negativity in evaluable trial participants with relapsed/refractory AML.

In 2018, we dosed the first patient in a Phase 3 clinical trial to evaluate uproleselan in adults with relapsed/refractory
AML. In 2021, we completed enrollment of 388 patients in a randomized, double-blind, placebo-controlled Phase 3 pivotal
clinical trial to evaluate uproleselan in individuals with relapsed/refractory AML, the design of which was based on
guidance received from the FDA.

In September 2022, we submitted a request to the FDA to amend the protocol for the trial to conduct an interim
analysis and have the findings reviewed by the trial’s Independent Data Monitoring Committee, or IDMC, as blinded
pooled survival data showed patients living longer than expected based on the historical benchmarks used to design the
trial. The statistical plan agreed to with the FDA was for the IDMC to review efficacy and safety data at 80% of survival
events, which was reached at the end of 2022. When designing the interim analysis, we amended the protocol to create the
opportunity to achieve unblinding at approximately 80% of survival events while maintaining the statistical integrity of the
final analysis should the IDMC recommend the trial continue to the final overall events trigger. The interim analysis plan
required a high statistical threshold to be met for the IDMC to recommend unblinding, reserving approximately 95% of the
trial’s statistical power for the final analysis. In February 2023, the IDMC reviewed the interim utility analysis and
recommended that the pivotal Phase 3 clinical trial continue to the originally planned final overall survival events trigger.

In June 2023, the FDA cleared the addition of a protocol amendment to our pivotal Phase 3 trial to allow for a time-
based analysis of the primary endpoint of overall survival to be conducted after a defined cutoff date, if the 295 survival
events originally planned for an event-driven analysis have not been observed by that date. We expect patient data cutoff to
occur by the end of the first quarter of 2024, and thereafter to report topline results from the trial in the second quarter of
2024. We are continuing our preparation for a potential submission of a new drug application, or NDA, with the FDA by
the end of 2024 if the results of the pivotal Phase 3 trial are positive.

In May 2018, we signed a Cooperative Research and Development Agreement, or CRADA, with the National Cancer
Institute, or NCI, part of the National Institutes of Health. Under the terms of the CRADA, we are collaborating with both
the NCI and the Alliance for Clinical Trials in Oncology to conduct a randomized, controlled clinical trial evaluating the
addition of uproleselan to a standard cytarabine/daunorubicin chemotherapy regimen (7&3) in older adults with previously
untreated AML who are eligible for intensive chemotherapy. The first patient in this Phase 2/3 NCI-sponsored trial was
dosed in April 2019. Enrollment of 267 patients in the Phase 2 portion was completed in December 2021. There will be a
planned interim analysis that will evaluate event-free survival and whether the pre-specified threshold for continuing to
Phase 3 has been met. The trial may also provide support for regulatory filings, if the results of the planned interim analysis
are sufficiently positive.

In May 2023, the FDA agreed to our initial Pediatric Study Plan, or iPSP. In October 2023, the European Medicines
Agency also agreed to our Pediatric Investigational Plan, or PIP. The iPSP and the PIP each include a deferral for study
completion and a waiver for children less than 28 days of age. As part of the pediatric plans, an NCI-sponsored Phase 1
pediatric trial is currently being conducted by the Children’s Oncology Group Pediatric Early Phase Clinical Trials
Network. This dose escalation study will evaluate the safety and preliminary activity of uproleselan plus fludarabine and
high dose cytarabine in pediatric AML patients after two or more prior therapies. Enrollment in the Phase 1 portion is
expected to be up to 18 patients. The first patient was enrolled in October 2023.
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GMI-1687

We have rationally designed an innovative antagonist of E-selectin, GMI-1687, that could be suitable for
subcutaneous administration. Initially developed as a potential life-cycle extension to uproleselan, when given by
subcutaneous injection in animal models, GMI-1687 has been observed to have equivalent activity to uproleselan, but at an
approximately 500-fold lower dose. This level of activity was obtained following injections under the skin and could
alleviate the need for intravenous infusions. Based on these compound characteristics, we believe that GMI-1687 could be
developed to broaden the clinical usefulness of an E-selectin antagonist to conditions where outpatient treatment is
preferred or required. In December 2023, we completed enrollment of 40 subjects in a Phase 1a trial of GMI-1687 in
healthy adult volunteers.

Galectin Antagonists (GMI-2093)

Galectin-3 is a carbohydrate-binding protein whose expression has been shown to play a central role in fibrosis and
cancer. Galectin-3 has been linked to a number of biologic processes including inflammation, aberrant cell activation and
proliferation (macrophages, neutrophils, and mast cells), fibrogenesis and ultimately, organ dysfunction. Experimental data
have implicated galectin-3 in a variety of diseases across a number of organ systems, including liver, kidney, lung, eye and
heart. Current research also indicates that galectin-3 has important roles in modulating the immune and inflammatory
response to cancer that contributes to neoplastic transformation, tumor cell survival, angiogenesis and metastasis.

Applying our understanding of carbohydrate biology and chemistry, we have rationally designed several high-
potency, selective, small-molecule glycomimetic antagonists of galectin-3. In our preclinical studies, our galectin-3
antagonists have augmented antitumor activity of checkpoint inhibitors and prevented fibrosis following organ damage,
which we believe makes them promising therapeutic targets for further evaluation and development. In March 2022, we
selected a lead galectin drug candidate, GMI-2093, for evaluation in preclinical studies. We are currently evaluating
options for further development of GMI-2093 as a potential treatment for fibrosis and in oncology indications.

GMI-1359

We also designed GMI-1359, a drug candidate that simultaneously targets both E-selectin and a chemokine receptor
known as CXCR4. In the fourth quarter of 2021, we terminated a Phase 1b trial of GMI-1359 in hormone receptor positive
breast cancer patients whose tumors had spread to bone and deactivated the existing GMI-1359 IND in August 2022. We
are not currently developing GMI-1359 and are seeking a licensing partner to continue clinical development of this drug
candidate.

Our Strategy

Our goal is to be the leader in the discovery, development and commercialization of novel glycomimetic drugs to
address unmet medical needs resulting from diseases in which carbohydrate biology plays a key role. Leveraging the
potentially broad applicability of our proprietary glycomimetics platform, our initial focus is to internally develop and
advance orphan drug candidates targeted at hematologic cancers and other diseases, and to out-license any drug candidates
we may develop that are targeted at larger market opportunities. The key elements of our strategy are to:

o Complete clinical development of and obtain regulatory approval for uproleselan for the treatment of adults
with relapsed/refractory AML. In November 2021, we completed enrollment in a randomized, double-blind,
placebo-controlled Phase 3 clinical trial to evaluate uproleselan in adults with relapsed/refractory AML. Trial
design was aligned with guidance received from the FDA. In this single pivotal trial, we enrolled 388 adult
patients with relapsed or refractory AML at centers in the United States, Canada, Europe and Australia. We
expect to report topline results from the trial in the second quarter of 2024. If results from this Phase 3 clinical
trial are positive, we plan to apply for regulatory approval from the FDA by year end 2024 and potentially the
European Medicines Agency, or EMA.
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o  Explore the potential use of uproleselan in other AML patient populations through third-party
collaborations. We are currently collaborating with the NCI on two clinical trials. Enrollment has been
completed in a Phase 2/3 clinical trial of uproleselan in previously untreated older adults with AML who are fit
for intensive chemotherapy. The second is a Phase 1/2 dose escalation study that will evaluate the safety and
preliminary activity of uproleselan plus fludarabine and high dose cytarabine in pediatric AML patients after
two or more prior therapies. Under the terms of our collaboration, the NCI may fund additional research,
including preclinical experiments and clinical trials evaluating alternative chemotherapy regimens.

o  Expand the potential use of our E-selectin antagonists (uproleselan and GMI-1687) in other select territories
through out-licensing arrangements. In January 2020, we entered into an exclusive collaboration and license
agreement with Apollomics for the development and commercialization of uproleselan and GMI-1687 in
Greater China. Apollomics is responsible, at its cost, for clinical development and commercialization of
uproleselan in Greater China, and will work with us to advance the preclinical and clinical development of GMI-
1687. We have also entered into separate agreements to provide clinical and commercial supplies of uproleselan
and GMI-1687 to Apollomics, and we retain all rights for both compounds in the rest of the world.

®  Advance the development of GMI-1687 for the treatment of acute vaso-occlusive events, or VOE, and
hematologic malignancies, alone or with a licensing partner. We plan to develop our selectin antagonists for
the treatment of acute VOE in patients with SCD and as a life-cycle extension to uproleselan in additional
hematologic malignancies. We completed a Phase 1a trial in healthy adult volunteers in December 2023 which
met its primary and secondary endpoints with no dose-limited toxicities or safety signals.

o  Apply our insights and our glycomimetics platform to other carbohydrate targets beyond selectins. We have
identified additional opportunities where carbohydrates play critical roles in disease processes and where we
believe we can apply our platform to create targeted glycomimetic drugs. We have designed antagonists that
specifically block binding of galectin-3 to carbohydrate structures. We have identified a highly potent galectin-3
compound that potentially could be administered orally and plan to conduct additional preclinical studies to
further characterize effects of galectin-3 antagonists on inflammation and fibrosis, as well as immune processes.

Our Platform

Our proprietary glycomim