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Dear Diffusion Stockholders,

In 2017, Diffusion Pharmaceuticals Inc. reached all of the milestone goals necessary for
successful initiation of our Phase 3 clinical trial in newly diagnosed, inoperable GBM brain
cancer patients. These goals were many and included clinical trial study design, obtaining FDA
sign-off, study-drug manufacturing, vetting and selection of the various contract research
organizations, and trial site selection involving interactions with the doctors and hospitals which
actually provide the treatment and care for the patients in our Phase 3 trial.

Moving into a Phase 3 clinical trial on-time and in-budget is a remarkable accomplishment, for
which | extend a warm thank you to the Diffusion staff and to Diffusion’s investors, all of whom
had a critical role in making this happen. Enrollment and dosing is continuing, along with the
initiation of new study sites, as we work to complete enroliment of the first cohort of patients in
the trial design and expand the study.

We were financially supported in these accomplishments by a private financing through the
Maxim Group which generated gross proceeds of $25 million. Shortly after the close of the
year, we raised an additional $12 million through a public offering conducted by H.C. Wainwright
& Company LLC. These funds will be directed toward our Phase 3 GBM trial and other oncology
programs, as well as toward exploration of promising non-oncology opportunities, such as
stroke.

Following the public offering, our stock moved below the $1.00 per share price required by
Nasdagq to retain our listing status. De-listing can be avoided, however, via a reverse stock split,
which would have the effect of bringing the stock price above the required $1.00 per share
mark. As reflected in the accompanying Proxy Statement, we are seeking stockholder approval
for the flexibility to conduct such a reverse stock split later in the year, if necessary. | urge you
to approve the Board of Directors’ proposal authorizing a reverse stock split, protecting our
ability to retain its Nasdagq listing.

Our other targeted oncology indications — pancreatic cancer and brain metastases — have been
the focus of internal program development as well as partnering discussions with various
parties, both US and international, regarding possible strategic relationships that could provide
resources useful in progressing these programs. We feel that partnering may be an
advantageous way to carry these programs forward, and discussions are continuing.

With our non-oncology programs, we continue to work with physicians from the University of
Virginia, UCLA, and other institutions with whom we have established a joint team dedicated to
developing a program to test TSC in the treatment of stroke. In January of this year an abstract
titled “PreHospital Acute Stroke Therapy with Trans Sodium Crocetinate (PHAST-TSC),” was
presented at the International Stroke Conference in Los Angeles. With input from authors
affiliated with UVA, UCLA, University of Southern California, and Diffusion Pharmaceuticals Inc.,
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the abstract described the design and rationale for the planned Phase 2 PHAST-TSC study,
highlighting the potential benefits of TSC in patients with acute ischemic or hemorrhagic stroke
in a pre-hospital (ambulance) setting. We are eager to start this trial pending receipt of
financing.

During 2017, we were extremely pleased to add Dr. Robert Ruffolo to our Board of Directors.
Bob was formerly President of Research and Development at Wyeth Pharmaceuticals and
Corporate Senior Vice President of Wyeth (now Pfizer). In addition, Biotech industry veteran Bill
Hornung, previously with PTC Therapeutics, Elan Pharmaceuticals, The Liposome Company
and Contravir Pharmaceuticals was named our Chief Business Officer. Also added to our team
was Dr. Kimberly Driver, who became our Director of Finance.

A significant US patent was allowed in 2017, expanding coverage of the therapeutic use of TSC
and other related compounds to five hypoxia-related conditions including congestive heart
failure, chronic renal failure, acute lung injury (ALI), chronic obstructive pulmonary disease
(COPD), and respiratory distress syndrome (RDS). Our patent estate currently includes the use
of TSC in oncology, stroke, and neurodegenerative diseases such as Alzheimer’s.

More information on all of these developments is available in the press release section of our
website at www.diffusionpharma.com.

Again, | want to extend my sincere thanks to all our investors for your continued support. The
Diffusion team remains fully committed to advancing the clinical development of TSC for the
improved treatment of life-threatening unmet medical needs, fulfilling the promise of our
breakthrough therapeutic and providing a return to our stockholders.

| encourage you to read the enclosed Proxy Statement and related materials and vote in favor
of the proposals contained therein. | also look forward to seeing many of you at our Annual
Meeting in Charlottesville on June 14, 2018

Sincerely,
L

Cared § Kiogr

David G. Kalergis
Chairman and CEO
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This annual report on Form 10-K contains certain 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, and are subject to the safe
harbor created by those sections. For more information, see fiPart I. Item 1. Business & Cautionary Note Regarding Forward-Looking
Statements.o

As previously disclosed, on January 8, 2016, Diffusion Pharmaceuticals Inc. (f/k/a RestorGenex Corporation), a Delaware
corporation (the ACompany0), completed the merger (the fiMergero) of its wholly owned subsidiary, Arco Merger Sub, LLC (fiMerger
Subo), with and into Diffusion Pharmaceuticals LLC, a Virginia limited liability company (fiDiffusion LLCO0), in accordance with the
terms of the Agreement and Plan of Merger, dated as of December 15, 2015, among the Company, Merger Sub and Diffusion LLC (the
fiMerger Agreemento). As a result of the Merger, Diffusion LLC, the surviving company in the Merger, became a wholly owned
subsidiary of the Company and, following the Merger, the Company changed its corporate hame from RestorGenex Corporation to
Diffusion Pharmaceuticals Inc.

For accounting purposes, the Merger is treated as a fireverse acquisitiono under generally acceptable accounting principles
in the United States (fiU.S. GAAPO) and Diffusion LLC is considered the accounting acquirer. Accordingly, Diffusion LLC6s historical
results of operations will have replaced the Companyds historical results of operations for all periods prior to the Merger.

Unless the context otherwise requires, references to fAiDiffusion,o the ACompany,0 fAiwe,0 fiourd or Auso in this report refer to
Diffusion Pharmaceuticals Inc. and its subsidiaries, following the completion of the Merger and Diffusion Pharmaceuticals LLC prior
to the completion of the Merger, references to fiRestorGenexo refer to the Company prior to the completion of the Merger and references
to AiDiffusion LLCO refer to Diffusion Pharmaceuticals LLC.

Except as otherwise noted, references to ficommon stocko in this report refer to common stock, par value $0.001 per share, of
the Company.

This report contains the following trademarks, trade names and service marks of ours: RestorGenex and Diffusion. All other
trade names, trademarks and service marks appearing in this Annual Report on Form 10-K are the property of their respective owners.
We have assumed that the reader understands that all such terms are source-indicating. Accordingly, such terms appear without the
trade name, trademark or service mark notice for convenience only and should not be construed as being used in a descriptive or generic
sense.



PART I
ITEM 1. BUSINESS

We are a clinical stage biotechnology company focused on extending the life expectancy of cancer patients by improving the
effectiveness of current standard-of-care treatments, including radiation therapy and chemotherapy. We are developing our lead product
candidate, transcrocetinate sodium, also known as trans sodium crocetinate (iTSC0), for use in the many cancer types in which tumor
oxygen deprivation (fihypoxiad) is known to diminish the effectiveness of current treatments. TSC is designed to target the cancerds
hypoxic micro-environment, re-oxygenating treatment-resistant tissue and making the cancer cells more susceptible to the therapeutic
effects of standard-of-care radiation therapy and chemotherapy. TSCos helps regulate the diffusion of oxygen into oxygen-deprived
cells (whether cancer cells or normal cells). TSC thus has potential uses in non-oncology indications such as stroke and cardio-vascular
disease, where tissue hypoxia is implicated as an underlying causative factor in morbidity and mortality.

Our lead development programs target TSC against cancers known to be inherently treatment-resistant, with a focus on brain
cancers. A Phase 2 clinical program, completed in the second quarter of 2015, evaluated 59 patients with newly diagnosed glioblastoma
multiforme (AGBMO0), a particularly deadly form of primary brain cancer. This open label, historically controlled study demonstrated a
favorable safety and efficacy profile for TSC combined with standard of care, including a 37% improvement in overall survival over
the control group at two years. A particularly strong efficacy signal was seen in the inoperable patients, where survival of TSC-treated
patients at two years was increased by almost four-fold over the controls. In December 2017, the Company initiated the INvestigation
of TSC Against Cancerous Tumors (INTACT) Phase 3 trial in the newly diagnosed inoperable GBM patient population. Patient
enrollment began in January 2018. The trial will enroll 236 patients in total, with 118 in the treatment arm and 118 in the control arm.

Using its novel mechanism of action, TSC has been shown to safely re-oxygenate a range of tumor types in our preclinical and
clinical studies. Diffusion believes its therapeutic potential is not limited to one specific tumor type, thereby making it potentially useful
to improve standard-of-care treatments of other life-threatening cancers. Given TSC's safety profile and animal data, we can, with
appropriate funding, move directly into Phase 2 studies in other cancers. We also believe that TSC has potential application in other
indications involving hypoxia, such as stroke, cardiovascular disease, neurodegenerative diseases and emergency medicine. A program
is now being developed in cooperation with UCLA and the University of Virginia, to test TSC in the treatment of acute ischemic stroke,
with an in-ambulance Phase 2 trial being planned This trial, named the PreHospital Acute Stroke Therapy - TSC (PHAST - TSC) is
expected to enroll 160 patients, with 80 in the treatment arm and 80 in the control arm.

In addition to the TSC programs, we are exploring alternatives regarding how best to capitalize upon our product candidate
RES-529, which may include possible out-licensing and other options. RES-529 is a novel PI3K/Akt/mTOR pathway inhibitor which
has completed two Phase 1 clinical trials for age-related macular degeneration and was in preclinical development in oncology,
specifically GBM. RES-529 has shown activity in both in vitro and in vivo glioblastoma animal models and has been demonstrated to
be orally bioavailable and can cross the blood brain barrier.



Summary of Current Product Candidate Pipeline

The following tables, as of December 31, 2017, summarizes the planned clinical indications for Diffusionds lead molecule,
TSC:



