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Disclaimer
This presentation is made by Applied Therapeutics, Inc. (the “Company”). Nothing contained in this presentation is, or should be construed as, a recommendation, promise or
representation by the presenter or the Company or any director, employee, agent, or adviser of the Company. This presentation does not purport to be all-inclusive or to contain all
of the information you may desire. This presentation shall not constitute an offer to sell or the solicitation of an offer to buy the Company's securities, nor shall there be any sale of
the Company's securities in any state or jurisdiction in which such offer, solicitation or sale would be unlawful prior to registration or qualification under the securities laws of any
such state or jurisdiction.
Various statements in this presentation concerning the Company’s future expectations, plans and prospects, including without limitation, the Company’s current expectations
regarding its strategy, its product candidate selection and development timing, its management team capabilities, and the ability of the Company’s product candidates to have a
clinically meaningful effect on the target patient populations, constitute forward-looking statements. The use of words such as “may,” “might,” “will,” “should,” “expect,” “plan,”
“anticipate,” “believe,” “estimate,” “project,” “intend,” “future,” “potential,” or “continue,” the negative of these and other similar expressions are intended to identify such forward
looking statements. Such statements, based as they are on the current analysis and expectations of management, inherently involve numerous risks and uncertainties, known and
unknown, many of which are beyond the Company’s control. Such risks include, but are not limited to: the impact of general economic conditions, general conditions in the
biopharmaceutical industries, changes in the global and regional regulatory environments in the jurisdictions in which the Company does or plans to do business, market volatility,
fluctuations in costs and changes to the competitive environment. Consequently, actual future results may differ materially from the anticipated results expressed in the forwardlooking statements. In the case of forward-looking statements regarding investigational product candidates and continuing further development efforts, specific risks which could
cause actual results to differ materially from the Company’s current analysis and expectations include: failure to demonstrate the safety, tolerability and efficacy of our product
candidates; final and quality controlled verification of data and the related analyses; the expense and uncertainty of obtaining regulatory approval, including from the U.S. Food and
Drug Administration and European Medicines Agency; the possibility of having to conduct additional clinical trials and our reliance on third parties such as our licensors and
collaboration partners regarding our suite of technologies and product candidates. Further, even if regulatory approval is obtained, biopharmaceutical products are generally subject
to stringent on-going governmental regulation, challenges in gaining market acceptance and competition.
These risks and uncertainties are described more fully under the caption ”Risk Factors” in the Company’s filings with the Securities and Exchange Commission. Other risks and
uncertainties of which the Company is not currently aware may also affect Company’s forward-looking statements. The reader should not place undue reliance on any forward-looking
statements included in this presentation. These statements speak only as of the date made and the Company is under no obligation and disavows any obligation to update or revise
such statements as a result of any event, circumstances or otherwise, unless required by applicable legislation or regulation.
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SORD Deficiency is One of the Most Common Recessive Causes of
Hereditary Neuropathy, Impacting ~3,000 US Patients
Sorbitol Dehydrogenase Deficiency (SORD Deficiency) is a progressive, debilitating hereditary neuropathy that affects
peripheral nerves and motor neurons, resulting in significant disability, loss of sensory function and decreased mobility
Recently identified mutations in the SORD gene resulting in loss of enzyme Sorbitol Dehydrogenase (SORD) function
and consequent intracellular sorbitol accumulation
Previously, these patients were diagnosed as a subset of patients with Charcot-Marie-Tooth disease Type 2 (CMT2)
or Distal Hereditary Motor Neuropathy (dHMN)
~3,300 individuals in the US with SORD Deficiency (~7-9% CMT2/dHMN patients)

SORD’s role in metabolism is well defined, and an understanding of this genetic and biochemical basis of disease
offers new opportunities for treatment of patients with neuropathy caused by SORD deficiency
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Aldose Reductase Inhibition Addresses the Underlying Cause of
SORD by Preventing Conversion of Glucose to Sorbitol
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Patients have very high
levels of sorbitol in their
cells and tissues as a
result of SORD enzyme
deficiency

•

High toxic sorbitol levels
results in cell death and
tissue degeneration,
such as neuropathy.1-2
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1. Cortese A, et al. Nat Genet 2020;52:473–481. 2. Morava E. Nat Genet 2020;52:469–470;
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AT-007 Treatment Significantly Reduced Sorbitol Levels in SORD
Fibroblasts
Sorbitol Reduction with AT-007 Treatment
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Applied Therapeutics, data on file; pilot study
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AT-007 Treatment Ameliorated the Disease Phenotype in Drosophila

SORD mutant flies were treated with vehicle (DMSO) or 20ug/ml AT-007 in food for 40 days after eclosion (DAE). AT-007
treatment completely prevented neuronal degeneration in SORD mutant flies, as visualized by presence/absence of vacuolar
structures.
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AT-007 Substantially Reduced Sorbitol in Patients with SORD
Deficiency in 30-Day Open-Label Pilot Trial
Pilot open-label study data in 8 SORD patients demonstrated mean reduction from baseline of 66% (range 54%-75%)
Sorbitol % Reduction from Baseline
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Mean baseline sorbitol level was ~38,000ng/ml

7

Inherited Neuropathy Consortium Centers of Excellence and Global CMT
Registries Exist to Support Trial Enrollment & SORD Patient Treatment
University of Rochester
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Available from: https://www.rarediseasesnetwork.org/cms/inc/centers#CSMC. Last accessed August 25, 2020
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AT-007: Potential First Therapy for SORD Deficiency
High Unmet Need in SORD

• No approved therapies; limited pipeline for
generalized CMT2

• Causes substantial decrease in patient QoL
• Diagnosed in early stage, where treatment may
prevent disability progression and positively
impact prognosis and QoL

AT-007 Opportunity

• Validated mechanism of action, penetrates CNS
• Favorable safety & tolerability profile
• Convenient oral dosing to optimize adherence and
minimize patient burden

• Sorbitol reduction biomarker based clinical
development for Accelerated Approval

• Registrational study start expected Q4 2021
AT-007 is expected to be the first disease-modifying therapy for SORD,
targeting the underlying cause of disease
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