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Item 7.01 Regulation FD Disclosure.

On February 15, 2022, Applied Therapeutics, Inc. released a presentation that contains company information to be used by members of management from time to time in a series of meetings with analysts, investors and other
third parties. The presentation is attached to this Current Report on Form 8-K as Exhibit 99.1 and is incorporated herein by reference.

The information included in this Current Report on Form 8-K, including Exhibit 99.1 incorporated by reference herein, shall not be deemed “filed” for purposes of Section 18 of the Securities and Exchange Act of 1934, as
amended (the “Exchange Act”), or otherwise subject to the liabilities of that Section, or incorporated by reference into any filing under the Securities Act of 1933, as amended, or the Exchange Act, except as shall be expressly set forth
by specific reference in such filing.

Item 9.01 Financial Statements and Exhibits.

(d) Exhibit:

The following exhibit is attached with this current report on Form 8-K:

Exhibit
No. Description

99.1 February 2022 Corporate Overview Presentation
104 Cover Page Interactive Data File (embedded within the Inline XBRL document)
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Disclaimer

This presentation is made by Applied Therapeutics, Inc. (the “Company”). Nothing contained in this presentation is, or should be cc
promise or representation by the presenter or the Company or any director, employee, agent, or adviser of the Company. This present
inclusive or to contain all of the information you may desire. This presentation shall not constitute an offer to sell or the solicitation o
securities, nor shall there be any sale of the Company's securities in any state or jurisdiction in which such offer, solicitation or :
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
regarding its strategy, its product candidate selection and development timing, its management team capabilities, and the ability of the Compai
clinically meaningful effect on the target patient populations, constitute forward-looking statements. The use of words such as “may,” “might
“anticipate,” “believe,” “estimate,” “project,” “intend,” “future,” “potential,” or “continue,” the negative of these and other similar expressions are intenc
statements. Such statements, based as they are on the current analysis and expectations of management, inherently involve numerous risks and L
many of which are beyond the Company's control. Such risks include, but are not limited to: the impact of general economic conditions, general ¢
industries, changes in the global and regional regulatory environments in the jurisdictions in which the Company does or plans to do business, mi
and changes to the competitive environment. Consequently, actual future results may differ materially from the anticipated results expressed in the
case of forward-looking statements regarding investigational product candidates and continuing further development efforts, specific risks which 1
materially from the Company's current analysis and expectations include: failure to demonstrate the safety, tolerability and efficacy of our prc
controlled verification of data and the related analyses; the expense and uncertainty of obtaining regulatory approval, including from the U.S. F
European Medicines Agency; the possibility of having to conduct additional clinical trials and our reliance on third parties such as our licensors ar
our suite of technologies and product candidates. Further, even if regulatory approval is obtained, biopharmaceutical products are gener:
governmental regulation, challenges in gaining market acceptance and competition.

"o

These risks and uncertainties are described more fully under the caption "Risk Factors” in the Company's filings with the Securities and Excha
uncertainties of which the Company is not currently aware may also affect Company’s forward-looking statements. The reader should not place und
statements included in this presentation. These statements speak only as of the date made and the Company is under no obligation and disavows
such statements as a result of any event, circumstances or otherwise, unless required by applicable legisiation or regulation.
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Applying Science to Transform Lives
Our mission is to create transformative, life-changing treatments for patien

desperately need them

SCIENCE

Targeting pathways with
known roles in pathogenesis

Novel compounds with

improved potency/selectivity
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DEVELOPMENT

Clinical efficacy
confirmed via biomarkers

Pursuing expedited
regulatory pathways

Ak =

Fatal or d
with no a

Limited




Innovative Pipeline with Near-Term Milestones

Compound Preclinical Phase 1 Phase 2 Phase 3 Dosing Target Tissue  Milestones

ALDOSE REDUCTASE FRANCHISE

Positive adult and pedial

AT-007 ok Lrl Chl pediatric Phase 3 outcor
AT-007 Oral CNS Phase 2 ready; Expandec
AT-001 Oral z‘;:,i\?: el Sub-study embedded in |
AT-003 Oral Retina Ph 1 expected 2022

AT-104 ' SC / Oral ﬁﬁ,:ﬁ;i::g_e By Proof of concept preclini

fPeripheral T-cell lymphoma, cutaneous T-cell lymphoma and T-cell acute lymphoblastic leukemia
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Aldose Reductase Inhibitor Overview

sugar

Normal
Metabolism

\ polyol pathway

_activation

sugar

) APPLIED
THERAPEUTICS

ALDOSE
REDUCTASE

Energy

Osmotic stress
Oxidative damage
Energy depletion

Cell death

Aldose Reductase is an enzyme implicated in mul

First and rate limiting enzyme in the polyol pathway —
pathway activated under stress

Converts sugar to reduced sugar alcohols, which are

Leads to cell death through osmotic dysregulation, re:
formation, and energy deficiencies

Prior attempts to inhibit Aldose Reductase were hinde
selectivity and off-target tox issues

Applied Therapeutics’ compounds are 1,000 X more |
and highly selective; no off-target inhibition of aldehyc




AT-007: Blockbuster Opportunity with Late-Stage Progr
Rare Diseases with High Unmet Need and No Approved

Galactosemia

Positive adult and pediatric biomarker data
Orphan Drug Designation

Pediatric Rare Disease Designation
Fast-Track Designation

Phase 3 pediatric outcomes study ongoing;
powered for statistical significance at 18 months

SORD Deficiend

Preclinical proof of concept
Positive pilot study results in SORL
Phase 3 study ongoing

Biomarker data expected H2 202
for accelerated approval

~7,000 patients in US + EU in each indication (14,000 total)
Near-term revenue opportunity with Composition of Matter patent exclusivity through 2

+ Validated mechanism of action + Strong patient, caregiver, HCP interest +  Small commerci
+ US payer feedback supports » Convenient, once-daily oral dosing » Commercializati
pricing/coverage « Favorable safety and tolerability profile « Low cost of gooc

=) APPLIED
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AT-001: Potential First Therapy in Diabetic Cardiomyop
Highly Prevalent Disease with Blockbuster Potential

Diabetic Cardiomyopathy Diabetic Peripheral Neuroj

* Heart Failure affecting ~20% of diabetics '

» Positive proof of concept in Phase 1/2 .

» ARISE-HF global Phase 3 trial ongoing; data ’
expected 2023

» No drugs approved; potential first disease- '

modifying treatment in DbCM

DbCM potential market ~6M patients US; 5M EUS

Affects >30% of diabetics
Proof of concept with “old” ARIs

Phase 2 sub-study embedded in ARIS
Phase 3

Although pain drugs are approved for
treatment, no disease-modifying treat
Potential first disease-modifying treati

DPN potential market ~9M patients U

+ Validated mechanism of action « Convenient, twice-daily oral dosing » Low costof go
+ Demonstrated proof of concept + Favorable safety and tolerability profile  + Payer feedbac
+ Patent exclusivity through 2031 » Strong KOL support on par with En

o) APPLIED
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AT-007
GALACTOSEMIA

» Orphan Drug Designation
» Pediatric Rare Disease Designation (PRV)

» Fast-Track Designation

Positive adult & pediatric biomarker data

Pediatric Ph 3 clinical outcomes study ongoing

APPLIED \ Y W
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Galactosemia is a Rare Metabolic Disease With No App
Therapies and Significant Unmet Need

/

\

Rare autosomal recessive metabolic disease caused by
deficiencies in the GALT or GALK enzymes

Patients are unable to metabolize the simple sugar
galactose, which is found in foods but also synthesized
endogenously by the body

Results in long-term CNS complications including
speech, cognition, behavior and motor skills deficiencies;

Disease Overview

ovarian insufficiency in females
Progressively worsens with age

Mechanism of Disease \
People with Galactosemia are unable to metabolize
galactose, which accumulates in cells and tissues

At abnormally high levels, galactose becomes a

substrate for Aldose Reductase, which converts

galactose to a toxic and aberrant metabolite, galactitol
Galactitol is highly toxic (especially to neurons) and

causes redox derangement, cell death

/

Plasma galactitol level correlates with severity of disease/

APPLIED
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Standard of Care/ Diag

No approved therapies to treat Gala
Mandatory newborn screening in US
countries

Galactose-restricted diet implemente
birth and adhered to for life

Dietary restriction prevents newborn
not prevent long-term CNS complica
endogenous galactose production by
Patients are primarily seen by metak

Market Size / Opportu

$1.25B+ WW peak sales potential (L
Known prevalent and addressable pr
~TK WW)

Small commercial footprint focused «
of Excellence

Strong patient community engageme
Payer feedback supports access/pric
Composition of matter IP through 20

Data on file: Symphony Claims Data, Feb. 2017-Jan. 2021. Phytila et al. JIMD Rep. 2015; 15: 79-93. Burgard et al. Report on the practices of newboim screening for rar

Swaiman et al. Pedjatric Neurology. 2018.




AT-007 Has Demonstrated Effectiveness In Vitro, In Vivi
Phase 1/2 Clinical Trials; Registrational Study Readout

Pediatric Phase 3

Pediatric Phase 1-2

\ | + Phase3cl
ongoing (¢
\ s cognition, |

Galactitol level at baseline correlates witt
(p=0.004); strong mechanistic support
Safe and well tolerated

40% reduction in galactitol (p<0.001) vs.

Adult Phase 1/2 _« .

« Safe and well tolerated in healthy volunteers
+ Decreased plasma galactitol levels in adults with Galactosemia 46'

Animal Model ¢

_. + Prevents CNS complications (learning/ cognition) and cataracts in a rat model of Clas

| = Decreases toxic galactitol formation without compensatory increase in galactose or G

In Vitro /g

+ Aldose Reductase inhibition: 1,000X greater potency
+ Selectivity: no off-target aldehyde reductase inhibition

APPLIED
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Deficiency in GALT or GALK Leads to Inability to Metab:
Galactose; AR Converts Excess Galactose to Toxic Gal:

r e . .
i ALDOSE galactitol galactitol o Spe
" REDUCTASE : > Cog
A 4 galactitol Mer
GALK o Bef
Deficiency - Mot

no natural enzyme Ata;
to metabolize galactitol . Sei:

NORMAL METABOLISM GALACTOSEMIA

toxic accumulation + Other |

Classic | of galactitol o Qve
Galactosemia o Gat
Glucose-1-P

Energy Production

<0 APPLIED -
) THER APEUTICS AR = Aldose Reductase




Natural History: Galactosemia is a Progressive Disease
with Age; Disease Severity Correlates with Plasma Gala

Natural history of disease demonstrates progressive worsening with age

Speech
Average .
>
BelowAvgé i~
ir 1
Severe

Bl il s
4 & % &

Cognition

Behavior

Motor Skills

Baseline galactitol level correlates with severity of clinical functional outcomes

Average

Below Avg Ew

|

Severe

|
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Speech

)
Bameine Cametial Lews

Cognition

B
Dvwire Qi Ll

Behavior

o
Enigig o Lve!

Motor Skills

Composite Severity Score

Plasma Gal
5 with Ovel
p=0.0
&
3
Z /
0 500 1000
Baseline

*Overall severity based on con

No correlation c
andd

Abstract eP011: Progressive Worsening of Central Nervous System Phenotype in Children with Classic Galactosemnia: a Cross-Sectional Analysis; ACMG 2021 conference; Pel
THERAPEUTICS Disease Severity in Children with Classic Galactosemia on Galactose Restricted Diet. Poster presented at: Intemnational Congress Inbom Errors of Metabolism Annual Meeting;




PRE-CLINICAL

In a Rat Model of Galactosemia, AT-007 Significantly Reducec
Galactitol Levels in All Target Tissues and Normalized the CN

pmol

AT-007 treatment decreased galactitol levels in liver, brain and AT-007 treatment normalized Cl|
plasma; no compensatory increase in galactose or Gal-1p on both water maze and 1
Galactose
= Galactitol (Toxic Metabolite) e , 40 Water Maze Latency
28 |
20
12 e
1 8 *
12 0 2 30
Q
* & f £
=
. Gal-1P
1 10
I 0.8 |
4 | ' i 0.6
| 0.4 0
: - 1 2 3
0 — i 0.2 I
Liver Brain Plasma o L= . *p<0.01 GALT null placebo vs WT & AT-0
Liver Brain
@ wild Type GALT null placebo { GALT null AT-007 @ Wild Type GALT null placebo |
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AT-007 Significantly Reduced Galactitol Levels in the G
Adult Phase 1/2 Study (ACTION-Galactosemia); Safe an

Adult Phase 1/2 Study Design Safety

Healthy Volunteers

Single Ascending Dose

«  Favorable safety and tolerability

(n-40)
Multiple Ascending Dose - -
(n=40, 7 days) Pharmacokinetics/ Pharmacody
= 20mg/kg dose selected as optin
Adult Galactosemia Patients . .
_ . PK Suppons once_da"y d03|ng
« Rapid, sustained and significani
20mg/kg 27 Days DBlIy Dosing
(n=4) Long-term : P 1 %
#0mplhg 27 Daya Daily Dosing Extension « Galactitol reduction in the brain
(n=4)
+ No compensatory increase in gz
Galactitol Reduction vs. Baseline (Individual Patient Values) Maximum Galactitol F
1]
Sma/kg AT-007 20mg/kg AT-007 ADmag/kg AT 07
) =4, (h=d) 200
0.0% —— [0 00% 2
2 101 E -a00
10.0% N A00% -10.0% @
\ “ * = -600
0% 2 W2 200% -200% S
, . £ 800
-300% S 300% . % 300% @
I hY \ E -1000
-40.0% <400% hR = - ~00% o £ 1200
50.0% -S00% ~2 -50.0% I;:: -1400
o 018
50.0% -600% -500% -1600
: . PBO smarkg
Basaine  Dayl Day1z Dy Focelne v patn o fmE Bl b Per % p<0.01 (20 mg/kg and 40 mglkg vs. placel
o) APPLIED
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Pediatric Study

AT-007 Significantly Reduced Galactitol Levels in the A

Galactosemia Kids Pediatric Registrational Clinical Stu

PK/PD Dose Range Finding & Biomarker Data . Long-Term Clinical Outcomes

AT-007 Biomarker

Screening/ __ :
Baseline Dose Assessment of Clinical Outcomes Assessed Every 6 Months by Firewalled Col

Escalation Galactitol

Significant Reduction in Galactitol in
Children Aged 2-17 with Weight-Based Dosing

Weight AT-007 % Reduction From
Group Dose (QD) Baseline

Randomization
to Active or
Placebo

Baseline
Clinical OQutcomes

Primary Endpoint:
Global Assessment of Change - Composite of 4 CNS quadrants

Speech Cognition Behavior I\
>40kg 15mglkg 38.29% )
omsz | | NiTebox | | vnaea ||
20-40kg 20mg/kg 41.43% Battery Behavior E
<20kg 30mag/kg 39.83%

(W)

@@ Scale @_

Secondary Endpoints:

Global Impression of Change; SARA; Archimedes Spiral Drawing:
(each assessed independently)

All groups 15-30mg/kg 40.19% (p<0.001)

- Safe and well tolerated
+ No compensatory increase in galactose or Gal-1p

F—.”?_ﬂ APPLIED
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Commercial Preparations On-Track for U.S. Galactose

U.S. Map of Galactosemia KOL Medical Genetics
Centers of Excellence (COEs)’

381 Childrens Mercy Chilcre s M.ql ﬁ ISCONSIN Qv

L Noosws
R

s g & ﬂ@l[ NN fierasha (‘jfl\ st ﬁ(‘h dren's ry el T e
w.e == SIS e
s Se——
= VS /@f::::: | Tufts
LUCDAVIS [ty ines | .
I i W '\ll\l[l r[”
o e i Q*"l,---w-_-- o “_:.?.::_
I%i:.l\l cgr‘.?ﬁ,. &?__\rtﬂmrr
% FNorth Shore |
m -
G
Racly \ F;H
Lesanbege Childrens =

! ITT,(‘_Ez,_l | EMORY | fom|
dell children's — = =1 [ - |

]|

L |'Ht_"x.11t]'l Neours, g HOMINS

D & o
W' ChigronsNational

______
MD Details Galactosemia
KOL Mapping Report, 2020 I

VANDERRBILT

Arkznsas Tiakear
G’“"‘"‘”" gl nRECEY | vERSITY

APPLIED

THERAPEUTICS * >90% of KOLs are Medical Geneticists; Pediatricians comprise majority of remaining KOLs

Commercialization Prep
Optimized Launch at Ag

+ Sales force segmentatior
mapping completed; focu

« Claims Data Analysis sug
patients

« Cross-functional brand pl
awareness, trial, usage o

» Market research shows s
treatment

« Single-source Specialty F
ready to begin infrastruct

« Payer research indicates
rare-disease level pricing




Award Winning DSA Campaign Performance Reflects Ui
Strong Demand for Galactosemia Education and Treatm

GALACTOSEMIA TOGETHER
3 YouTube |

GALACTOSEMIA

[ U

A Tale of
Two Pathways
'I'.‘_:..‘.""I Galactosemia Together
Engaging the Galactosemia Support and Education at Sharing the Gala
Community through Social Galactosemia.com &3D1
537 1 35,000+ 100,000+ , 80,000+ 48.(
Facebook post views website ' high valued com
followers visitors engagements video
Awards
00 ‘SN

Website for

Consumer

\\;@mnos WEBAWARDS 2021 —C S

-
7 e

"= APPLIED
THERAPEUT'CS Metrics as of December 2021; DSA = Disease Siate Awareness




AT-007

SORD
DEFICIENCY

* Orphan Drug Designation

Preclinical proof of concept demonstrated
Positive pilot study completed
Registrational Phase 2/3 study ongoing




SORD Deficiency is a Rare Neurological Disease with |
Therapies and High Unmet Need

(

Disease Overview

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

Autosomal recessive genetic disease, caused by
mutations in the SORD gene resulting in loss of SORD

enzyme function
Average age of onset is 17 years old

(

\_

Patients with SORD Deficiency are unable to metabolize
sorbitol

Aldose Reductase converts glucose to sorbitol, which
then accumulates at up to 100X normal levels in patients
with SORD Deficiency

Sorbitol is toxic to cells (especially neurons), resulting in

Mechanism of Disease

/

osmotic stress, redox derangement and energetic
destabilization /

APPLIED
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Standard of Care/ Di:

No approved therapies to treat SO
Genetic testing commercially avail
Prior to 2020, patients were diagnt
as CMT2 or dHMN; new screening
categorizing CMT2/dHMN patients
Primarily treated by neurologists/ 1
specialists at Inherited Neuropathy
Centers of Excellence

-
(
-

Market Size/ Oppor

$1.9B+ WW peak sales potential, :
~3,300 individuals in the US with £
7,000 US+EU combined

Small commercial footprint focuse
Strong patient community engagel
Payer feedback supports access/|.
Composition of matter IP through .
treatment of SORD Deficiency thrc

CMT2 = Charcot-Marie-Tooth Type 2; dHMN = distal Hereditary Motor Neuropathy; COE = Centers of Excellence; AR| = Aldose Reductase Inhibitor




AT-007 Has Demonstrated Effectiveness In Vitro, In Vivo, an:
Pilot Study; Phase 3 Biomarker Data Expected in 2022; Outc

Phase 3
. » Phase 3 registrat
i biomarkers at 3 n
Pilot Study : MRlI/clinical outcc
Phase 1 . * 66% reduction in sorbitol vs. baseline in ¢
Healthy Volunteer Deficiency (open label)
. » Favorable safety and tolerability
Animal Model « Safe and well tolerated in healthy volunteers
Cell Data > . Prevents oxidative stress, neuronal degeneration and maobility phenotype in dr
. » Reduces sorbitol levels in cultured fibroblasts and motor neurons from SORD Deficiency
In Vitro
®
* Aldose Reductase inhibition: 1,000X greater potency
« Selectivity: no off-target aldehyde reductase inhibition
APPLIED
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Aldose Reductase Inhibition Addresses the Underlying
SORD Neuropathy by Preventing Conversion of Gluco

Energy

e Production
e ,@ sX@ Fructose d

APPLIED
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Hexokinase «  People with SORD
Ener P

Pathway B the SORD enzyme

Reductase in the p

- Asaresult, |

Deficiency a

metabolize ¢

Sorbitol accl
and tissues .

High toxic s¢
cell death ar
leading to n¢




AT-007 Treatment Reduces Sorbitol Levels in SORD Pa
Prevents CNS Phenotype in a Drosophila SORD Deficie

Sorbitol Reduction in Patient Fibroblasts AT-007 Prevents the SORD Disease F
with AT-007 Treatment
40 DAE © Sodh
5000 yw
=
@
2 4000
a
o 3000
3
[=)]
£ 2000
S
3 1000 .
(=
L 0 [ ] il
Health SORD SORD SORD
Comfgﬂ Vehicle ~ 100uM AT-007 100uM AT-007
(48h) (96h)
p<0.001
*  Cultured fibroblasts from SORD patients
accumulate sorbitol levels up to 100X higher 2
than healthy CO ntrOIS g N SORD mutant flies treated with vehicle ([
S 20- for 40 days after eclosion (DAE) AT-007
. Treatment Wlth AT-O 07 in Culture 5 . neuronal degeneration in SORD mutant
. f . 104 - vacuolar structures
significantly reduced sorbitol levels oL o
) Y:\" DMSO hTIOOT
Sodh MBS MENINS
APPLIED

THERAFPEUTICS Oral presentation Peripheral Nerve Society Annual meeting 2021: Pre-Clinical Treatment Studies of SORD Neuropathy with Novel Aldose Reductase Inhibitor (Rebelo et al)




AT-007 Significantly Reduced Sorbitol in Patients with
Deficiency in 30-Day Open-Label Pilot Trial

Pilot open-label study data in 8 SORD patients demonstrated 66% mean reduction in sorbitol

Sorbitol Level Baseline vs. AT-007 Treatment

50000

45000 Safety

40000 « AT-007 safe and well tol
£ 35000
2 30000 Pharmacokinetics/ |
S 25000 . .
S + Rapid and sustained rec
£ 20000 <% .
3 — » No compensatory incre:

15000 — eroe— [ ca%

i 66% L%
10000 e
5000
0
1 2 3 4 5 6 7 8

. Baseline

. AT-007 20mg/kg once-daily

Mean baseline sorbitol level was ~38,000ng/mi; individual % reduction from baseline noted above green bar

“al APPLIED
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PHASE 2/3

SORD Neuropathy Phase 2/3 Registrational Study (INSF

Double-Blind, Randomized, Placebo-Controlled Multi-Center Study in ~50 SORD Patients >1¢

Baseline
Clinical
Outcomes &
Sorbitol;
Randomization
to Active or
Placebo (2:1)

PART A: PART B:
Biomarker Efficacy Clinical Outcomes Benefit

CMT-FOM lower limb domain
Muscle MRI

Primary Biomarker Efficacy:
Reduction in sorbitol vs. baseline

at 3 months CMT-HI (patient reported outcome)
Additional Biomarker: NFL

reduction at 3 months

Placebo

3 Month 12 Month
Biomarker Readout Interim Assessment
(Sorbitol & NFL) expected H2 2023
expected H2 2022

Global clinical sites: US, EU, UK

*CMT-FOM lower limb domain includes: 10m walk/run; timed stairs; timed up-and-go

“3) APPLIED
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CMT = Charcot-Marie-Tooth, FOM = Functional Outcomes Measure, HI = Health Index, MRI = Magnelic Resonance Imaging

e



Inherited Neuropathy Consortium Centers of Excellenc:
CMT Registries Exist to Support Trial Enroliment & Tre:

[University of Rochester ]
University of Minnesota T

1\_53}“--»%__%_%__ M Wayne State Universft'y, Detroit | ]

. Connecticut Chil

University of Pennsy

Children's Hospital ¢

.' Johns Hopkins University, B

= University of Miami |
University of Miami HIGH Biorep

Nemours Children's Clinic

| University of lowa, lowa City |

D Centers participating in INSPIRE Phase 2/3 trial

¢ %i'\ EI%EEEUTI cs www rarediseasesnetwork.org/cms/inc/centers#CSMC.




Aldose Reductase Inhibition Improves PMM2 Ac
PMM2-CDG AT-007 Granted Orphan & Pediatric Rare Diseas:
PMM2-CDG; Single-Patient IND Open — Phase 2 |

PMM2-CDGt, is an ultra-rare mutation of the PMM2 gene AT-007 raatmant Incy

: g : Wide Range
(phosphomannomutase) which results in loss of PMM2 protein 80 9
function and systemic deficient glycosylation of proteins, disrupting 23 70
the function of critical tissues and organs 3 8 60
g5
Sorbitol is a biomarker of PMM2-CDG severity g¢ 50
; § 40
8< 30
232
=8 20
Normal ; :
e Protein Glycosylation 10 I
0 |
F183S; R141H R141H; P113L R141H; N,
\ » AR inhibition blocks the polyo
polyol pathway glucose flow through normal r
activation B

Promotes proper balance

R, B _ ._ necessary for protein glyc
Rg;gg.sfse _.-' @ > Results in increased PMN\
I’ I 4 glycosylation
S B
High unmet need with no ap

AT-007 cases WW, 20% ini

(ol W ERAPeuTcs  Program has received Orphan Designation and Pediatric Rare Disease Designation from FDA




AT-001
DIABETIC

CARDIOMYOPATHY

Phase 1/2 pilot study completed

Registrational Phase 3 study ongoing




Diabetic Cardiomyopathy is a Form of Heart Failure Affi
of Diabetics; Significant Unmet Need with No Approved

#

Disease Overview \

Form of Heart Failure (Stage B) causing structural
cardiac damage and resulting in decreased cardiac
functional capacity

Affects ~20% of diabetics

Diagnosed by echocardiogram or elevated cardiac
biomarkers (NTproBNP or troponin)

.

S
r

-

2

Hyperactivation of the polyol pathway is a key underlying
mechanism in DbCM

Aldose Reductase activation causes intracellular sorbitol
accumulation, osmotic stress, cell death, generation of
ROS and impaired cardiac energetics

Previous AR inhibitors demonstrated clinical efficacy, but
were associated with off-target safety signals due to lack

Mechanism of Disease

/

Standard of Care

No approved therapies to treat DbCI
progression to overt heart failure/ de
Once DbCM patients have develope
eligible for standard HF therapies in
diabetes treatments

e,
7~

of selectivity /

APPLIED
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-

Market Size/ Opportu

Blockbuster potential

Addressable population of ~6M patie
Anticipated pricing in line with Entres
Composition of matter IP through 20

Brownlee M. Diabetes Care. 2005;54(6):1615-1625; Miki T, et al. Heart Fail Rev. 2013;18(2):149-166.




DbCM: Mechanism of Disease

e
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Normal
Metabolism

Energy

polyol pathway

activation
ALDOSE
REDUCTASE i
J Osmotic stress
. * i@ Oxidative damage
AT-001 Energy depletion
Cell death

Both Type 1 and Type 2 diabetes results in hyp
pathway is then hyperactivated to rid the body ¢

Aldose Reductase, the first and rate limiting en:
converts this glucose into sorbitol and eventuall

Excess sorbitol and fructose cause several dow
in cell death, including osmotic dysregulation ar

AR activation also detracts glucose from the en
hexokinase/glycolytic pathway, resulting in less
cardiomyocytes

This results in heart fibrosis, a “hardening” of th
means it cannot effectively pump blood to the re

Brownlee M. Diabetes Care. 2005;54(6):1615-1625; Miki T, et al. Heart Fail Rev. 2013;18(2):149-166.




Diabetic Cardiomyopathy is a Form of Stage B Heart Fa

Diabetes
Stage A Heart
Failure

DbCM
Stage B Heart Failure

Stage C Heart Failure

Stage D Heart Failure

Metabolic derangement of the myocardium due
to diabetes

Functional Capacity
(Peak VO,)

~28

ml/kg/min

<75% predicte

Cardiac structural abnormalities (LVH, GLS,
LAE, E/e’)

Early symptoms of DbCM; noticeable impact on
activities

Impaired functional capacity (~75% normal)

normal

Overt Heart Failure
HFpEF or HFrEF
Significant impact on daily activities

Refractory Heart Failure requiring specialized
interventions
(e.g. LV Assist Device)

Inability to complete daily activities

<50% predicte

normal

~24% of DbCM patients
progress to overt heart
failure or death within 1.5

years
37% within 5 years

APPLIED
L] | THERAPEUTICS Kosmala et al, JACC VOL. 65, NO.3, 2015; Swank et al. Circ HF 2012; Wang et al. JACC: Cardiovasc Imaging 2018; From et al. JACC 2010




AT-001 Has Demonstrated Effectiveness In Vitro, In Vivo, and
Clinical Trials; Registrational Study Readout Expected 2023

Animal Model

Phase 3 Study

* Ongoing global regi:
Phase 1/2 » Primary endpaint Pe
expected 2023

. + Normalizes sorbitol (PD biomarker) to healthy
patients with T2DM

+ Reduces levels of cardiac stress biomarker (!

« Safe/ well tolerated

Improves cardiac energetics and prevents cardiac

Cell Culture functional abnormalities in a DbCM mouse model
. Prevents ROS formation, mitochondrial dysfunction and
In Vitro senescence in cells in culture
&

+ Aldose Reductase inhibition: 1,000X greater potency
« Selectivity: no off-target aldehyde reductase inhibition

APPLIED
THERAPEUTICS




PRE-CLINICAL

In Vitro: AT-001 Provides Greater Potency and Improve
Selectivity vs. “Old” Aldose Reductase Inhibitors

Applied Therapeutics’ AT-001 was developed to selectively AT-001 demonstrated L
inhibit Aldose Reductase with 1,000X greater potency and improved IC,, and ICy, AT
without off-target inhibition of Aldehyde Reductase? vs. zopolrestat A
AT-001
Selective Inhibition
[:‘*' L AKI0E REUCEE:- Aldose Reductase Inhibition Alde
Mo S
Lw./Lf!\_,""T%ﬁ — e L =— = == g
] St Efficacy s < 3 | =
. £ 40
= | E
zopolrestat 2 60 g %
J:m- Inhibition of = 2
e Aldose 40 o0
THC e =Temoems®  Clinical Efficacy 2 i L 2
et \“»\_{ ‘ﬁ;] 5 . g
] St Traseofy  (Off-Target) T 20 = 10
Hepatotoxicity = ﬂf -
Inhibition of Aldehyde Reductase § 0 0 B
< 0.i1nM 1nM  10nM 100nM  TuM  10uM  100uM 0.1L
Tissue Penetration (in rats) & Inhibiter Concentration (AT-001 or Zopolrestat) Inh
Compoun MTD in Systemic/
d 1Csy animals Heart Nerve  Retina CNS . AT-001 zopolrestat i
AT-001 30pM  >2,000mg/kg v v v X
Zopolrestat = 10nM 100mg/kg v v X X Data based on In Vitro Enzyme Inhibition & Cultured Hepatocytes

APPLIED Poster # 632: "Addressing safety and specificity with aldose reductase inhibition: development of AT-001 for diabetic cardiomyopathy” 56th Annual Meeting of the European
THERAPEUTICS Association for the Study of Diabetes (EASD) Sept 2020




2P THERAPEUTICS o,

AT001 Treatment Prevents Reactive Oxygen Species G
Mitochondrial Stress & Cell Aging Caused by High Gluc

Dihydroethidium (DHE) Staining for Cytosolic ROS

HG

Quantitation of Cell Senescence Via SA--gal Staining

HG + AT001

70.00

s 60.00
92
8% 5000
8w 4
28 4000
{8 -
¥ 3000
L oo
j:‘-‘ 2 20.00
a8
23 1000

0.00

Veh HG AT-001 HG + AT-001

APPLIED P

MitoSOX™ Staining for Mitoc|

HG 48hrs HG

MitoSOX

HG- NHK cells exposed to 25mM glucose (high glucose]
HG + AT-001 - cells treated with 0.18nM AT-001 along w

+ In patients with diabetes, metabolism of glucose

in generation of Reactive Oxygen Species (ROS
key mediator of tissue damage and causal in die
inhibition of AR reduces oxidative stress and mit

- AT-001 prevents the production and accumulatic

DHE quantitation and MitoSOX™ staining, demc
oxidative damage in the cytosol and mitochondr

- Evaluation of cellular aging via SA-B-gal staining

exposed to high glucose in the presence of AT-(

nhibitor with improved selectivity and specificity protects from cellular damage™ 56th Annual Meeting of the European Associatio




PRE-CLINICAL

AT-001 Prevents Abnormal Cardiac Energy Metabolism
Heart Function in an Animal Model of DbCM

i Palmitate Oxidation Glucose Oxidation
= AT-001 treatment prevents cardiac structural and -
functional abnormalities in a mouse model of DbCM, g 1,50 ; 450
and normalizes cardiac energetics by shifting ° ]
- ; . = o 100 o 300
cardiac metabolism towards a non-diabetic < < *
metabolic state E 500 =2 £ 150 -
[=] [=]
E
E o E o %
METHODS & EXPERIMENTAL DESIGN vahaks: AT-O01 vehicle  AT-001
C57BL/6J hAR-Tg
& weeks old Streptozotocin (75 mg/kg)
AT-001
(20 mg/kg daily) fftﬁ?.ﬁize s E/E’ ratio e’la’ ratio LVEF (%
60% High-Fat Diet o heart
i e . ) :
0 7 W Yo isolated -

working heart
perfusion 3

%*
—_ 5
To assess left-ventricular 1.
function and wall dimensions 1
2
0
0

Echo Echo

NAR-Tg: human Aldose Reductase overexpressing transgenic mice

: 0
vehicle AT-001 vehicle AT-001 vehicle A

*=p=0.01

APPLIED

0
THERAPEUTICS Keshav et al Pharmacological Inhibition of Aldose Reductase by AT-001 Prevents Abnormal Cardiac Energy Metabolism and Improves Heart Function in an Animal Model of




PHASE 1/2

Phase 1: AT-001 Normalizes Sorbitol, a Biomarker of Al

in Diabetic Patients

Proof of Biological Activity

12000 r

P Ty T T T T T T T P T T P P T

9000 - 4

6000 -

3000 -

AT-001 levels (ng/ml)

Time (h)

800

600

- 400

- 200

(Jw/Bu) s|ars) joNgios

e Sorbitol (whole blood)  ==e« Healthy volunteer sorbitol avg.

- AT-001 levels +ewe Diabetic patient sorbitol ava.

AT-001 normalized sorbitol in diabetics to healthy

volunteer levels

No compensatory increase in glucose level

Sorbitol Reduction by Dose
AT-001 Dose (mg/kg)

§ o . : ;
=] 10 20 30 40
Ry
5=
58
w
= § 20
c Q@
Sg
T o
= 2
2% 40
e o U
8
c
@
@
=

-60 -

e Day 1 - Day 7

Mean reduction in sorbitol at Day 1 and
Day 7: Results are persistent over 1
week of treatment

At 40mg/kg patients were normalized to
healthy volunteer sorhitol levels,
demonstrating complete AR inhibition

Sorbitol N
€ 800 -
ey
o
=
(]
T 600 g,
3
=
5 400
5]
w
o
8 200 -
[as]
=
g
= 0

0

- Plag
s 700

Rapid release caf
normalization effe
10-12hrs post-dc

Includes protectio
during times of po

_ APPLIED Poster, “Phase 1/2 Safety and Proof of Biological Activity Study of AT-001, an Aldose Reductase Inhibitor in Development for Diabefic Cardiomyopathy” American Diabetes Assa
' THERAPEUTICS (June 7-11, 2019); Poster “Clinical Assessment of AT-001, an Aldose Reductase Inhibitor in Development for Diabetic Cardiomyopathy: a 28 day proof of concept study” Americ:




PHASE 1/2

Phase 2: AT-001 Reduced Levels of NTproBNP Cardiac

Biomarker Over 28 Days

Sorbitol Normalization

10 - Placebo 1,000mgTID  1,500mg BID
(n=6) (n=12) (n=12)

10 ~
20 -

40 I

30 4

% change from baseline to Cmax

-50 4

Significant sorbitol reduction achieved by
both 1,000mg TID and 1,500mg BID AT-001

Higher Cmax achieved with BID slightly
beneficial — normalizes sorbitol to healthy
volunteer levels

‘ol APPLIED

Mean reduction in NTproBNP 0-28 days

Mean Reduction in NTproBNP

Placebo 1,000mgTID  1,500mg BID
(n=6) (n=12) (n=12)

-10 4
-15 4

20 4

-25 4

Mean reduction in NTproBNP seen over
28 days vs. placebo

Mean baseline NTproBNP was 65pg/ml

% patients with reduction >25pg/ml

Clinici

60 -
50 -
40 A
30 -
20

10 -+

Placebo

(n=6)

~50% AT-001
a clinically me
NTproBNP ovi

>25pg/ml redu

%" THERAPEUTICS Poster “Clinical Assessment of AT-001, an Aldose Reductase Inhibitor in Development for Diabetic Cardiomyopathy: a 28 day proof of concept study” American Heart Associati




DbCM Phase 3 Registrational Study (ARISE-HF)
Randomized, Placebo-Controlled Study in DbCM Patients at High Risk of Progressior

Population

Patients with
DbCM at high
risk of
progression to
overt HF
n=675
(225/arm)

APPLIED
THERAPEUTICS

1:1:1 Randomization

Twice-daily
oral dosing

Core Study
Efficacy (15 Months)
* Primary Endpoint:

Functional Capacity (as
measured by Peak VO2
change from baseline)

Sufficient for approval
Data expected 2023

27 Month
Secondary and
Exploratory
Analyses

» Progression to
overt HF

+ Echo based
endpoints

« KCCQ

» Exploratory
cardiac
biomarkers

Post-approval endpoints to
support market access

Peripheral Neuropathy sub-stuc
built into ARISE-HF




Key Projected Milestones by Program

2022 | 2023 @

©

E 6 Month 12 Month 18 Manth

% Clinical Qutcomes Clinical Cutcomes Clinical Outcomes

2.

O : : =

© Galactosemia Pediatric Phase 3 > Open Label

©

)

0O Full Enrolliment 3- Month Biomarker 12 Month Data: Muscle MRI &

o Target Data — Sorhitol & NFL Clinical Qutcomes Interim

O

n SORD Phase 3

2 Full Enroliment (Midyear 2022) 15 Month Clinical Outcomes
O Primary Endpoint Peak VO,
@]

&) DbCM Phase 3
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