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Item 7.01 Regulation FD Disclosure.

On June 17, 2020, Aclaris Therapeutics, Inc. (the “Company”) will hold a conference call to discuss its support of an investigator-
initiated Phase 2a, randomized, double-blind, placebo-controlled clinical trial to investigate the safety and efficacy of ATI-450, its oral
investigational MK2 inhibitor compound, as a potential treatment for cytokine release syndrome in hospitalized patients with COVID-19 (the
“Trial”). The trial is being sponsored by the University of Kansas Medical Center. A copy of the presentation that will accompany the
conference call is furnished herewith as Exhibit 99.1 to this Current Report on Form 8-K.

In accordance with General Instruction B.2. of Form 8-K, the information in this Item 7.01 and Exhibit 99.1 hereto shall not be
deemed “filed” for purposes of Section 18 of the Securities Exchange Act of 1934, as amended (the “Exchange Act”), or otherwise subject to
the liability of that section, nor shall it be deemed incorporated by reference in any of the Company’s filings under the Securities Act of 1933,
as amended, or the Exchange Act, whether made before or after the date hereof, regardless of any incorporation language in such a filing,
except as expressly set forth by specific reference in such a filing.

Item 8.01 Other Events.

On June 17, 2020, the Company issued a press release announcing its support of the Trial, as well as information regarding a
conference call to discuss the Trial and related matters. A copy of this press release is filed as Exhibit 99.2 to this Current Report on Form 8-
K and is incorporated herein by reference.

Item 9.01 Financial Statements and Exhibits.
(d) Exhibits
Exhibit
Number Exhibit Description

99.1 Company Presentation.
99.2 Press Release dated June 17, 2020.




SIGNATURES

Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf
by the undersigned hereunto duly authorized.

ACLARIS THERAPEUTICS, INC.
By: /s/ Frank Ruffo

Date: June 17, 2020 Frank Ruffo
Chief Financial Officer




Exhibit 99.1

EMPOWERING PATIENTS THROUGH
KINOME INNOVATION

ATI-450: A Potential
Treatment for Patients
with COVID-19

ATI-450, an investigational oral MK2
inhibitor

June 17, 2020
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Cautionary Note Regarding Forward-Looking Statements

Ay statements contained in this presentation that do not describe historical facts may constitute forward-looking statements as
that term is defined in the Private Securities Litigation Reform Act of 1995. These statements may be identified by words such as
"believe,” "expect,” "may,” "plan,” "potential,” "will," and similar expressions, and are based on Aclaris’ current beliefs and
expectations. These forward-looking statements include expectations regarding ATI-450 as a potential treatment for patients with
COVID-19 and the clinical development of ATI-450. These statements involve risks and uncertainties that could cause actual
results to differ materially from those reflected in such statements. Risks and uncertainties that may cause actual results to differ
materially include uncertainties inherent in the conduct of clinical trials, Aclaris' reliance on third parties over which it may not
always have full control, the uncertainty regarding the COVID-19 pandemic including its impact on the timing of Aclaris’
regulatory and research and development activities, and other risks and uncertainties that are described in the Risk Factors
section of Aclaris’ Annual Report on Form 10-K for the year ended December 31, 2019, Aclaris’ Quarterly Report on Form 10-Q
for the quarter ended March 31, 2020 and other filings Aclaris makes with the U.S. Securities and Exchange Commission from
time to time. These documents are available under the "SEC filings" section of the Investors page of Aclaris' website at
hitp:/Awww.aclaristx.com. Any forward-looking statements speak only as of the date of this presentation and are based on
information available to Aclaris as of the date of this presentation, and Aclaris assumes no obligation to, and does not intend to,
update any forward-looking statements, whether as a result of new information, future events or otherwise

This presentation also contains estimates and other statistical data made by independent parties and by us relating to market
size and other data about our industry. This data involves a number of assumptions and limitations, and you are cautioned not to
give undue weight to such estimates. In addition, projections, assumptions and estimates of our future performance and the
future performance of the markets in which we operate are necessarily subject to a high degree of uncertainty and risk.
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ATI-450: Potential Treatment for COVID-19-Induced Cytokine Storm
Inhibition of Multiple Pro-inflammatory Cytokines

* Mortality in COVID-19 disease is driven, in large part, by cytokine release
syndrome (CRS), resulting in acute respiratory distress syndrome (ARDS)"2

* CRS is characterized by elevated levels of cytokines and chemokines such
as: IFNy, IL-1Ra, IL-1B, IL-2, IL-6, IL-10, IL-18, MCP-1, MCP-3, M-CSF, G-
CSF, GM-CSF, IL-8, TNFa, MIP1a, and IP-101

* Biologics targeting IL-6 have demonstrated signs of efficacy in treating
COVID-19.° Biologics that target individual cytokines such as GM-CSF, IL-
1, IL-6 and IL-8 are currently in clinical studies*>.6.7

* ATI-450 blocks multiple relevant cytokines such as TNFa, IL-15, IL-2, IL-6,
IFNy, GM-CSF, IL-8 and MIP1a*
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MK2 Pathway Regulates Key Cytokines Involved.ih

COVID-19-Induced Cytokine Release Syndrome
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The MK2 Pathway is Activated by Coronaviruses

TLR activation, unfolded protein stress response, ER stress response

Coronavirus infection
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Upstream kinases
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In Vitro: The MK2 Pathway Drives Coronavirus-Induced Cytokines
MK2 is a required p38MAPK substrate that drives cytokine production

p38MAPK/MK2 inhibition reduces IL-6 p3BMAPK/MK2 inhibition reduces TNFa

production in MHV infected cells? and IL-1B production in FIPV infected cells'®
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* |L-6 and IL-8 induction are dependent on the p38MAPK/MK2 pathway in IBV
infected cells
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ATI-450 Inhibited TNFa and IL-6 Production In Vivo and In Vitro

Comparable potency against both cytokines
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SARS-CoV 2 Structure”
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In Vitro: AT1-450 Blocked TLR3/4/7/8 Stimulated Cytokines in HWB

TLR3: poly{l:C)-Stimulated HWB TLR4: LPS-Stimulated HWB TLR7/8: R848-Stimulated HWB
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ATI-450 potently inhibited multiple COVID-19 associated proinflammatory cytokines
induced by multiple disease relevant stimuli in HWB
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Rat Model: MK2 Inhibition Blocked Pulmonary Inflammation
ATI-450 reduced neutrophil influx into lungs
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ATI-450 Impact on Human Blood Cytokines & Chemokines:
Ex Vivo LPS-Stimulated HWB Phase 1 SAD/MAD Trial

* LPS (TLR4) stimulated cytokine and chemokine production
— Blood samples from the ATI-450-PKPD-101 Trial
— Cytokines and chemokines elevated in patients with COVID-19 were
analyzed including: IL1-3, IL-2, IL-6, IL-8, GM-CSF, IFNy, MIP1a and
TNFa

> TNFa, IL-1B, IL-6 and |L-8 analyzed pre-dose and 4hr/12hr post-
dose in the Day 7 MAD cohorts

- Follow up analysis of IL-2, GM-CSF, IFNy and MIP1a from SAD

100mg cohort (1hr post-dose) and MAD 4hr post-dose Day 7
cohorts

E i 2
B o R aclaris.

...... THERAFEUTICS




ATI-450-PKPD-101: Day 7 MAD PD Marker Time Dependence
Target Biomarker pHSP27 and Cytokines TNF« and IL-15

Day
1 2 3 4 5 6 7
ATI-450 BID
Blood for i ot
exvivoassay redose 4hr 12 hr
pHSP27 TNFo IL-1B
E in gﬁ ™
i i
gz 5E
‘ mlml” Day ¥ [4he) Day 7 {12hr) ’
Time Time

ATI-450 dosed orally BID for 7 days in healthy subjects at doses of 10mg, 30mg and 50mg
Day 1 (predose) is from blood taken on day 1 just prior to the first dose of ATI-450
Samples ex vivo stimulated with LPS

Data expressed as mean +/- SEM
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ATI-450-PKPD-101: Day 7 MAD PD Biomarker Time Dependence
Cytokines IL-6 and IL-8

Day
1 2 3 4 9 6 7
ATI-450 BID
Blood for T T T
ex vivo assay predose 4 hr 12 hr
s IL8 o IL6
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. & Sy 55 , & S0mg ”
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Time Time

ATI-450 dosed orally BID for 7 days in healthy subjects at doses of 10mg, 30mg and 50mg
Day 1 (pre-dose) is from blood taken on day 1 just prior to the first dose of ATI-450
Samples ex vivo stimulated with LPS

Data expressed as mean +/- SEM

(elar
Sea— aclaris. |

THERAFEUTICS

- - - -

& Copyright 2020 Adlaris Therapeutics, Inc. All rights rasarved (PP--US-0484 06/20)




* Data on file
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ATI-450 Inhibited Additional CRS-Related Proteins in HWB
Ex Vivo LPS-Stimulated HWB from Phase 1 SAD/MAD Trial

ATI-450 Modulation of LPS stimulated Cytokine/Chemokine
Production (% Predose)

125
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Pradose ®BMAD: 50mg BID, Day 7 (4 hr)
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The MK2 Pathway Regulates Coronavirus

Replication/Pathology
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In Vitro: The p38/MK2 Pathway is Involved in Viral Replication

MHV Replication is p38 Dependent® RSV Infectivity is MK2 Dependent!3
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* p38 inhibition blocked murine hepatitis virus (coronavirus) replication in murine macrophage cell line
(J774.1)°

* SARS-CoV activation of p38MAPK promoted replication and enhanced its cytopathic function upon
infection of Vero E6 cells™

*  MK2 knockdown inhibited RSV infection in human lung epithelial cells®?
* MK2 knockdown reduced avian influenza virus A titers in human lung and breast cancer cell lines's

f’.-\ .
‘aclaris. |

Copyright 2020 Adlaris Therapeutics, Inc. All rights raserved (PP—-US-0484 06/20 THERAPEUTICS




Mouse Model: p38MAPK/MK2 Inhibition Increased Survival of
SARS-CoV Infected Mice

p38MAPK/MK2 Inhibition Improves Survival®
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* Mice infected with SARS-CoV intranasal
* p38MAPKIi dosed 8mpk ip BID for 8 days
* Mortality measured daily
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MK2 Inhibition Prevents Pulmonary Fibrosis
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Severe cases of respiratory SARS-CoV-2,
SARS-CoV and MERS-CoV coronavirus
infections often result in ARDS and the
development of pulmonary fibrosis'’

A substantial number of ARDS survivors die
as a result of progressive pulmonary fibrosis'®

Pulmonary fibrosis is thought to be driven by
TGFp and the cytokines IL-1p3, IL-6 and TNFa
may be involved:20

The evaluation of anti-fibrotic therapy in the
treatment of patients with COVID-19 has
been proposed?’

Copyright 2020 Adlaris Therapeutics, Inc. All rights reserved (PP--LIS-04584 06/20

COVID-19 Induced ARDS and Pulmonary Fibrosis

(D)

o\l
0e.

Figure: Lung CT of a patient with coronavirus disease 2019

(A) Iimages of peripheral mild ground glass opacities in the left lower lobe
{arrow). (B) Three weeks lates, at the same lung zones, the disease has rapidly
progressed and fibeotic changes are now evident (arrows). 17
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Mouse Model: MK2 Inhibition Protected Mice from
Bleomycin-Induced Pulmonary Fibrosis
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B ATI-450 as a Potential Treatment for COVID-19

\  Summary

* ATI-450 has the potential to:

— Inhibit multiple key inflammatory cytokines associated
with CRS in patients with COVID-19;

— Inhibit coronavirus replication and infectivity; and

— Block COVID-19-induced pulmonary fibrosis.

* Next step: Investigator-Initiated Trial (11T)-2020-ATI-450-
COVID-19 will evaluate if ATI-450’s inhibition of multiple

key inflammatory cytokines provides benefits for CRS in
patients with COVID-19
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= [IT-2020-ATI-450-COVID-19: University of Kansas Medical
Center

A double-blind, randomized, controlled trial of ATI-450 in pts with moderate-severe COVID-19

Treatment — 14 days

Eligibility : [ | Endpoints

+ COVID-19 positive

Primary Endpoint

CBHTIrH:IE._‘d " * Responders on Day 14
. ggiﬂlé‘;l;iqefj Flb-? result of R M  ATI-450 50mg BID - alive, free of resp failure
VID-18 infection A (no supplemental oxygen)
Evidence of pulmonary N .
T - D |
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respiratory fai UI—E;,.; o room 1 Time of Hospitalization
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Exhibit 99.2
Aclaris Therapeutics Supports Investigator-Initiated Clinical Trial of ATI-450 for Cytokine
Release Syndrome in Hospitalized Patients with COVID-19

o FDA Allows IND to Study ATI-450 in Hospitalized Patients with COVID-
19

e Aclaris Supports Investigator-Initiated Clinical Trial Sponsored by the
University of Kansas Medical Center

e ATI-450 Inhibits Multiple Key Inflammatory Cytokines

Wayne, PA — June 17, 2020 (GLOBE NEWSWIRE) — Aclaris Therapeutics, Inc. (NASDAQ: ACRS), a clinical-stage
biopharmaceutical company developing a pipeline of novel drug candidates for immuno-inflammatory diseases, today announced
that the FDA has allowed an investigational new drug application to evaluate ATT-450, its oral investigational MK2 inhibitor
compound, in hospitalized patients with COVID-19. Aclaris is supporting an investigator-initiated trial of ATT-450 for cytokine
release syndrome (CRS) in 36 hospitalized patients with COVID-19, and will provide funding and clinical drug supply to the
University of Kansas Medical Center (KUMC), the sponsor of the trial. The trial will be led by co-investigators Gregory Gan,
M.D., Ph.D. and Deepika Polineni, M.D., M.P.H. The trial is a Phase 2a, randomized, double-blind, placebo-controlled trial to
investigate the safety and efficacy of ATI-450, when used in addition to standard of care therapy. The primary endpoint is the
proportion of subjects who are free from respiratory failure by day 14.

“CRS leads to the release of multiple inflammatory cytokines such as IL1f3, IL6 and TNFa, which precedes acute respiratory
distress syndrome, and is associated with significant morbidity and mortality in patients with COVID-19. ATI-450, a novel oral
compound, has demonstrated that it targets the expression of inflammatory cytokines in a Phase 1 clinical trial in healthy
volunteers. Therefore, we believe that ATI-450 may be an innovative approach to managing this disease,” said Dr. Gan. As further
noted by Dr. Polineni, “By mitigating CRS, important clinical outcomes such as oxygenation in patients with COVID-19 would be
improved which could result in the reduced need for ventilation in patients in the intensive care setting.”

ATI-450 has been observed to regulate pro-inflammatory cytokines associated with CRS. Pharmacodynamic analysis from the
first-in-human study using an ex vivo lipopolysaccharide (LPS) stimulation model demonstrated dose-dependent reduction of
TNFa, IL1f3, IL6 and IL8. Further analysis using this LPS model showed marked inhibition of additional cytokines linked to
CRS, including GM-CSF, IL2, IFNy and MIP1a. Furthermore, anti-inflammatory activity for ATI-450 was observed in a rat
model of airway neutrophilia induced by inhaled LPS. In addition, anti-virall-23 and anti-fibrotic*> activity has been observed
following blockade of the MK?2 pathway in preclinical studies.

“Many of the investigational drugs that are being evaluated to treat CRS target a single cytokine,” said Dr. David Gordon, Chief
Medical Officer of Aclaris. “We believe inhibiting multiple cytokines has the potential to achieve clinical benefits in patients with
CRS, and this study will explore if ATI-450 is an effective approach in these patients. Thanks to KUMC, who are sponsoring this
trial, we are able to evaluate ATI-450 as a potential treatment for COVID-19 at this critical time without impacting our ongoing
clinical development programs. If successful, we hope to further explore the role that ATT-450 may have in helping patients with
COVID-19 and addressing the healthcare challenges of the pandemic.”




Company to Host Conference Call

Management will conduct a conference call at 8:30 AM ET today to discuss this trial and related matters. The conference call will
be webcast live over the Internet and can be accessed through the Events page under the Investors section of Aclaris’ website,
www.aclaristx.com. A replay of the webcast will be archived on the Aclaris website for 30 days following the call.

To participate on the live call, please dial (844) 776-7782 (domestic) or (661) 378-9535 (international), and reference
conference ID 1366937 prior to the start of the call.

About COVID-19

Coronavirus disease 2019 (COVID-19) is a new pandemic disease caused by the severe acute respiratory syndrome coronavirus 2
(SARS-CoV-2). Some patients require hospitalization, mostly due to pneumonia, and can progress quickly to severe acute lung
injury and acute respiratory distress syndrome (ARDS), which is associated with high mortality.57 A viral-induced cytokine storm
or “hyperimmune response” is hypothesized to be a major pathogenic mechanism of ARDS.85.10

About ATI-450

ATT-450 is an investigational oral mitogen-activated protein kinase-activated protein kinase 2 (MK?2) inhibitor in Phase 2 clinical
development. This mechanism leads to the inhibition of multiple cytokines, chemokines, matrix metalloproteases and other
inflammatory signals. Key inflammatory cytokines driven by this mechanism include tumor necrosis factor « (TNFa) and
interleukin-1a, -1p, -6 and -8 (IL1a, IL1{, IL6 and IL8). Aclaris is developing ATI-450 as a potential treatment for rheumatoid
arthritis and other immuno-inflammatory diseases.

About Aclaris Therapeutics, Inc.

Aclaris Therapeutics, Inc. is a clinical-stage biopharmaceutical company developing a pipeline of novel drug candidates to address
the needs of patients with immuno-inflammatory diseases who lack satisfactory treatment options. The company has a multi-stage
portfolio of drug candidates powered by a robust R&D engine exploring protein kinase regulation. For additional information,
please visit www.aclaristx.com and follow Aclaris on LinkedIn or Twitter @aclaristx.

Cautionary Note Regarding Forward-Looking Statements

Any statements contained in this press release that do not describe historical facts may constitute forward-looking statements as
that term is defined in the Private Securities Litigation Reform Act of 1995. These statements may be identified by words such as
“believe,” “expect,” “intend,” “may,” “plan,” “potential,” “will,” and similar expressions, and are based on Aclaris’ current beliefs
and expectations. These forward-looking statements include expectations regarding ATI-450 as a potential treatment for patients
with COVID-19 and the clinical development of ATI-450. These statements involve risks and uncertainties that could cause actual
results to differ materially from those reflected in such statements. Risks and uncertainties that may cause actual results to differ
materially include uncertainties inherent in the conduct of clinical trials, Aclaris’ reliance on third parties over which it may not
always have full control, Aclaris’ ability to enter into strategic partnerships on commercially reasonable terms, the uncertainty
regarding the COVID-19 pandemic and other risks and uncertainties that are described in the Risk Factors section of Aclaris’
Annual Report on Form 10-K for

» « » «




the year ended December 31, 2019, Aclaris’ Quarterly Report on Form 10-Q for the quarter ended March 31, 2020, and other
filings Aclaris makes with the U.S. Securities and Exchange Commission from time to time. These documents are available under
the “SEC filings” page of the Investors section of Aclaris’ website at http://www.aclaristx.com. Any forward-looking statements
speak only as of the date of this press release and are based on information available to Aclaris as of the date of this release, and
Aclaris assumes no obligation to, and does not intend to, update any forward-looking statements, whether as a result of new
information, future events or otherwise.

Aclaris Contact

investors@aclaristx.com
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