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Any 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 Aclarisô development of its preclinical and clinical 

drug candidates, including the timing for initiation and completion of preclinical studies and clinical trials, and the availability of 

data from these studies and trials, and the timing of its regulatory submissions related to its clinical trials. 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, 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, 2018, Aclarisô 

Quarterly Report on Form 10-Q for the quarter ended June 30, 2019, and other filings Aclaris makes with the U.S. Securities and 

Exchange Commission from time to time. These documents are available under the ñSEC filings" section of the Investors page 

of Aclaris' website at http://www.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.

Cautionary Note Regarding Forward-Looking Statements
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ÅDivest our commercial and near-term commercial assets

ÅShift from fully integrated dermatology company to development 

stage biotechnology company focused on immunology and 

inflammation

ïLeverage competitive differentiation in kinase development

o World class leadership in ex-Pfizer kinase development team

o Leaders in cysteinome-based targets

ïFocus on small molecule therapeutics

o Efficient drug development with ability to develop oral, topical, 

or gut restricted dosage forms

ïTarget novel therapeutics involving known pathways

o Better predictability of pharmacodynamic effects and 

therapeutic window

Aclaris Strategy
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ÅMarket opportunity

ïProtein kinases comprise a major gene family within the human genome, 

consisting of approximately 500 proteins responsible for the selective 

phosphorylation of up to 30% of the genome.  

o Over 40 kinase inhibitors have been FDA approved for indications in 

oncology and chronic inflammation representing multi-billion dollar markets1

o Marketed kinase inhibitor drugs target less than 5% of the human kinome.  

o Approximately 60% of the human kinome contains noncatalytic cysteine 

residues in various orientations around the ATP binding site.  This subset of 

kinome is referred to as the ñcysteinomeò

ÅPositioning

ïLeaders in systematic targeting of the cysteinome

o Specialized expertise in addressing cysteinome targets by:

ïTuning KINectÊ proprietary chemical library to include core kinase binding 

elements and chemical ówarheadsô specifically designed to engage cysteinome 

targets reversibly and covalently. 

ïBuilding unique capabilities required to evaluate reversible and covalent drug 

candidates.

Market Opportunity and Positioning

1 Factset Drug sales data
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ÅKey takeaways:

ïStrategic shift to inflammation 

ïLeadership in kinase inhibitor development with a particular emphasis on the 

cysteinome

o Dedicated to the design of innovative, kinase-targeted medicines 

o Novel kinase inhibitor in the clinic as well as in pre-IND advancement

o Identification of substrate selective, kinase complex stabilizing drugs, tissue 

selective kinase inhibitors, and covalent inhibitors of cysteinome kinases

ïDifferentiated drug discovery engine

o KINectÊ discovery platform confers a differentiated competitive advantage in 

speed, quality, and efficiency

ïCompounds targeting large market opportunities over next two years:

o MK2 ïnovel target for a plethora of inflammatory indications

o ITK/JAK3 ïpotential best in class covalent inhibitor

o Topical soft JAK ïpotential best risk/benefit for patients with moderate to 

severe AD

Overview of R&D day
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Market Overview of Select Inflammatory Indications

*Auster M., et al. Something Big Is Getting Bigger [research note]. New York, NY: Credit Suisse Equity Research; 2019.

(1) Estimates of total sales per indication from EvaluatePharma

(2) CS projections: based on US branded pricing

(3) Assumed peak treatable population with population with population with  biologics/novel agents in the US: R 350-400k / Psoriasis300-350k / Ulcerative 

Colitis 225-275k / Atopic Dermatitis  150-200k / Asthma 275-325k

RA Psoriasis Ulcerative Colitis Crohn's Atopic Dermatitis

(moderate - severe)(moderate - severe)(moderate - severe)(moderate - severe)(moderate - severe)

2018E WW Sales1
~25B ~15B ~$5B ~$11B ~$1B

Estimated Peak Market (WW)2
~$25-30B ~$20-25B ~$8-12B ~$15B ~$8-12B

Prevalent US Moderate/Severe Population3
~1,000K+ ~1,000-1,300K ~400-500K ~350-450K ~300-700K

Approved Agents (per target) TNF-alpha: 5 TNF-alpha: 3 TNF-alpha: 2 TNF-alpha: 3 IgE: 1

CD20: 1 IL-12 / IL-23: 2 Integrin h пʲтΥ мIL-12 / IL-23: 1 IL-5: 3

JAK: 2 IL-17A: 2 JAK: 1 Integrin h пʲтΥ м IL-4R: 1

Integrin h пʲтΥ м PDE4: 1

Other: 3

Agents in Clinic (per target) BTK: 9 IL-23: 2 JAK/STAT: 4 JAK/STAT: 5 IL-33: 4

JAK/STAT: 5 IL-17 / IL17R: 4 IL-23: 4 IL-23: 5 DP2 R: 2

IL-6: 3 JAK/STAT: 2 S1P-R: 2 S1P Receptor: 3 TSLP: 1

TNF-alpha: 1 Others: 7 Integrins: 2 LƴǘŜƎǊƛƴ ʰпʲтΥ мIL-4R: 1

T-cell Receptor: 1 Others: 12 Others: 12 IL-5: 1

Others: 41 Others: 6

Opportunity for New Treatments Orals, Improved 

risk/benefit, novel 

mechanism

Oral, novel 

mechanism, improved 

safety

Gut-restricted 

(improved safety)

Gut-restricted 

(Improved safety)

Improved 

risk/benefit, topical in 

moderate to severe
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ÅAtopic dermatitis (AD) is a disease of unknown origin that usually starts in early infancy and is typified by 

pruritus, eczematous lesions, xerosis (dry skin), and lichenification on the skin (thickening of the skin and 

increase in skin markings).

ï Rates of AD are around 30% in the most developed nations and exceed 10% in many countries1

ïWorldwide cumulative prevalence of 15-20%1

ï Topical steroids work well for a large percentage of AD patients; however, up to 50% of those with 

moderate and 80% of those with severe disease will fail long-term maintenance therapy.

ÅLarge and growing market ï

ï Projected to be $8-12 billion at peak (moderate to severe AD)2

ï Projected to be ~$4.5 billion in 20243

ÅRecently approved therapies:

o EUCRISA (crisaborole) ïmild to moderate

o DUPIXENT (dupilumab) ïmoderate to severe

ÅUnmet need for novel therapies, delivery methods, and regimens given dearth of safe and effective options 

suitable for long-term chronic use.

o Emollient-containing solution ïconvenience

o Soft drug approach

o Moderate to severe atopic dermatitis

ï Monotherapy

ï Adjunctive therapy 

Atopic Dermatitis Market Opportunity

1 James W, et al Andrewôs Diseases of the Skin Clinical Dermatology, 2011, 11th edition

2 Auster M., et al. Something Big Is Getting Bigger [research note]. New York, NY: Credit Suisse Equity Research; 2019.

3 Therapeutic Categories Outlook - Cowen and Company, March 2019
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ÅInflammatory/autoimmune markets have grown significantly in recent years

ÅUS Market size of ~$54 billion in 2018 - driven by biologics1

ï In the US the number of patients with autoimmune diseases being treated per year is up 63% since 20132

ï Although crowded and competitive, very attractive field due to breadth of indications, heterogeneity, multiple entry points, 

common practice of cycling through therapies and continued unmet need in many patient subsets

ï Route of administration is a significant factor in the under-penetration of biologics - has implications on acceptance, 

compliance and overall cost to the healthcare system. 

ÅNeed for additional oral therapies:
ï Patients/Physicians are receptive to oral therapies which are nearly as efficacious as biologics, well tolerated, and 

convenient to administer as they provide another option for anti-TNF therapies failures

ï Therapies with a novel mechanism of action could be readily adopted by patients who often have the bias of oral 

medications being safer than injectables and over time oral medications could come earlier in treatment algorithms before 

biologics. 

ï While superior dosing convenience and efficacy is the best-case scenario (i.e. XELJANZ in RA), dosing convenience 

alone without differentiation on efficacy can be enough (i.e. OTEZLA in psoriasis)

ÅOTEZLA (apremilast) case study:
ï Approved in psoriatic arthritis Mar 2014 and moderate-to-severe plaque psoriasis 9/14; approved for both indications in 

EU in 1/15.

ï Annual sales of $472M, $1.02B, $1.28B, $1.61B, from 2015-2018 respectively. Acquired by AMGN for $13.4B3

ï Safety Profile (and lack of monitoring) have enabled it to be used in two relatively new settings:

o as an adjunctive therapy on top of high efficacy biologics and 

o as a monotherapy in mild-moderate psoriasis

Inflammation Market Opportunity
MK2 inhibitor and ITK/JAK3

1 IQVIA - the-global-use-of-medicine-in-2019-and-outlook-to-2023 ïpg48

2 5-19 - IQVIA -Medicine Use and pending in the U.S. A Review of 2018 and Outlook to 2023 - pg13

3 Factset Drug sales data 
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ÅMany opportunities exist for novel agents to gain share:

ïCycling through different therapies/medications is common. 

ïEfficacy of biologics in the treatment of inflammatory / autoimmune disease can fade over 

time due to:

o Development of anti-drug antibodies

o Recalcitrant disease 

o Suboptimal dosing regimens  

ïA large proportion of patients do not achieve long-term responses with currently available 

options and while physicians may switch to a therapy in the same class, switching to agents 

with different/novel mechanism is preferable when the there is data which suggests for better 

outcomes with the new MOAs. 

ïDemonstrated efficacy in an autoimmune disease may indicate utility in related diseases. 

ÅMK2 inhibitor:  

ïRA market of $25 billion in 20181

ïOral therapy

ÅITK/JAK3:

ïPsoriasis market of $15 billion in 20181 

ïOral therapy

Inflammation Market Opportunity
MK2 inhibitor and ITK/JAK3

1 Auster M., et al. Something Big Is Getting Bigger [research note]. New York, NY: Credit Suisse Equity Research; 2019.
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ÅMarket opportunity1:  

ïIncluding Crohnôs disease and ulcerative colitis, there are an estimated 1.7 

million people in the US with IBD

ïIncreased by 200,000 since 2011

ï70,000 new cases are diagnosed each year. 

ïThere may be as many as 80,000 children in the US with IBD. 

ïWorldwide, IBD is estimated to affect close to 5 million people.

ïEstimated 2018 global sales for UC and CD were ~$4.9B and $11.4B 

respectively 

ÅA study found that ~90% of UC/CD patients experience at least one indicator of 

suboptimal biologic therapy (dose escalation, discontinuation, switching, among 

others) within 36 months of biologic tx initiation.2

Å24-month discontinuation rates were > than 50% for both UC/CD, with a 10% and 

14% rate of switching for UC and CD respectively for the same period.3

ÅMarket need for Gut restricted options:

ïTargeted therapy with favorable risk/benefit profile

Inflammation Market Opportunity
Gut Restricted ITK and/or JAK Inhibitors as Drugs for Inflammatory Bowel Disease

1 Therapeutic Categories Outlook - Cowen and Company, March 2019

2 Patel, Haridarshan, Trevor Lissoos, and David T. Rubin. PloS one (2017)

3 Null, Kyle D., et al. Value in Health (2017) -Ulcerative Colitis Treatment Patterns and Cost of Care
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Pipeline: New Focus

Program Indication(s) Preclinical Phase 1 Phase 2 Phase 3

A-101(45%) Topical Common Warts 

ATI-450 MK2 Pathway 

Inhibitor Oral
RA, Psoriasis 

ATI-1777 JAK1/JAK3 

Inhibitor Soft Topical
Atopic dermatitis 

ATI-2138

ITK/TXK/JAK3 Inhibitor

Oral

Psoriasis, Inflammatory Dermatoses

ITK/JAK3 Inhibitor

Oral, gut-restricted
Ulcerative colitis / Crohnôs Disease

MK2 Pathway Inhibitor 

Oral
Oncology
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THWART 1&2 : A-101 45% Topical Solution Hydrogen Peroxide (an investigational 
compound) compared to Vehicle  in Subjects With Common Warts

Eligibility

Å1ï6 common warts

R

A

N

D

O

M

I

Z

E

1:1

A-101 45%, 2x/Week

Vehicle, 2x/Week

Randomized, Double-blind, Vehicle-controlled Multicenter Study 

Key Endpoints

Safety & Tolerability

Primary Efficacy

ÅComplete Clearance of all 

Treated Warts at week 9

Secondary Efficacy

ÅWart Clearance at week 20

ÅMean Per Subject % Warts 

Clear at week 20

ÅWart Clearance for Single 

Wart Sub. At week 9

ÅTime to Complete Clearance 

of Warts

Treatment ï8 weeks

Assessment 

(Baseline through 20 weeks
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Business Model

Discovery Development Partner

Focus resources 

on innovative 

science 

Re-size to 

deliver an earlier 

pipeline 

Resources not 

spent on 

sales/marketing
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Discovery Leaders

Former Executive Director, Pfizer 
Inflammation Research and 

Leader of Global Kinase 
Technology Team

>95 publications and patents (>30 
total on kinases)

Joseph Monahan, PhD 

Exec. VP R&D 

(Head of Discovery)

Former VP Research & Global 
Head, Pfizer Inflammation, 

co-leader of Pfizer Licensing 
Team 

Delivered 8 clinical candidates, 
6 INDs and 1 NDA in inflammation 

and cancer

Paul Changelian, PhD

VP, Biology 

Walter Smith 

SVP, R&D
Jon Jacobsen, PhD      

VP, Chemistry

Former Research Fellow and 
Director, Pfizer Chemistry

>100 publications and patents (15 

total on kinases)

Project Lead for PFE JAK 

Program

Immunologist/drug discovery 
leader at pharma (Pfizer) 
& biotech (Lycera, Infinity)

Validated JAK 1/3 as target 
for transplant/RA/psoriasis, 

leading to approval of 
Xeljanz®

David R Anderson, PhD

Sr. Director, Discovery and Early 

Development

Former research project leader at 
Pfizer.  Director of Chemistry at 

Mnemosyne, Luc, Cadent.

Inventor of 6 clinical candidates and 
author of 40 peer reviewed 
publications and patents

Gary DeCrescenzo

SVP, Pharm Dev

Former Exec. Director, Pfizer. Site 

Head for Medicinal & Structural 

Chemistry. 

>100 patents. 

Co-inventor of multiple drug 

candidates 
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Catalysts 

Milestone 2019 2020

Q3 Q4 Q1 Q2 Q3 Q4

A-101 45% Common Warts 

Phase 3 Data (Thwart-1, Thwart-2)
V

Inflammation / Immunology

ATI-450 (MK2 Inhibitor) - Initiate Phase 1 Trial

(SAD/MAD)
V

ATI-450 (MK2 Inhibitor) - Phase 1 Data

(SAD/MAD) 

ATI-450 (MK2 Inhibitor) - Initiate Phase 2 Trial in

Rheumatoid Arthritis

ATI-450 (MK2 Inhibitor) - Phase 2 data in RA

ATI-1777 (Soft JAK) ïSubmit IND  

ATI-1777 (Soft JAK) ïInitiate Phase 1 Trial

ATI-2138 (ITK/JAK3) ïSubmit IND
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Agenda

Introduction Neal Walker

David Gordon

KINectÊ Platform Joe Monahan

ATI-450: MK2 inhibitor Walter Smith

Paul Changelian

BREAK

ATI-1777: Soft JAK inhibitor Paul Changelian 

ATI-2138: ITK/JAK3 inhibitor David R Anderson

Gut restricted JAK and ITK/JAK inhibitors Jon Jacobsen

LUNCH
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The KINectÊ Platform:

Our Drug Discovery Engine



Technology Platform
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The Kinase Opportunity and Challenge
Creating New Medicines Targeting Previously Inaccessible Kinome Targets

Science 

2003

~36 Marketed Drugs

~$48B*
Annual Sales of Kinase Drugs 

Medically Important and Productive Target Class Most Members of the Kinome Remain Unexplored

518 Members

>90% of the Human Kinome 

remains undrugged

Despite successes kinase drug discovery remains challenging

*Unexplored opportunities in the druggable human genome Nature Review Medicine

** All trademarks are the property of their respective owners  
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The Aclaris Solution: The KINectÊ Technology Platform

ÅExperienced and accomplished kinase drug discovery 

and development team

ÅDemonstrated success in generating clinical candidates 

for difficult to drug kinases with novel approaches

ïreversible and covalent inhibitors 

ÅA portfolio of high interest targets with wide applications in 

immuno-inflammatory diseases

ÅPlatform technology that has delivered on our current 

portfolio and will continue to develop new assets

ÅThe ability to systematically and efficiently attack the 

human cysteinome differentiates Aclaris from competitors
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Confluence Discovery Technologies 
Experienced, Successful Drug Discovery and Development Team

ü Target Validation

ü Structure Based 

Design

üMedicinal Chemistry

ü Testing Funnel Design

ü Compound Screening

ü Lead Identification

ü Compound 

Mechanism of Action 

Studies

ü PK, CMC and Safety

ü IND Submission

ü Disease Specific Cell Assays

ü Immunology Cell Assays

ü Biomarker Assays

ü In vivo Pharmacology

ü Development Candidate ID

ÅExtensive experience and success in kinase drug discovery
ÅFully integrated team enables high quality and efficient execution

State of the Art Laboratories, Technology and Experienced Drug Hunters

ü FIH
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KINectÊ Platform 
Developing Kinase Drug Candidates Rapidly & Efficiently

Proprietary Portfolio

¶MK2 Inhibitor

¶ JAK Inhibitors

¶ ITK Inhibitors

Strategic Partner(s)

¶Project 1

¶Project 2

¶Project 3

ASSET GENERATIONKINectÊ Platform ïLEAD GENERATION
TARGET SELECTION & 

VALIDATION

>300

Cysteine 

Kinases

500+ 

Kinases

Select 

Cysteine 

Kinases

w/Published 

Crystal 

Structures

Assess 

Target 

Confidence

¶Disease
¶Genetics
¶Safety
¶Distribution

ÅMultiple approaches for difficult to 

drug kinases 

ÅFully integrated drug discovery 

team

ÅHigh affinity/selective drug 

scaffolds in proprietary library

ÅFaster path to lead optimization 

ÅLeveraging key opinion 

leaders, data in public 

domain and internal 

validation

Proprietary 

Chemical 

Library

SchrödingerTM

Enabled 

Drug Design

Custom 

Kinase and 

Immune 

Assays
MODELING

DESIGN

SYNTHESIS

ANALYSIS

ÅDemonstrated 

success with 

internal programs 

using multiple 

strategies
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KINectÊ Platform Demonstrated Success
Reversible and Covalent

Covalent ITK Inhibitors MK2 Pathway Inhibitor
Tissue Restricted JAK 

Inhibitors

ÅOral anti-TNF, anti-IL-1, and 

IL-6 MK2 kinase inhibitor 

drug 

Å Novel solution for a difficult 

to target kinase

Å ATI-450 (an investigational 

compound) currently in 

Phase 1 clinical study

Å ITK T cell kinase inhibitors 

for autoimmune disease

Å Reversible inhibition largely 

unsuccessful

Å Oral and topical covalent 

drug candidates developed

Å Oral: ATI-2138 IND 

enabling

Å Potential efficacy with 

improved safety

Å Project A: Soft, topical drug 

for the treatment of AD

Å ATI-1777 (an investigational 

compound) 

Å Project B: Gut restricted 

inhibitor for Ulcerative 

Colitis and Crohnôs

Unique Substrate Selective 

Drug Design
Covalent Inhibition: Solution 

for difficult to target kinase
Tailoring physico-chemical 

and potency properties 
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KINectÊ Technology Platform
Covalent inhibitors exploit the cysteinome to gain selectivity and potency

ABC A
B

C
D

A	

D	

B	
C	

E	

F	

Group	4	

Group	1	

Group	2	

Group	3	

Ac va on	
Loop	
(disordered)	

Staurosporine	

Groups 1-4 Grey, et. al.,  Nat. Rev. Cancer (2009)
Group 5 T. Barf, et. al., J. Med. Chem. (2012) 

Å313 of the 518 human protein kinases 

contain a cysteine near the active site

ÅCovalent drugs target these cysteine 

residues

ÅCovalent approach designed to 

address key issues in kinase drug 

discovery:

ï Biochemical efficiency

ï Kinome selectivity

ï Target potency

Å Multiple covalent kinase inhibitors 

approved by the FDA

ÅKINectÊ Platform decreases time 

from target identification to lead 

optimization: Demonstrated for JAK 

and ITK programs

Utility of a Novel Thiol-Directed Chemical Library Coupled with 
Structure-Based Drug Design in Kinase Drug Discovery
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KINectÊ Technology Platform
Discovery of covalent kinase inhibitors

Maximizing reversible affinity and Minimizing 

reactivity with the intent to develop efficacious and 

safe drugs 

Precise placement of reactive group provides enormous rate 

enhancement for covalent bond formation

Kinase

Cysteine

Reversible Irreversible

SH
SH

Reactive 

Group

Properly positioned 

reactive group covalently

binds cysteine on kinase

Binding 

Affinity
Reactivity

KINectÊ Library

Compound
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KINectÊ Platform
Novel library coupled with industry-leading expertise

ÅKINectÊ proprietary compound library

ï Purposely designed physical library of kinase scaffolds with electrophilic 

substituents

ï Library has been validated by generating lead optimization starting points  

Å Characterization of covalent binding

ï Use shift in IC50 with and without pre-incubation

ï Crystal structure confirmation 

Å Determination of kinact/Ki to access true potency of inhibitors

ï IC50 can benchmark activity but can be misleading

ï Ki and kinact can have separate structure activity relationship (SAR), important 

to evaluate both to drive project

ï Evaluate kinetics using progress curve analysis and global fitting

Å Biochemical assays to address stability and reactivity of covalent inhibitors

Å Cellular washout assays to confirm extended duration of action

Å Cellular and in vivo determination of target occupancy

ï Clickable covalent probes
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KINect Library Validation
Rapid Lead Identification for 10 Kinases of Interest

ÅValidation with 10 kinase 

targets chosen for 

structural diversity & 

disease biology (8 shown 

here)

ÅLead chemical matter 

generated on all 10 

targets in <2 months as 

lead optimization starting 

point

ÅTime dependent inhibition 

consistent with covalent 

binding 

ÅSuccessfully delivered a 

development candidate 

for the ITK program *Circled compounds indicate starting 

points for specific kinases

Corporate ID K
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1

K
IN

2

K
IN

7

K
IN

8

K
IN

4

K
IN

3

K
IN

9

K
IN

1
0

CDD-000295 44.0 57.0 28.0 1.0 24.0 21.0 46.0 -3.0

CDD-000296 -4.0 7.0 -8.0 12.0 5.0 12.0 -6.0 13.0
CDD-000297 61.0 68.0 -5.0 31.0 99.0 78.0 0.0 5.0

CDD-000298 27.0 17.0 -7.0 33.0 55.0 35.0 41.0 5.0
CDD-000299 -1.0 -7.0 -14.0 -12.0 11.0 10.0 -4.0 15.0

CDD-000300 16.0 35.0 -7.0 -33.0 12.0 12.0 0.0 28.0

CDD-000301 21.0 7.0 1.0 -36.0 17.0 28.0 38.0 2.0
CDD-000302 12.0 10.0 1.0 -13.0 14.0 7.0 9.0 18.0

CDD-000303 68.0 94.0 53.0 9.0 13.0 9.0 80.0 35.0
CDD-000304 6.0 1.0 9.0 34.0 17.0 19.0 34.0 16.0

CDD-000305 4.0 -6.0 -1.0 33.0 10.0 15.0 8.0 21.0

CDD-000306 82.0 28.0 67.0 94.0 26.0 -16.0 81.0 3.0
CDD-000307 93.0 97.0 135 84.0 100 99.0 101 174

CDD-000308 5.0
-

17.0 -9.0 -21.0 31.0 -1.0 -1.0 10.0

CDD-000309 7.0

-
18.0 -10.0 -45.0 9.0 10.0 3.0 -4.0

CDD-000310 5.0

-
15.0 -8.0 45.0 49.0 9.0 66.0 14.0

CDD-000311 91.0 90.0 73.0 98.0 85.0 95.0 83.0 56.0

CDD-000312 74.0 94.0 80.0 81.0 24.0 5.0 43.0 3.0

CDD-000313 8.0 81.0 -8.0 46.0 4.0 22.0 -3.0 -3.0
CDD-000314 -83.0 30.0 -428 -55.0 15.0 8.0 -23.0 -65.0

CDD-000315 -37.0
-

28.0 -26.0 24.0 7.0 5.0 20.0 2.0

CDD-000316 23.0 16.0 -19.0 -28.0 77.0 43.0 5.0 10.0

CDD-000317 8.0 -9.0 -22.0 -83.0 25.0 19.0 13.0 -7.0

CDD-000318 3.0

-
14.0 -26.0 -39.0 10.0 10.0 8.0 1.0

CDD-000319 5.0 -7.0 -11.0 8.0 15.0 3.0 -5.0 23.0

CDD-000320 2.0 12.0 -12.0 13.0 5.0 15.0 -5.0 19.0

CDD-000321 1.0 -9.0 0.0 28.0 15.0 4.0 -1.0 9.0
CDD-000322 -1.0 -4.0 -295 -4.0 14.0 10.0 11.0 18.0

CDD-000323 4.0 -6.0 -4.0 -16.0 8.0 4.0 -4.0 34.0
CDD-000324 10.0 -8.0 -3.0 29.0 68.0 19.0 0.0 30.0

CDD-000325 11.0 -2.0 -3.0 -59.0 12.0 27.0 1.0 31.0

CDD-000326 16.0
-

16.0 -6.0 -31.0 16.0 12.0 -9.0 24.0

CDD-000327 -2.0 -6.0 -7.0 7.0 2.0 23.0 4.0 0.0
CDD-000328 -7.0 -6.0 -1.0 14.0 14.0 10.0 -1.0 0.0

CDD-000329 0.0 -8.0 -14.0 18.0 10.0 16.0 0.0 14.0

Corporate ID K
IN

1

K
IN

2

K
IN

7

K
IN

8

K
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4

K
IN

3

K
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K
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1
0

CDD-000330 2.0 -13.0 -6.0 -6.0 12.0 53.0 5.0 17.0
CDD-000331 -11.0 3.0 -7.0 -39.0 23.0 9.0 11.0 -2.0

CDD-000332 -2.0 -1.0 -12.0 -37.0 15.0 17.0 10.0 16.0

CDD-000333 -3.0 -6.0 -4.0 -90.0 6.0 15.0 13.0 -8.0
CDD-000334 -3.0 -10.0 -10.0 -50.0 9.0 3.0 9.0 2.0

CDD-000335 -7.0 5.0 -6.0 17.0 24.0 24.0 1.0 2.0

CDD-000336 -2.0 -27.0 -3.0 18.0 -24.0 15.0 1.0 7.0
CDD-000337 0.0 3.0 4.0 21.0 18.0 15.0 -6.0 15.0

CDD-000338 13.0 -7.0 4.0 4.0 22.0 3.0 -5.0 7.0

CDD-000341 19.0 25.0 5.0 56.0 26.0 80.0 0.0 19.0
CDD-000342 5.0 -9.0 -7.0 -14.0 14.0 17.0 -1.0 14.0

CDD-000343 22.0 21.0 19.0 -32.0 26.0 48.0 66.0 8.0

CDD-000344 13.0 3.0 6.0 5.0 26.0 79.0 21.0 43.0
CDD-000345 -20.0 7.0 -7.0 60.0 34.0 84.0 12.0 3.0

CDD-000346 26.0 18.0 23.0 68.0 56.0 61.0 78.0 20.0

CDD-000347 23.0 5.0 16.0 67.0 20.0 29.0 36.0 51.0
CDD-000348 63.2 36.5 35.6 45.0 37.0 25.9 70.7 29.9

CDD-000350 2.0 3.0 -2.0 -34.0 13.0 10.0 5.0 12.0

CDD-000361 17.0 19.0 0.0 27.0 47.0 64.0 26.0 18.0
CDD-000362 21.0 27.0 -6.0 32.0 12.0 59.0 9.0 14.0

CDD-000363 7.0 13.0 0.0 57.0 17.0 28.0 20.0 36.0

CDD-000364 7.0 -1.0 5.0 33.0 4.0 12.0 7.0 19.0
CDD-000415 57.0 88.0 -11.0 21.0 39.0 21.0 2.0 5.0

CDD-000416 -27.0 13.0 9.0 28.0 35.0 1.0 3.0 5.0

CDD-000417 -3.0 15.0 14.0 36.0 15.0 5.0 -2.0 2.0
CDD-000432 54.0 10.0 34.0 49.0 14.0 3.0 30.0 15.0

CDD-000433 52.0 -17.0 28.0 74.0 16.0 4.0 53.0 -43.0

CDD-000434 81.0 20.0 65.0 30.0 35.0 17.0 64.0 50.0
CDD-000435 73.0 15.0 53.0 -9.0 22.0 14.0 25.0 43.0

CDD-000436 92.0 -3.0 81.0 70.0 -1.0 8.0 86.0 -52.0

CDD-000437 69.0 53.0 69.0 68.0 32.0 -25.0 83.0 32.0
CDD-000438 24.0 6.0 50.0 51.0 -3.0 10.0 0.0 7.0

CDD-000439 81.0 67.0 90.0 30.0 0.0 2.0 2.0 18.0

CDD-000440 96.0 96.0 102 69.0 8.0 9.0 42.0 20.0
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Competitive Landscape
KINectÊ has Comprehensive Cysteinome Coverage

Irreversible Kinase Technology Companies

Technology Capabilities KINectÊ PlatformCelgene 

Avilomics 

Research 

Principia 

Biopharma

Target Specific Yes Yes Yes

Broad cysteinome coverage Yes No No

Multiple scaffolds/templates 8-10
Patents limited 

to 1-2

Patent limited 

to 1

Structure-based design 

enabled
Yes Yes Yes

Biochemical characterization 

ensuring specificity Yes Yes Yes

The Cysteinome-directed KINectÊ Platform is unique as it provides comprehensive 

coverage of the cysteinome potentially allowing for rapid and efficient drug discovery
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KINectÊ Technology Platform: Summary

Å The Aclaris fully integrated kinase drug discovery team has successfully utilized 
multiple novel approaches to generate drug candidates for disease relevant 
kinases

Å The success of the MK2, ITK and JAK programs is linked to successful utility of 
the KINectÊ platform

Å The KINectÊ compound library has been validated as a systematic approach to 
rapidly generate lead matter for hard to drug targets across the cysteinome

Å We have successfully exploited the platform to generate composition of matter IP 
on lead series in less than half the typical time compared with conventional 
screening approaches

Å We have identified chemistry hits and lead optimization starting points for 10 
biologically interesting kinase targets for portfolio reload using KINectÊ 

Å Several of the top pharma companies and numerous biotech organizations 
contract drug research efforts with Confluence/Aclaris

Å We have been instrumental in advancing partner company programs including 
the successful design and generation of drug lead compounds
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EMPOWERING PATIENTS THROUGH

REVELATIONARY

SCIENCE

ATI-450: MK2 Inhibitor
(an investigational compound)



MK2 Inhibitor ïPotential ORAL Alternative to Injectable, Anti-Cytokine 
Biologics and JAK Inhibitors for Immuno-Inflammatory Diseases

ÅMK2* is an attractive drug target because it drives pro-inflammatory 

cytokine expression associated with the p38 MAP kinase pathway

ÅThe effects of inhibiting MK2 mirror the effects of anti-inflammatory 

biologics1

o anti-TNF:  HUMIRA®, ENBREL®, REMICADE®

o anti-IL1:  KINERET®, ILARIS®, ARCALYST®

o anti-IL6:  KEVZARA®, ACTEMRA®

ÅATI-450 successfully inhibits MK2 via a novel MOA which involves 

the creation of and binding to a targetable drug "pocket"

ÅATI-450 currently in Ph 1 clinical trial with data expected by YE19

*MK2 = Mitogen-activated protein kinase-activated protein kinase 2

1 Data on file
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Intracellular Pathways Regulate Cytokine Production

sTNFR (Enbrel)

aTNF (HUMIRA, 

REMICADE)

TNFaand IL1 

Transcription

Translocation

p38

p38
P

P

TXFMK2

MK2

TNF

P

P

INFLAMMATORY 

STIMULI

IL-1
aIL-1 

(Ilaris)

Translation

Transduction

mRNA Stability

Derepression

mRNA

Translocation

MK2 pathway 

also regulates

ÅIL6

ÅIL8

ÅCOX-2

ÅiNOS

IL-1

TNF

MK2 pathway required for IL-1 and TNFabiosynthesis
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Inactive kinase Active kinase

MK2 Post-Transcriptionally Regulates TNFŬ and Other Key 
Pro-Inflammatory Cytokines

MK2 Regulates Post-Transcriptional mRNA Stability

Resting Conditions

Pro-TNFŬ

mRNA

High mRNA stability 

TNFŬ 

expression

Inflammation / 

Stress Conditions

Å Tristetraprolin (TTP) is a post-transcriptional regulator that controls mRNA stability

Å AREs = AU-rich mRNA elements that act as binding platforms for TTP

Å 14-3-3 proteins sequester phosphorylated TTP, preventing its mRNA degrading activity

Pro-TNFŬ

mRNA

Phosphate group

TTP recruits mRNA decay enzymes       low

mRNA stability suppressed TNFŬ

expression

Inactive 

p38/MK2 

complex

activated MK2 

phosphorylates TTP

Activated MK2, released from the p38/MK2 complex, phosphorylates substrates within both the 

nucleus and the cytoplasm.  Within the nucleus, one of MK2ôs activities is to phosphorylate TTP 

*Data on file
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