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Legal Matters
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Any statements in this presentation about future expectations, plans and prospects for Aileron Therapeutics, Inc and other

statements containing the words "anticipate," "believe," "estimate," "expect," "intend," "may," "plan," "predict," "project,"

"target," "potential," "will," "would," "could," "should," "continue," and similar expressions, constitute forward-looking

statements within the meaning of The Private Securities Litigation Reform Act of 1995. Actual results may differ materially

from those indicated by such forward-looking statements as a result of various important factors, including: uncertainties

inherent in the initiation of future clinical studies and in the availability and timing of data from ongoing clinical studies;

whether results from preclinical studies or earlier clinical studies will be predictive of the results of ongoing and future

studies; whether interim data from clinical studies such as the data reported in this presentation will be indicative of the final

results of the study; whether results from clinical studies will warrant meetings with regulatory authorities or submissions for

regulatory approval; whether submissions for regulatory approval will be made when anticipated or at all; whether the

Company will receive will receive regulatory approvals to market products; whether the company can raise cash resources

when needed on attractive terms or at all; whether the Company's cash resources will be sufficient to fund the Company's

foreseeable and unforeseeable operating expenses and capital expenditure requirements; other matters that could affect the

availability or commercial potential of the Company's therapeutic candidates; and other factors discussed in the "Risk

Factors" section of the Company's most recent quarterly report on Form 10-Q for the period ended September 30, 2018 filed

with the SEC on November 7, 2018, and in the Company's other filings that it may make from time to time with the SEC. In

addition, the forward-looking statements included in this presentation represent the Company's views as of the date of this

presentation and should not be relied upon as representing the Company's views as of any date subsequent to the date

hereof. The Company anticipates that subsequent events and developments will cause the Company's views to change.

However, while the Company may elect to update these forward-looking statements at some point in the future, the

Company specifically disclaims any obligation to do so.

This presentation also contains market data and other statistical information that are based on independent industry

publications, reports by market research firms or published independent sources. Some market data and statistical

information are also based on the Company's good faith estimates, which are derived from management's knowledge of its

industry and such independent sources referred to above. While the Company is not aware of any misstatements regarding

the market and industry data presented herein, such data involve risks and uncertainties and are subject to change based

on various factors, including those discussed under the headings ñForward-Looking Statementsòand ñRiskFactorsòin the

Companyôsquarterly report on Form 10-Q.
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Clinical POC 
with ALRN-

6924 

Reaching 
intracellular 

targets

Strong 
competitive 
advantage

Novel applications for 
ALRN-6924 and 
!ƛƭŜǊƻƴΩǎ ǇŜǇǘƛŘŜ 
technology

ωGenerally favorable safety profile

ωRobust understanding of the mechanism of action

ωAs monotherapy

ωAs combination therapy

Å!ƛƭŜǊƻƴΩǎ ǎǘŀōƛƭƛȊŜŘΣ ŎŜƭƭ-permeating peptide drugs
can reach high-value targets that are difficult to 
engage with small molecules

ÅALRN-6924 first & only MDMX/MDM2 dual inhibitor in clinic
ÅWealth of preclinical and clinical data
Å>200 issued patents, worldwide exclusive rights to ALRN-6924

ÅSenolytics
ÅBcl-2/Mcl-1
Åß-Catenin/Wnt
ÅPROTACs

Multiple 
commercial 

opportunities

Å2L MDS:combination with Ara-C
ÅMDM2-amplified cancers: combination with palbociclib
ÅMultiple solid tumors: combination with DNA-damaging agents
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!ƛƭŜǊƻƴΩǎ ǇŜǇǘƛŘŜǎ ŀǊŜ ŘŜǎƛƎƴŜŘ ǘƻ ǎǳǊǇŀǎǎ ōƛƴŘƛƴƎ ǇǊƻǇŜǊǘƛŜǎ ƻŦ ǎƳŀƭƭ 
ƳƻƭŜŎǳƭŜǎ ŀƴŘ ƛƴǘŜǊŀŎǘ ŜŦŦŜŎǘƛǾŜƭȅ ǿƛǘƘ άŘƛŦŦƛŎǳƭǘέ ƛƴǘǊŀŎŜƭƭǳƭŀǊ ǘŀǊƎŜǘǎ
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Small Molecules:
Not enough contact points to bind

!ƛƭŜǊƻƴΩǎ tŜǇǘƛŘŜǎΥ
Bind entire interaction surface

KEY 
CONTACT 
POINTS

Advantages of Peptides over Small Molecules:

1. Larger surface area

ÅProvides superior binding properties reducing off-target effects

ÅMore resistant to mutation of targets

2. {ƛƴƎƭŜ ŎƻƳǇƻǳƴŘ Ŏŀƴ ŜƴƎŀƎŜ ǿƛǘƘ җн ǘŀǊƎŜǘǎΣ ŜΦƎΦ a5a· Ҍ a5aнΣ ƻǊ .Ŏƭ-2 + Mcl-1 

3. 5ŜǎƛƎƴ ōŜƴŜŦƛǘǎΥ !ƛƭŜǊƻƴΩǎ ǇŜǇǘƛŘŜǎ ƭŀǊƎŜƭȅ ǊŜǇƭƛŎŀǘŜ ƴŀǘǳǊŀƭ ǇŜǇǘƛŘŜ ǎŜǉǳŜƴŎŜǎ



!ƛƭŜǊƻƴΩǎ ǇŜǇǘƛŘŜǎ Ƴŀȅ ŀŘŘǊŜǎǎ ƘƛƎƘƭȅ ǾŀƭǳŀōƭŜ ƛƴǘǊŀŎŜƭƭǳƭŀǊ ǘŀǊƎŜǘǎ
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Hanahan & Weinberg, Cell 144:646-674 (2011)



ALRN-6924: the only clinical MDMX/MDM2 dual inhibitor
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ALRN-6924 replicates native p53 binding contacts 

Staple linker contributes to binding affinity

Kd, nM MDM2 MDMX

Native p53 770 480

ALRN-6924 13.7 8.9

RG7388 9.8 > 3000

ALRN-6924

RG7388 = selective MDM2-inhibitor (Roche)

Binding Affinity



Superior binding kinetics of ALRN-6924 over small molecules 
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RG7388

binding is sustained during wash-

off from MDM2-coated surface

t½ = 85 minutes

M
D

M
2

M
D

M
X

RG7388

ALRN-6924

ALRN-6924

washes off from MDM2 surface 

t½ 2-3 min

load wash

binds MDMX, t½ = 5 minutes

No binding to MDMX

wŜŦΥ ά5ǳŀƭ LƴƘƛōƛǘƛƻƴ ƻŦ a5a· ŀƴŘ a5aн ŀǎ ŀ ¢ƘŜǊŀǇŜǳǘƛŎ {ǘǊŀǘŜƎȅ ƛƴ [ŜǳƪŜƳƛŀέ Sci TranslMed 2018

load wash


