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DISCLAIMER

This presentation has been prepared
by Deciphera Pharmaceuticals, Inc. for
informational purposes only and not
for any other purpose. Nothing
contained in this presentation is, or
should be construed as, a
recommendation, promise or
representation by Deciphera
Pharmaceuticals, Inc. or any director,
employee, agent, or adviser of
Deciphera Pharmaceuticals, Inc. This
presentation does not purport to be
all-inclusive or to contain all of the
information you may desire. Certain
information contained in this
presentation relates to or is based on
studies, publications, surveys and
other data obtained from third-party
sources and Deciphera
Pharmaceuticals, Inc.'s own internal
estimates and research. While
Deciphera Pharmaceuticals, Inc.
believes these third-party sources to
be reliable as of the date of this
presentation, it has not independently
verified, and makes no representation
as to the adequacy, fairness, accuracy
or completeness of, any information
obtained from third-party sources.
While Deciphera Pharmaceuticals, Inc.
believes its internal research is
reliable, such research has not been
verified by any independent source.
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Forward-Looking Statements

This presentation may contain forward-looking
statements that are based on our current
expectations, estimates and projections about

our industry as well as management's beliefs and
assumptions. Words such as “anticipates,” “expects,”
“intends,” “plans,” “believes,” “seeks,” “estimates,”
“may,” “will,” and variations of these words or similar
expressions are intended to identify forward-looking
statements. These statements include, without
limitation, our expectations and timing regarding our
Phase 1 study of DCC-3116 in patients with mutant
RAS or RAF cancers, initial data from the dose
escalation phase of the Phase 1 study of DCC-3116,
expanding the study of DCC-3116 to add a cohort in
combination with a mutant KRAS G12C inhibitor in
non-small cell lung cancer patients subject to feedback
from health authorities, exploration of pre-clinical
combinations of DCC-3116 with multiple additional
targeted oncology agents, clinical studies including
status, progress and results, timing for clinical data
readouts, planning efforts for future clinical studies,
NDA/MAA (and equivalent) filings and potential
additional approvals, research and discovery efforts
including the potential of our drug candidates, IND
filings, regulatory designations and programs, timing
and likelihood of success, plans and objectives of
management for future operations, estimated patient
populations, the market opportunity for our drug and
drug candidates and business guidance, including
discovery, clinical and regulatory milestones, cash
guidance and the potential impact of COVID-19, and
speak only at the time this presentation was prepared.
Such statements are based upon the information

" "u

available to us now and are subject to change. We will
not necessarily inform you of such changes. These
statements are not guarantees of future performance
and are subject to certain risks, uncertainties and
assumptions that are difficult to predict. Therefore,
actual results could differ materially and adversely
from those expressed in any forward-looking
statements as a result of various factors, including,
among others, the uncertainty around the severity and
duration of the impact of COVID-19 on our business
and operations, our ability to successfully
commercialize QINLOCK, our ability to build in Europe
for a potential EU launch, our history of significant
losses since inception, our ability to obtain necessary
capital when needed on acceptable terms, the timing
and results from ongoing or future clinical and non-
clinical studies, the possibility preliminary or top-line
data may not be indicative of final data, unexpected
adverse events, our ability to obtain or expand
regulatory approval for our candidates or products,
our ability to partner with licensees or distributors,
comments, feedback and actions of regulatory
agencies, our ability to obtain and maintain
reimbursement for any approved products and the
extent to which patient assistance programs are
utilized, any or all of which may affect the initiation,
timing and progress of clinical studies and the timing
of and our ability to obtain regulatory approval and
make QINLOCK and any investigational drugs that may
receive approval, available to patients, the fact we may
not receive the benefits of regulatory designations, our
ability to execute on our marketing plans for any
approved drugs, the inherent uncertainty in estimates
of patient populations, our ability to comply with

healthcare regulations and laws, competition from
other products or procedures, our reliance on third-
parties to conduct our clinical and non-clinical studies,
our reliance on and ability to manage third-party and
single source suppliers to manufacture drug supplies
and our ability to obtain, maintain and enforce our
intellectual property rights. New risk factors and
uncertainties may emerge from time to time, and it is
not possible to predict all risk factors and
uncertainties. There can be no assurance that the
opportunity will meet your investment objectives, that
you will receive a return of all or part of such
investment. Investment results may vary significantly
over any given time period. The appropriateness of a
particular investment or strategy will depend on an
investor's individual circumstances and objectives.
Investors should independently evaluate specific
investments. For further information regarding these
risks, uncertainties and other factors, you should read
the “Risk Factors” section of Deciphera’s Annual Report
on Form 10-K for the year ended December 31, 2021
filed with the Securities and Exchange Commission
(the “SEC"), and Deciphera’s other SEC filings.

© 2022 Deciphera Pharmaceuticals. Deciphera®, the
Deciphera logo, QINLOCK® and the QINLOCK logo are
registered trademarks of Deciphera Pharmaceuticals,
LLC. All rights reserved. This presentation may contain
trade names, trademarks or service marks of other
companies. Deciphera does not intend the use or
display of other parties’ trade names, trademarks or
service marks to imply a relationship with, or
endorsement or sponsorship of, these other parties.



EXECUTIVE SUMMARY

ULK-MEDIATED AUTOPHAGY AND METABOLIC REWIRING FORM THE FOUNDATION

OF A GENERAL TUMOR SURVIVAL PATHWAY
A broad range of targeted therapeutics that inhibit tumor drivers also activate ULK-mediated tumor
survival pathways as a general treatment resistance mechanism
Addressable market targets ~70% of all human cancers

DCC-3116 COMBINATION WITH RTK INHIBITORS TARGETING MUTANT RTK-DRIVEN CANCERS
DCC-3116 + osimsertinib combination in mEGFR NSCLC
DCC-3116 + afatinib combination in mMEGFR NSCLC
Combination exhibits deeper and more durable responses compared to single agent therapy

DCC-3116 COMBINATION WITH KRAS INHIBITORS TARGETING
MUTANT RAS-DRIVEN CANCERS
DCC-3116 + sotorasib combination in mKRASG12C NSCLC
DCC-3116 + adagrasib combination in mKRASG™2¢ NSCLC
Combination exhibits deeper and more durable regressions compared to single agent therapy

DCC-3116 COMBINATION WITH MAPK INHIBITORS TARGETING
MUTANT RAS/RAF-DRIVEN CANCERS

DCC-3116 + trametinib combination in MKRAS NSCLC, mKRAS PDAC, mKRAS CRC, and mBRAF Melanoma
Combination exhibits synergy or additivity compared to single agent therapy

DCC-3116 PHASE 1 TRIAL UNDERWAY
Single dose escalation underway
Safety, pharmacokinetic, pharmacodynamic readouts
Identification of recommended dose for Phase 1b combination studies
Identification of MTD

3 @ Notes: BRAF=proto-oncogene b-RAF; CRC=colorectal cancer; EGFR=epidermal growth factor receptor; G12C=single point mutation with a glycine-to-cysteine substitution at codon 12; KRAS=Kirsten rat sarcoma virus; MTD=maximum tolerated dose;
eC lp era NSCLC=non-small-cell lung cancer; PDAC=pancreatic ductal adenocarcinoma; RAF=rapidly accelerated fibrosarcoma; RAS=rat sarcoma gene; RTK=receptor tyrosine kinase; ULK=unc-51-like kinase.
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AUTOPHAGY: A BROAD RESISTANCE MECHANISM IN CANCER

ULK: Initiating Factor for Autophagy

-
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’ Initiation complex
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N Lysosome Hydrolytic
N Autophagy enzymes
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9 Autophagosome

Notes: ATG13=Autophagy-related protein 13; MAPK=mitogen-activated protein kinase; PI3K=phos,
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phatidylinositol-3 kinas

Autophagy is a catabolic process in which cells recycle
components to generate energy

RTK-, RAS-, and RAF-mutant cancer cells activate
autophagy in order to survive stresses or damage due
to anti-cancer therapeutic intervention with MAPK
and PI3K pathway inhibitors

The ULK kinase initiates the autophagy pathway
and provides a potential targeted approach to
selectively inhibit autophagy in these cancers

DCC-3116 is a first-in-class small molecule designed
to inhibit cancer autophagy by inhibiting ULK kinase

e; RAF=rapidly accelerated fibrosarcoma; RAS=rat sarcoma gene; RTK=receptor tyrosine kinase; ULK=unc-51-like kinase



CENTRAL ROLE FOR AUTOPHAGY IN THE RAS/MAPK AND PI3K PATHWAYS

Growing Preclinical Validation for Role
of Autophagy in Cancer

LKB1 is a stress sensor DCC-31 1 6

that reverses tonic
inhibition of autophagy
upon MAPK pathway
inhibition
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DCC-3116 In Combination with RTK Inhibition

DCC-3116 exhibits synergy with osimertinib and afatinib
resulting in tumor regression in EGFR-mutant NSCLC in vivo

OJ DCC-3116 In Combination with KRAS G12C Inhibition

DCC-3116 exhibits synergy with AMG-510 resulting in tumor
regression in KRAS G12C-mutant NSCLC in vivo

DCC-3116 In Combination with MEK Inhibition

eJ DCC-3116 exhibits synergy in combination with trametinib and

inhibited pancreatic, lung, and melanoma xenograft tumor growth

Other targets where therapeutic intervention
activates ULK and autophagy

mTOR is a stress
sensor that reverses
tonic inhibition of

Autophagy Activation autophagy upon PI3K
and Tumor Survival R

Notes: AKT=protein kinase B; AMPK=AMP-activated protein kinase; EGFR=epidermal growth factor receptor; ERK=extracellular signal-regulated kinase; G12C=single point mutation with a glycine-to-cysteine substitution at codon 12; KRAS=kirsten rat
sarcoma virus; LKB1=liver kinase B1; MAPK=mitogen-activated protein kinase; MEK=mitogen-activated extracellular signal-regulated kinase; mMTOR=mammalian target of rapamycin; NSCLC=non-small-cell lung cancer; PI3K=phosphatidylinositol-3
kinase; RAF=rapidly accelerated fibrosarcoma; RAS=rat sarcoma gene; Rheb=ras homolog enriched in brain; RTK=receptor tyrosine kinase; ULK=unc-51-like kinase.




STRATEGIES FOR BLOCKING AUTOPHAGY IN CANCER

ULK Inhibition
ULK is initiating factor of autophagy ULK1 ULK1

A 4

. . . Initiation complex
Druggable serine/threonine kinase o cotation
Receives and processes key input from Membrane
nutrient and stress sensors Lysosome Hydrolytic
Autophagy "mes
Pathway

Lysosomal Inhibition

Indirect and non-selective inhibition by = - -
preventing degradation of the contents

Elevated pH inactivates hydrolases

Interference with normal lysosomal Lean

h ouse- kee p I ng fU nctions 9 Phagophore e Autophagosome 0 Autolysosome e Degradation

deciphera’“ Notes: ATG13=autophagy-related protein 13; ULK=unc-51-like kinase.




POTENT AND SELECTIVE ULK INHIBITOR DESIGNED TO INHIBIT AUTOPHAGY

|c5'fi’%’6(1> @ First-in-Class Switch-Control ULK Kinase Inhibitor

ICs,=10 nM
® Potent and selective inhibitor of ULK, the initiating factor in autophagy
ICso=T 1M ‘ Strong preclinical data in combination with RTK/RAS/MAPK inhibitors
Potential backbone combination agent across >70% of cancers

Highly Potent (Cellular IC;, values for ULK inhibition)

ULK1T 6 nM
ULK2 9 nM
N <<ft Highly Selective
“X No off-target kinases within 30-fold of ULKT

Only 5 kinases within 100-fold of ULKT

Designed to Avoid CNS Exposure

Low ratio braing/plasmag (4.3%) to avoid CNS autophagy

deciphera’“ Notes: MAPK=mitogen-activated protein kinase; RAS=rat sarcoma gene; RTK=receptor tyrosine kinase; ULK=unc-51-like kinase
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SIGNIFICANT POTENTIAL OPPORTUNITY EXISTS AS MUTATIONS IN
RAS/RAF/RTK SIGNALING OCCURS IN ~70% OF HUMAN CANCERS

RAS Mutations RAF Mutations

RTK Mutations
~32% of Human Cancers ~18% of Human Cancers

~20% of Human Cancers

BRAF Non- BRAF RTK
Non-RAS 18.3%

.39 ~20.0%
RAS/RAF SRR
Mutated Mutated
68.1% 49.8%
NF1
o ‘

NRAS

5.3%

HRAS Non-

2.2% RAS RAS/RAF/

— RTK
KRAS 9 31.9%
T 31.9% Mutated
. (]
~30.0%
RTK Known Tumor Driver Mutations
- EGFR -« KIT * TRKA <« ALK + FGFR2 <« BCR-ABL
« HER2 <« PDGFRa ¢« TRKB + ROS +« FGFR3 -« BTK
- HER3 ~« FLT3 « TRKC <« RET + FGFR4
decTphera ™ * CMET exon 14 skipping
NRAS=neuroblastoma RAS viral oncogene homolog; EGFR=epidermal growth factor receptor; HER2=human epidermal growth factor receptor 2= HER3=human

epidermal growth factor receptor 3; PDGFRa=platlet derived growth factor receptor alpha; FLT3=fms-like tyrosine kinase 3; TRK A=Tropomyosin receptor kinase

= Tropomyosin receptor kinase B; TRK C=Tropomyosin receptor kinase C; ALK=Anaplastic lymphoma kinase; RET=Rearranged during transfection; FGFR
2=Fibroblast growth factor receptor 2; FGFR 3= Fibroblast growth factor receptor 3; FGFR 4= Fibroblast growth factor receptor 4; BTK= Bruton tyrosine kinase;
cMET=tyrosine-protein kinase Met.




GROWING PRECLINICAL DATA SUPPORT MULTIPLE COMBINATION PARTNERS

DCC-3116 Preclinical Combination Data

- = =

Preclinical Combination Data: Preclinical Combination Data: Preclinical Combination Data:
Osimertinib (EGFRI) Sotorasib (KRAS G12Ci) Trametinib (MEKi)
Afatinib (EGFRI) Adagrasib (KRAS G12Ci) Binimetinib (MEKi)

Ulixertinib (ERKi)

3 @ Notes: EGFR=e p d rmal g ovvth factor receptor; ERK=e t H lar g al-regulated kinase; G12C=single point mutation with a glycine-to-cysteine substitution at codon 12; KRAS=kirsten rat sarcoma virus; MAPK=mitogen-activated protein kinase
eClP era MEK= mlt ogen vated extracellular g al-r g ulated kin AS=rat sarcoma gene; RTK:receptortyrosinek \\\\\\
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DCC-3116 INHIBITS RTK, RAS, & MAPK PATHWAY INHIBITOR-INDUCED
ULK ACTIVITY

DCC-3116 Reverses EGFR Inhibitor-

% of DMSO control

DCC-3116 Inhibits EGFR Family Inhibitor-Induced ULK Activity

% of DMSO control
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Induced ULK Activation

NSCLC: H1975 pATG13 ELISA
EGFR Inhibitors Induce ULK Activity

= Gefitinib
300+
$ T Afatinib
I e —~ Osimertinib
200 3 =¥ Erlotinib
v
100+ = = - - - -DMSO
0 1 1 I I I 1

-10 -9 -8 -7 -6 -5 -4
[EGFR Inhibitor] (LogM)

NSCLC: H1975 pATG13 ELISA

4001 ICso
Afatinib + DCC-3116 100 nM
3001 & - Osimertinib + DCC-3116 76 nM
2004
hTe[oE S e S DMSO
R 4
0 L] T T T 1
-9 8 7 6 5 4

[DCC-3116] (LogM)

DCC-3116 Reverses KRASG12C |[nhibitor-

% of DMSO control

Induced ULK Activation

NSCLC: H358 pATG13 ELISA
KRASC2C Inhibitors Induce ULK Activity

-=- Adagrasib

250
=o- Sotorosib
200
150
10t -H= i rrr e c e e === DMSO
50

[KRAS®2C inhibitor] (LogM)

NSCLC: H358 pATG13 ELISA

DCC-3116 Inhibits KRASC'2C Inhibitor-Induced ULK Activity

% of DMSO control

3001 Adagrasib + DCC-3116 50 nM
-# Sotorosib + DCC-3116 59 nM
200+
Ny

1004 -=========-- »‘\-; ------------ DMSO

O =TI T T, < T, T

[DCC-3116] (LogM)

DCC-3116 Reverses MAPK
Inhibitor-induced ULK Activation

PDAC: MiaPaca-2 pATG13 ELISA
Trametinib Induces ULK Activity

200+
150

1004= =

501

% of DMSO control

0 ey ey ey
M1 10 9 8 F 6 H 4

[Trametinib] (LogM)

PDAC: MiaPaca-2 pATG13 ELISA
DCC-3116 Inhibits Trametinib-Induced ULK Activity

28 nM

150+

% of DMSO control

0 - -

0 9 8 71 & 5 4
[DCC-3116] (LogM)

Notes: EGFR=epidermal growth factor receptor; G12C=single point mutation with a glycine-to-cysteine substitution at codon 12; KRAS=Kirsten rat sarcoma virus; MAPK=mitogen-activated protein kinase; NSCLC=non-
small-cell lung cancer; PDAC=pancreatic ductal adenocarcinoma; RAS=rat sarcoma gene; RTK=receptor tyrosine kinase; ULK=unc-51-like kinase.
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DCC-3116 OBSERVED PRECLINICALLY TO DURABLY AND POTENTLY
INHIBIT AUTOPHAGY INDUCED BY MULTIPLE PATHWAY INHIBITORS

Late flux

@ —lc3 RTK/RAS/MAPK induces

Autophagic Flux Q significant autophagy flux
Maturation DCC-3116 can sustainably

inhibit this induction

Early ﬂux Phagophor Autophagosome Autolysosomes
3| - -

Flux = mCherry/GFP Tagged LC3

DCC-3116 + EGFR Inhibitor DCC-3116 + KRASS'2C Inhibitor DCC-3116 + Trametinib (MEK)

NSCLC: H1975 Osimertinib-induced Autophagy NSCLC: H358 Sotorasib vs. Adagrasib-induced Autophagy PDAC: MiaPaca-2 Trametinib-induced Autophagy
Induction Over Time (mCherry/GFP Tagged LC3) Induction Over Time (mCherry/GFP Tagged LC3) Induction Over Time (mCherry/GFP Tagged LC3)
200 -8~ 100nM Osimertinib 8007 -@- 100nM Sotorasib 200 -3~ 100nM Trametinib
S & Osimertinib + 1M DCC-3116 o & 100nM Adagrasib — -8 Trametinib + 1uM DCC-3116
g 175 = 600- -8 Sotorasib + 1yM DCC-3116 g 175
S g -0~ Adagrasib + 1uM DCC-3116 g
o o o
150 150
3 B 400- 9
Z 125 2 2 125
S 'S 2004 5
O\o 100 ...................... DMSO O\O ‘ ' . ................................. DMSO O\O 100 ................................................. DMSO
1 0 T T T 1 1
80 0 20 40 60 80 80
Time (h) Time (h)
3 . Notes: EGFR=epidermal growth facto tor; G12C=single point mutation with a glycine-to-cysteine substitution at codon 12; KRAS=Kirsten rat : MAPK=mitogen-activated protein kinase; NSCLC=non-
dec lphera srgaﬁ—sce\l lung ca . rmIa7DgA2Wp aaaaaa tic dufta\ adenocarci ﬁorﬁa, RA?*rat Sanr:gma ggeze, RTK:rgceptor tyrosine k |||||| e areme s e e
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DCC-3116 EXHIBITED ADDITIVITY OR SYNERGY IN COMBINATION WITH
MULTIPLE RTK, RAS, & MAPK PATHWAY INHIBITORS

DCC-3116 + Osimertinib (EGFR) DCC-3116 + Sotorasib (KRAS) DCC-3116 + Trametinib (MEK)

NSCLC: H1975 Tumor Growth NSCLC: H358 Tumor Growth PDAC: MiaPaca-2 Tumor Growth
End of Dosing End of Dosing
w4000+ ' W 2500+ '
0 U} LW 12501
- -~ n
¥ + |
e — 2000+ F
g 3000+ g g 1000
S & 15004 =
B ° G 7501
S 20004 S °
@ D 10004 E
2 ° = 5001
o
E 1000 5 500l g
c = ~ 2501
@ 5 c
@ o = )
S 0 > o s
b O
Days Post Tumor Implant Study Day 5 10 15 20 25 30
Days Post Tumor Implant
-o- Vehicle -o- Vehicle
-= osimertinib 1 mg/kg QD - sotorasib 1 mg/kg QD -~ Vehicle
-¥ DCC-3116 50 mg/kg BID ¥ DCC-3116 50 mg/kg BID -& trametinib 0.5 mg/kg PO QD
. - DCC-3116 50 mg/kg + sot ib -+ DCC-3116 50 mg/kg PO BID
¥ DCC-3116 50 mglkg + osimertinib . mg/kg =+ soforasi N
V- DCC-3116 50 mg/kg + trametinib
de Ciphera" Cancer: PDACSpancreatc ductal acemocarcinoma PO-by mouth: QD-once dail; RAScrat carcorma gene: RTKgeceptor tyroune knaser 1 o ored extracelllar signalregulatediinase; NSCLCnon-smallcelllng
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DCC-3116 DEMONSTRATED DEEPER AND LONGER REGRESSIONS IN
COMBINATION WITH SOTORASIB IN KRASG12¢ H358 NSCLC

DCC-3116 + Sotorasib 1mg/kg

NSCLC: H358 Tumor Growth
End of Dosing
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o~ | __ Sotorasib 3mg/kg *x DCC-3116
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c
Q
°
>
0
S
1S
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(U e T T 1
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Study Day

DCC-3116 + Sotorasib 10mg/kg

NSCLC: H358 Tumor Growth

End of Dosing
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NSCLC: H358 Tumor Growth
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Notes: Data presented at the AACR Meeting 2022; AMG510 was dosed QD and DCC-3116 was dosed BID; G12C=single point mutation with a glycine-to-cysteine substitution at codon 12; KRAS=Kirsten rat sarcoma virus; NSCLC=non-
small-cell lung cancer.
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MULTICENTER, OPEN-LABEL, FIRST-IN-HUMAN STUDY AS A SINGLE AGENT
AND IN COMBINATION WITH A MEK INHIBITOR

Dose Escalation Phase (3 + 3 design) Dose Expansion Phase
DCC-3116 + Cohort 1 (n=20)
2 e Pancreatic ductal adenocarcinoma’
DCC-3116 RP2D o MTD MEK inhibitor
or (t ..
' rametinib) RP2D of the
. Single aa‘?ef}t of DCC-3116 as o combination Cohort 2 (n=20)
ose escalation | asingle agent Combination Non-small cell lung cancer?
cohorts dose escalation
cohorts
Cohort 3 (n=20)
Colorectal cancer?
Dose Escalation Phase Inclusion Criteria
Histologically confirmed diagnosis of an advanced or metastatic solid tumor with a documented RAS or RAF mutation cohort 4 (n=20)
KRAS G12C inhibitor combination in NSCLC planned, subject to feedback from regulatory authorities Melanoma3
de Cipheraﬂ Qlerrne/tg:ezocnine%ro[t)emtk\rrqa;; RRSVKI;[: Sgg‘riomatgen{‘,tRPZD rtéctotmtm dtdgh 122 ERAS (k)vxf\th cti aVCn?mt dmu tMtEK MAI;FEXERK ggisFe‘(,\?IvD\t%magimur;n tot‘edrartnecidtose’ Nig&f;n%&-;magéig|L(J;)gv\;?l:@dl’, RA; Ecd”}l% ta t‘ itnedl\lgl/irsoosfgg&é
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PERIPHERAL BLOOD AUTOPHAGY PD ASSESSMENTS

AMPK
PI3K Energy level RAG
Growth factors Amino acid

"% mTOR *
1

Initiation Autophagosome Lysosome

= e R,

ULKi decreases pATG14 QS —— § 77 }f Fusion of i L] e
i @ | autophagosome 380 . OF

_ with lysosome

in PBMNCs

"Class Il PI3K
complex

Degradatlon by hydrolytic Degraded product
initiation and elongation enzymes

Ndoye A and Weeraratna AT. Autophagy- An emerging target for melanoma therapy [version 1]. FloooResearch 2016, 5:1888. (doi: 10.12688/f1000research.8347.1)
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DCC-3116 INHIBITS OSIMERTINIB AND AFATINIB-INDUCED pATG13

AND AUTOPHAGY

EGFR Inhibitors Induce ULK Activity DCC-3116 Inhibits EGFRi Induced ULK Activity

NSCLC: H1975 pATG13 ELISA
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B Osimertinib and afatinib induce autophagy in the H1975 cell line, which is inhibited by DCC-3116.

B EGFRinhibitors (gefitinib and erlotinib) do not induce ULK-mediated ATG13 phosphorylation in the H1975 cell line (with a
T790M mutation) as expected since they do not inhibit T790M mutation
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Notes: Data presented at the AACR-NCI-EORTC Meeting 2021; ATG13=autophagy-related protein 13; EGFR=epidermal growth factor receptor; G12C=single point mutation with a glycine-to-cysteine substitution at codon 12;
KRAS=kirsten rat sarcoma virus; MAPK=mitogen-activated protein kinase; NSCLC=non-small-cell lung cancer; PDAC=pancreatic ductal adenocarcinoma; RAS=rat sarcoma gene; RTK=receptor tyrosine kinase; ULK=unc-51-like kinase.
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DCC-3116 EXHIBITS SYNERGY IN COMBINATION WITH OSIMERTINIB
AND AFATINIB

DCC-3116 + Osimertinib DCC-3116 + Afatinib

NSCLC: H1975 Tumor Growth NSCLC: H1975 Tumor Growth
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% DCC-3116 50 mglkg + osimertinib -o- DCC-3116, 100 mg/kg + Afatinib, 7.5 mg/kg
deciphera’“ Notes: Data presented at the AACR-NCI-EORTC Meeting 2021; BID=twice daily; NSCLC=non-small-cell lung cancer; PO=by mouth; QD=once daily.
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DCC-3116 OUTPERFORMED LYSOSOMAL INHIBITOR CHLOROQUINE AS A
COMBINATION PARTNER TO SOTORASIB IN A KRASG12¢ NSCLC MODEL

DCC-3116 + Sotorasib Exhibits Regressions

In a Resistant Calu-1 Model
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deciphera’“ Notes: Data presented at the AACR Meeting 2022; G12C=single point mutation with a glycine-to-cysteine substitution at codon 12; KRAS=Kirsten rat sarcoma virus; NSCLC=non-small-cell lung cancer.
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DCC-3116 EXHIBITS COMBINATION EFFICACY WITH SOTORASIB AND
ADAGRASIB IN A PDX LUNG CANCER KRAS®¢"2¢ MODEL

DCC-3116 + Sotorasib DCC-3116 + Adagrasib

NSCLC: LU11554 PDX Tumor Growth NSCLC: LU11554 PDX Tumor Growth
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de Ciphera’“ Notes: Data presented at the AACR Meeting 2022; BID=twice daily; G12C=single point mutation with a glycine-to-cysteine substitution at codon 12; KRAS=Kirsten rat sarcoma virus; NSCLC=non-small-cell lung cancer; QD=once daily.
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DCC-3116 POTENTLY INHIBITS TRAMETINIB-INDUCED ATG13

KRAS Lung Cancer
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Notes: Data presented at Deciphera’s 2019 R&D Day; ATG13=Autophagy-related protein 13; BRAF=proto-oncogene b-RAF; G12C=single point mutation with a glycine-to-cysteine substitution at codon 12; KRAS=Kirsten rat
sarcoma virus; MAPK=mitogen-activated protein kinase.
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Mean Tumor Burden (mg) +/- SE

DCC-3116 EXHIBITS ADDITIVITY OR SYNERGY IN COMBINATION

WITH TRAMETINIB

DCC-3116 + Trametinib

PDAC: MiaPaca-2 Tumor Growth
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DCC-3116 + Trametinib
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Notes: Data presented at the AACR-NCI-EORTC Meeting 2019; BID=twice daily; NSCLC=non-small-cell lung cancer; PO=by mouth; PDAC=pancreatic ductal adenocarcinoma; QD=once daily.
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