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Item 7.01 Regulation FD Disclosure.

Relay Therapeutics, Inc. (the “Company”) will be conducting meetings with participants attending the 40th Annual J.P. Morgan Healthcare Conference (the “Conference”) during
the week of January 10, 2022. A copy of the slides to be presented by the Company at the Conference is furnished as Exhibit 99.1 to this Current Report on Form 8-K, which is
incorporated herein by reference.

The information in this Item 7.01, including Exhibit 99.1 attached hereto, is intended to be furnished and 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 liabilities of that section, nor shall it be deemed incorporated by reference in any filing
under the Securities Act of 1933, as amended, or the Exchange Act, except as expressly set forth by specific reference in such filing.

Item 9.01 Exhibits.

99.1 40th Annual J.P. Morgan Healthcare Conference Company Presentation, dated January 2022, furnished herewith.

104 Cover Page Interactive Data File (embedded within Inline XBRL document).



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 thereunto duly
authorized.

RELAY THERAPEUTICS, INC.

Date: January 10, 2022 By: /s/ Brian Adams

Brian Adams, J.D.
General Counsel
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Relay Tx — Patient-Driven, Growth-Oriented

New Breed of Biotech

EXPERIMENTATION COMPUTATION

Clear Focus

Validated Therapeutic
Targets Areas
Inmowatars ‘DOncology

Small molacules

Challengers

The more we do, the better we get

SHPZ
RLY-I971




Relay Tx — Created by the Nexus of 3 Unstoppable Forces and Data g RELAY
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The Dynamo™ Platform — Integrating Experimentation with Computation

g BELAY
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The Dynamo™ Platform — Experimentation
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The Dynamo™ Platform — Computation g RELAY'
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The Dynamo™ Platform — The Power of Experimentation + Computation g RELAY

THERARECUT

Deep structural Physics-based
understanding D\‘-na mo™ simulations

Platform COMPUTATION

Chemical !

biology insights

The more we do,
the better we get
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Relay Tx — Our 3-Step Drug Discovery Process

I reay

Examples of
tools used:

Examples of
tools used:

&

Structural Biophysics

Virtual Screens FEP Simulation

Optimize until
o development
candidate selected

o Understand how to Identify a chemical
drug the protein starting point

Vg

Long Time Scale MD ML-DEL Sereen ML ADME Models
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Relay Tx — Our Current Focus g RE LAY

Validated Targets Therapeutic Areas Modalities

ovator prograi Challenger programs Oncology Small molecules
FGFR2. SHP2 iy Genetic diseases
PI3Ka: - eaw

of disease Dynamo™ platform selection strategy N clinical POC
Fusion Mutation Amplifcation
I phReE —ET e
L
= S gy
e : '

Imcreasing
Campettion

. o

Somarce: Image adagted fram Babina IS, Twines NC. S5t Rey Cancer 200747 318-332




Relay Tx — We Have Validated Our Approach and Built Significant Advantage g RELAY

Motion-Based Hypothesis Pre-Clinical Validation Clinical Progress Opportunity Size

PAN ' el
Py . First patient dosed 50-156K
RLY-2608 ; | H1047X, E542X, E545K
.
3 i o__ S —
FGFR2 Wi | A {1 2 75 N 8-20K
RLY-4008 o 1570 s : n ™ o Fusions, Amps, Muts

) NS @ Genentech 38-70K ‘
A

RLY-1971 A Member of the Hoche Giroup Combo*

The more we do, the better we get

Mote; Patiesit #'s refer to total snual number of US patients with lste-Sre cancers compared 1o comprebensee annual inddence that may be smenable 1o treatment with our programs
*SHPZ combe enly includos KRAS G12C in lung and CRC, EGFR mutations in lung, and ALK fusians in lung




Relay Tx — Our Extensive Precision Medicines Pipeline - HE LAY

RAECU

Preclinical Early Clinical Late Clinical Annual US patient #

= e
FGFR2 e 8-20K
PI3Ka™™  RLY-2608' & 50-156K

Innovators e
SPECIFIC - )
tranchise  P13KE H1047R-specific (D 15.48K
PI3KqOT™HER & To be announced
Other
7
oncology - Programs - o be onnounced
Genetic
diseases & Brogran - To be announced
SHP2 .
Gonenizcn  RLY-1971 G 38-70K
Ehallenpersl = = e S e s e e S s s s e S e e e A e S AR S A
EQs o .' To he announced

Mede: Fatieni &'s refer to todal annual number of LIS patients with laie-lire cancers compared 1o comeeehensiee annual inddence ihat may be amenable to treaiment with aur programs
1. ALY-2608 covers H104WN, E5424, E545% hot spots; 3 SHP2 rombo onfy includes KRAS G12C in lung and CRC, BSFR mutstions inlung, and ALK fusions in lung




Relay Tx — What to Expect : HE LAY

RLY-1971
(SHP2)

RLY-4008 RLY-2608

{PI3Ka™")

MNext target in pipeline
(FGFR2) DR

@ Expansion cohorts open

GDC-6036 (KRAS G12C)
@ Clinical trial initiated combo trial initiated in To be disclosed in 1H 2022
July 2021

Additional data update
expected in 2H 2022

—S$617M $381M

Cash, cash equivalents and investments Net proceeds from follow-on offering |

as of the end of Q3 2021 | | in October 2021

Execution focus underpins value creation




The Dynamo™ Platform — Evolving with Landscape of Leading Edge Techniques

RELAY

THERARCUTICS
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Platform
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Long-time scale MD




I revay

Relay Tx




Data from 2021 AMCR-NCI-EQORTC Maolecule Targets Presentation (October 2021)

‘?@,?.‘ . FGFR2 — Highlights from RLY-4008 Interim Clinical Data Disclosure g RELAY

&5/ (Oct2021)

Selectivity No significant hyperphosphatemia (FGFR1) or diarrhea (FGFR4) observed to-date

@ Safety and

RLY-4008 Tolerability
Data

Robust inhibition of FGFR2 with promising initial tolerability data

Early > Early evidence of tumor regressions across several tumor and alteration types
Effic acy (with 3 out of 6 fusion pesitive cholangiocarcinama FGFR-inhibitor naive patients exhibiting confirmed PR3}

Source: BLY-4008 data as presented 2t 2001 AGCR-NCHECRTE Molscular Targets Conference

Preliminary data as of 09-Sept-2021




FGFR2 — Validated Target Present in Several Tumor Types — RELAY

Three classes of driver FGFR2 alterations are observed FGFR2-altered cancers remain
alterations in FGFR2 across multiple tumor types? a high unmet medical need
Fuslon Mutation amplification
8,000 - Current FDA Accelerated Approvals
for FGFR2-Altered Cancers
7.000
g FGFR2
77T 6000 A . FGFR2 Fusion & Fhin FGFR2
3 3 Tumor Type R : Oncogenic S
- earrangement Amplification
g % 5,000 A Mutatlon
=
5 E 4,000 1 FGFRI-naive = 23-36% ORR
oo Cholangio- Pemigatinib
% g 3,000 1 carcinoma Infigratinib
o
2,000 1 FGFRi-resistant
s Cholangio-
' carcinoma No FDA-approved
g 4 targeted therapy
Other FGFR2-
& ,\,,\*\ cpq\\z’ & \?6*’ \‘lb#( & & oF Q{&o altered
@yﬁ‘i s ,,@l@ @ ¢o$§¢% ov solid tumors
& q
q*.
~3K-5K patients ~5K-15K patients in - Fusions - Amplifications - Mutations

in the US per year®  the US per year*

wtiors, and inchading anly rtations with ke o likely Tenctions! significance; SEER and ACS datphees
r programs, 2. Ohalangso, cholangiscardnama; CUF, carcndama unknown primary

Sonrces: Image adipied fram Bakira 15, Turmer NG, 8t Rew Cancer 201717 318-332; Fourdsticrisnights® database, using B copies as the theashald lor amp
1. Patient &' refer to total annual number of US patients with late-ling cancers vs. comprehen sive annual incidence that miay be amenabie to treatment with




FGFR2 — Selective Inhibitor Required to Address Large Unmet Medical Need RELAY

e s FGFR2 Response Doskis schediie % of Patients with s % of Patients |% of Patients Discontinued
PRy - Selective Rate E Hyperphosphatemia®| with Diarrhea or Dase Reduced
Pemigatinib @tal Approved®  No ?I'zz’ 2 weeks on, 1 week off 941, a7% 23%,
& | |
Infigratinib QED Approved® No ?I:";f 3 weeks on, 1 week off 90% 24% 75%
FGFRi Treatment A42% . -
Naive Precedent Futibatinib 24 Phase 2/3 No e Once daily dosing 91% 28% 56%
“F 32%  personalized dosing based
anssen 3 il
Erdafitinib  1anssen I Approved No _ é::mﬂ ekt ol 76% 47% 66%
Ay dulived By increased seviam phodphste; exiept for inhigratinit which (s nol specified
1iritial dase (8 om e 1o 5 O ondy in ake ofh hosphatemi
'c::ml::s.emas:mw:‘:;lepa::mlw R MR A AT High toxicity limits efficacy of non-selective FGFR inhibitors
ngressfan—Fme Survival ouenlr survhral % Deaths Due (% of Patients Discontinued
i Stué qulauun f or Dose ced
SALE e FOLFOX AllC
Retreating with | omers, 3.3 months 5.7 months
B |Chemotherap\r ALk Phaze 3 2L |Il:i:| ficch (o]

Chemo Precedent

Late-line treatment with chemotherapy can be highly toxic and only results in incremental efficacy

A selective inhibitor of FGFR2 with broad activity against acquired resistance mutations

is necessary to address significant unmet need in patients with FGFR2-altered tumors

Sources: Pr:rrlgnbnb Prcscnblrglnfon'naum infigratinib — Preseribing ivformration; Futibatini/ TA5- 120 — AACR 2021 |diarrhea %s approwimated from presantation|; Erdafitinib - Preseribing information; FOLFOX — ABC-06 Publicatian in Lancet Oncology 2021




FGFR2 — Standard Approach to Discovery Has Had Limited Success g RELAY

Standard Approach




FGFR2 — Increasing Experimental Resolution Reveals New Opportunities g HE LAY

il BN BN BN BN BN BN BN BN BN BN BN BN BN BN BN B B N W . . -
Up Up Up ] Doy

We predicted that a segment of FGFR1
would be fully extended outwards more
frequently than the same segment in FGFR2

Exploiting the dynamic difference between FGFR1 and FGFR2

enabled Relay Tx to design a selective FGFR2 inhibitor




FGFR2 — RLY-4008 Is Potentially the First Highly Selective and Irreversible .
s ELAY
FGFR2 Inhibitor W2y

RLY-4008 Pan-FGFR Inhibitors

AZDA4547 Erdafitinib

Pemigatinib Futibatinib
FGFR2

FGFR3 FGFR4

- FGFR2 ~

L Wty " FGFRL
."" P s S
al

7| &
i B o
= .-.l’.l.;- J
A e
. ’
Percent Contral Percent Cantrol
. [ @ =
& o & o
® 0l-1% ® ok
a 1-5%, & 15
& 50 LSl
= 135% T
= 350

*35%

Mote: Single experement that tested each compound run at 5000k against 268 targets in the sbsence of ATF and without premcubation
Source: KINGOMEsEan™ by Baraling Discoreers




FGFR2 — RLY-4008 First-in-Human (FIH) Study Design RELAY"

THERARCUT)

Key Objectives:

MTD/RP2D, safety, pharmacokinetics, biomarkers (ctDNA, tumaor markers), preliminary anti-tumor activity

Part 1: Dose Escalation — Enrolling

Part 2: Dose Expansion — Opened December 2021

49 patients recruited over first ~1 year (as of
October 2021) = excellent execution to-date

FGFR2-fusion+ intrahepatic cholangiocarcinoma

with prior FGFRi
Unresectable or metastatic solid tumors

FGFR2-alterations per local assessment FGFR2-4usion+, non intrahepatic cholangiocarcinoma
with/without prior FGFRi

(tumor tissue or blood)
Both FGFRi-naive & FGFRi-treated allowed

FGFR2-mutant, advanced solid tumors
with/without prior FGFRi

FGFR2-amplified, advanced solid tumors
with/without prior FGFRi

First polient treated in Sept 2028

Orally dosed; BID and QD schedules explored using the Bayesian Optimal Interval Escalation (BOIN) design; Starting dose was 50 mg BID

MTO, masirum tolerated dose: RP20; recommendesd phase 2 dase,




Data from 2021 AMCR-NCI-EQORTC Maolecule Targets Presentation (October 2021)

FGFR2 — RLY-4008FIH Study: ;
Parallel Bayesian Dose Optimization Ongoing ; RELAY

Dose cohort enrollment periods — Bayesian dose optimization with enrichment (ongoing) @i’

@
O
& &

sep | ocr | mov | pec | Jan | ree | mar | apr | mav | sun | s | oave | ser

700D _eErfTe——u=—- v Q7 [%) 1/7 (14%)

50aD I - 111 (9%)  4/11 (36%)

RLY-4008 QD dose
Enrollment 4

40 QD i I - 05 (0%) 05 (0%) [ optimization
IR continues

30 QD I - 0/4 (0%) 0/ (0%)

200D I - 05 (0%) 05 (0%)

100 BID -
50 BID L F- 2/
30 BID :
20 BID ﬁ et R+

Source: RLY-4008 data as presented at 2021 ARCE.NCHEORTC Makecular Targets Canferznce

Deprioritized

T Preliminary data as of 09-5ept-2021




Data from 2021 AMCR-NCI-EQORTC Maolecule Targets Presentation (October 2021)

FGFR2 — RLY-4008 FIH Study: RLY-4008 QD Safety Profile RELAY

Treatment-Emergent Adverse Events* Key Off-Target Safety (FGFR1 and FGFR 4)

RrE e Grade 1-2 0% 20% 40% 60% 80% 100%
Dry mouth - Grade 3 P i i L L |
Presumed
EGER2- Nail toxicities™* - _» Hyperphosphatemia MEB 16%
related Palmar-plantar erythrodyssesthesia syndrome (PPE)
AEs i
Alopecia — e
i 3%
Retinal disorder*** < iR 3|'9‘
Off-target AEs Hyperphasphetamia —
Faligue —L o
Dry Eye and Corneal Details
Mausaa
Aspartate aminotransferase increased =
Other AEs Dry eye: 9% all grades, 0% grade 3+
Alanine aminatransferase increased = Corneal AEs: 13% all grades, 0% grade 3+
Cough -
o Bemarituzumab (Phase 2)
KB Dry eye: 26% all grades, 3% grade 3+
T T T T T T T T T 1 &
O 10 20 30 40 SO &) 70 80 90 100 Corneal AEs: 67% all grades, 24% grade 3+
Parcent, %
On-target AEs have been mostly low grade (no Gr 4/5, < 10% in the QD dosing regimen), and all of them
have been reversible, manageable with dose modification or no intervention and monitorable
Source; ALY-8008 dats as presented ot 3021 AACR-NCHEORTE Molecdar Targets Conference |0 ¢ hadude n=1327; Bemaritupumal ASCO 3021 Presengation - notes corneal AEs are defined by Sandardised MedDRA Queries [SMTD of cormeal disordiers, which inchades dry eye

*mncluded If 2 20% based on bath QD {n=32)and 810 {n=17) sthedukes
= *ntluded preferred terms of nad disoeder, nail discoloratian, nail ridging, anychalg, orychacdasis, anycholysis, onychamadess, paronycha
== =wncluded profermed TArms of reginal pigrment epshalium detachmant, retincpathy, blurned vision, subretinal fluid

Preliminary data as of 09-Sept-2021




Data from 2021 AMCR-NCI-EQORTC Maolecule Targets Presentation (October 2021)

FGFR2 — RLY-4008 FIH Study:RLY-4008 Induced Radiographic Tumor Regression in RELAY
FGFR Inhibitor-Naive FGFR2-Fusion+ Cholangiocarcinoma \  reerrunies

Best RECIST change from baseline Relative change from baseline in tumor size

i [ " Dose reduced patient with b
& E e il T w deepening response over time 0
® z B vgning = =
E 0 - —
-s- 11 % E 1a WO R Rl Qe — ﬁ
£ 0 S =
= E
a -10
‘E =0 -— 2
= &
an 7 -~ E
B 3 e ecieemn - --= - S - B . - = I O rvorrveroy..
g -0 oo 3 [
[ : g
5 50 - 51 0 E‘ ¥
= ;; ap o = g’
e - E E ] {engoing)
E [u] Z 2 mn ]
&
'BU E T T T b 1 ¥ T T T T T T T v 1 o
D5 10 15 2 25 30 35
e Weeks y.

3/6 patients exhibit a confirmed PR 3/6 patients ongoing on treatment, and 1 patient had resection with curative intent

Pan-FGFR benchmark in this population is 23-36% ORR

Sourpe: BLY-4008 data as presented a1 2021 AGCR-NCHEGETC Maolscular Targets Confarence
*Canfirmed PR; "Tumoer resection alter data cut ol
FGFAL fibroklast growth factoe receptor inhibitar PR, partial response.

Preliminary data as of 09-Sept-2021




Data from 2021 AMCR-NCI-EQORTC Maolecule Targets Presentation (October 2021)

FGFR2 — RLY-4008 FIH Study: RLY-4008 Exhibited Activity in Pan-FGFR Inhibitor g
n

Resistant FGFR2-Fusion Cholangiocarcinoma Regardless of FGFR2 Resistance Mutatio A ke

THERARCUTICS

(/ . Resatance mutation cleared at C201

. Resistance rutation pog deared at C30

m Mo resistance matation at baseline

Tasting pending

13/21 (62%) patients with
tumor reduction > 10%

7/10 (70%) patients with
FGFR2 resistance mutations
at baseline had all
identified resistance
mutations rendered
undetectable at C2D1

T —
Basehoa (%) by SECET
£ =
1 1
g
B
B
B
Best Change from
Baseline (%) by RECIST

50 )
BID gD é?g

Clearance of resistance clones

implies greater duration in
earlier line patients

i /

Source: RLY-4008 data as presented 3t 2021 AACR-NCI-EQRTE Makecular Targets Conference
Wote: [NS50, M549), (VSES, W56A), (E566, [365), [L618, LE17) are diffarent terminology for the same mutsted site; ctDNA, circulating DNA; PGFRI, Fbrodilast growth Factor receptor inhibitor
certulilial D27 Ralsy Thimapenit Preliminary data as of 09-5ept-2021




Data from 2021 AMCR-NCI-EQORTC Maolecule Targets Presentation (October 2021)

FGFR2 — RLY-4008 FIH Study:RLY-4008 Showed Radiographic Tumor Regression in
FGFR2 Oncogenic Mutations and in FGFR2 Amplifications

FGFR2 Oncogenic Mutations FGFR2 Amplifications

RELAY

IERAFENT

60 - 30 o
50 a0
40 S fi!.- - First known confirmed PR for 10
30 - ap an FGFR inhibitor for FGFR- 7
mutated breast cancer! 04

Best Change from Baseline (%) by RECIST
=
|

Best Change from Baseline (%) by RECIST

.40 -
-30 Patient remains
-40 =30 54 ontreatmentin
-50 4 &0 4 €12 at 50 mg QD
-60 70 < 50
.70 - BID
-80 ab 209
-90 -80 -

Tumor Type -I BC BC BC Tumer Type BC

Mutation — s2saw F276C N550K F276C H167_N173del WEGOE N550K C383R Amplification FC3.0 CN 45 CH =50
No FDA-approved FGFR targeted therapies for FGFR2 oncogenic mutations or amplifications Breast cancer (BC)

*Confirmed PR with increased tumor reduction after data cut; “PR pending confirmation.

1. Based o Comparny’s review of presenied meeting abstracts and published studies to-cate,
aite: FC, fold change; CN, copy umber.

Source: BLY-4008 data as presented 21 2021 AACR-NCHEORTE holecular Targets Conference

Preliminary data as of 09-5ept-2021




FGFR2 — RLY-4008 First-in-Human (FIH) Study Design RELAY

THERARCUTICS

Key Objectives:

MTD/RP2D, safety, pharmacokinetics, biomarkers (ctDNA, tumaor markers), preliminary anti-tumor activity

Part 2: Dose Expansion — Opened December 2021

70 mg QD dose chosen for
part 2 dose expansion

ion+ intrahepatic cholangiocarcinoma
with prior FGFRi

FGFR24tusion+, non intrahepatic cholangiocarcinoma

with/without prior FGFRi

FGFR2-mutant, ac olid tumors
with/without prior FGFRI

FGFR2-amplified, advanced solid tumors

with/without prior FGFRi




Data from 2021 AMCR-NCI-EQORTC Maolecule Targets Presentation (October 2021)

%

";/ (Oct 2021)

-

#&.4< | FGFR2 - Highlights from RLY-4008 Interim Clinical Data Disclosure

sl

RAECU

Y

Selectivity h—

(&)

Safety and

Tolerability

RLY-4008
Data

Early Efficacy s o

Implications for Relay Tx

Source: ALY-4008 data as presented 2t 2021 AACR-NCHEORT Molecular Targets Conference

No significant hyperphosphatemia (FGFR1) or diarrhea (FGFR4) observed to-date

Robust inhibition of FGFR2 with promising initial tolerability data

Early evidence of tumor regressions across several tumor and alteration types
fwith 3 out of & fusion positive cholangiocarcinoma FGFR-inhibitor noive patients exhibiting confirmed PRsj

RLY-4008 data support:

Relay Tx's clinical
development
execution capabilities

Ability to achieve rapid proof-
of-concept to enable further
clinical development

Relay Tx's
Dynamo™ platform
and approach

Preliminary data as of 09-5ept-2021




| PI3Ka Opportunity Is Among the Largest Ever for Precision Oncology _ RE LAY

ErCuT

Pan-mutant selective drug represents significant clinical opportunity Evolution of PI3K inhibitors

PI3Ka alterations observed across
multiple tumor types — select indications

_____ 156K US Patients - Comprehensive Incidence {Annual) First gen P_an-P_IiK,'mTE:R_ inhibitors:
: Significant toxicity

US Patients — Solid Tumors Incidence (Annual)®

ag - I H1047X ~8EK
ag - HH ES42X, E545K%
T 20105 Pan-PI3K inhibitors:
~58K
542X, ES45X 60K { 8 Significant toxicity
50K o
40K A
S8k - ] 2018 PI3Ka-predominant inhibitor
H1047X 20K 1 (alpelisib); PES benefit with limited Ti
[enel, H1047R) 10K o TK gy ~i00
Q
H1047R 2 5 o
i
,e‘-f *&(' Gf‘o (55:’2 .\6‘“’: Today . Pan-mutant selective
Q&gﬁ" f@"’l inhibitor needed
KRAS G12C PI3Ka

Soearces; Faundationinsghts™ dalsbese; SEER; Apelisit - FDA prescribing label
1. Anraaal incidenca of safid tumars with KRAS @125, PIZK HIDA7R, FRE H1047Y, PIZK ESAZN + ES45X altarations; 2. Head & Meck Sguamaus Call Carcinema; 3. Chear Coll Ovarian Cancer




PI3Ka — Existing Inhibitors Establish POC, but Have Limited Therapeutic Window RELAY

TMERAFENTIES
Hyperglycemia is on-target
tox from PI3Ka WT
mpound/ Mutant Regirren Response of Patients with % of Patients with % of Patients Discontinued
Company Selective | g Rate Hyperglycemia Gl Toxicity or Dose Reduced
Manotherapy (Dase Escalation) 3% BN A0% 52%
Alpelisib [1/38) [24% Gr-4)
Breast Cancer i Approved No
FOVARTTS Cornba (Fulvwestrant) in mBEC, COKI pre- 19% 58% 60% o
. treated mPFSs 7.3mo (28% Gri-4)
Monatherapy and
Manotherapy [Dose Escalation) 20% 0% 40% 30%2
Leading Competitars Inavolisib Phase 3 No (a/z20) (20% Gr3-4)
58
Ganentech Triphet mBC Combe, n prior CON a40% 61% 48% 365
[COKA/6 » Fulvestrant) (615} (23% Gri-4)

1 eludes dose ieterruptions in addition to daose reductions and dscontinuations
2 Dose reductions anly; discontinustions rat repotad

. - Mutant Tumor Types Where Monotherapy Objective Responses In PIK3CAm Patients
Non-Breast SORpIR T St e I R Have Been Observed (i of Patients)

Cancer Alpelisib Alpha-Predominant No Cervical (6), Breast (2), Endometrial (2), Colorectal (2), GIST (2), Head & Neck (1)

Monotherapy Inavalisib Alpha-Predominant
Anectotol Responses [ T e T e LT EP PR P PP P
Widate PIKICA o5 o Head & Neck (4}, Breast (3), Endometrial (2), Cervical (2), CCA (2], CRC (1), Pancreatic
Tumor Driver Outside Taylli Hlgha, Dissta, GEmina Mo (2}, Salivary Gland (1)
oo e il e e R R R e p e e e R R L L L G s s sy i i i i g st i s i i i g sty il i i i il

CYH33 Alpha-Predominant No Clear-Cell Ovarian (1), Other Ovarian (1), Breast {1], CRC (1), Gastric (1)

Sonces: Alpslisils b oo beeapy < lurie ot al 2008; Alpeliin Comba - J071 SABCS Presentation — Brliee Cobart &; inavolisil Monatberapy - SABCS 2007 Pester, Inavabcil Camba - SAECS 2030
Paster; Tasellsib Manctherapy — Jhaveri et al 2020; CYH33 — ESMO-TAT 2020 Presendation




PI3Ka — Relay Tx Has a Unique Understanding of PI3Ka

RAECU

RELAY

KRAS experience teaches us

Relay Tx has a unique

pan-mutant coverage is required

understanding of PI3Ka
Similarities between PI3K and KRAS:

Clear oncogenic driver

Mutations cluster at a few key hotspots

Hotspot mutations can accur with
multiple different alleles

Kinase domain mutation 3
hotspot H1047 Ei,'v

KRAS G12C
Examples of KRAS G13D
ﬂn:targel e
resistance
mechanisms e

Helical domain mutation
hotspots E542 and E545

On-target resistance to mutation-specific
inhibitors can result in escape via different allele
at same site or mutation at another hotspot

Source: Hata, Helst, & Cancoran el al, Canvey Sicovery B121
*RLY-2E08 covers HIDA TR, ES420, ES45X hat spats

RLY-2608 (pan-mutant selective) is the

foundation of our franchise

RLY-2608*
PI3KaPAN Par-mutant selective
allasteric inhibitor
PI3Ka HI0477-specific
g PI3KaSPECIFC e
Franchise E allgsteric inhibitor

PI3KCTHER Other P2k




PI3Ka — Proprietary Insights Unlock Additional Approaches g REL

Solved first full-length : Discovered novel ! Designed pan-mutant

structures of PI3Ka al allosteric pocket favored selective PI3Ka
{mutant and wild-type) e in mutant protein ! inhibitor (PI3Ka*)

Mutant PI3Ka

m=== QOrthosteric Site

A differentiated understanding of the structure of PI3Kx and its relationship to function

equips Relay Tx to design optimal mutant-selective inhibitors of PI3kax




PI3Ka — RLY-2608 Has Shown Mutant and Isoform Biochemical Selectivity

RELAY

RAECU

Mutant vs. WT PI3Ka potency Mutant PI3Ka vs. other isoform potency

RLY-2608 has shown
biochemical selectivity for
mutant over wild type PI3Ka

Potency (nM)
]

HIDITRES4ZK ES45K WT HIDATRESAZN ES45K WT HIMTRESAZK ES45K WT

Alpelisib Inavolisib RLY-2608

Source: BLY-2R08 data os presented i 2021 AACH-NC-EQRTC Meleoutar Targets Conderence poster presentation

Potency (nM)

11,000
10,000
9,000
8,000
7,000
6,000
5,000
4,000
3,000
2,000
1,000

RLY-2608was
inactive on
other isoforms

& (delta) isoform is
an important anti-
target for Gl toxicity

a-mut B & ¥ o-mut B & ¥ o-mut B & ¥

Alpelisib | Inavolisib |  RLY-2608

FI2K Isoforms




PI3Ka — RLY-2608 Is Selective Across the Kinome RELAY

THERARCUTICS

RLY-2608 inhibited only
PI3Ka, with preferential
inhibition of mutant

Kinase Inhibition @ 10 pM
® >80% inhibition
* 20-80% inhibition
" < 20 % inhibition

Source: ALY-1608 data as presented o 2021 AACH-NC-EORTC Moleodlar Targets Conderence poster presentation

ki 02T Paalasy THirva et




PI3Ka — In Vivo Tumor Regressions Across Both Mutation Hotspots (Mouse Study) g HE LAY

RLY-2608 achieved active doses with less

H1047R mutant (HCC1954) (mouse A . PP
“ ( d ) insulin than orthosteric inhibitors?

E545K mutant (MDAMB361) (mouse)!

2500+

200 = Insulin levels after repeat
2000+ /‘/. 20+ dasing in tumaor-bearing mice
& 1500 0
E E ] ‘E 15 | i &
- E =
5= 1000 o 5 D 1000 f/,f .
2w L 2 W - E =
T Zm gm TE 4
B 4 5 4 SE
5w E c 400 ER
e 21 s
= - 200 - 5 . »
i ) | . -
0 T T T 1 ¥] T - 7 - [ —
i 10 20 30 a0 o 10 0 0 an 412 412 412 412 412 412
Days of Trea ment Days of Treatment Time [hr)
e higle RLY:2808:25m gk g HID — Vehide RLY-2608 25mghkg BID == \ehide =1 RLY-2608 26 mgfkg BID
& Alpelsib PO S0mpk QD RLY-2608 Hmgkg QD -+ Alpelisib PO S0mpk QD RLY-2608 50mgkg QD = Alpelisb PO S0mpk 0D =W RLY-2608 S0mghkg 0D
Inavalisib 25mgky QD -8 RLY-2608 100mgMkg BID Inawolisib 25mghg QD -+ RLY-2608 100mgkg BID = Inavalisib 25mgfky Q0 ™ RLY-2608 100mgkg BID
Consistent results for
1-hour time point?

Source: RL¥-2608 data as presented in 3021 ARCR-NCI-EORTC Modecular Targets Confarence paster prasantation
1. This. madel absa canies a second mutation at KSGTR: 1 MSE2 madel: 5, Similar ressilts cbserced in the same backpround strain at 1hr timepaint in the MCFT {E545K) madel




PI3Ka — RLY-2608 Combines with Standard of Care Therapies to Drive Regressions RELAY
in ER+/HER2- Breast Cancer Models § Tireeerenies

5T1056 (ER+/HER2-; H1047R) ST9B6 (ER+/HER2-; E542K)

Superior efficacy observed preclinically in the triple combination

Fulvestrant Abemaciclib Triple Fulvestrant Abemaciclib Triple
e RLY-2608 and combia and combo combo won RLY-2608 and combo and combo combo
: : : " 800 : : ;
5 1000 ! 500
3. Ml il
5 el
2 % IIII 2 a || T——
B £
E‘ ] E) ]
B L TP PR TP RRICSPIETEERE ; P EE e e S e L
% of fully efficacious

¥ of fully efficaciou

-inn
monotherapy dose monotherapy dose
. \ohicles Fulvastrant Smgimousa OW Abemandib 25mg/kg QD - RLY2608 26mgdeg BID + uivestrant « abemaciclit
. RLY-2608 25mo'kn BID KLY- 2608 20mg'kg HID + mitvestrant mm RLY-2608 25mgkg BID + abamacicli

Combination arms with similar tolerability to monotherapy arms

Source: ALY-1608 data as presented i 2021 SABCS poster presentation




ErCu

PI3Ka — RLY-2608Trial Design g RELAY

Part 1: Dose Escalation Part 2: Dose Expansion

7 Plk3CAmut Clear Cell OvCA (N = 15)

v PIk3CAmut HNSCC (N = 15)

PIK3CAMUt Va
advanced solid tumors g {':_:\ g LS Cervical Gf"“ﬁi

A\ Other solid tumors with a P/KZCAmut ? (N = 15)
. PIk3CA double mutant advanced solid tumors ® (N=15)

RLY-2608

Arm

. PIK2CAmut, HR+, HER2- advanced breast cancer,
RLY-2000 + PIK3CAmut, HR+ HER2- with NO prior PI3K alpha inhibitor (N = 15)

Fu"f::a"t advanced / met BC DAL S

First-in-human clinical trial initiated

&, Exchades PIKICAMA clear coll OWCA, HNSCC, and Cervical cancer patients; b, Double mutation defined as one maped PIKICA matalion [ES4IX, 5450, HI104TK] + 21 ssldivonsl PIIOCA mutslion per kacal sssessment; ¢ Intelerance to PIIK alpha inhibitors & defined a3
treatment discantinuation due to treatment-related AE {e.g., hyperglycemia, rash, diserhea, stamatitis) other than severe hypersensithity reaction andfor life-threatening reactions, such as anaphylasds and Stevens-lohmson syndrome.,




Challengers — Supporting the Build of Our Dynamo™ Platform g RELAY

RAECU

4 ™
Challengers Have Lower Technical Risk Challengers Solve Problems with “Known"” Answers
Increasing EXPERIMENTATION COMPUTATION
Technical f.-'
Difficulty m o
A
Enable higher volume Serve as a data factory
of programs and increase experience
Increasing Competition z 5HP2 i
Our challengers: b Ll ] - EQa
L >

The more we do, the better we get




SHP2 — RLY-1971 Is Potent and Selective with Potential for Multiple .
. RELAY
Therapeutic Uses W e

Key Differentiating

Potential Patient Populations RLY-1971 Discovery Features of RLY-1971

- g #of
35 732K gy 120 1 iz Time from hit to development chemical Dosing Projected to be continuous
g 30 1 F 100 candiita sy serles potential once daily dosing
il = 2o illm
2 NECLC 4 1
£ Wce 2 g |l s s vl Demonstrated 750pM IC50
= = = B0 Hit discovery approach 1-2
295 o IS Tumars inhibition of SHP2 in
Gl woan A ) biochemical assays
= 10 A 6K =1 ~3-5+ years
8¢ 2 RLY-1971 »
o - o - Hit  (sHP2) Novel Chemically distinct from
.05.. @*J \o,g- - [ “ chemistry other SHP2 inhibitors
ig’b@ é;* o 5}?0' ~2 years
o «
%,—J —
Based on annual comprehensive % pts. eligible x % pts. respond
incidence in the US to checkpoint inhibitors (US)

RLY-1971 and GDC-6036 (KRAS G12C) combination trial initiated in July 2021

Souroes; SEER; Foundation Medicine Insights; S48 Medw Cpd, 20192(518152535, doct DM jamaratsnrkooen, 2079, 2535




Challengers — Creating a Data Factory R E LAY

THERARECUT

Large Datasets

EXPERIMENTATION COMPUTATION
] ML

Algorithms

Data

Insightful Predictions

Experimental Validation

The acquisition of our ML-DEL capabilities unlocks our ability to be a data factory




Relay Tx — What to Expect : HE LAY

RLY-1971
(SHP2)

RLY-4008 RLY-2608

{PI3Ka™")

MNext target in pipeline
(FGFR2) DR

@ Expansion cohorts open

GDC-6036 (KRAS G12C)
@ Clinical trial initiated combo trial initiated in To be disclosed in 1H 2022
July 2021

Additional data update
expected in 2H 2022

—S$617M $381M

Cash, cash equivalents and investments Net proceeds from follow-on offering |

as of the end of Q3 2021 | | in October 2021

Execution focus underpins value creation







