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Forward-Looking Statements

This presentation contains forward-looking statements within the meaning of the Private Securities Litigation Reform Act of 1995 (PSLRA) and other federal securities
laws. These statementsinclude information about our current and future prospects and our operations and financial results, which are based on currently available
information. All statements other than statements of historical facts contained in this presentation, including express or implied statementsregarding our strategy, future
financial condition, future operations, projected costs, prospects, plans, objectives of management and expected market growth, are forward-looking statements. In some
cases, you can identify forward-looking statements by terminology such as “aim,” “anticipate,” “assume,” “believe,” “contemplate,” “continue,” “could,” “design,” “due,”
“estimate,” “expect,” “goal,” “intend,” “may,” “objective,” “plan,” “predict,” “positioned,” “potential,’ “seek,” “should,” “target,” “will,” “would” and other similar expressions
that are predictions of or indicate future events and future trends, or the negative of these terms or other comparable terminology. These forward-looking statements
include statements about the initiation, timing, progress and results of our future clinical trials and current and future preclinical studies of our product candidates and of
our research and development programs; our plansto develop and commercialize our current product candidates and any future product candidates and the
implementation of our business model and strategic plans for our business, current product candidates and any future product candidates. We may not actually achieve the
plans, intentions or expectations disclosed in our forward-looking statements, and you should not place undue reliance on our forward-looking statements. You should not

rely upon forward-looking statements as predictions of future events.
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Actual results or events could differ materially from the plans, intentions and expectations disclosed in the forward-looking statements we make. We undertake no
obligation to update or revise any forward-looking statements, whether as aresult of new information, the occurrence of certain eventsor otherwise. Asaresult of these
risks and others, including those set forth in our most recent and future filings with the Securities and Exchange Commission, actual results could vary significantly from
those anticipated in this presentation, and our financial condition and results of operations could be materially adversely affected. This presentation contains trademarks,
trade names and service marks of other companies, which are the property of their respective owners.

Certain information contained in this presentation and statements made orally during this presentation relate to or is based on studies, publications, surveys and other data
obtained from third-party sources and the Company’s own internal estimates and research. While the Company believes these third-party studies, publications, surveys and
other datato bereliable as of the date of the presentation, it has not independently verified, and makes no representation asto the adequacy, fairness, accuracy or
completeness of, any information obtained from third-party sources. In addition, no independent sources has evaluated the reasonableness or accuracy of the Company’s
internal estimates or research and no reliance should be made on any information or statements made in this presentation relating to or based on such internal estimates
and research.



Outline

Kymeraintroduction, platform and pipeline
IRAK4 Degradation in Immunology and Inflammation

Summary



Kymera: A Leading Targeted Protein Degradation Company

Employees: ~7 5

Cash balance
at Q4'20*: ~$458M

Cashrunway: 2025

Premier protein degrader
discovery platform

Key partnerships:
Y, A

saNoFl VERIEX

Initial focus in immune-
inflammation and oncology

Expect 3 INDsand clinical
initiations by end of 2021

Dosing HV, I/l and cancer
patientswith first proof-of-
biology in humansin 2021



E3 Ligase
Binders
Toolbox

Ternary
Complex
Modeling

Quantitative
System
Pharmacology
M odel

Proprietary
Chemistry

'KYMERA

Proprietary Pegasus™ TPD Platform

Key capabilities

Identification of the expression profiles of approximately 600 unique E3 ligases

Match target protein with the appropriate E3 ligase based on expression, distribution, intracellular
localization, and biology

Toolbox of proprietary ligandsleverages the E3 Ligase Whole-Body Atlas

Ternary complex modeling tool optimizesthe development of highly efficient and selective degrader
therapeutics

Model measures and predictsthe diverse sets of parametersthat impact protein levels
Based on understanding of PK/PD, both in vitroand in vivo, and across different tissues and cell types

Proprietary chemistry expertise enablesthe design and optimization of both E3 ligases and target
protein binders

Ability to convert them into degraders with optimal pharmaceutical propertiestailored to specific
patient populations and diseases
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\/Pegasus

E3 Ligase Whole-Body Atlas

Focused on determining
the expression profiles of
~600 unique E3 ligases

Patterns mapped in both
disease and healthy
contexts

Ability to match atarget
protein with appropriate
E3 ligase based on
expression, and biology

Vision to develop tissue
selective or tissue
restricted degradersto
enable novel therapeutics
opportunities

E3 LIGASES

TARGETS

Mol. wt (kDa)
CRBN ©
CUL4A
DDB1
XIAP
LIGASE 1
LIGASE 2
LIGASE 3 o
LIGASE 4 O
RNF114 0
DCAF16 (o]
LIGASE 5 O
LIGASE 6 o
LIGASE 7 0O
LIGASE 8 O
LIGASE 9 O
LIGASE 10 (o]
STAT3 O
IRAK4 O
TARGET1 @
TARGET 2 O
TARGET 3 O
Increasing
Abundance
00

TISSUES

Ubiquitous

Restrictive

Selective
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E3 Ligase
Binders
Toolbox

\/Pegasus

E3 Ligase Binders Toolbox

E3 Ligase Whole Body Atlas
queried toidentify atissue
sparing E3 ligase based on
target protein unwanted
pharmacology (i.e. bone
marrow for a particular target
of interest)

A Bone marrow sparing E3
ligase identified

Screening and optimization
lead to anovel binder to a
previously unliganded E3
ligase (E3 ligase binders
toolbox)

A novel degrader based on a
bone marrow sparing E3 ligase
demonstrated target
degradation

ThisE3 Ligase isNot Expressed in Bone Marrow

500

400 ° E o

300

Concentration (nM)

200

100

Bone marrow:

HHHH . )
Cereblon Novel E3 CD34+from five
donors

Ligand Identification

TPD with Bone Marrow Sparing Novel E3 Ligase

% Target

150
125+

100-| Target

Target Protein

75
50 DCsy (nM) | 206

257

Dmax (%) | 88
07
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Kymera’s Pipeline of Novel Protein Degraders

Pathway Program Indication(s) Discovery Preclinical Phase 1 Phases2/3 Next Milestone Rights*

Hidradenitis Suppurativa,
Atopic Dermatitis,

KT-474 Ph1:1Q 21
Rheumatoid Arthritis,

IRAKIMID MT o

JAK/STAT
Autoimmune &
D
e e M uItlpIe programsin |mmune_—|nfllam.matory and
genetically-defined oncology indications
Discovery 1 Undisclosed Program Research and development of degraders against a
Pipeline second undisclosed target with Sanofi

6 targetsin 5 disease areas outside of

6 Undisclosed Programs . . .
immunology-inflammation and oncology

@ =Oncology @® =Immunology-Inflammation

i
,K YMERA Option to participate equally in the development and commercialization of Sanofi-partnered programsin the US

'KYMERA
wg SANOFI

'KYMERA

'KYMERA

'KYMERA

'KYMERA
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IRAK4 Biology and Degrader Rationale

IRAK4 is akey component of the
myddosome protein complex

Myddosome isinvolved in innate immunity
that mediates signals through IL-1Rand
TLRs

IL-1R/TLR signaling through the
myddosome complex is dependent on
IRAK4 kinase and scaffolding functions

Believe degrading IRAK4 can provide a
single oral small molecule solution to many
diseases impacted by this pathway

Sanofi collaboration on development of
degraderstargeting IRAK4 outside
oncology and immuno-oncology

Indications/ Expected Timeline
HS,AD,.RA
Phase 1 SAD initiation: 1Q 2021

Phase 1 MAD enrollment: 2H 2021~
Phase 1 proof-of-biology in healthy volunteers: 4Q 2021

'KYMERA

[ IL-1 Family Cytokines:} r\ {\

. TLR Agonists
IL-10,/B, IL-18, IL-33, IL-36 @_ Cytokines [ ]
& IL-1R " & TLRs

L
KINASE IRAKA ViyD88 KINASE
K Q’
DEPENDENT  inhibitor ! INDEPENDENT
JNK/p38 s NFkB
Kinase IRAK4 Degrader
Domain |

*Plantoinitiate SAD portion of Phase 1 trial in 1Q 2021. Initiation of MAD portion of Phase 1 trial ison partial clinical hold
pending FDA review of interim SAD data.



IRAK4: Road to development candidate KT-474
*

Chemistry initiated In vivo PK/ PD KT-474 DC declaration 2020

Dec. Phase |
SAD

ReducingH-Bond donors  |IRAK4 binder Linker & IRAK4 binder

IRAK4 & E3 binders Increasing sp*-character  optimization optimization Further optimization

Linkers evaluated

Key Milestones de 2 de 3 Cpd-4 KT-474

IRAK4 DC;, (nM)
h-/r-LM ClI,; (uL/ min/ mg)
P.op (1076 cm/'s) ND
Rat PK: CL (mL/min/kg)/ %F ND
Proteomics: degradation over 10,000 proteins ND
Monkey PK: CL (mL/min/kg) / %F ND
‘K YMERA *Plan toinitiate SAD portion of Phase 1 trialin 1Q 2021. Initiation of MAD portion of Phase 1 trial ison partial clinical hold

pending FDA review of interim SAD data.



Oral exposure has been achieved across multiple species

Compound-3 Compound-4
iv iv

LM Cl;p Linker & IRAK4 - LM Chi :
Species | (uL/min/mg | (mL/min/Kg binder Species | (ul/ m)| n/mg (mL/rr)un/ Kg
) ) optimization
Rat 292 14 Rat 5.0 19 14
Dog 32 69 28 Dog <14 16 58
Monke ... - 1 Monke 6.7 33 45
3 Compound-4 rat PK Compound-4 dogPK Compound-4 monkey PK
G G 0.1 ~ 041 - '
: 5 :
o 001y o 0.01 - o 0.01 -
e e @ 7\
g oot ‘_% 0.001 - g 0.001 -
o o 00001 +—/——F+ 77— 77777771 T T T E 0001 +—+—"7-—"-7-—-+—"55-"+""—""—""""""""""T""T—1—
Time (hr) Time (hr) Time (hr)

* Reducing clearance hasincreased oral bioavailability
'KYMERA



IRAK4 proteinisselectively degraded over 10,000 proteins

Compound-2 proteomics Compound-3 proteomics Compound-4 proteomics
o @ “GAK .
o 2- TNFRSF1B ol %
E “fIF2aK1 5 C_>U ™
S . , g . a
(o} Qo L o S
= S RC o D‘; w | RAKS
w4 q T IRAK4 l - - va =0.05
8) =1 " ¢ it ! - Sapraips ,E)Val=0-05 8j = ! ' Pva=0.05 _'o i : -
T o kA o T I e
e " e ‘ GRAKS
L g . e
g' %%% il : : =3 ;
Gzt  CRakBeRs e
St “DYRK1 : " %apk
o chﬁﬁ’m 539 o o cbm‘(
| i %‘* |
252 45 4 05 0 05 1 15 2 25 25 2 45 4 05 o0 o5 1 15 2 25 2 45 1 495 0 05 1 15 2
multiple proteins are degraded over 10,000 two proteins are degraded over 10,000 one protein is degraded over 10,000

Proteomicsin PBMC @10x DCyq

IRAK4 binder and linker modification led to protein degradation selectivity
improvement

'KYMERA



KT-474: SpecificlRAK4 Degradation

Degradationin Human Monocytes Selectivity in Human PBMC
-~ KT-474
150+ :
B KT-5653 (Negative Control) 3 m
>
L
wn
X 100~ b 25 |
3 ]
s
S _
&) © 2] o
;‘g 50- §1 IRAK4
< <
ﬂ_ﬁ o 15-
X 3
0 >
\ \ \ \ o 1
-8 -6 -4 -2 0
Log [Compound] (uM
0.5 -
Calculated DCy, of 2.1 nM and E3 ligase dependent degradation of
IRAK4 in human immune cells 0 |

2 15 -1 05 0 05 1 15 2
IRAK4 was only protein of over 10,000 to be degraded by KT-474 in _
human immune cells at concentration 10-fold above the DCy, Protein Level Fold Change (Log2)

'KYMERA



IRAK4 Degradation Superior to Kinase Inhibition in Cytokine

Functional activity of
KT-474 assessed by
measuring pro-
inflammatory cytokine
levels upon activation

Cells pre-treated with
KT-474,anegative
control,and two small
molecule IRAK4 kinase
inhibitors

KT-474 better ableto
inhibit IL-6 under both
LPSand R848 than
clinically active IRAK4
SM kinase inhibitor
PF-06550833

'KYMERA

% IL-6

Production
LPS- IL-6
150
100 —
50 -
0 | | |
-8 -6 -4 -2
Log [Compound] (uM
Legend Compound IL-6 1C;5, (M)
o KT-474 3
- Negative control 335
IRAK4 SMI (PF-
06550833) N/A
IRAK4 SMI (other) N/A

% IL-6

150 —

R848 - IL-6

-8 -6 -4 -2
Log [Compound] (uM
Legend Compound IL-6 IC5, (M)
-~ KT-474 0.7
IRAK4 SM1I (PF- 5
06550833)
IRAK4 SMI (other) 49



IRAK4 Degradation Superior to Kinase InhibitioninIntracellular

'KYMERA

Phosphorylation events
upon TLRactivations
monitored using flow
cytometry

KT-474 inhibited pro-
inflammatory
phosphorylation events
in asuperior manner to
small-molecule
inhibitorsincluding
clinically active PF-
compound

Signaling

R848 (TLR7/8) LPS (TLR4)
. IRAK4SMI  IRAK4 SMI IRAK4SMI  IRAK4 SMI
Unstim Cerl KT-474 (other) (PF-06550833) C''! KT-474 " (other) (PF-06550833)

MAPKAPK2-TIH
pI0RSK-s380
H2AX 5139
DRP1-Ser6 [4434)
p36-T160Y182
TEK1NAK-S172

MNK-T197+202
SAMHD1-T592 [89930)
SEK1/MKK4-8257
S6-5235/5236
Histone H3-528
ATM-51981
MCM2 $139 [12959)
AMPKbeta-1-5182
CREBIATF-1-5133/563
mTOR (Ser2448) [12-97
NF-kB-8536
IKKalpha/beta-s176/180
PDPK1-5241
ATF-2TT1
PLCg1-S1248
4EBP1T3T
STATIST27
ERK1/2-T202Y204
IKKy-S376 [362590)
Elk-1-5383
IRS-1-Y6%6
SLPTE-Y128
MEK1-5298

lkB-alpha-
Cbl-Y774



IRAK4 Degradation In VivoActive in Preclinical M ouse Psoriasis M odel
IL-1R/TLR driven

150

Skin
>
100 %

% 100~ —
Ability to inhibit topical skin §
thickeninginduced by - 5
imiquimod was measured in a < 0

- = * > T

mouse model of psoriasis € v
Orally dosed KT-474 ¢ 0 i
inhibited thickening, a <
reflection of local and z ol Spleen
systemic inflammation, Y =
comparable to atopic @
corticosteroid after 2 or 4 5 1007 e
days of dosing *g

Q
Inhibition shown at doses I -
achieving at least 60-70% w N S S =
IRAK4 knockdown in skin and Y A ) S
spleen c® I I

< & 0 |
X oK o
o A s
& s

'KYMERA



KT-474:Close to Complete IRAK4 Degradationand Well Tolerated in

Orally-administered KT-
474 evaluated in a 14-day
non-GLP tox and PKPD
study in rodent and non-
rodents (shown).

Almost complete
knockdown
demonstrated across
multiple tissues at
multiple doses

Compound well-tolerated
at all dosesup to 600
mg/kg for rodents and
100 mg/kg for non-
rodents

Preclinical Non-rodent M odel

% IRAK4 (Control)

% IRAK4 (Control)

150

100

50

150

100

w
i

PBMC
|

x ok
I T T 1
0 10 30 100
Dose (mg/kg/day)
Kidney
=

* k
I T T T
0 10 30 100
Dose (mg/kg/day)

% IRAK4 (Control)

% IRAK4 (Control)

150

100

50

150

100

wn
N

Skin
* ok
I T T 1
0 10 30 100
Dose (mg/kg/day)
Liver
]
* %
I T T T
0 10 30 100
Dose (mg/kg/day)

% IRAK4 (Control)

% IRAK4 (Control)

150

100

50

150

100

wn
i

Spleen
Vehicle
. 10 mg/kg/day
I 30 mg/kg/day
100 mg/kg/day
*=Below level
of quantification
[ |
- *
I L T 1

0 10 30 100
Dose (mg/kg/day)

Lymph Node

[]
]

—— e

\ \ 1
0 10 30 100

Dose (mg/kg/day)



Hidradenitis Suppurtiva (HS) and interim resultsfrom Non-
interventional study inHS

HSis a painful, chronic, suppurative processinvolving the skin and subcutaneoustissue
Epidemiology

Onset in 2" & 3rd decades, more common in females
* Prevalence of 0.1-2%; ~325K in US, ~25% with moderate-to-severe disease

* Primarily occurs on intertriginous skin
* Incidence in US: 11.4/100,000

L . Recurrent, painful & inflamed nodules, leading to

rupture, inflammatory plaques, and scarring Treatment

«  Severity measures: Hurley clinical staging system (I-Ill), * Adalimumab (anti-TNF-a) approved in 2015 for moderate-to-severe disease; ~50%

. . respond, but only 20-30% with durable responses
inflammatory lesion (nodules and abscesses) count P y ? P
* Other treatments : antibiotics, steroids and surgery

IRAK4 degrader downregulates IRAK4 expression across all PBM C subsetsin HS patient blood

Patient blood was treated with DM SO control or 200nM of KT- . . . .
474 IRAK4 degrader or 200nM of IRAK4 kinase inhibitor (PF- 000 IRAK4 Levels Following Treatment with IRAK4 Dedgrader or Kinase Inhibitor

06550833)

= Control (DMSO)
Fositive Contro #
. . . 6,000 KT-474 # #
Blood was incubated overnight at 37-C (16-24 hr) and shipped SMI (PF-06550833) #
and processed for IRAK4 lineage specific cell surface staining by

flow

4,000 -
JSCE I L AR R B
Treatment with an IRAK4 degrader led to reduction of IRAK4 2,000
to a similar level approaching lower limits of detection as é & & é ;
determined by an anti-IRAK4 blocking antibody across all
PBM C subsetsin HS patient blood, irrespective of baseline B Cells Das D3+ DN T Cells Monocytes NK Cells
IRAK expression intensity

IRAK4 Mean fluorescence Signal
*

N=30 patients, One-way ANOVA* KT-474 vs DMSO Control p<0.0001, #SMI (PF-06550833) vs DM SO Control p<0.02

Treatment with an IRAK4 kinase inhibitor led to anincrease in Positive Control: cellstreated with IRAK4 blocking antibody prior to IRAK4 staining

IRAK4 levelsup to 2.6 fold in T and NK cells

'KYMERA



IRAK4 Summary

 Kymera has generated deep know-how to develop protein degraders (e.g. compound
optimization for potency and oral bioavailability, in vivo PK/PD)

* |RAK4 is a well validated pathway involved in multiple IL-1R/TLR-driven immune-
inflammatory diseases

* |IRAK4 degradation is superior to inhibition

e Ex vivo incubation of HS blood with the IRAK4 degrader KT-474 reduces IRAK4 across
all PBMC subsets

* Pre-clinical data and findings from non-interventional study support the clinical
development KT-474 in HS (Phase | SAD: 1Q 2021; MAD enrollment: 2H 2021%*)

Plan toinitiate SAD portion of Phase 1 trial in 1Q 2021. Initiation of MAD portion of Phase 1 trial ison partial clinical hold PAGE 20 of 27

1
,KY MERA ©2020 KYMERA THERAPEUTICS, INC. pending FDA review of interim SAD data.
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