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Targeted Protein Degradation

Phase 1 Single and Multiple Ascending Dose Trial
of KT-474 in Healthy Volunteers




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 statements include 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 statements regarding 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 plans to 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.

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 a result of new information, the occurrence of certain events or otherwise. As a result 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 data to be reliable as of the date of the 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. 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.



Degrading IRAK4: Best Approach to Block IL-1R/TLR driven

Inflammation
- Degrader Advantage
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Clinical Pathway Validation
IL-1a/IL-1B : Rheumatoid Arthritis, CAPS, Hidradenitis Suppurativa
IL-1a: Atopic Dermatitis
IL-1B: Gout; CANTOS Outcomes Data in Atherosclerosis and Lung Cancer
IL-18: Macrophage Activation Syndrome

IL-36: Generalized Pustular Psoriasis, Atopic Dermatitis
IRAK4 SMI: Rheumatoid Arthritis

Human Genetics
Adult humans with IRAK4 Null Mutation are healthy

IRAK4 degrader has potential to achieve a broad, well-tolerated
anti-inflammatory effect, providing multiple development
opportunities in autoimmune inflammatory diseases



IRAK4 KO/Degradation Differentiated Over
Kinase Inhibition in TLR Activation

. Science

1gnahng TLR-induced TNF-a

Control N
hIRAK4 KO Wi

hIRAK4 KO + hIRAK4 WT
hIRAK4 KO + hIRAK4 Kin(-)

Science Signaling

P3C

Comprehensive RNAi-based screening of human and
mouse TLR pathways identifies species-specific pref-
erences in signaling protein use 0 0.5 1 1.5 2

JING SUN, NING LI, KYU-SEON OH, BHASKAR DUTTA, SHARAT J. VAYTTADEN, BIN LIN, THOMAS S. EBERT, DOMINIC DE NARDO, JOIE DAVIS, RUSTAM BAGIRZADEH, TN F-a (ng/ml)

NICOLAS W_LOUNSBURY, CHANDRASHEKHAR PASARE, EICKE LATZ, VEIT HORNUNG, AND |AIN D_C. FRASER

Toll-like receptors (TLRs) are a major class of pattern recognition receptors, which
mediate the responses of innate immune cells to microbial stimuli. To systemati-
cally determine the roles of proteins in canonical TLR signaling pathways, we con-

ducted an RNA interference (RNAi)-based screen in human and mouse ) I RA K4 KO haS a Stro ng res po n Se to T L R

macrophages. We observed a pattern of conserved signaling module dependencies

across species, but found notable species-specific requirements at the level of indi- a Ctivati O n

vidual proteins. Among these, we identified unexpected differences in the involve-

ment of members of the interleukin-1 receptor-associated kinase (IRAK) family

between the human and mouse TLR pathways. Whereas TLR signaling in mouse .

macrophages depended primarily on IRAK4 and IRAK2, with little or no role for © KI n a Se d ea d a n d a WT I RA K4 reSCU e
IRAK1, TLR signaling and proinflammatory eytokine production in human . .

macrophages depended on IRAK1, with knockdown of IRAK4 or IRAK2 having less be have SI m I Ia rIy

of an effect. Consistent with species-specific roles for these kinases, IRAK4 or-

thologs failed to rescue signaling in IRAK4-deficient macrophages from the other

species, and only mouse n}:lcr()!)?zlgll.‘s |'uqll|ircq llhu kinus‘u activity (‘)I‘ IRAKA? to n.w- ° Th iS d e mo nstrates that ki na Se fu n Ctio n ha S

diate TLR responses, The identification of a critical role for IRAK1 in TLR signaling

in humans could potentially explain the association of IRAK1 with several autoim- H nn t T L R t' t'

mune diseases. Furthermore, this study demonstrated how systematic screening n O I pa C O n a C Iva I O n res p O n Se
can be used to identify important characteristics of innate immune responses

across species, which could optimize therapeutic targeting to manipulate human

TLR-dependent outputs.

Source: Sun, et al. Science Signaling, 2016
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Scaffolding Function of IRAK4 is Critical
for Myddosome Formation

IRAK4 Scaffolding Role Functions to Limit MYD88
Oligomer Size and Trigger Myddosome Formation

J | of
54¢ St (or TLRs) ._' ." ._'

MyD88 oligomer size functions as a physical Myddosome 5 %
threshold to trigger ILIR Myddosome signaling Formation /”

Rafael Deliz-Aguirre*®, Fakun Cao*®, Fenja H.U. Gerpott@®, Nichanok Auevechanichkul, Mariam Chupanova, YeVin Mun®, Elke Ziska®, and ‘ ‘.V /

Marcus J. Taylor®

AN

Arocerting ysliece:o1 skl e rocaphoc signaling e e sotispenilly.of siguili e Tt s gomack: comph MyD88 Recruitment IRAK4 Recruitment/ Recruitment
The Myd is an olig plex that is required to it infl ,slgnals from TLR/ILIRs and :onﬂsts of .. .
If-assemble and regul MyD88 Limitation

MyD88 and IRAK family kinases. However, the molecular basis for how Myd:
intracellular signaling remains poorly understood. Here, we developed a novel assay to analyze the spatiotemporal dynamics

of ILIR and Myddosome signaling in live cells. We found that MyD88 oligomerization is inducible and initially reversible.

Moreover, the formation of larger, stable oligomers consisting of more than four MyD88s triggers the sequential recruitment ° |RAK4 ca ps the oligomer size Of MYD88 to trigger myddosome
of IRAK4 and IRAK1. Notably, genetic knockout of IRAK4 enhanced MyD88 oligomerizaﬁon indicating that IRAK4 controls .

MyD88 oligomer size and growth. MyD88 oligomer size thus functions as a physical th d to trigger d g. fo rma t| on

These results provide a mechanistic basis for how protein oligomerization might function in cell signaling paﬂlways

* Macromolecular assembly of proteins in itself can be considered a
signal transduction step

“...indicating that IRAK4 controls MyD88 ) )
oligomer size and growth. MyD88 oligomer o

2
240
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o

size thus functions as a physical threshold to
trigger downstream signaling.” -
’ 1of§eﬁme§2;)0 | ’ mfi?e‘imei:;m | ’ wl?i?etime%:;m |

Source: Deliz-Aguirre, et al. J. Cell Biol., 2021
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Scaffolding Function of IRAK4 is Critical for Pathway
Signaling Through NF-kB

IRAK4 Scaffolding Function, Not Kinase Activity, is Required for
TLR9-mediated Activation of NF-kB in Human B cells

B Cell CpG-B->IL-6 150, W PF-06550833

IRAK4 Degrader

100
) I ‘ ‘ I ‘

150

100 £

B PF-06550833

% IL6 (Control)
%Phos-NF-kBp65/Control

50 IRAK4 Degrader
|IC5,=18 nM

0
0.1 1 10 100 1000 '\/ f\, ‘1,

Dose (nM) > /\‘-b ofo'b RSN

f»- Q.
Dose (M)
* IRAK4 degradation leads to inhibition of TLR9/ « Pathway engagement results in downstream NF-kB
CpG-B induced IL-6 activation which only a degrader can block.
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Degrader More Effective than Kinase Inhibitors Against

Cytokine/Chemokine Induction by IL-1 + LPS

IL-1B3+LPS Combination Induces
Enhanced Levels of Inflammation

LPS IL-33 IL-36B IL-1B
PBS PBS LPS PBS LPS PBS LPS

G-CSF
GM-CSF
GROa
IFNy
IL-10
IL-12p40
IL-1RA
IL-6

IL-8
IP-10
MCP-1
MCP-3
MIP-1a
MIP-1b
RANTES
TNFa

® 350
0.00
® -350

Expression Levels (Log2)
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Only IRAK4 Degrader Can Block Pathway Stimulated by

IL-1B + LPS
Cytokine/ IRAK4 E3-ve PF- BAYER
Chemokine Degrader Control 06550833 Inh.
Induced by [1Cs,] [1Cs50] [1Cs50] [1Cs0]
IL-1B + LPS nM nM nM nM
IL-6 0.8 427.5 >2000 >2000
IL-8 0.08 >2000 1400 >2000
G-CSF 0.5 >2000 >2000 >2000
GM-CSF 2.6 161.6 8.1 464.9
CXCL1 (GROq) 76.4 1100 >2000 >2000
CCL3 (MIP-1a) 42.3 1977 >2000 >2000

E3-ve Control = an IRAK4 degrader molecule that is not
enabled to degrade IRAK4 and functions as an inhibitor



IRAK4+ Cells per mm?

IRAK4 Protein Expression in Autoimmune Diseases:
Upregulation in Skin of HS Patients Compared to Healthy Subjects

IRAK4 protein levels overexpressed in
HS patient skin lesions

Immunofluorescence (IF)
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IRAK4 expression is upregulated in dermis and epidermis of HS patients relative

to healthy subject skin

Lesion Peri-lesion Non-lesion

Healthy subject
¥ Fead 4§ A [ e

Histology

H&E

IF Stain

Morphology
Mask

Epidermal
Keratinocytes

Dermal
necell

Alavi et al., Society for Investigative Dermatology Annual Meeting, 2021
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Chemokines

Cellular
Cytotoxicity

Cytokines &
Cytokine Signaling

Cytokine Receptors

TLRs
Myddosome

Inflammasome
Prostaglandins
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Multiple Proinflammatory Transcripts Are Upregulated and
Correlate with IRAK4 Protein Levels in HS Skin Lesions

Peri-lesion
Non-lesion
Healthy

c
2
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o
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Scaled Expression

CCL2
CCL20
CSF3

CXCL1
CXCL2
CXCL6
CXCL8

CXCL11
CXCL13

GZMB
PRF1

IFNG
IL10
IL1B
IL32
IL36G
IL6
IRF7
SOCS3
TNF

IL2RA
IL2RB

IL18RAP
MYD88

TLR1
TLR2
TLR3
TLR4
TLR6

Chemokines

Cytokines &
Cytokine Signaling

Cytokine Receptors
Cellular

Cytotoxicity

TLRs
Myddosome

Inflammasome
Prostaglandins

IRAK4 Lesion
Correlation Vvs.

IFE MS Non-lesion

CCL2

CCL20
CSF3

CXCL1
CXCL2
CXCL6
CXCL8
CXCL11
CXCL13

IFNG
IL10
B LB
IL32
IL36G
IL6
IRF7
SOCS3
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TLRé6
TLR8
TLRY

NLRP3
PTGS2

o e -

Spearman correlation

log,(fold change)

|
N
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IF: immunofluorescence; MS: mass spectrometry

Alavi et al., Society for Investigative Dermatology Annual Meeting, 2021

Upregulation of TLRs,
IL-1B/1L-36, MYD8S8,
and multiple additional
drivers of inflammation
that all correlate with
IRAK4 protein
expression

Highlights potential of
IRAK4 targeting to treat
diseases like HS
characterized by
marked pleiotropic
inflammation



KT-474: Potent and Specific IRAK4 Degradation with
Impact on Cytokines Superior to Kinase Inhibition

Degradation and Selectivity

1006, S2ii
3
2.5]
g 72
o0 IRAK4
K=}
L 15 :
m |
= : pval=0.05
S
& 1
0.5-
° |

2 15 4 -05 0 05 1 15 2

Protein Level Fold Change (log2)
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KT-474 DCsy = 2.1 nM in
human immune cells

KT-474 only degraded
IRAK4 in human immune

cells at concentration 10-
fold above the DC,,

KT-474 better able to
inhibit IL-6 under both LPS
and LPS + IL-1p than
clinically active IRAK4 SM
kinase inhibitor
PF-06550833

Superiority over SM kinase Inhibitor

150

100

LPS + IL-1B > IL-6

1
50
[]
®
®
0 I I I I
-6 -4 -2 0 2
Log[Compound] (nM)
Legend Compound IL-6 I1C5, (NM)
-9 IRAK4 Degrader 0.8
- Negative control 450
IRAK4 SMI (PF-06550833) N/A



IRAK4 Degrader KT-474 Inhibits TLR-Mediated Induction of HS-
Overexpressed Proinflammatory Transcripts in Healthy Monocytes

CXCL8

gvalue=0.0051

15000 -
S 10000
o
|_
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=
O 4
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*Lack of KT-474 effect on
MYD88 consistent with MYD88

being upstream of IRAK4




IRAK4 Degrader Downregulates IRAK4; SMI can Increase it in
HS Patients Blood

IRAK4 Levels Following Treatment with IRAK4 Degrader or Kinase Inhibitor

8,000
=1 Control (DMSO)
=1 Positive Control
KT-474
6,000 = SMI (PF-06550833)

T N B
oo % *é é *é é *? *? H B *H

IRAK4 Mean Fluorescence Signal

T
I i L = ® i
0
B Cells CD4+ CD8+ DN T Cells Monocytes NK Cells

N=30 patients, One-way ANOVA* KT-474 vs DMSO Control p<0.0001, #SMI (PF-06550833) vs DMSO Control p<0.02
Positive Control: cells treated with IRAK4 blocking antibody prior to IRAK4 staining

Ex vivo incubation of HS blood with KT-474 reduced IRAK4 to a level approaching the lower limits
KEY of detection across all PBMC subsets, irrespective of baseline expression intensity, whereas an

IRAK4 kinase inhibitor increased IRAK4 levels in T and NK cells

Treatment with an IRAK4 kinase inhibitor led to an increase in IRAK4 levels of up to 2.6-fold in T
and NK cells

TAKEAWAYS




Potential Best-in-class Oral Small Molecule Mechanism in I/I
Potential for Broad Activity Across Th1-Th17 and Th2 Diseases

IL-1R/TLR
KT-474 |

&d —

!
@e; 0%

Th1-Th17/Neutrophils  Th2/Eosinophils

- Hidradenitis Suppurativa

Atopic Dermatitis

*  Rheumatoid Arthritis *  Asthma

*  Lupus - COPD

- IBD « CRSwNP
«  Gout

* Psoriasis

Source: EvaluatePharma; GlobalData; Dash. Allied Market Research. 2021; Koto. Modern Rheumatology. 2021;
Ahn. JAMA Otolaryngol Head Neck Surg. 2016; UC: Ulcerative Colitis; CD: Crohn’s Disease.

Indication

2021 Prevalence 2021 Global Sales

US/EU5/JP
AD ~82.5M $5,760 M
HS ~785 K $1,106 M
RA ~4.6 M $27,634 M
SLE ~580 K $1,333 M
IBD ~3.2M $21,710 M
Gout ~18.2 M $1,319 M
Psoriasis ~15.8 M $23,268 M
Asthma ~87.3 M $15,664 M
COPD ~61.7 M $9,960 M
CRSwNP ~20.4 M $2,622 M

Limitations of Current Therapies

Target only 1-2 cytokines
Require injection

Limited pathway blockade (IRAK4 SMI)
Safety issues (JAK family)




KT-474 Phase 1 Design

Double-blind, Placebo-controlled SAD and MAD in HV; Open Label Patient Cohort in HS & AD Patients

Completed 7 SAD cohorts Primary Safety & tolerability
- 8 subjects per cohort (6:2 randomization)
Pa rts A & B - 57 adult healthy subjects dosed
Single dose (25-1600 mg) Pharmacokinetic measures (half-life,
Secondary/ bioavailability)

Healthy Volunteers
SAD and MAD

4 MAD cohorts

- 12 subjects per cohort (9:3 randomization)
- 48 adult healthy subjects dosed

14x daily doses (25-200 mg)

Exploratory

IRAK4 knockdown in PBMC and skin
(MAD only)

Ex vivo response of whole blood to TLR
agonists (SAD & MAD)

0 . Primary + Safety & tolerability
ngoin
J J 1 cohort
Up to 30 HS and AD patients « Pharmacokinetic measures
(half-life, bioavailability)
Pa rt C 75 mg (fed State) * |IRAK4 knockdown in PBMC and skin
(~equivalent exposure to 100mg
fasted MAD cohort dose level) Secondary/ . Chanﬁe in systemic inflammatory biorlr:arkers and
. i tory gene transcripts in skin

HS and AD Patients profntiammsa

Open'label Exploratory * Exvivo response of whole blood to TLR agonists

+ Clinical endpoints: EASI (AD), Total AN Count
(HS), symptom scores and global assessments

28x daily doses

'KYMERA



SAD Study: Favorable PK after Single Oral Dosing Predicted by

40

Plasma KT-474 Concentration (ng/mL)
Mean (£ SD)
bt

0412 24

'KYMERA

Preclinical ADME/PK

100 KT-474 .
£ Predicted Observed
2 25mg, PO
S
§ 10
Q Cmax
' 2.5 3.5
E = (ng/mL)
o ! =
w
4 b
§ £
b =% ___CpvsTime Tmax (h) 4.1 7.3
p (] C, Simulation from PO 25mg SD
Time (h) O PK509, SAD 25mg
O PK521, SAD 25mg
0.01 PK539, SAD 25mg AUCe 91 112
O PK569, SAD 25mg (ng/mL*h)
O PK581, SAD 25mg
O PK598, SAD 25mg
0.001 Ty (h) 22 25
48 72 9% 144 216 312 0 12 24 36 48 60 72 84 96 12
Time (h) Time (h)

€ 25mgsSD 150 mgSD @ 600mgSD @ 1600 mgSD
© 75mgSD @ 300mgSD @ 1000 mgSD

Consistent PK after single dosing: Cmax achieved between 7-24 hours, half-life = 25-40 hours
Dose dependent exposure increases, plateauing after the 1000 mg dose

Low to moderate inter-subject variability in exposure

High fidelity of translation from preclinical to clinical



KT-474 Achieved >95% IRAK4 Degradation After Single Dose

20

Percent IRAK4 Reduction in PBMC at 48 Hours Post-Dose Using Mass Spectrometry

-20

-40

-60

from Baseline at 48hr

-80

Mean (+ SE) Percent IRAK4 Change

-100
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Q Q
& &
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O &
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N Meé‘;ati::@ I\I/IRTI?: p value
Change
Placebo 13 -1% -2%
25mg 6 -26% -39% 0.1
75 mg 6 -73% -75% <0.0001
150mg ¢ -81% -82% <0.0001
300mg 6 -84% -89% <0.0001
600mg 7 -96% -96% <0.0001
1000 mg 5 -93% -94% <0.0001
1600 mg 6 -95% -95% <0.0001

* p-values relative to placebo



Ex Vivo Cytokine Stimulation: Methodology in KT-474 Phase 1 Trial

Impact of KT-474 on TLR-
stimulated Cytokine/Chemokine
Production

5ir:\>fJ 3 Cytokines/Chemokines
\7LOH % .

'KYMERA

Blood Draw Overnight
Pre-/Post-Dose Incubation
v (37°)

TruCulture
: Tube

Plasma
Isolation

-
L |

Cytokine/Chemokine
Measurement

TNF-a, IFN-y,
IL-1B, IL-6,
IL-8, IL-10,
IL-128iE 17,
IL-23

(
»
]
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Broad and Deep Inhibition of Disease Relevant Cytokines
Effect Against LPS (TLR4)- or R848 (TLR7/8)-Stimulated Cytokine Induction in Whole Blood

! R848 -

IFNy L1 IL6 IL8 IL10 IL12 IL17 TNFa

LPS
£ 100 = 200
5] 15
£ Hm
[}] Q
oo ¥ ¥ 150
c § Placebo  § §
T 5o (n = 14) 5T
X 2¥ 100
£ < ] E .
S g g g
ES SAD6® =R/ 50
i n-6 S2
w v [T} 0
48 g8
= 50 ! R
E SAD7°  § .
[} _ Q
= (n = 6) z
100 -100-
IFNy IL1pB IL6 IL8 IL10 IL12 IL17 IL23 TNFa
Pbo 80% 27% 16% 19% 30% 29% 19% 22% 24% Pbo
SAD 6 -51% -58%! -46%> -72%' -67%> -45%’ -40%’ -54%’ -31% SAD 6
85-93% Degr”
SAD 7 -42% -68%! -62%' -81%' -83%! -35%2 -43%2 -45%2 -42%? SAD 7

89-95% Degr”

*Mean IRAK4 degradation in PBMC at 24-48h
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1= pvalue < 0.01; 2 = p value < 0.05

40% -12% -4% 185% 19% -7% 4% -8%

-78%  -78%' -60%'  -33% -45%  -80%'  -60%"' -61%

-97%>  -92%' -88%'  -54%  -89%' -93%' -79%'  -88%”

SEx vivo cytokine assay was performed at 48h nadir (maximal degradation) only in cohorts 6-7



KT-474 Demonstrates Broadest Anti-inflammatory Effect Compared
to Other Clinical Agents

Inhibition of Ex Vivo Disease Relevant Cytokine/Chemokine Stimulation
by Anti-Inflammatory Agents in Ph1 Studies
Agent/Stimulus  Target IFNy TNFa  IL-1B IL-6 IL-8 IL-17 IL-12 IL-23  IL-10

R N A A A Y
KT-474/R848 (dLZ'?a'ﬁi ) v V4 V4 V4 v v Vv v

CA-4948/R848 IRAK4* \/

(inhibitor)
GS-5718/R848 IRAK4 \/

(inhibitor)
ATI-450/LPS MK2 \/ \/ \/ \/
ATI-450/IL-1B MK2 \/ \/ \/
LY2775240/LPS PDE4 \/
Iberdomide/LPS Ikaros/ \/

Aiolos

JNJ-61803534/ RORy \/

T cell activation

Iberdomide: Schafer PH, et al. Ann Rheum Dis 2018;77:1516-1523; LY2775240: Patel DR, et al. Clin Transl Sci. 2021;14:1037-1048; JNJ61803534: Xue X, et al. Sci Rep 2021;11:11066-
* Non-selective 80; MK2: Aclaris 2021 Company Overview; CA-4948: Booher RN, et al. ASH Annual Meeting 2018, Poster #4168; GS-5718: Roedder S, et al. ACR Convergence 2021, Poster #0185
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MAD Study: Once Daily Dosing Resulted in High Steady-State Exposures

40

30

20

Mean (+ SD)

Plasma KT-474 Concentration (ng/mL)

Day 14

48 72 144 312 316 320 324

Time (h)

“=25mg QD
50 mg QD

<100 mg QD

- 200 mg QD

Steady-State (Day 14) PK Parameters

25 mg QD 50mg QD 100mg QD | 200 mg QD

PK Parameter (n=9) (n=9) (n=9) (n=9)
C..ax (ng/mL) 8.20 (34.5) 12.0(39.1) 16.1 (32.0) 25.2 (26.7)
t (h) 8.00 8.00 8.00 8.00

max (4.0 - 8.0) (8.0 - 8.0) (8.0 -12) (8.0 -12)
AUC,, (ng*h/mL) 153 (30.8) 224 (39.4) 314 (29.9) 498 (24.0)
Cirough (Ng/mML) 5.03 (30.3) 7.28 (35.1) 9.81(30.1) 18.8 (32.6)
Day 14/1 Ratioc,,,, 3.73 (47.1) 2.64 (26.3) 2.92(37.7) 3.51(34.7)
Day 14/1 Ratiop 4.01 (41.2) 2.97 (23.2) 3.29 (38.9) 4.22 (28.8)

High steady-state exposures with QD dosing, 3- to 4-fold increase in exposure on Day 14

Day 14 Ctrough in range where >90% IRAK4 degradation is expected

Steady-state reached by Day 7 of dosing
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Geometric Mean (%CV) reported for all parameters, except tmax where median(range) are presented
Accumulation Ratio represents fold change in exposure from Day 1 to Day 14
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KT-474 Achieved Robust and Sustained IRAK4 Degradation
with Multiple Daily Oral Doses (14 Days)

Absolute IRAK4 Levels Mean % Reduction of IRAK4
= Placebo = Placebo
4\ + 25mgQD < + 25mgQD
50mgQD v 50mg QD
4 100 mg QD <g £ 100 mg QD
S 200 mg QD E % S 200mgQD*
#2Yy g m
L | .
il“ P & S 0
] 4 oy 20
N L\ n &
A & P .:tl_f‘é) -40
W P $ d) cC
\ SO 60
\'E 2 N/ > -80
'A ' z = ':'"
A o e /A —— -100
12 3 4 7 14 17 21 28
Day

Detected by mass spectrometry in circulating PBMC

Steady state IRAK4 reduction achieved between Days 7 and 14
Recovery towards baseline by Day 28 (2 weeks after last dose)
MAD 2 through 4 approached Lower Limit of Quantitation (LLOQ)
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Lower Daily Doses of KT-474 Achieved >98% IRAK4 Degradation (MS)
Plateau in IRAK4 Reduction after 14 days in PBMC after 100 mg

Percent IRAK4 Reduction in PBMC by Mass Spectrometry

< 20
< v Placeb
é é 0 acebo
22 5 I
8 o i 25 mg QD
=
a o 40
—_= 50 mg QD
th @ -60
H g
-80 100 mg QD
&5 L
Q 4
2 100 | | 200 mg QD
Day 7 Day 14
Placebo 25mgQD 50mgQD 100mgQD 200mgQD
(n=12) (n=9) (n=9) (n=9) (n=9)
Mean Day 7 -9% -87% -93% -97% -95%
MeanDay 14 -23% -92% -95% -98% -96%
p value* <0.0001 <0.0001 <0.0001 <0.0001

* p-values relative to placebo
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KT-474 PK/PD Translates Well from Dog to Humans

0
=== [DOg
c wm== Human
0 20
5 o
S £
T O 40 Human DCy; =
Q wn —
PBMC K £ Dog DCys =
U 60
S ¢ 3 ng/mL
< S
— gg ................................................................................................
X DC,.=3ng/ML
-100 :
0.01 0.1 1 10 100

Plasma KT-474 Ctrough (ng/mL)

'KYMERA



Once Daily Dosing Resulted in High Skin Exposures Exceeding Plasma

400

300

Mean (+ SD)
S

100

Skin KT-474 Concentration (ng/g)

KT-474 Levels in Skin

- 25mgQD
50 mg QD

<~ 100 mg QD

- 200 mg QD

1 7 14 28
Day

Increasing exposures through Day 14

C

trough

levels in skin ~10-14 fold higher than plasma

on Day 14

Cirough cONcentrations shown for Days 1, 7 and 14.
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Substantially Larger Skin vs Plasma Exposures at C, .1

Plasma Day 7

Plasma Day 14
Skin Day 7 -
Skin Day 14

150

100

(%)
o
[
I

Mean (+ SD) Concentration
[ng/mL for Plasma, ng/g for Skin]

igl.

ng/mL(plasma) 25mgQD 50mgQD 100mgQD 200 mg QD

0

ng/g (skin) (n=9) (n=9) (n=9) (n=9)
Plasma Day 7 3.21 7.15 11.9 18.2
Plasma Day 14 4.72 8.49 11.6 17.4
Skin Day 7 21.5 40.2 53.5 80.9
Skin Day 14 44.5 94.2 93.7 238



KT-474 Reduced IRAK4 to Near LLOQ in the Skin (MS)

IRAK4 Levels in Skin vs PBMC at Day 14
Absolute IRAK4 Levels in Skin of KT-474 treatment

0.6
E Plasma
= Skin

0.4

0.20 Baseline levels 5- to 10- © Placebo

fold lower than PBMC = 25mgQD
50mg QD

- 100mg QD
= 200mg QD

o
N
wn

Mean (+ SE) Absolute IRAK4 Levels
[fmol/pg protein]
=}
S
Mean (£ SE) Absolute IRAK4 Levels

[fmol/ug protein]

0.2

0.05

0.00
Placebo 25mgQD 50mgQD 100mgQD 200mgQD

Day

Baseline IRAK4 levels in skin substantially lower compared to PBMC

Dose-dependent IRAK4 degradation in skin by mass spectrometry

Steady-state not yet reached at day 14

Mean IRAK4 levels at 200 mg dose nearing LLOQ by Day 14, with knockdown up to 90% at 200 mg
Comparable degradation in PBMC shows that effect of KT-474 is independent of baseline expression level
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Substantial IRAK4 Degradation in Skin Observed
in Dermis and Epidermis (IRAK4 = Red)

Predose Day 14 Day 28 (recovery)
/

Pan cytokeratin (panCK) is used as the epidermal marker

Representative images from subject in 50 mg cohort



Ex Vivo Inhibition of 9 Disease-Relevant Cytokines, Day 7-14
Results through MAD3 Showed Dose-Dependent Effect Tracking with Extent of Monocyte IRAK4 Degradation

200 —‘

100

Mean (+SE) Maximum % Change from
Baselineat Day 7 - 14

H

LPS

[1

ol L | L 1 L
I OPTE ™

50

-100
IFNy IL1pB IL6 IL8 IL10 IL12 IL17 IL23 TNFa
Pbo 357% 292%  -5%  -10% 880% -11% 72% 91%  70%
éoDmg 116% -39% 15% -27% 4%  81% 2%  -2%  40%
220[? mg 48%  -63% -54% -46%  -49% -42% -28% -58%  -57%

50 mg QD: 93-95% PBMC degradation at Day 7-10; 87-90% Monocyte degradation at Day 7-14
100 mg QD: 97-98% PBMC degradation at Day 7-10; 92-93% Monocyte degradation at Day 7-14
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S
—
=200 T
S R848
c <
T <«
Placebo 6 I~
(n=9) X > 100
€0
=] e
Ew©
50mgQD X & I:I] |
(n=9) g % 0 = :I: |;| I%l +
wn
= i 1 i
‘-ﬁ m .50 D D
100 mg QD "E
(n =8-9% @ -100
(]
=
IFNy IL13 IL6 IL8 IL10 IL12 IL17 TNFa
Pbo >500%  15%  35%  -5%  -23% 3%  107%  -7%
50 mg 62%  -59%  -18%  -28% 2%  -58%  -24%  -21%
QD
(1203 mg -85%  -68%  -53%  -32%  -50%  -72%  -46%  -59%

*n=8 for LPS, n=9 for R848

Mean values > 200% have been replaced by 200 for visualization purposes



KT-474 Phase 1 HV Summary

Phase 1 Summary

* Dose escalation completed; 105 healthy volunteers
enrolled in SAD and MAD portions of trial

 POM: IRAK4 degradation in blood and skin to near LLOQ;
95-98% mean IRAK4 reduction in blood at top 3 MAD
doses (50, 100 and 200 mg)
* Robust translation of PK/PD from preclinical species
to humans

« POB: Over 50% inhibition of up to 9 cytokines with up to
85% inhibition at 100 mg MAD dose

* Enrollment and dosing completed in open-label cohort of
HS and AD patients treated for 28 days with 14 days of
follow-up

» Results to be presented in December, including PD
in skin and blood and exploratory clinical endpoints

Safety Summary

KT-474 was generally well tolerated, with no SAEs

MAD TEAEs in 2 or more subjects possibly/probably drug
related included Headache (5), Palpitations (3) and Nausea (2)

A non-adverse, non-dose-dependent, self-limiting mean 10-20
msec prolongation of QTc was identified after multi-dosing
in MAD, with QTc remaining within normal range (<450 msec).
* Subsequent analysis suggests weak ion channel binding,
not IRAK4 degradation, as likely cause
* Longer duration dosing in patient cohort will enable further
characterization of QTc effect
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