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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
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 our strategy, business plans and objectives for our programs; plans and timelines for the clinical
development of our product candidates, including the therapeutic potential, clinical benefits and safety thereof; expectations regarding timing, success and data announcements of current
ongoing clinical trials; the ability to initiate new clinical programs; the initiation, timing, progress and results of our current and future clinical trials and current and future preclinical studies
and clinical trials 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. Any forward-looking statements are based
on management's current expectations and beliefs and are subject to a number of risks, uncertainties and important factors that may cause actual events or results to differ materially from
those expressed or implied by any forward-looking statements including, without limitation, risks associated with: the impact of COVID-19 on countries or regions in which we have
operations or do business, as well as on the timing and anticipated results of our current and future preclinical studies and clinical trials, supply chain, strategy and future operations; the
delay of any current and future preclinical studies or clinical trials or the development of our drug candidates; the risk that the results of current preclinical studies and clinical trials may not
be predictive of future results in connection with current or future clinical trials, including those for KT-474, KT-333, KT-413 and KT-253; Our ability to successfully demonstrate the safety
and efficacy of our drug candidates; the timing and outcome of our planned interactions with regulatory authorities; obtaining, maintaining and protecting our intellectual property; and our
relationships with its existing and future collaboration partners. 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, except as required by law. 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.
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Degrading IRAK4: Best Approach to Block IL-1R/TLR driven

Inflammation
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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



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

Degradation and Selectivity
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KT-474 DC;y= 2.1 nM in
human immune cells

KT-474 was selective for
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-1pB than
clinically active IRAK4 SM
kinase inhibitor
PF-06550833

Superiority over SM kinase Inhibitor
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Legend Compound IL-6 IC;5, (M)
-@- IRAK4 Degrader 0.8
- Negative control 450
IRAK4 SMI (PF-06550833) N/A



Parts A & B

Healthy Volunteers
SAD and MAD

Part C

HS and AD Patients
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KT-474 Phase 1 Design

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

7 SAD cohorts

- 8 subjects per cohort (6:2 randomization)
- 57 adult healthy subjects dosed
Single dose (25-1600 mg)

4 MAD cohorts

- 12 subjects per cohort (9:3 randomization)
- 48 adult healthy subjects dosed
14x daily doses (25-200 mg)

1 cohort
21 HS and AD patients

75 mg (fed state)

(~equivalent exposure to 100 mg
fasted MAD cohort dose level)

Open-label

28x daily doses

Primary

Secondary/
Exploratory

Primary

Secondary/
Exploratory

Safety & tolerability

Pharmacokinetic measures (half-life,
bioavailability)

IRAK4 knockdown in PBMC and skin
(MAD only)

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

« Safety & tolerability

Pharmacokinetic measures
(half-life, bioavailability)

IRAK4 knockdown in PBMC and skin

Change in circulating inflammatory biomarkers
and proinflammatory gene transcripts in skin

Clinical endpoints: EASI (AD), Total AN Count
(HS), symptom scores and global assessments
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Absolute IRAK4 Levels
Mean (SE)[fmol/ug protein]

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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= Placebo
+= 25mgQD

= 100 mg QD
= 200mg QD

KT-474 Achieved Robust and Sustained IRAK4 Degradation
with Multiple Daily Oral Doses (14 Days)

Absolute IRAK4 Levels

Percent IRAK4 Reduction at Steady State

20

<
b (]
é é 0 - ) Pl:.acel:?o
2 4
S 8 -20 25 mg QD
o E
& o '40
m‘t 50 mg QD
n Y 60
He
= _‘E -80 100 mg QD
<O o
Q - e S
S  -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%
Mean Day 14 -23% -92% -95% -98% -96%
p value* <0.0001 <0.0001 <0.0001 <0.0001

* p-values relative to placebo



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 — __
W LPS
Placebo

100 | (n=9)

L Lo b
S AT g

200

R848

100

R LR

-100

BaselineatDay 7 - 14
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Mean (£SE) Maximum % Change from
BaselineatDay 7 - 14
(€]
o

Mean (£SE) Maximum % Change from

IFNy IL1B IL6 IL8 IL10 IL12 IL17 IL23 TNFa IFNy  IL1B IL6 IL8 IL10 IL12 IL17 TNFa

Pbo 357% 292%  -5% -10% 880% -11% 72% 91% 70% Pbo >500% 15% 35% -5% -23% 3% 107% -7%

50 mg 116% -39% 15%  -27% 4%  81% 2%  -2%  40% 50 mg -62%  -59%  -18%  -28% 2%  -58%  -24%  -21%

QD QD

100me oo 3% sa%  -as%  -a9% -a2% 28% -58%  -57% 100 mg

QDb QD -85% -68% -53% -32% -50% -72% -46% -59%

50 mg QD: 93-95% PBMC degradation at Day 7-10; 87-90% Monocyte degradation at Day 7-14 *n=8 for LPS, n=9 for R848

100 mg QD: 97-98% PBMC degradation at Day 7-10; 92-93% Monocyte degradation at Day 7-14 o
Mean values > 200% have been replaced by 200 for visualization purposes
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KT-474 Reduced IRAK4 to Near LLOQ in the Skin (MS)

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

0.6
E Plasma
= Skin

0.4

0.2

Mean (+ SE) Absolute IRAK4 Levels
[fmol/ug protein]

0.0 b 4—l ............. b | R RN || oo SRRTTRTRR H‘- ............. ......... LLOQ

Placebo 25mgQD 50mgQD 100mgQD 200mgQD

Baseline IRAK4 levels in skin substantially lower compared to PBMC

Dose-dependent IRAK4 degradation in skin by mass spectrometry

Mean IRAK4 levels at 200 mg dose nearing LLOQ, with knockdown up to 90% at 200 mg

Comparable degradation in PBMC shows that effect of KT-474 is independent of baseline expression level



HS (h=13)

Patient Cohort: Baseline Disease Characteristics

AD (n=8)

Disease Severity (HS-PGA) (VIGA-AD)
Mild -- 1
Moderate 10 5
Severe 1 2
Very Severe 2

Extent of Disease

Mean (min, max)

Mean (min, max)

AN Count 8 (5, 18) --

Fistula Count 4 (0, 15) --

Pain-NRS* 7 (3, 10) -

Pruritus-NRS* (O 10) 8 (4, 10)

EASI Score 17.6 (4.4, 52.3)
Patients with any prior Therapy, n (%) 8 (62) 7 (88)

Antibiotics/Antibacterials** 6 (46) 1(13)

Corticosteroids 0 7 (88)

Adalimumab 3(23)° 0

Other Biologics 1(8)% 0

a . . )
. . . . includes 2 pts with very severe disease
*worst score over past week  **includes clindamycin and chlorhexidine P Y I

%1 patient with very severe disease received infliximab and bimekizumab (and adalimumab)

AD=Atopic Dermatitis; AN=Abscess and Inflammatory Nodule Count; EASI=Eczema Area and Severity Index; HS=hidradenitis suppurativa; Min=minimum; Max=maximum; Pain-NRS=Skin Pain Numerical Rating Score
Pruritus-NRS=Peak Pruritus Numerical Rating Score; PGA-Physicians Global Assessment; IGA=Investigator Global Assessment
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KT-474 Plasma PK and IRAK4 Degradation in HS and AD Patients
Dosed for 28 Days is Comparable to HV

Part C KT-474 Plasma PK PK/PD Correlation in IRAK4 Levels in PBMC in
Plasma/Monocytes (FLOW) Patients at Day 28 (MS)
E 20 < 0 \.,/ E 3 ng/mL threshold 1.00
2 < Q! MAD
c |l .. @ J N _N__ /N . & K. Mean Day 14 C,,, 4 ' () PARTC —_
S8 15 (MAD3:100mg QD) @ 20 o * <€
© £ o X2 o075
g | L @ N/ N NN Mean Day 14 Cyoy, @ ' =2
§§ 10 (MAD3:100mg QD) & 4o (! 22
S c 52
S‘-) e §3 0.50
o 5 3 ng/mL threshold - a2 E :
;‘ J go -60 é';’
0 n = 19 after Day 4; 2 patients discontinued treatment g ‘_ﬁ E
TN ) = — Q0 .
QNO'\:Q\b OD‘OD( )210 6\ 6\}2\‘0 or\,';\'\g\b QNZ\,DX@ O(i;%\,*\b Oqﬁboqib%b Orb'\/ Q{b") OD'J/ "g -80 + <& ' - -7\&/\- --\/,—\; - : -i €ommmmmmn= -- -- 5 § 0.25
L i oPe® O¢ =3
-100 ; O O Yo SESHORN (S s R—
0 4 8 12 16 20 24 28 32 36 40 D '28
KT-474 Ctrough/ng/mL a4
KT-474 PK at the 75 mg QD dose KT-474 concentrations in 1S and AD Patient
(fed state) in patients is comparable to plasma lead to szj\me.level of an atients
100 mg QD (fasted state) in HV IRAK4 degradation in HV IRAK4 Levels at Day 28
* Mean C,,,and C, levels at steady state in (n=.48) and HS/AD (n=20) (n=4) near LLOQ
Part C are in line with MADS levels at Day 14 patients
* Mean half-life of 44 hours is within the range « Concentrations above 3 ng/mL
observed in MAD (34-59 hours) lead to same level of degradation

(>80%) in HV and Patients
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KT-474 Reduced IRAK4 in Skin Lesions of AD and HS Patients
on Day 28 to at Least Same Level as Healthy Subjects

0.3 -

0.2 ——

Mean (xSE) IRAK4 Levels
in Skin (fmol/ug protein)

MASEbIJ-_IeeCatZEhY AD Patients HS Patients AD Patients HS Patients
(Baseline) (Baseline) (Baseline) (Day 28) (Day 28)
N 46 7 11 6 9
Mean (+ SE) 0.123 (+ 0.01) 0.216 (+ 0.06) 0.236 (+ 0.05) 0.103 (+ 0.05) 0.112 (+ 0.03)
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In Vivo Inhibition of Disease-Relevant Plasma Cytokines and Acute
Phase Reactants by KT-474 in HS/AD Patients

IL-6
Analyte Mean ;\r/l];lx AD Mean :\r/]l)ax HS . & AD (N=3)
£ 50 ) HS (N=8)
9
IL-6T -56% (3) -63% (8) 3 _
5
CRPt NA -58% (5) - O +
S
cC
£ - /
IL-1p -36% (7) _48% (8) S A
T 50
8 L
SAAt -51% (4) -41% (10) E

*Max % reduction through Day 42

TAnalysis performed only on patients with values >ULN at base
IL-6, IL-1B and CRP are high sensitivity assays

NA: not applicable
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Disease-Relevant Genes Downregulated in Skin Lesions in 2 50% of Evaluable®

* Substantial
downregulation of many
disease relevant genes in
both HS and AD patients

 Downregulation exceeded
90% for many genes

AD (N=7) and HS (N=10) Patients at Day 28 (RNAseq)

CXCL1

IL2RB

IL5

NLRP3

AD

Broad anti-inflammatory
signature with
downregulation of genes
responsible for:

HS
IL1 family cytokines

Thl
Th1l7
Th2

Innate immunity

ASRNE NN
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tlog2(fold change relative to baseline): -1 = 50% decrease, -2 = 75% decrease, -3 = 87.5%

decrease

AD-3-
AD-6-
AD-7
AD-4-
AD-5-
AD-2-

AD-1+

3 R
log2(fold change)
IFNG

HS-3 -
HS-8
HS-2
HS-5 -
HS-4
HS-12 1
HS-9
HS-1
HS-6

HS-7

75 -50 -25 00 25
log2(fold change)

CSF3

HS-3
HS-8 -
HS-5
HS-1
HS-9
HS-2
HS-4 4
HS-6
HS-12
HS-7

-75 -50 -25 00
log2(fold change)

AD-6-
AD-3-
AD-2-
AD-7-
AD-1-
AD-4-

AD-5-

HS-5 -
Hs-2 -
Hs-3 -
Hs-8 -

HS-12
HS-6 -
HS-7 -
HS-4 -
HS-9 -

HS-1

3 2 K
log2(fold change)
GZMB

75 5.0 -25 00 25
log2(fold change)

IL1B

HS-8
HS-1
HS-3
HS-4
HS-5 -
HS-7
HS-9
HS-12 4
HS-6
HS-2

3 6

0 3
log2(fold change)

AD-4-
AD-5
AD-1-
AD-3
AD-7-

AD-2+

AD-6+

HS-5 -
HS-4
HS-8
HS-1
HS-3
HS-12 1
HS-7
HS-9
HS-6

HS-2

T
1

o-

_Il
log2(fold change)
IL8

|
i
[ |
I
-50 25 00 25 50
log2(fold change)

IL36A

HS-5
HS-3
HS-4
HS-1
HS-8
HS-7
HS-9
HS-6
HS-2
HS-12 1

75 50 25 00
log2(fold change)

AD-3-
AD-5-
AD-2-
AD-4-
AD-7+
AD-1+

AD-6-

2 0 2 4
log2(fold change)

HS-4 -
HS-5
HS-3
HS-8
HS-2
HS-1 4
HS-9
HS-12
HS-6
HS-7

-2 0 2
log2(fold change)
IL17A

HS-5
Hs-8
Hs-3
Hs-4
Hs-1
Hs-7
Hs-2

HS-12 +
HS-9
Hs-6

—I6 —I3
log2(fold change

0 3

)

*Evaluable patients for whom the samples were of sufficient quality for analysis.
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AD: Significant Reduction in EASI Score and Pruritus

Mean % Change in EASI
Score Over Time (N=7)

7 14

21
Day

28

10

Mean % Change (+/-S.E. of Mean)

-80
35 42 0 7 14 21 28
Day
-@- Past Week

- Past 24 Hours

Mean % Change of Worst
Pruritus Over Time (N=7)

35

42

% of Pruritis Responders (80% Cl)
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Reduction from Baseline
in Worst Pruritus (N=7)
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Day
-@- Past Week

- Past 24 Hours



AD Case Study: Patient AD-3

Improvement in Disease Severity from Severe to Mild

- 51-year-old Hispanic/Latino male with severe AD (vIGA-AD)
and EASI score of 28.2 at baseline

* Previously treated with topical betamethasone 2018-2020

Efficacy Endpoints BL Day 28 Day 35 Day 42
IGA-AD Score Severe Moderate Moderate Mild
EASI Score (% Change) 28.2 14 (-50) 16.45 (-42) 9.2 (-67)

Peak Pruritis NRS -
past week (% Change)

Plasma Cytokines

40°
20

-20-
-40

Percent Change from Baseline

Day

X
<
<
-
pu)
>

150 L

125 -
100~ A

42

IL-18
IL-6

49

Percent Change from Baseline

1(-75) 1(-75) 1(-75)

Skin Inflammation Biomarkers*
(RNAseq)

Q

IL5 TNF NLRP3 CXCL1 CCL3 CXCL8 IL1B PTGS2

*Changes at D28




HS: Significant Reduction in AN Count Leading to HiSCR Responses

Mean % Change in Total AN % of Patients HiSCR50 Responders
Counts Over time with AN Count 0/1/2

80 80
= Cg = 70
o S ]
= © X
o Q <
L - n 50
7S B o 50 i i 50
B Z 5
; N % 40 42
) E=] [}
& P a4 30
e n o 30 30
O = 3
X Q = 25
os: w® T 2 25
T o “6
[} - 0
S \°° X 10

0
0 7 14 21 28 35 42 0 7 14 21 28 35 42 0 7 14 21 28 35 42
Day Day Day
-@- All HS Patients (N=12)* -@- All HS Patients (N=12) -@- All HS Patients (N=12)
-l Moderate to Severe (N=10) -l Moderate to Severe (N=10) - Moderate to Severe (N=10)

0
rK YMERA *One patient is censored for Day 35 and Day 42 since the patient started on ustekinumab, steroids and abx on Day 34.

42



HS: Significant Reduction in Pain/Pruritus

% of Patients with 230% and 21

Mean % Change in Average . .. . Mean % Change in Worst
. Unit Reduction in Worst Pain .
Pain Over Past Week Pruritus Over Past Week
Over the Past Week
100

= =
(T — (39
()] O Q
= S E
o

Lj < i
Uli g 60 60 ul’
x g £
o a 50 50 9
c (] c
& 2 g
) £ @]
NS & N
S s =

-90
-100
0 7 14 21 28 35 42 0 7 14 21 28 35 42 0 7 14 21 28 35 42
Day Day Day
-@- All HS Patients (N=12)* -@- All HS Patients (N=12) -@- All HS Patients (N=12)*
-l Moderate to Severe (N=10) -l Moderate to Severe (N=10) - Moderate to Severe (N=10)

0
rK YMERA *One patient is censored for Day 35 and Day 42 since the patient started on ustekinumab, steroids and abx on Day 34.



HS Case Study: Patient HS-10

Improvement in Disease Severity from Moderate to Mild

Day 1-BL

- 39 year old Black Female with Moderate HS (HS-PGA);
Baseline AN count =5

*  Prior treatments: benzocaine ointment

-40

Efficacy Endpoints BL Day 28 Day 35 Day 42
HS-PGA Score Moderate Mild Mild Mild Plasma Cytokines/Acute Phase Reactants
AN Count (% Reduction) 5 2 (-60) 2 (-60) 1 (-80)
b 40 - |L-1p
Skin Pain NRS - Worst, 8 3(-63) 3(-63) 1(-88) o
past week (% Change) &2 _2 207
" 29 o
Peak Pruritis NRS - past 10 2 (-80) 0 (-100) 0 (-100) O g
week (% Change) b= @ 0
Q £
= O
O =
a

-60 -
-80 1 T
Day
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Adverse Events Related to Study Drug (Occurring in > 1 Patient)

Adverse Event # of Severity Outcome

(Preferred Term) Patients (# of Pts) (# of Pts)
Headache 6 Sz/lv”ecie(?)l) Recovered (6)
Fatigue 4 Mild (4) Recovered (4)
Diarrhea 2 Mild (2) Recovered (2)

No SAEs, no drug-related infections, and no AEs observed leading to dose interruption or discontinuation




Summary

Single and multiple doses of KT-474 were well-tolerated in healthy volunteers and resulted in
strong degradation of IRAK4 in blood and skin associated with inhibition of ex vivo whole blood
cytokine induction

KT-474 administered to HS and AD patients at 75 mg QD for 28 days shown to have safety, PK
and PD comparable to healthy volunteers

Robust degradation of IRAK4 in blood and skin was associated with systemic anti-inflammatory
effect in HS and AD patients

Promising clinical activity observed in HS and AD exceeding benchmark placebo rates and
comparing favorably to SOC biologics

Data presented here support IRAK4 degradation as a potential best in class mechanism in
inflammatory diseases and its superior clinical potential over SMI

Results support advancing KT-474 into Phase 2 placebo-controlled trials, Sanofi plans to start
Ph2 clinical trials in HS and AD
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