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* IRAK4 as a clinically validated target
* Biology of targeted protein degradation

 IRAK4 degradation leads to superior activity compared to kinase
Inhibition

* In vivo anti-inflammatory activity of oral IRAK4 degrader
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Proinflammatory IL-1 Family Cytokines
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-18: Macrophage Activation Syndrome

Life-threatening NLRC4-associated
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IL-36: Generalized Pustular Psoriasis

IL-1 and IL-36 are dominant cytokines in generalized ().
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IL-33: Atopic Dermatitis
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Proof-of-Concept Phase-2a Clinical Trial of ANBO20 (Anti-IL-33 Antibody) in the
Treatment of Moderate-to-Severe Adult Atopic Dermatitis

Ogg et al. 2018 Feb. Presented at the 2018 American Academy of Dermatology (AAD) Annual
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Potent IRAK4 degradation in immune subsets High Selectivity for IRAK4 over 10,000 Proteins
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Potent inhibition of IL-6 Degradation correlates with cytokine inhibition
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IL-18+LPS combination induces enhanced levels
of cytokines/CC
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Dose proportional PD and exposure levels in spleen

Inhibition of neutrophil infiltration and IL-1B levels

IRAK4 Levels
100-
..
7
82 754
o ©
3 S
< (%))
>
% 25
o
0- |
¥ <
AN
oo\o
(]/\
&
&S
O (4
X 9
Create
. T
air pouch C
12

Exposure Levels

10000~
S 10007
o
=
[ 100—
(5]
Q
o
n 10—
1_
Q QO Q
] ] N
O O O
S S S
<& < N
$ O N
N . )\
%2 < S
N < O
S P Q
Dose compound

3d, BID

v

Neutrophils IL1-beta in Exudate
100- 30
80 T :
- S 204
60 g7 1
o =
g s0- g I
*kkk % = 10- *kk T
20 Kkkk . *xxKk
T *kkKk
0- | 0- |
#kxn<0.0001
N2 \(\® Qo QO QO ****p<0.0001 'O\e \(\QJ Qo Qo QO ***pzo 0002
SRR TP a0
© & S O O LN AR MR M *p<0.05
& &L & &L
SRR T oLy
'\9 q/..%' ,\q/" :\‘ o \q/\
&’1/* &7 @ \q/ & ®
e X @ & S @
RN S & &
Q,& ) QQ’q S &2 K
OQ/ Q Q‘Z’ Q
Inject MSU
4 crystals Collect exudate '
C > and tissues KYMERA

Therapeutics



13

Kymera has developed first in class potent and selective IRAK4 degraders

These IRAK4 degraders are highly effective at inhibiting myddosome signaling
and blocking cytokine/chemokine induction by TLR agonists and IL-1

IRAK4 degraders have superior activity compared to small molecule IRAK4 kinase
Inhibitors leading to maximal efficacy against multiple proinflammatory stimuli

Orally bioavailable IRAK4 degraders have been developed and are effective at
blocking IL-1-driven neutrophilic inflammation in the mouse MSU air pouch model

IRAK4 degraders have the potential to treat TLR/IL-1R-driven inflammation and
autoimmune diseases and are being advanced into the clinic in 2020
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