
7536 KYM 001 fi i l l IRAK4 i d d i d i i f d l f MYD88 ABC D BC l d i bi i i h BTK i hibi i LB 2727536 KYM 001 fi t i l l IRAK4 t i d d i d t i i ft d l f MYD88 t t ABC DLBCL l d i bi ti ith BTK i hibiti LB 2727536 KYM 001 first in class oral IRAK4 protein degraders induce tumor regression in a xenograft model of MYD88 mutant ABC DLBCL alone and in combination with BTK inhibition LB 2727536 KYM-001 first-in-class oral IRAK4 protein degraders induce tumor regression in a xenograft model of MYD88-mutant ABC DLBCL alone and in combination with BTK inhibition LB-2727536 KYM-001 first-in-class oral IRAK4 protein degraders induce tumor regression in a xenograft model of MYD88-mutant ABC DLBCL alone and in combination with BTK inhibition LB-2727536 KYM 001, first in class oral IRAK4 protein degraders, induce tumor regression in a xenograft model of MYD88 mutant ABC DLBCL alone and in combination with BTK inhibition LB 2727536 KYM 001, first in class oral IRAK4 protein degraders, induce tumor regression in a xenograft model of MYD88 mutant ABC DLBCL alone and in combination with BTK inhibition   LB 272, p g , g g
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IRAK4 D d t t d hi hl l ti d l ti f IRAK4 iI t d ti IRAK4 Degrader causes potent and highly selective depletion of IRAK4 in IRAK4 D d d ib ti ib h t bi ti ti it f i d ti f t i i OCI LY10 i it dIntroduction: IRAK4 D d d i i t d PO d ilIRAK4 Degrader causes potent and highly selective depletion of IRAK4 in IRAK4 Degrader and ibrutinib show strong combination activity for induction of apoptosis in OCI-LY10 in vitro andIntroduction: IRAK4 Degrader administered PO once dailyIRAK4 Degrader causes potent and highly selective depletion of IRAK4 in IRAK4 Degrader and ibrutinib show strong combination activity for induction of apoptosis in OCI-LY10 in vitro andIntroduction: IRAK4 Degrader administered PO once dailyg p g y p
MYD88/CD 9 d bl h ABC DLBCL ll li OCI LY10

IRAK4 Degrader and ibrutinib show strong combination activity for induction of apoptosis in OCI LY10 in vitro and IRAK4 Degrader administered PO once daily MYD88/CD79 double mutant human ABC DLBCL cell line OCI LY10
g g y p p

i d t ft i h d t th i i t b ti l d f IRAK4 D d
g yMYD88/CD79 double mutant human ABC-DLBCL cell line OCI-LY10 induce tumor xenograft regression when used together in vivo at suboptimal dose of IRAK4 Degradercauses tumor xenograft regression in associationMYD88/CD79 double mutant human ABC-DLBCL cell line OCI-LY10 induce tumor xenograft regression when used together in vivo at suboptimal dose of IRAK4 Degradercauses tumor xenograft regression in association induce tumor xenograft regression when used together in vivo at suboptimal dose of IRAK4 Degradercauses tumor xenograft regression in association g g g p g

R t t ti i MYD88 d i 30 40% f causes tumor xenograft regression in association • Recurrent mutations in MYD88 drive 30 40% of ith ≥ 75% IRAK4 d ti i OCI LY10• Recurrent mutations in MYD88 drive 30-40% of with ≥ 75% IRAK4 reduction in OCI LY10Recurrent mutations in MYD88 drive 30 40% of with ≥ 75% IRAK4 reduction in OCI-LY10I bl t i OCI LY10 t 24 h D TMT t i i OCI LY10 t 8 hABC DLBCL MYD88 L265P i th t l t with ≥ 75% IRAK4 reduction in OCI LY10Immunoblot in OCI LY10 at 24 h Deep TMT proteomics in OCI LY10 at 8 hABC DLBCL; MYD88 L265P is the most prevalent Immunoblot in OCI-LY10 at 24 h Deep TMT proteomics in OCI-LY10 at 8 hABC-DLBCL; MYD88 L265P is the most prevalent Immunoblot in OCI LY10 at 24 h Deep TMT proteomics in OCI LY10 at 8 hABC DLBCL; MYD88 L265P is the most prevalent p p
IRAK4 i iti l t f th M dd CD79A/B• IRAK4 is a critical component of the Myddosome; CD79A/B• IRAK4 is a critical component of the Myddosome; CD79A/BIRAK4 is a critical component of the Myddosome; 

mutations DMSOIRAK4 t l ti d ff ldi f ti mutations DMSOIRAK4 catalytic and scaffolding functions are mutations DMSO V hi l PO QDIRAK4 catalytic and scaffolding functions are SO Vehicle PO QDIRAK4 catalytic and scaffolding functions are 

% Apoptosis in OCI LY10 at 72 h in vitro OCI LY10 tumor xenograft growth in vivoVehicle, PO, QD
ti l f f ll i li t NF B d MAPK % Compo nd A (nM) Apoptosis in OCI-LY10 at 72 h in vitro OCI-LY10 tumor xenograft growth in vivoVehicle, PO, QD

Xessential for full signaling to NFκB and MAPK % % Compound A (nM) Apoptosis in OCI LY10 at 72 h in vitro OCI LY10 tumor xenograft growth in vivoXessential for full signaling to NFκB and MAPK 5 % Compound A (nM) p p g g
Compound B 50 mg/kg PO QDXessential for full signaling to NFκB and MAPK 
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Compound B, 25 mg/kg, PO, QD 50• Kymera Therapeutics is developing
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V hi l PO QD

50• Kymera Therapeutics is developing IRAK4 512) Vehicle PO QDIRAK4 D d B liKymera Therapeutics is developing IRAK4 5123 Vehicle, PO, QDIRAK4 Degrader Baselineh t bif ti l ll l l d d f IRAK4 5123 Vehicle, PO, QDIRAK4 Degrader Baselineheterobifunctional small molecule degraders of 512m

IRAK4 Degraderheterobifunctional small molecule degraders of m Compound A 25 mg/kg PO QD2 M Ib ti ibheterobifunctional small molecule degraders of m Compound A 25 mg/kg PO QD2 nM IbrutinibeIRAK4 ith d lik ti t ifi d h ith m

Compound A, 25 mg/kg, PO, QD2 nM IbrutinibeIRAK4 with drug like properties typified here with 256m

p , g g, ,2 nM IbrutinibeIRAK4 with drug-like properties, typified here with 256m Ib ti ib 25 /k PO QD10 M C d AuIRAK4 with drug like properties, typified here with 
Ib i ib ti 256(m Ibrutinib 25 mg/kg PO QD10 nM Compound Aui KYM 001 C d A d B Ibrutinib actin 256( Ibrutinib, 25 mg/kg, PO, QD10 nM Compound Alseries KYM 001 Compounds A and B Ibrutinib actin Ibrutinib, 25 mg/kg, PO, QD10 nM Compound A

aseries KYM-001 Compounds A and B. Ibrutinib act e 10 M C d Aaseries KYM 001 Compounds A and B. e C d A 25 /k10 nM Compound AvaIRAK4 D d C d A d B l m
e Compound A 25 mg/kg40 10 nM Compound Av• IRAK4 Degrader Compounds A and B are close 128m Compound  A, 25 mg/kg40) 10 nM Compound A-v• IRAK4 Degrader Compounds A and B are close 128m p , g g40)

2 M Ib ti ibp-

IRAK4 Degrader Compounds A and B are close 128m + Ibrutinib 25 mg/kg PO QD40l + 2 nM Ibrutinibpl diff i i l i PK ti
128u 1024 + Ibrutinib, 25 mg/kg, PO, QDo + 2 nM Ibrutinibpanalogs differing mainly in PK properties u 1024  Ibrutinib, 25 mg/kg, PO, QDo  2 nM Ibrutinibanalogs, differing mainly in PK properties lu 1024ro0analogs, differing mainly in PK properties

IRAK4 in OCI LY10 ol 1024tr0A ti ti t ti i CD79A d CD79B IRAK4 in OCI-LY10 64o )t1• Activating mutations in CD79A and CD79B cause IRAK4 in OCI LY10 64Vo m3 )nt1• Activating mutations in CD79A and CD79B cause 64V m3ng Activating mutations in CD79A and CD79B cause 
MSD Assay at 4 h 64V m3ongBTK d d t ti ti f NF B i li i ABC MSD Assay at 4 h V moogBTK dependent activation of NFκB signaling in ABC MSD Assay at 4 h r ms ooBTK-dependent activation of NFκB signaling in ABC- y r ms C

ooBTK dependent activation of NFκB signaling in ABC o 512mls ClDLBCL d ft ith MYD88 t ti 32o 512(mll CDLBCL and often co occur with MYD88 mutation 32m
o 512(el C-DLBCL, and often co-occur with MYD88 mutation, 32m 51230e  -DLBCL, and often co occur with MYD88 mutation, 32m e 30e %ti l ti f bi ti f IRAK4 ) m e30C %prompting exploration of combinations of IRAK4 l) u m

e30C %prompting exploration of combinations of IRAK4 ol u mC %prompting exploration of combinations of IRAK4 
M difi d f Y o 16T md d ti ith BTK i hibiti Modified from Yang ro 16T mc , degradation with BTK inhibition Modified from Yang, tr 16T umc + ,degradation with BTK inhibition Cancer Cell 2012 nt 16
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C Voto RC Vt R Vp ARIRAK4 i k d i IL 1R d TLR i li d t f MYD88 ith % D Aft St t f T t t

Vp AIRAK4 is a key node in IL 1R and TLR signaling downstream of MYD88 with % Days After Start of Treatment r op AIRAK4 is a key node in IL-1R and TLR signaling downstream of MYD88 with 50% Days After Start of Treatment or20o AIRAK4 is a key node in IL 1R and TLR signaling downstream of MYD88, with 50( Days After Start of Treatment
128o20o Py g g , 50( y
128o20p Pkinase dependent and kinase independent functions

504 128m
o20p cPkinase-dependent and kinase-independent functions 4 128mAp ckinase-dependent and kinase-independent functions K4

128mA ckinase dependent and kinase independent functions K mA /cAK uA + /A u+

0R
A Dosing Interval T3+

0R Dosing Interval T30R Dosing Interval T30IR Dosing Interval

C
3

log fold change (10 nM Compound A / DMSO)I g
64Clog 2 fold change (10 nM Compound A / DMSO) 64Clog 2 fold change (10 nM Compound A / DMSO) 64cCg 2 g ( p ) 64c

1 1 1 0 0 0 0 7 14c

01 1 1 0 00 00 0 7 1410(

T IRAK4↓01 0 1 1 10 00 00 0 7 1410(

Tumor IRAK4↓0 01 0.1 1 10 10
0

00
0 0 7 1410PO D T t l Pl Tumor IRAK4↓  0.0 0 1 10 10
0 10PO Dose Total Plasma ↓0. 0 1 10 PO Dose Total Plasma (% C t l ±0 10 (% Control ±1 D Aft St t f T t t( /k ) E ( M) (% Control ±

N b f i t i 11 231 Days After Start of Treatment(mg/kg) Exposure (μM) (
Number of unique proteins groups 11 231 Days After Start of Treatment(mg/kg) Exposure (μM) SD d 5)Number of unique proteins groups 11,231[Compound A] (nM)

Days After Start of Treatment( g g) p (μ ) SD day 5)Number of unique proteins groups 11,231[Compound A] (nM)
y

SD, day 5)[Compound A] (nM) , y )[ p ] ( )
N b f tifi d t i 10 992Number of quantified proteins groups 10 992 25 0 15 65 4 ± 8 2Number of quantified proteins groups 10 992 25 0 15 65 4 ± 8 2Number of quantified proteins groups 10,992 25 0.15 65.4 ± 8.2q p g p

D i I l0I Vit D d ti (DC M) Dosing Interval0N mber of proteins ith >1 niq e peptidesIn Vitro Degradation (DC μM) Dosing Interval050 0 34 75 3 ± 3 5Number of proteins with >1 unique peptidesIn Vitro Degradation (DC90, μM) Dosing Interval050 0 34 75 3 ± 3 5Number of proteins with >1 unique peptides 9 526
In Vitro Degradation (DC90, μM) Dosing  Interval50 0.34 75.3 ± 3.5p q p p 9 526
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g
and q antified 9,526OCI LY10 at 4 h: 0 02 and quantified ,OCI-LY10 at 4 h: 0 02 and quantifiedOCI LY10 at 4 h: 0.02 q

TMT T d M T Si il lt bt i d ith C d ASi il lt bt i d ith C d B Si il lt bt i d ith C d B i itTMT = Tandem Mass Tag Similar results were obtained with Compound ASimilar results were obtained with Compound B Similar results were obtained with Compound B in vitroTMT = Tandem Mass Tag Similar results were obtained with Compound ASimilar results were obtained with Compound B Similar results were obtained with Compound B in vitroTMT  Tandem Mass Tag Similar results were obtained with Compound ASimilar results were obtained with Compound B Similar results were obtained with Compound B in vitro

IRAK4 D d h d ti l l i d i ll C l iIRAK4 Degrader shows dose proportional oral exposure in mouse and is orally ConclusionsIRAK4 degradation is synergistic with inhibitionIRAK4 Degrader shows dose proportional oral exposure in mouse and is orally ConclusionsIRAK4 degradation is synergistic with inhibitionIRAK4 Degrader shows dose proportional oral exposure in mouse and is orally ConclusionsIRAK4 degradation is synergistic with inhibitiong p p p y ConclusionsIRAK4 degradation is synergistic with inhibition 
bi il bl i t d d k

g y g
f BTK b ib ti ib i 4 d C ll Tit Gl i itbioavailable in rat dog and monkey of BTK by ibrutinib in 4 day Cell Titer Glo in vitrobioavailable in rat, dog and monkey of BTK by ibrutinib in 4-day Cell Titer Glo in vitrobioavailable in rat, dog and monkey of BTK by ibrutinib in 4 day Cell Titer Glo in vitro g y y y

cell viability assay in OCI LY10 IRAK4 D d i d d t t d l ti E3 li d d t d d ti f IRAK4 ithcell viability assay in OCI-LY10 • IRAK4 Degrader induced potent and selective E3 ligase dependent degradation of IRAK4 withcell viability assay in OCI-LY10 • IRAK4 Degrader induced potent and selective E3 ligase-dependent degradation of IRAK4 withcell viability assay in OCI LY10 • IRAK4 Degrader induced potent and selective E3 ligase dependent degradation of IRAK4, with y y g p g p g ,
C d B d d ll i i h d ti lCompound B dosed orally in mice shows dose proportional 90% d d ti t t ti l th 100 MCompound B dosed orally in mice shows dose-proportional

O i f t t d t i d d ti IRAK4 d d ti i i t 90% degradation at concentrations less than 100 nMCompound B dosed orally in mice shows dose proportional
Overview of targeted protein degradation IRAK4 degradation is superior to 90% degradation at concentrations less than 100 nMp y p p

C d A Ib ti ib (144 1)Overview of targeted protein degradation IRAK4 degradation is superior to 90% degradation at concentrations less than 100 nM.exposure up to 300 mg/kg Compound A:Ibrutinib (144:1)Overview of targeted protein degradation IRAK4 degradation is superior to 90% degradation at concentrations less than 100 nM.exposure up to 300 mg/kg Compound A:Ibrutinib (144:1)g p g g p gexposure up to 300 mg/kg p ( )
ith h t bif ti l ll l l IRAK4 ki i hibiti IRAK4 d d ti hi hl l ti d t 10 000 th t i tifi d b t d

p p g g
with heterobifunctional small molecules IRAK4 kinase inhibition IRAK4 degradation was highly selective compared to >10 000 other proteins quantified by tandem2 0with heterobifunctional small molecules IRAK4 kinase inhibition • IRAK4 degradation was highly selective compared to >10 000 other proteins quantified by tandem10000 2 0with heterobifunctional small molecules IRAK4 kinase inhibition • IRAK4 degradation was highly selective compared to >10,000 other proteins quantified by tandem10000) 2.0 IRAK4 degradation was highly selective compared to 10,000 other proteins quantified by tandem 10000) g g y p , p q y10000LL Fit to +2 SD t d t i i MYD88 L265P/CD79 d bl t t ABC DLBCL ll li OCI LY10m x Fit to +2 SD mass tagged proteomics in MYD88 L265P/CD79 double mutant ABC DLBCL cell line OCI LY10m ex

Fit to +2 SD
Mechanism of action: mass tagged proteomics in MYD88 L265P/CD79 double mutant ABC DLBCL cell line OCI-LY10m e d lMechanism of action: mass tagged proteomics in MYD88 L265P/CD79 double mutant ABC DLBCL cell line OCI LY10./m de modelTLR7/8 I d d Ph h t i i hPBMC
Mechanism of action: gg p/ 1 5d modelTLR7/8 Induced Phosphoproteins in hPBMC g 1.5ndTLR7/8 Induced Phosphoproteins in hPBMC• Bind simultaneously to Target Protein and to IRAK4 D d h d ti l l i l t d t 300 /k i ig 1.5n Antagonismp p• Bind simultaneously to Target Protein and to • IRAK4 Degrader has dose proportional oral exposure in plasma at doses up to 300 mg/kg in miceng In AntagonismBind simultaneously to Target Protein and to • IRAK4 Degrader has dose proportional oral exposure in plasma at doses up to 300 mg/kg in micen I Antagonismy g • IRAK4 Degrader has dose proportional oral exposure in plasma at doses up to 300 mg/kg in mice(n n 

g
ubiquitin E3 ligase bringing into physical proximity

eg ade as dose p opo t o a o a e posu e p as a at doses up to 300 g/ g ce( nubiquitin E3 ligase bringing into physical proximity
g g g

oubiquitin E3 ligase, bringing into physical proximity
IRAK4 D d h l bi il bilit i t d d k bli li i l f t t di1000 o Additi ff t

q g g g p y p y
• IRAK4 Degrader has oral bioavailability in rat dog and monkey enabling pre clinical safety studies1000a ti Additive effect• E3 ligase transfers ubiquitin to Target Protein • IRAK4 Degrader has oral bioavailability in rat dog and monkey enabling pre-clinical safety studies1000a 1 0at Additive effect• E3 ligase transfers ubiquitin to Target Protein • IRAK4 Degrader has oral bioavailability in rat, dog and monkey, enabling pre-clinical safety studies1000

m 1.0aE3 ligase transfers ubiquitin to Target Protein IRAK4 Degrader has oral bioavailability in rat, dog and monkey, enabling pre clinical safety studiesm 1.0nag q g g y , g y, g p y

s n• Ubiquitinated Target is degraded by proteasome as in• Ubiquitinated Target is degraded by proteasome Oral dosing of an IRAK Degrader showed dose dependent antitumor activity against OCI LY10a bUbiquitinated Target is degraded by proteasome • Oral dosing of an IRAK Degrader showed dose dependent antitumor activity against OCI LY10Pl bq g g y p • Oral dosing of an IRAK Degrader showed dose-dependent antitumor activity against OCI-LY10P m S i • Oral dosing of an IRAK Degrader showed dose dependent antitumor activity against OCI LY10, ] P m Synergism g g p y g ,

B] om SynergismB 0 5o y g

ith ≥75% d d ti f IRAK4 l ti ith t i i ft b i iB 0.5C
o

2 SD with ≥75% degradation of IRAK4 correlating with tumor regression in xenograft bearing miceB 0.5C -2 SD with ≥75% degradation of IRAK4 correlating with tumor regression in xenograft-bearing miced C -2 SD with ≥75% degradation of IRAK4 correlating with tumor regression in xenograft bearing mice.100d % g g g g g100d 100n I OCI LY10 IRAK D d i d ith BTK i hibiti b ib ti ib t d ll i bilit i
100n G1 PO 30 k30 /k • In OCI LY10 IRAK Degrader synergized with BTK inhibition by ibrutinib to decrease cell viability inun G1 PO 30 mpk30 mg/kg • In OCI-LY10 IRAK Degrader synergized with BTK inhibition by ibrutinib to decrease cell viability inu G1 PO 30 mpk30 mg/kg • In OCI-LY10, IRAK Degrader synergized with BTK inhibition by ibrutinib to decrease cell viability inou

g g
0 In OCI LY10, IRAK Degrader synergized with BTK inhibition by ibrutinib to decrease cell viability in o G2 PO 100 k100 /k 0 g y g y yo G2 PO 100 mpk100 mg/kg 0

i d i 4 d C ll Ti Glp G2 PO 100 mpk100 mg/kg
vitro as measured using 4 day Cell Titer Glo assayp 100 mg/kg

0 0 2 0 4 0 6 0 8 1 0 vitro as measured using 4-day Cell Titer Glo assaym 300 /k 0 0.2 0.4 0.6 0.8 1.0 vitro as measured using 4-day Cell Titer Glo assaym G3 PO 300 mpk300 mg/kg 0 0 0 0 6 0 8 0 vitro, as measured using 4 day Cell Titer Glo assaym G3 PO 300 mpk300 mg/kg F ti l Eff t
, g y y

om

p300 mg/kg Fractional Effecto Fractional Effect
I it th bi d ti it f IRAK4 D d d Ib ti ib lt d i t th10o • In vitro the combined activity of an IRAK4 Degrader and Ibrutinib resulted in a greater than10C • In vitro the combined activity of an IRAK4 Degrader and Ibrutinib resulted in a greater than10C • In vitro, the combined activity of an IRAK4 Degrader and Ibrutinib resulted in a greater than 10C

I b l
, y g g[ Isobologram0 4 8 12 16 20 24 Isobologram dditi i i t i ithi 72 h i OCI LY100 4 8 12 16 20 24 Isobologram additive increase in apoptosis within 72 h in OCI LY100 4 8 12 16 20 24 additive increase in apoptosis within 72 h in OCI-LY100 4 8 12 16 20 24 additive increase in apoptosis within 72 h in OCI-LY10additive increase in apoptosis within 72 h in OCI LY10

10 0
p p

Ti (h) 10 0 I i th bi d ti it f IRAK4 D d d ib ti ib d i f OCI LY10 tTime (h) 10.0 In vivo the combined activity of an IRAK4 Degrader and ibrutinib drove regression of OCI LY10 atTime (h) • In vivo the combined activity of an IRAK4 Degrader and ibrutinib drove regression of OCI-LY10 atTime (h) • In vivo, the combined activity of an IRAK4 Degrader and ibrutinib drove regression of OCI-LY10 at( ) In vivo, the combined activity of an IRAK4 Degrader and ibrutinib drove regression of OCI LY10 at , y g g
8 0) 8 0M

)

t ti f D d th t i b ti l i l t ti f th l ti f8.0M concentration of Degrader that is suboptimal as single agent supporting further exploration ofµM concentration of Degrader that is suboptimal as single agent supporting further exploration ofµ concentration of Degrader that is suboptimal as single agent, supporting further exploration of (µ g p g g , pp g p
C d B h (Compound B has A bi ti th t t t i NF B i liCompound B has  

6 0A combinations that target oncogenic NFκB signalingp
6.0A combinations that target oncogenic NFκB signalingl bi il bilit 6.0d combinations that target oncogenic NFκB signaling.oral bioavailability d combinations that target oncogenic NFκB signaling.oral bioavailability 

C d B Sh i i PK h t i ti i CD1 Mi n

g g g gy
Compound B Shows promising PK characteristics in CD1 Mice un Th li i l t di ith IRAK4 D d id id t PK/PD j t d t biCompound B Shows promising PK characteristics in CD1 Mice u • These preclinical studies with IRAK4 Degraders provide guidance on tumor PK/PD projected to beacross speciesCompound B Shows promising PK characteristics in CD1 Mice

4 0ou • These preclinical studies with IRAK4 Degraders provide guidance on tumor PK/PD projected to beacross speciesg
4 0o • These preclinical studies with IRAK4 Degraders provide guidance on tumor PK/PD projected to bep 4.0po These preclinical studies with IRAK4 Degraders provide guidance on tumor PK/PD projected to be p p g p g p j
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ff f fS i D R t Cl T½ AUC %F S i %F m effecti e in patients and f rther s pport pre clinical assessment and clinical de elopment of KYMSpecies Dose Route Cl T½ AUC %F Species %F m effective in patients and further support pre clinical assessment and clinical development of KYMSpecies Dose Route Cl T½ AUClast %F Species %F
2 0o effective in patients and further support pre-clinical assessment and clinical development of KYM-p last p
2 0o effective in patients, and further support pre clinical assessment and clinical development of KYM(mg/Kg) (mL/min/Kg) (h*ng/mL) 2.0C

p , pp p p(mg/Kg) (mL/min/Kg) (h) (h*ng/mL) C(mg/Kg) (mL/min/Kg) (h) (h ng/mL)
M 27 C

001 C d A C d B d l t d l d i MYD88 d i l h i l t
( ) Mouse 27Key features for developing therapeutics: 001 Compound A Compound B and related leads in MYD88 driven lymphomas via oral routeMouse 27Key features for developing therapeutics: 001 Compound A Compound B and related leads in MYD88-driven lymphomas via oral routeM 2 IV 1 1 20 0Key features for developing therapeutics: 001 Compound A, Compound B and related leads in MYD88 driven lymphomas via oral route.Mouse 2 IV 15 7 1 2050y p g p

0
001 Compound A, Compound B and related leads in MYD88 driven lymphomas via oral route.Mouse 2 IV 15 7 1 2050 -Only a binding site is required 0Mouse 2 IV 15 7.1 2050

R t 35• Only a binding site is required 0Rat 35Only a binding site is required 2 0e 03 4 0e 03 6 0e 03 8 0e 03Rat 35y g q
0 2 0e-03 4 0e-03 6 0e-03 8 0e-03Rat 35

Ternar comple based selecti it 0 2.0e 03 4.0e 03 6.0e 03 8.0e 0310 PO 5 4 2831 27• Ternary complex-based selectivity 010 PO - 5 4 2831 27Ternary complex based selectivity
Ib ti ib ( )

10 PO 5.4 2831 27
D 35

y p y
Ibrutinib (µM)Dog 35S b stoichiometric catal tic Ibrutinib (µM)Dog 35• Sub-stoichiometric catalytic Ibrutinib (µM)Dog 35Sub stoichiometric, catalytic
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