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(Discovery of reversible BTK-non-ITK inhibitors)
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Ibrutinib (2013)
Inhibiting ITK, EGFR
Low ADCC & (C481S

CLL, MCL

Acalabrutinib (Phase II, III)
No ITK, EGFR inhibition

CLL, MML (III), RA (II)

BTK inhibitor

PRN1008 (Phase II) ® ®
ITP, Pemphigus Vulgaris _
CC-292 (Phase II)

RA. CLL DLBCL T

GS-4059 (Phase II)
CLL, RA

LY-3337641 (Phase I)
RA

BGB-3111 (Phase I)
Leukemia

Evobrutinib (Phase II)
Lupus, RA, MS (II)

<BTK pipeline>

& Target product profile
* Discovery of reversible BTK-non-ITK X{of A1 == %! KRCB-309 & 389 ==

* Active against C481S mutant
* Neither ITK nor EGFR inhibition

* Better PK profiles and more efficacious than ibrutinib

Activities IC50 (nM)
BTK

Pharmacokinetics (mouse, PO, 10 mpk)

Compound

ciy:s T™MD-8 Tmax () (u;?;:m Ty2 (h) (u;::f;u
440.5 0.2 1.2 7.7 0.5 0.128 7.5 0.462
GDC-0853 664.8 25.8 1.6 15 0.667 2.56 2.94 9.07
KRCB-309 399.5 0.6 0.47 62 0.5 0.299 9.9 1.05
KRCB-389 501.6 <1 - 13 1.17 0.152 1.74 0.694

S Microsomal stability @ 1 uM
T CYP (% inhibition @ 10 uM) % remainig after 05 h)
mouse og uman
4.57 87.8 60.3 30.5 79.6 0.90 13.5 5.19 4.53
GDC-0853 <1 25.8 33.0 25.0 7.9 42.8 >99.9 76.6 45.6
KRCB-309 96.6 17.9 37.4 37.4 64.8 42.4 36.6 58.7 24.8
KRCB-389 <1 <l 61.0 22.7 17.5 54.5 36.9 10.3
<in vitro and in vivo data>
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ARQ531 (Phase I)

Ibrutinib resistant cancers
ITK (ICc, >10 uM

tumor volume (mm?)

tumor volume {(mm?)

Reversible

GDC-0853 (Phase
CLL, DLBCL (I)

RA, Lupus (II)

CLL, MCL

BMS-986142 (Phase II)
RA (II), Sjégren's Syndrome (II)
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No ITK inhibition

SNS-062 (Phase I, II)

ITK (ICso 24 nM)
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