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® Tipifarnib
Cysmethynil
UCM-1336
Deltarasin

NHTD

* AMG510
* MRTX849
* |¥3499446

ARS-1620
ARS-853
RM-007
RM-008

e AZD4785

Inhibitors of RAS processing

Allele-specific RAS inhibitors

® |NJ-74699157 (ARS5-3248)

KRAS antisense oligonucleotides

#5iC12D LODER

Nat Rev Drug Discov. 2020
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® GDC-0994

® K(O-947

| Y¥-3214996
Vix-11e

e SCH-772984
MK-8253

® Belvaratenib

e L XH-254

® Lifirafenib (BGB-283)
AZ-628
TAK-632

® Sorafenib

® | Y3009120

® Vemurafenib?®

® Dabrafenib®

® Encorafenib®

® PLX8394

® Binimetinib (MEK162)
® Cobimetinib®

® Selumetinib*®

# Trametinib®

® Pimisertib
®*PD-0325901
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EGFR
family
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GDP

EGFR inhibitors
® Cetuximab (mAb)
® Panitumumab (mAb)
® Erlotinib (mAb)
# Gefinib (mAb)

Pan-EGFR family inhibitors

® Afatinib
® Neratinib

GRB2
GTP —

SHP2 ) f—

PI3K
pathway

» BI-1701963
BAY-293
Bl-3406

® |AB-3068

® RMC-4630

* TNO155
SHP-099
RMC-4550

® Hydroxychloroquine

® Alpelisib

® Copanlisib
S— p———1 © Duvelisib
¢ |delalisib
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Ulixertinib (BVD-523)
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l e GDC-0077

# Taselisib (GDC-0032)
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— @ |——— ¢ Ipatasertib

|

® Everolimus
¢ Temsirolimus

: RAS-targeted therapies: is the undruggable drugged?

EGFRBEZEA!

p110(PI3K)FEEH]
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® Clinical compound

# FDA approved for other indications

® Terminated clinical trial
Completed clinical trial
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RBD RBD* RBD*-CPP
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CPP

competitive 4%
inhibition  RBD other domains

RAS-GTP RAS-effectors

(Raf, PI3K, RalGEF)

RBD (RAS-binding domain)

o RAS-effector’™ > /\O&BD—E}5
o RASICHIEMN (S
o AEFF ROy EESHEED*

*Inomata et al., Nature 2009 CPP{%
SIEFFNMREZE R T D EDHE

CPP (cell-permeable peptide)
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Tumor size (mm?)

(Colon-26)
7 30 mg/Kg | % Vehicle
; ./ 1%
2'[3'{,%+ + iéix
10 15 20

Days after inoculation

o ErflfizSE0mPZE

D

mice #1 #2 #3 #4 #5 #1 #2 #3 #4 #5

20 mg/Kg i.v.

Pen-cRaf-v1
(standard)

60 min

12203 g

56 + 15 nM

0.6 +£0.1ng
Il

29 + 3 nM

plasma conc. _

at 0 min

Injected proteins

_ 20 mg/Kg

~ Mouse plasmavolume 35 mL/Kg

42 pM

MAPEEEZREL. in vivo EEERTENREERE
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