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RET Kinase Fusions and Mutations are Oncogenic  &biueprint
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RET/PTC Fusion
= ~10% of papillary thyroid cancer = ~60% of medullary thyroid cancer

patients (MTC) patients harbor oncogenic
= 1-2% of NSCLC patients RET mutations
= <1% of patients with colon, ovary, = M918T is the most prevalent RET

breast, or hematological cancer mutation



Kinase Inhibitors Approved for Treating MTC were Not

Designed to Selectively Inhibit RET Solueprint

= Broad kinome activity with potent inhibition of VEGFR-2
= Off-target related dose limiting toxicities hamper ability to inhibit fully RET

Compound Intended VISEl R el Serious adverse ]
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*Only available through Calpresa REMS due to safety concerns
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BLU-667: a Highly Potent and Selective RET Inhibitor

Potently inhibit RET wild-type fusions (PTC, NSCLC & other cancers)
Potently inhibit oncogenic RET mutants (MTC)

Spare VEGFR-2 in a kinome-selective manner

Potently inhibit resistance mutations to existing multi-kinase inhibitors

Biochemical IC;, (nM)

VEGFR-2 | VEGFR-2 / RET ratio

BLU-667 0.4 35 88x e Greater than 100-fold selective
Cabozantinib 11 2 0.2x over 95% of the kinome
Vandetanib 4 4 1x

BLU-667 is currently being evaluated in a phase 1 trial for patients with MTC
and other advanced solid tumors harboring oncogenic RET alterations




BLU-667 inhibits RET signaling and RET-driven

proliferation of thyroid cancer cell lines
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BLU-667 suppresses tumor growth and inhibits RET (i
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signaling in RET-altered thyroid and NSCLC tumors
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Clinical biomarkers of VEGFR-2 pathway inhibition ~ Kblueprint

Drug MU | Class effect of VEGFR-2
Cabozantinib 0 inhibitors:

H

Vandetanib * increased VEGF-A

 decreased sVEGFR-2

Sunitinib

:::::::::::

- Axitinib
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Sorafenib

v
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Telatinib

Biosci. Rep. (2015) / 35 / art:e00253 / doi 10.1042/BSR20150171

Soluble - VEGF-A o
VEGFR2 Brivanib

Motesanib

Cediranib

Adapted from Ebos et al, PNAS (2007)
Murukesh et al, British Journal of Cancer (2010)
Tolaney et al, The Oncologist (2017)
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BLU-667 suppresses tumor growth without significantly ¢~ _
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impacting VEGFR-2
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Anticipating On-Target Resistance

» On-target resistance remains an issue for targeted therapies

Tyrosine Kinase Inhibitor Drug-Resistant Mutant
BCR-ABL Imatinib, Dasatinib, Nilotinib T315I
ALK Crizotinib L1152R, C1156Y, V1196M, G1202R, G1269A
EGFR Gefitinib, Erlotinib, Osimertinib T790M, C797S
KIT Imatinib V654A, T6701, N822K, D816V
NTRK Entrectinib G595R, G667C,

*Gatekeeper



BLU-667 Prevents RET Resistance Mutants in

< _
Preclinical Studies (Sblueeﬂnt

Ba/F3 KIF5B-RET —— > ENU — > 8x-64xIC50 — > Cell Number
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<10k

10k- 100k
100k - 1000k
>1000k

16x IC50 Cabozantinib 8x IC50 BLU-667

Selective and potent inhibition of RET with BLU-667
decreases the frequency of resistance
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BLU-667 Induces Dose Dependent Regression and

ORET Inhibition in RET V804L-Driven Allograft bluemf’m“
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BLU-667 Phase 1 study ( ) in RET-driven

MTC, NSCLC, and other advanced solid tumors blueegrjm:“

Phase 1 study initiated and first patient enrolled in March, 2017

Part 2: Dose expansion
Planned

NSCLC with RET fusion, prior TKI that inhibits RET, N= ~20,

NSCLC with RET fusion, no prior TKI that inhibits RET, N= ~20=

Escalation
MD Anderson Medullary thyroid cancer, N= ~20,
MGH RET-altered solid tumors other than NSCLC and MTC, N= ~20_
OHSU Additional sites planned ]
UC Irvine

U Pennsylvania
« Part 1: MTD and RP2D, anti-tumor activity,

KEY OBJECTIVES pharmacokinetics, pharmacodynamics

» Part 2: Response rate, duration of response,
RET gene status in plasma and tumor tissue
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Summary &Sblueprint..

BLU-667 has the potential to be a transformative medicine for
patients with RET-driven malignancies

= |n preclinical studies, BLU-667:
O Potently inhibits RET wild-type fusions & oncogenic RET mutants
a Spare VEGFR-2 in a kinome-selective manner
O Prevents on-target resistance mutations
O Induces robust tumor growth inhibition in multiple in vivo models of MTC and NSCLC

= BLU-667 is currently being evaluated in a phase 1 trial for patients with
MTC, NSCLC and other advanced solid tumors harboring oncogenic RET
alterations
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