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ABOUT THE LIBRETTO-
531 TRIAL

STUDY DESIGN

On-Study Treatment Follow-up

Treatment until progression,
unacceptable toxicity or death

Optional: cross-over

 LIBRETTO-531 (also referred to as at PD by BICR

J2G-MC-JZJB [JZJB]) Is a multicenter,
open-label, randomized, controlled,
Phase Il trial comparing selpercatinib
to cabozantinib or vandetanib in
patients with advanced/metastatic
RET-mutant MTC (NCT04211337).
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« This study Is active and recruiting

participants, with planned enrollment of Stratification factors: Study Endpoints e e e cancer tumor, germline DNA or
400 patlents at apprOXImately 150 S|teS > mutation status: (M918T vsother) Primary Endpoint: TFFS by BICR endpoints, with PFS analyzed blooc
N 21 countries. » Investigator’s choice of treatment if randomized to KeySecondaryEndpoint  PFS per RECIST1.1 by BICR conditional on a positive TFFS signal

Arm B, with declared intent prior to randomization

Abbreviations: PD=progressive disease; BICR=blinded independent review committee; PFS=progression-free survival; ORR=objective response rate; DOR=duration of response; OS=overall survival PFS2=progression after the next line of therapy; TFFS=treatment failure free survival, which incorporates radiographic PD, unacceptable toxicity (predefined by protocol)
or death; Response Evaluation Criteria in Solid Tumors version 1.1

Activating RET Alterations are
Actionable Oncogenic Drivers

Efficacy of Selpercatinib in RET-Altered Study Objectives

Thyroid Cancers . . — R
. _ o To compare treatment failure free survival (TFFS), which incorporates radiographic PD,
| " Selpercatinib has nanomolar potency against unacceptable toxicity (predefined by protocol) or death, of patients with progressive,

wild type RET and RET alteraj[ions Including advanced, kinase inhibitor naive, RET-mutant MTC treated with selpercatinib versus
M918T, MKI resistance-associated V804M, cabozantinib or vandetanib

= Activating RET gene alterations are common in medullary thyroid cancer
(MTC), yet many patients with RET-mutant MTC are treated with multi-

kinase inhibitors instead of RET targeted therapy x . | and others Major Secondary Endpoints
= Multikinase inhibitors with anti-RET activity have limited efficacy due to N | A — " Selpercatinib is efficacious in adults with RET- o To compare PFS, based on RECIST 1.1 criteria, of selpercatinib versus cabozantinib
incomplete inhibition and significant toxicity =4 erer mutant MTC and RET fusion-positive thyroid or vandetanib
N ';/‘/,,‘r-»/,_,:;’ @ VEGFR1and VEGFR3 il Tal Tal i
- Selpercatinib is a first-in-class, highly selective and potent, CNS active RET LS Srermis cancer o To compare the tolerabllt of selpercatinib versus cabozantinib or vandetanib
= Other Secondary Endpoints

Kinase inhibitor " The manageable toxicity profile and durable
— anti-tumor activity demonstrated in the
‘ LIBRETTO-001 phase 1/2 trial led to approval

of selpercatinib in multiple countries including

o To compare other efficacy outcomes, based on RECIST 1.1 criteria, observed in
patients with progressive, advanced, kinase inhibitor naive, RET-mutant MTC treated
with selpercatinib versus cabozantinib or vandetanib

RET gene mutations

é th e Un|t e d St at es an d EUI’ Op e Abbreviations: RECIST 1.1 = Response Evaluation Criteria in Solid Tumors version 1.1; PD = progressive disease; PFS = progression-free survival; MTC = medullary thyroid cancer
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C634R MO18T E768D, V804L, S891A, M918T, ASS3F, V804M and YS06C ’ 100 - Route Oral Oral Oral

Subjects (N =103)
ORR 71.4% (95% CI. 62.1-79.6)

a Starting dose of vandetanib for patients with creatinine clearance <50mL/min is 200mg QD

Drilon et al. Nat Rev Clin Oncol. 2018; 15:151—67: Kato et al. Clin Cancer Res. 2017: 23:1988—97: Pietrantonio et al. Ann Oncol. 2018: 29:1394—401: Su et al. PLoS One. 2016: 11:60165596: Sherman E, et al. ASCO ‘Specific dosing for adolescents is provided in the protocol

2021, Subbiah V, et al. Ann Oncol. 2018;29:1869-1876.; Wirth LJ, et al. N Engl J Med 2020; 383:825-835 Abbreviations: BID = twice daily; QD = once daily

RET mutation

RET mutation identified via
or metastatic medullary thyroid local NGS or PCR testing on

KEY ELIGIBILITY CRITERIA

Key eligibility criteria

Key exclusion criteria:

presence of other known
oncogenic drivers

12+

> 12 years old

symptomatic CNS
involvement

active cardiovascular
disease

@00

MKI treatment-naive

Have RECIST 1.1 measurable
disease and progression within
14 months by BICR; an ECOG PS5

of 0-2; adequate organ function;
able to swallow capsules

Received no prior
treatment with kinase
inhibitor(s)

Additional screening criteria will
be assessed prior to trial
enrollment

Abbreviations: RECIST 1.1 = Response Evaluation Criteria in Solid Tumors version 1.1; ECOG = Eastern Cooperative Oncology Group; PS = performance status; PCR = polymerase chain reaction; NGS = next generation sequencing; MTC = medullary thyroid cancer; CNS=central nervous system; BICR=blinded independent committee review
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