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List of abbreviations

ADR adverse drug reaction

AE adverse event

AESI adverse event of special interest
ALK anaplastic lymphoma kinase

ALT alanine aminotransferase

AST aspartate aminotransferase

AUC area under the curve

AUC(0--) area under the plasma concentration-versus time curve from time zero to infinity

AUCO0-12 area under the plasma concentration-versus time curve from time zero through 12 hours

AUCO0-24 area under the concentration versus time curve, from time 0 to 24 hours

BID twice daily

CHMP Committee for Medicinal Products for Human Use

CI confidence interval

Cmax maximum observed drug concentration
CNS central nervous system

CR complete response

CSR clinical study report

CTCAE common terminology criteria for adverse events

DDI drug-drug interaction

DOR duration of response

ECG electrocardiogram

ECOG Eastern Cooperative Oncology Group
eGFR estimated glomerular filtration rate
ESMO European Society for Medical Oncology
EU European Union

GFR GDNF family receptor-a

IAS Integrated Analysis Set

INV Investigator

IRC Independent Review Committee

KRAS Kirsten rat sarcoma viral oncogene homolog
MA marketing authorisation

MAA marketing authorisation application

CHMP extension of indication variation assessment report
EMA/583379/2022

Page 4/80



MedDRA Medical Dictionary for Regulatory Activities: a standard coding terminology for adverse events

used globally in compliance with International Conference for Harmonisation (ICH) guidelines

MEN multiple endocrine neoplasia

MKI multikinase inhibitors

mOS median overall survival

mPFS median progression-free survival
ms millisecond

MTC medullary thyroid cancer

NA analysis not performed

NDA New Drug Application

NE not estimable

NGS next generation sequencing
NSCLC non-small cell lung cancer
NTRK Neurotrophic tropomyosin receptor kinase
ORR objective response rate

OS overall survival

PAS Primary Analysis Set

PD pharmacodynamic

PD-1 programmed cell death 1 receptor
PD-L1 programmed cell death ligand 1
PFS progression-free survival

P-gp P-glycoprotein

PK pharmacokinetic

PR partial response

PT preferred term

QTc corrected QT interval

QTcF QT interval corrected using Fridericia's Formula

RAI radioactive iodine

RECIST Response Evaluation Criteria in Solid Tumours

Response therapeutic-area-specific terms
RET rearranged during transfection
ROS1 reactive oxygen species 1

RT radiotherapy
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SAE serious adverse event

SCE Summary of Clinical Efficacy

SmPC Summary of Product Characteristics

TEAE treatment-emergent adverse event

TESAE treatment-emergent serious adverse event
Tmax time to maximum plasma concentration
TTR time to response

US United States

CHMP extension of indication variation assessment report
EMA/583379/2022

Page 6/80



1. Background information on the procedure

1.1. Type II variation

Pursuant to Article 16 of Commission Regulation (EC) No 1234/2008, Eli Lilly Nederland B.V. submitted
to the European Medicines Agency on 10 November 2021 an application for a variation.

The following variation was requested:

Variation requested Type Annexes
affected
C.l.6.a C.I.6.a - Change(s) to therapeutic indication(s) - Addition | Type II I and IIIB

of a new therapeutic indication or modification of an
approved one

Extension of indication to include the first-line treatment of RET fusion-positive NSCLC for Retsevmo
based on results from study LIBRETTO-001, an open-label, multicentre, global Phase 1/2 study of
selpercatinib in patients with RET-altered advanced solid tumours; as a consequence, sections 4.1,
4.5, 4.8 and 5.1 of the SmPC are updated. The Package Leaflet is updated in accordance. Version 1.1
of the RMP has also been submitted.

The variation requested amendments to the Summary of Product Characteristics and Package Leaflet
and to the Risk Management Plan (RMP).

Information on paediatric requirements

Pursuant to Article 8 of Regulation (EC) No 1901/2006, the application included an EMA Decision
P/0399/2021 on the acceptance of a modification of an agreed Paediatric Investigation Plan for
selpercatinib (restevmo) (P/0369/2019). Some timelines of the PIP have been modified.

Information relating to orphan market exclusivity

Similarity

Pursuant to Article 8 of Regulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC) No
847/2000, the MAH did not submit a critical report addressing the possible similarity with authorised
orphan medicinal products because there is no authorised orphan medicinal product for a condition
related to the proposed indication.

MAH request for additional market protection

The MAH requested consideration of its application in accordance with Article 14(11) of Regulation (EC)
726/2004 - one year of market protection for a new indication. However, the MAH withdrew the
request during the procedure.
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Scientific advice

The MAH did not seek Scientific Advice at the CHMP.

1.2. Steps taken for the assessment of the product

The Rapporteur and Co-Rapporteur appointed by the CHMP were:

Rapporteur: Alexandre Moreau Co-Rapporteur:

Timetable Actual dates

Submission date

Start of procedure:

CHMP Rapporteur Assessment Report

PRAC Rapporteur Assessment Report

PRAC members comments

PRAC Outcome

CHMP members comments

Updated CHMP Rapporteur(s) (Joint) Assessment Report
Request for supplementary information (RSI)
CHMP Rapporteur Assessment Report

CHMP members comments

Updated CHMP Rapporteur Assessment Report

Opinion

10 November 2021
27 November 2021
21 January 2022
31 January 2022

2 February 2022
10 February 2022
14 February 2022
17 February 2022
24 February 2022
06 April 2022

11 April 2022

13 April 2022

22 April 2022
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2. Scientific discussion

2.1. Introduction

2.1.1. Problem statement

Disease or condition

The sought extension of indication is: "Retsevmo as monotherapy is indicated for the treatment of adults
with advanced RET fusion-positive nhon-small cell lung cancer (NSCLC)".

Epidemiology

Lung cancer is the second most diagnosed cancer and the most common cause of death due to cancer
with approximately 2.2 million new cases and 1.8 million deaths in 2020 (Sung H et al, 2021).
Approximately 80% to 90% of lung cancers are NSCLC (Perez-Moreno et al. 2012; ESMO 2019).

Approximately 75% of lung adenocarcinomas harbour genetic alterations that promote the RTK/RAS/RAF
signalling pathway including drivers such as KRAS, EGFR, ALK, ROS1, BRAF, MET, NTRK, and RET, among
others (Inamura, 2017; Rosell and Karachaliou, 2016).

RET fusions are present in 1% to 2% of NSCLC patients of both Asian and European descent (Kohno et
al. 2013; Ferrara et al. 2018) and the RET fusions are typically found in adenocarcinoma histology,
though occasionally also in squamous cell carcinoma (Lin et al, 2015; Takeuchi et al, 2019).

Biologic features

RET is a receptor tyrosine kinase that normally requires ligand and co-receptor binding for activation.
Genetic alterations in the RET gene have been implicated in the pathogenesis of several human cancers.
RET can become oncogenically activated through two primary mechanisms: 1) chromosomal
rearrangements that fuse the RET kinase domain with a partner protein dimerization domain (e.g.,
Coiled-coil domain-containing protein 6 (CCDC6)/papillary thyroid cancer-1 (PTC1), Kinesin Family
Member 5B (KIF5B), NCOA4/PTC3), producing hybrid proteins that endow the kinase with ligand-
independent, constitutive activity; and 2) point mutations that directly or indirectly activate the kinase
(Drilon et al. 2018). Both mechanisms of oncogenic activation result in constitutively active, ligand-
independent RET kinase activity and activation of downstream signalling pathways (Drilon et al, 2018).

Clinical presentation, diagnosis and stage/prognosis

Most patients with NSCLC present with metastatic or advanced stage, unresectable disease, and poor
prognosis, with a 5-year survival rate of 6% for patients diagnosed with distant disease (ESMO 2019;
ACS 2020). In addition, the symptoms associated with advanced and metastatic NSCLC represent a
significant burden to patients and include dyspnea, cough, fatigue, anxiety, depression, insomnia, and
pain.

Patients with RET fusion-positive lung cancer commonly have brain metastases at rates similar to the
overall NSCLC population, in approximately 20% to 50% of patients (Fenske et al. 2017; Drilon et al.

CHMP extension of indication variation assessment report
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2018). RET fusion-positive lung cancer is associated with identifiable clinicopathologic characteristics
including younger age, never-smoker status, with relatively equal sex distribution, early lymph node
metastases, and a solid predominant subtype. RET rearrangement seems to be mutually exclusive with
other driver alterations (e.g., EGFR, ROS1, KRAS) (Wang et al. 2012).

For NSCLCs, including lung adenocarcinomas, no significant difference has been reported in progression
- free survival (PFS) or overall survival (OS) between untreated patients with RET-positive and RET-
negative tumours (Wang et al, 2012).

Management

RET fusion-positive NSCLC patients are treated with non-targeted first-line treatment options, which
consist of platinum-based doublet chemotherapy, alone or in combination with an immune checkpoint
inhibitor. Currently recommended subsequent therapies after progression on platinum doublet-based
therapy consist generally of immune checkpoint inhibitor monotherapy, single agent chemotherapy, or
docetaxel in combination with ramucirumab (Planchard et al, 2018).

Vandetanib and cabozantinib are included in the NCCN guidelines as a possible treatment option in
certain circumstances (NCCN 2021) but have not received regulatory approval for the indication of RET
fusion-positive NSCLC.

In 18 Nov 2021, Gavreto (Pralsetinib) a selective RET inhibitor targeting aberrant signaling resulting
from oncogenic RET alterations, was approved in Europe for the treatment of advanced RET fusion-
positive NSCLC based on data from a Phase I/II study (ARROW study).

2.1.2. About the product

Selpercatinib is an inhibitor of the rearranged during transfection (RET) receptor tyrosine kinase.

RETSEVMO (Selpercatinib) was granted a CMA on 11 Feb 2021 for 1) the treatment of metastatic RET
fusion-positive NSCLC in adult patients who require systemic therapy following prior treatment with
immunotherapy and/or platinum-based chemotherapy, 2) RET fusion-positive thyroid cancer who require
systemic therapy following prior treatment with sorafenib and/or lenvatinib and 3) RET-mutant MTC in
adult and pediatric patients 12 years of age and older who require systemic therapy following prior
treatment with cabozantinib and/or vandetanib.

The conditional MA was approved based on ORR and DOR observed in the ongoing Phase 1/2 study,
LIBRETTO-001.

The presence of a RET gene fusion (NSCLC and non-medullary thyroid cancer) or mutation (MTC) should
be confirmed by a validated test prior to initiation of treatment with Retsevmao.

The recommended dose of Retsevmo based on body weight is:
-Less than 50 kg: 120 mg twice daily.
-50 kg or greater: 160 mg twice daily.

If a patient vomits or misses a dose, the patient should be instructed to take the next dose at its
scheduled time; an additional dose should not be taken.

Treatment should be continued until disease progression or unacceptable toxicity.

The MAH is seeking an extension of indication of selpercatinib for the first line treatment of advanced
RET fusion-positive NSCLC.
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2.1.3. The development programme/compliance with CHMP
guidance/scientific advice

Selpercatinib is currently being investigated in the Phase 1/2 study, LIBRETTO-001 (LOXO-RET-17001).
It is a multicenter, single-arm, multicohort, open-label, dose-escalation study in patients 12 years or
older with advanced solid tumours, including RET fusion-positive solid tumours, RET-mutant MTC, and
other tumours with RET activation.

LIBRETTO-001 was initiated in May 2017. The Phase 1 portion of the study has been completed, and the
Phase 2 portion is ongoing.

Data at the DCO date of 15 June 2021 are submitted to support the use of selpercatinib for the treatment
of RET fusion positive advanced NSCLC in the first line. The exploratory objectives are not presented at
the DCO.

The table below summarises relevant CHMP interactions for Retsevmo for the first-line RET fusion-
positive NSCLC indication.

Table 1: Selpercatinib - Key Regulatory Interactions in the EU

Date Submission (Activity Additional Information

25 Inly 2019 Scientific Advice Clinical advice on a number of development aspects
inclhuding the potential for an indication including
patients with RET fusion-pesitive N5CLC who are
previously untreated.

20 December 2019 | Imitial MAA Applied indication: for the treatment of adults with
advanced RET fusion-positive WSCLC who require
systemic therapy.

16 October 2020 MAA Day 180 List of Major Objection (3O} CHMP concem that completion
Outstanding Issues of Phase 3 study could be hampered if a broad indication
1s given to selpercatimib for the treatment of patients with
advanced RET fusion-posittve WSCLC. Also requured
further justification that selpercatimb prowvided
therapeutic advantage over existing available therapies in
the sought mdication

30 October 2020 A A Post-Day 180 Clanfication | To clanfy the Day 180 MO. Alignment to restrict the
hMeeting indication fo previously treated advanced RET fusion-
positive WSCLC.
20 June 2021 Meeting with (colEapportenrs To discuss the applicant’s proposal for a Type I
and EMA wvaration to expand the indication to enable use of
selpercatinib in patients with untreated RET fusion-
positive NSCLC.

Abbreviations: CHMP = Committee for Medicinal Products for Human Use; EU = European Union;
EMA = European Medicines Agency; MAA = marketing authonsation application; MO = major objection;
MNSCLC = non-small cell himg cancer; RET = reamranged during transfection.

2.1.4. General comments on compliance with GCP

The MAH stated that the clinical trial LOXO-RET-17001 that support the proposed indication of
selpercatinib was conducted in accordance with consensus ethics principles derived from international
ethics guidelines, including the Declaration of Helsinki and Council for International Organizations of
Medical Sciences (CIOMS), International Ethical Guidelines for Biomedical Research Involving Human
Subjects, and the International Conference on Harmonisation (ICH) Good Clinical Practices (GCP)
Guideline (E6).

The clinical trial LOXO-RET-17001 (LIBRETTO-001) conducted outside the European Union meets the
ethical requirements of Directive 2001/20/EC.

Study LOXO-RET-17001 was subject to independent audit by regulatory authorities. The audits

CHMP extension of indication variation assessment report
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performed as of 15 June 2021 were:

Table 2. Audits performed for Study LOXO-RET-17001 as of 15 June 2021

Agency Name Aundit Dates Aundit Site
USFDA 8 Jan 2020 to 14 Jan 2020 University of Texas MD Anderson
Cancer Center
USFDA 27 Jan 2020 to 7 Feb 2020 The Ohio State University
USFDA 30 Jan 2020 to 10 Feb 2020 Massachusetts General Hospital
Pharmaceuticals and Medical 17 May 2021 to 17 May 2021 Japan Affiliate
Devices Agency of Japan

Abbreviations: US FDA = United States Food and Dmg Admimistration

2.2. Non-clinical aspects

No new non-clinical data have been submitted in this application, which was considered acceptable by
the CHMP.

Environmental risk assessment

The Phase I ERA provided by the MAH contained no new data compared to the one submitted with the
initial MAA. The justification from the MAH for not providing a new ERA was the following: “The
calculated prevalence in the variation is the same as that calculated in the original Phase I ERA,
therefore, the concentration of selpercatinib in surface water is the same as in the original MAA and
the conclusion of lack of risk to the environment is the same”.

The PEC calculated from prevalence data in Italy (showing the highest prevalence in Europe) is less than
10 ng/L. The Kow is less than 4.5. No phase II studies have been conducted. The product is considered
to have a low risk to the environment.

2.3. Clinical aspects

2.3.1. Introduction

GCP

The Clinical trials were performed in accordance with GCP as claimed by the MAH.

The MAH has provided a statement to the effect that clinical trials conducted outside the community
were carried out in accordance with the ethical standards of Directive 2001/20/EC.

. Tabular overview of clinical studies

CHMP extension of indication variation assessment report
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Study ID Stady Title and Descripton Stody Objectives or Outcomes Patient, Study Number of
Participant, or Treated
Tomar Population Participants
ERegistration Stndy
LOXO-RET-T0:01 A Phase 172 Stody of Oral LOXO-292 in FPhase 1 RET fasion-positive 354
(T2G-0%-TZTA: Patients with Advanced Solid Tumaors, Primary ebjective: To determins WECLC
LIBEETTO-001) Incloding RET Fusion-Positive Solid Tumors, = MTD and'or BPID. RET-puatant MTC 31e
Medullary Thyraid Cancer, and Other Tumors | Secondory objectives: To assess | pET fusion-positive 54
with RET Actvation. = safefy and tolerability thvroid cancer
« PK and RET fiusion-positve 43
Eey design featares = OFF other cancers
= Mulrcemer (ther cancers 4
- !t{ult-f.'.b]b:-rt Ph_lse 2 o Towls 706
= Open-labsel Primary ehjective: To assess
»  Single arm, and » ORR byIRC.
= Dhose escalation followed by dose Secondary objecives: To assess
EXpansion. = ORREWIA
« DOF, TTBE, PF5, CBE.
best changze in fumor size
by IRC and IA
» M5 ORF and DOER by
mC
= 05
=  safery and tolerability,
and
« FPE
I2G-MC-IZIV An Open-Label Study to Investizate the Primary objectives: Evaluate the | Healthy participants 36
Effect of Selpercatinib on the effect of selpercatinib on P-gp
Pharmacokmetics of Dabigatran in Healthy activity, assessed by Cmay and
Voluntesrs ALC(D-00).
Eey desipn featares Secondary objectives: Evaluate
=  Open-label. and the effect of dabizamam in
»  Single cemter, combination with selpercatinid on
= safefy and tolerability,
and
» PE paramerers: Cp,..
touae 30d AUC .

Abbreviatiens: AUC,, ., = area under the conceniration versus fime curve, from the time of dosing to mfimity; C.,, = maximum observed plasma concentration;
CBE. = clinical benefit rate; CN5 = ceniral nervous system: CSE = clinical study report; DOPR. = duration of response; IA = mvestizatar assessment, IRC =
Independent Review Committee; LOX(-292 = selpercatinit; MTC = medullary thyreid cancer; MTD = maxinmm tolerated dose; WSCLC = pon-small cell
lung cancer, OFF. = objectve responss rate: 05 = overall survival: PFS = progression-free survival: P-gp = P-glycoprodein; PE = pharmacokinedcs;

RET = reamanged donng mansfecton; RPAD = recommendsd Phase 2 dozs; 1, = time to maximom ebserved concentration; TTHE = time-to-best responsa.

& Parients reated in LIBRETTO-001 as of 15 Tupe 2021 data catoff
Seurces: LIBRETTO-001 Interim CSE. Addendum (15 June 2021 data cotoff) and J2G-MC-TZTV CSE.

2.3.2. Pharmacokinetics

Selpercatinib is an orally available, highly selective, adenosine triphosphate (ATP)-competitive small
molecule inhibitor of the RET receptor tyrosine kinase.

In Europe, selpercatinib is approved under the brand name of Retsevmo®. Two strengths of hard
capsules, 40 and 80 mg are available. Selpercatinib is actually used as monotherapy for the treatment
of adults with:

o advanced RET fusion-positive non-small cell lung cancer (NSCLC) who require systemic therapy
following prior treatment with immunotherapy and/or platinum-based chemotherapy

o advanced RET fusion-positive thyroid cancer who require systemic therapy following prior
treatment with sorafenib and/or lenvatinib

Selpercatinib is also indicated as monotherapy for the treatment of adults and adolescents 12 years and
older with advanced RET-mutant medullary thyroid cancer (MTC) who require systemic therapy following
prior treatment with cabozantinib and/or vandetanib.

Selpercatinib is orally given and the recommended dose is based on body weight:

) Less than 50 kg: 120 mg twice daily.

CHMP extension of indication variation assessment report
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. 50 kg or greater: 160 mg twice daily.

The pharmacokinetic (PK) properties of selpercatinib were sufficiently characterized in the initial MAA
and are summarized below as described in the actual adopted SmpC.

In the current submission, the applicant seeks a modification of the indication of selpercatinib to include
the treatment of RET fusion-positive NSCLC in the first-line setting (treatment of RET fusion-positive
advanced NSCLC regardless of line of therapy).

There are neither new PK data that would change the main PK features of selpercatinib nor special
populations . Also, no revision of section 5.2 PK properties of the SmpC is claimed.

The PK data provided in support of this submission includes:

o Descriptive, noncompartmental methods of analysis of selpercatinib PK data from all patients
enrolled in the pivotal study LOXO-RET-17001 (LIBRETTO-001) as of the submission data cut-
off date (15 June 2021) for whom PK data were not previously reported in the initial MAA.

The additional PK data from the pivotal study LOXO-RET-17001 are presented in the paragraph “PK in
target population”.

Absorption

After an oral dose of 160 mg, Retsevmo was rapidly absorbed, with Tmax of approximately 2 hours.
Geometric mean absolute oral bioavailability was 73.2% (range: 60.2-81.5%).

Effect of food

Compared to selpercatinib AUC and Cmax in the fasted state, selpercatinib AUC was increased by 9%
and Cmax was reduced by 14% after oral administration of a single 160 mg dose to healthy subjects
taken with a high-fat meal. These changes were not considered to be clinically relevant. Therefore,
selpercatinib can be taken with or without food.

Distribution

Selpercatinib mean (CV%) volume of distribution (Vss/F), estimated by Population PK analysis, is 191
(69%) L following oral administration of selpercatinib in adult patients. Selpercatinib is 96% bound to
human plasma proteins in vitro and binding is independent of concentration. The blood-to-plasma
concentration ratio is 0.7.

Elimination

The mean (CV%) clearance (CL/F) of selpercatinib is 6.0 (49%) L/h and the half-life is 22 hours following
oral administration of selpercatinib in adult patients. Following oral administration of a single [14C]
radiolabeled 160 mg dose of selpercatinib to healthy subjects, 69% (14% unchanged) of the
administered radioactivity was recovered in faeces and 24% (11.5% unchanged) was recovered in urine.

Dose proportionality and time dependencies

The pharmacokinetics of selpercatinib were evaluated in patients with locally advanced or metastatic
solid tumors administered 160 mg twice daily unless otherwise specified. Steady-state selpercatinib AUC

CHMP extension of indication variation assessment report
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and Cmax increased in a linear to supra-dose proportional manner over the dose range of 20 mg once
daily to 240 mg twice daily.

Steady-state was reached by approximately 7 days and the median accumulation ratio after
administration of 160 mg twice daily was 3.4-fold. Mean steady-state selpercatinib [coefficient of
variation (CV%)] Cmax was 2,980 (53%) ng/mL and AUCO0-24h was 51,600 (58%) ng*h/mL.

Special populations

Age, gender and body weight

Age (range: 15 years to 90 years) or gender had no clinically meaningful effect on the pharmacokinetics
of Retsevmo. Patients with a body weight <50 kg should start Retsevmo treatment with a dose of 120
mg twice daily, while patients >50 kg should start Retsevmo treatment with a dose of 160 mg twice
daily.

Hepatic impairment

Selpercatinib AUCO-o0 increased by 7% in subjects with mild, 32% in subjects with moderate Child-Pugh
classification. Thus, selpercatinib exposure (AUC) in subjects with mild and moderate hepatic impairment
(Child-Pugh class A and B) is comparable to exposure in healthy subjects when a dose of 160 mg is
administered.

Selpercatinib AUCO-co increased by 77% in subjects with severe hepatic impairment (Child-Pugh class
C). There is limited clinical data on the safety of selpercatinib in patients with severe hepatic impairment.
Therefore, dose modification is recommended for patients with severe hepatic impairment (section 4.2).

Renal impairment

In a clinical pharmacology study using single dose selpercatinib 160 mg, exposure (AUC) was unchanged
in subjects with mild, moderate, or severe renal impairment. End stage renal disease (eGFR <15 ml/min)
and dialysis patients have not been studied.

Paediatric population

Based on limited pharmacokinetic data, the Cmax and AUC was similar in adolescent patients, 12-18
years of age, and in adults.

Pharmacokinetics in target population

Table 3 summarizes the steady-state PK parameters (Cycle 1 Day 8) for plasma selpercatinib
concentrations in patients receiving 160 mg BID dose in the pivotal study LIBRETTO-001 collected from
09 May 2017 to 30 March 2020 (previous data submitted in the initial MAA) and from 01 April 2020 to
10 June 2021 (new data), respectively. A comparsion of steady-state AUCtau between the two periods
is shown in Figure 1.

CHMP extension of indication variation assessment report
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Table 3 .Steady-State (Cycle 1 Day 8) Pharmacokinetic Parameters of Selpercatinib in
Patients with Cancer

Actual Data Period Tipae? Copaz AUC)0:¢ AUC,, AUCjy CL../F
Dose (h) (ng/mL) (h*ng/mL) (h*ng/mL) (h*ng/mL) (L)
09 May 2017 N 614 614 614 601 601 601
to
30 March 2020| GM 2.00 3050 26100 26300 52600 6.08
160 mg GCV%| 0.00-8.10 514 55.7 55.5 55.5 55.5
BD | gpApril2020| N R 32 E3) 30 30 30
to
10 Tune 2021 | GM 215 3310 29700 30200 60300 531
GCV%| 0.00-8.08 445 474 477 477 477

AUCO0-24 = area under the plasma concentration-time curve from time 0 to 24 hours; AUCO-last = area

under the plasma concentration-time curve up from time zero to the last observable concentration;

AUCO-tau (AUCO0-12) = area under the plasma concentration-time curve from time 0 to 12 hours; BID =

twice daily; CLss/F = apparent total clearance of drug after oral administration at steady state; Cmax = maximum
plasma concentration; CV% = percent coefficient of variation; GCV% = geometric CV%; GM = geometric

mean; max = maximum; min = minimum; N = number of samples; Tmax = time to reach maximum plasma

concentration.

Figure 1: Boxplots of plasma selpercatinib Cmax and AUCO-tau following selpercatinib 160
mg BID administrations of capsule formulation (Cycle 1 Day 8)
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The dashed line is the median; the solid line is the arithmetic mean. The ends of the “box” are the 25th and 75th
percentiles. The whiskers show the lowest data value still within 1.5 IQR of the lower quartile and the highest

value still within 1.5 IQR of the upper quartile, where IQR is the interquartile range (the difference between the third
and first quartiles, the middle 50%).

The steady-state PK parameters (Tmax, Cmax, and AUC0-24) for patients with evaluable data at Cycle
1 Day 8 were previously calculated by non-compartmental analyses. The NCA PK parameters for patients
with NSCLC from data cuts of 09 May 2017 to 30 March 2020 (LOXONCA- LOX0292-1229) and 01 April
2020 to 10 June 2021 (LOXO-NCA-LOX0292-2829) were combined with tumour type data and treatment
status for the analysis:

e geometric means and coefficient of variation summary statistics are provided in Table 4, and
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bar charts showing the mean and 90% percentile intervals are provided in Figure 2.

Table 4. Steady-State (Cycle 1 Day 8) Pharmacokinetic Parameters of Selpercatinib in
Patients with NSCLC

Treatment-Naive Patients Patients Previously-Treated with Patients Previously-Treated
Platinum-Based Chemotherapy with Other Therapies
Tinax® Cmax AUCp24 | Tmaxr® | Cmax | AUC)24 | Tmax® | Cmax | AUCp 24
W | gml) || @ gl | el |
N 59 39 55 197 197 193 35 35 35
GM 2.0 2930 46700 20 3570 64800 2.0 3380 60100
GCV%% | 0B-43 58 67 0-81 42 43 0-40 54 53

Abbreviations: AUCq.24 = area under the plasma concentration-time curve from time 0 to 24 hours; Crpax= maximum
plasma concentration; GCV% = geometric coefficient of variation; GM = geometric mean; N = mumber of
samples; NSCLC = non-small cell lung cancer; T,,,, = time of maximum concentration.

= Median and range {minimum — maximum).

Data available from 09 May 2017 to 10 June 202 l_|

Figure 2. Bar charts of plasma selpercatinib Tmax, Cmax, and AUC0-24 following
selpercatinib 160 mg BID administrations (Cycle 1 Day 8) in treatment-naive patients,

patients previously-treated with platinum-based chemotherapy, and patients previously-
treated with other therapies.

Selprcatnib G106 MM o (nghiml)

Ecdpecaiinib C108 Gmax (ngfml)

Salpecatink C108 Trmak |h)

........

BID = twice daily; C1D8 = Cycle 1 Day 8; Cpuy = maximum plasma concentration; n = number of
patients in the specified category; Ty, = time of maxinum plasma concentration.

“Previously treated” refers fo patients previously treated with platinum-based chemotherapy.
“Other” refers to patients previously treated with other therapies (see Table 3.1).

The bar height is the mean The whiskers show the 5th and 95th percentiles of the data. The numbers

below each box plots refer to the number of patients.

Data cut-off date 10 June 2021.
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2.3.3. Pharmacodynamics

Mechanism of action

Selpercatinib is an inhibitor of the rearranged during transfection (RET) receptor tyrosine kinase. Certain
point mutations in RET or chromosomal rearrangements involving in frame fusions of RET with various
partners can result in constitutively activated chimeric RET fusion proteins that can act as oncogenic
drivers by promoting cell proliferation of tumour cell lines. In in vitro and in vivo tumour models,
selpercatinib demonstrated anti-tumour activity in cells harboring constitutive activation of RET protein
resulting from gene fusions and mutations, including CCDC6 RET, KIF5B RET, RET V804M, and RET
M918T. In addition, selpercatinib showed anti-tumour activity in mice intracranially implanted with a
patient-derived RET fusion-positive tumour.

Primary and secondary pharmacology

No new data have been submitted as part of this application.

2.3.4. PK/PD modelling

No new data have been submitted as part of this application.

2.3.5. Discussion on clinical pharmacology

No complementary formal PK investigations have been carried out in the context of the variation under
review. Additional new PK data from the pivotal study LOXO-RET-17001 (n=32, collected from 01 April
2020 to 10 June 2021) have been provided and compared to the previous data already submitted in the
initial MAA (n= 614, collected from 09 May 2017 to 30 March 2020). Furthermore, a comparison of
steady-state selpercatinib PK parameters in the target NSCLC patients treatment-naive using the
recommended 160 mg BID dose with the reference NSCLC patients who had prior therapy is provided.

Overall, the PKs of selpercatinib in the target patients was assessed and the updated data identified no
significant difference compared to other /current NSCLC cancer patients.

2.3.6. Conclusions on clinical pharmacology

The applicant applied for an extension of the indication to include adult patients with RET fusion-positive
NSCLC in the first-line setting (treatment-naive) in addition to patients with RET fusion-positive non-
small cell lung cancer NSCLC who had prior therapy (currently approved). Overall, no significant
difference in PKs characteristics of selpercatinib is observed in the target patients by comparison to other
cancer patients already assessed in the already authorised indication. No revision of section 5.2 of the
SmpC is required.

2.4. Clinical efficacy

2.4.1. Dose response study

Study LIBRETTO-001 is an open-label, multicentre, global Phase 1/2 study of selpercatinib in patients
with RET-altered advanced solid tumours that was initiated in May 2017. The Phase 1 portion of the
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study allowed to determine the maximum tolerated dose and recommended Phase 2 dose of
selpercatinib. A dose of 160 mg BID was selected for Phase 2.

The approved dose as recommended in the SmPC is 160 mg taken orally twice daily (body weight 50
mg or greater).

2.4.2. Main study

Study LOXO-RET-17001 (LIBRETTO-001): A Phase 1/2 Study of Oral LOX0-292 in Patients
with Advanced Solid Tumours, Including RET OFusion-Positive Solid Tumours, RET-mutant
Medullary Thyroid Cancer (MTC), and Other Tumours with RET Activation

Methods

Figure 3: depicts the study design for the protocol version 9.0.

Phase 2

1. Advanced RET fussom sobid tumor

peogressed cmintolerant to standard
/ first-line therapy

Phase 1 2 Advanced RET fisica sold tumor
withowt standaxd frst-line therapy
Dose Escalason /
Advanced sobd tamoe with !
RET Aheration’ Activation F— MTD.
recommended 3 Advanced RET-mmutam MTC
aap - 2% — | progressed cmimolirass o standad
o Phuse 2 dose St
Taget exposure \
/ 4 Advanced RET-omtam MTC
without standard frstdine therapy oc

- 5 Advanced RET-altered solid tumor
Dose Escabsion + Coborts 1.4, disease not

cother m&ux’ion’u:lh:lios may
be allowed with poce Spoasoe

approval
* EDNA+ for RET alicrabon ot
known to be present in tanor

Advanced sobid twnor \ SO
* MTC oot cighle for Cobort 3 or 4
* MTC synds P
(e g MTC, pheochromocyioma),
CapceTs Willlh DOWOmKKTINC
featares’'differentiation or poordy
differectiated thyrosd with

6 Patients otherwise efigible for
Cohorts |-5 who dscoatinoed another

RET mhibitors dee to lerance may
be chgible with pnor Spoasor
approval

Abbreviations: cfDNA = circulating free tumor DNA: MTC = medullary thyroid
cancer; MTD = maximum tolerated dose.

Study participants

Eligibility criteria remained mostly the same as specified in the previous CSR (17 June 2019 data cutoff),
except for the following listed below, which were updated in version 8.0 or 9.0 of the protocol.
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Inclusion Criteria for Phase 1

e Inclusion Criterion [2] - amended to remove the prohibition of prior treatment with a selective RET
inhibitor(s) (including investigational selective RET inhibitor[s]).

e Inclusion Criterion [5] - amended to note the exclusion of minor patients in Canada and Germany.

e Criterion [11]: - allowed enrolment of patients with adequate renal function, with estimated
glomerular filtration rate = 30 mL/minute (up to 6 participants with an eGFR = 15 and < 30
mL/minute were allowed to enroll with Sponsor approval).

e Criterion [13]: - amended to include additional details on observing conventional and effective birth
control for the duration of treatment and for 3 months

Inclusion Criteria for Phase 2

e Inclusion Criterion [1] - updated standard of care therapy criteria for Cohorts 2 and 4.

e Inclusion Criterion [5] - added to describe the inclusion criteria for Cohort 6: Participants who were
otherwise eligible for Cohorts 1 to 5 who discontinued another RET inhibitor due to intolerance could
be eligible with prior Sponsor approval.

Exclusion Criteria for Phase 1 and Phase 2:

e Exclusion Criterion [2] - amended to further describe the inclusion criteria for Cohorts 1 through 6.

e Exclusion Criterion [3] - modified to further describe exclusion criteria for investigational agents or
anticancer therapies.

e Exclusion Criterion [8] - modified to revise the criterion for QTcF.

e Exclusion Criterion [9] - amended to exclude patients with serious ongoing intercurrent illness, such
as hypertension or diabetes, despite optimal treatment.

e Exclusion Criterion [13] - amended to further clarify prohibited concomitant medications.

e Exclusion Criterion [17] - added to exclude patients with a history of hypersensitivity to any of the
study intervention capsule components.

Treatments

The RP2D of selpercatinib (160 mg BID) was selected in Phase 1 and has been used as the starting dose
for patients in the Phase 2 dose expansion phase of the study.

Patients continued selpercatinib dosing in 28-day cycles until PD, unacceptable toxicity, or other reason
for treatment discontinuation. Patients with PD could continue selpercatinib if, in the opinion of the
Investigator, the patient was deriving clinical benefit from continuing study treatment, and continuation
of treatment was approved by the Sponsor.
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Objectives/Endpoints

Table 5. Objectives and endpoints of LIBRETTO-001 (Phase 2)

Dbjectives (Fhase )

Endpoints (Fhase I)

Frimary

To assess, for each Phase 2 expansion cohort,
the anti-tumor actvity of selpercatinil by
determining OFRE using BECIST 1.1 or

BANO, as appropriate to tomor type, as

assessed by BT

OFF based on BFECIST 1.1 or EANO, as
sSppropriate fo tnmoer type, as assessed by IRC

Secondary

To assess, for each expancion cohort, the anfi-
nurmor activity of selpercatinib by derermindng:

= OFE based om RECIST 1.1 or BLARO, as

appropriste to amor type, as assessed by
Imvestigator

® Bect change in ftomor size from basaline, as

assessed by IFLC and Investigator

& TOF as assessed by IFUC and Investigator

® CHNS OFF based oo BECIST 1.1 or

B AN, as approprisis te imor fype, as
assessed by IFUC (for participants with
brain metastases)

& WS DOER s assasced by IRC {for

participants with brain metastases)

* Time to any and best response based on

= CHE b

BEECIST 1.1 or FLATO, as appropriste to
tumor type, & assessed by IFLC and
Imvestigator

d on the proportion of
participants with best owarall response of
CF_ PE. or 5D lasting 14§ or more weeks
following initistdon of selpercatinikb, as
assessed by IFC and Investgator

& PFS 2z assessed by IF.C and Inmvestgator

& (05 following initiation of selpercatinib

Parameters of sant-tumor actvins'clinical
benefit, inchading:

= OFFE (by Investzator)

* HBestchange in tomor size from baseline
oy IF.C and Investigator)

= DOE (by IFC and Investigator)
= M5 ORFE (by IFC)
= CHS DR (by IRC)

* Time to any and best response (by IR.C
and Investigator)

= CBE (by IF.C and Investigator)
= PFS (by IFLC and ovestizator)

= 05

To determine the safety profile and tolerability
of selpercatinib

Freguency, severity, and relatedness of
TEAEs and 5AF=s

Chsnges in hematolozy and blood
chemistry valwes

Azzassmments of physical exsminatons
Wital sigms

ECGs

To characterize the PE propertes of
selpercatiniky

Plasma concenmabions of selpercatinib and PE
parameters, inchnding, but not limited to,
ATRCy re, Crgn. 800 Tomen®

Abbreviadons: ATNC, 3« = area under the concenmation versus mme curve fom time O o 24 hours; CBE. = clindcal
benefit rate; C. . = maximuom dmg concentraton; CHS = central nemrons system; CF = complete response; DeOE
= duration of response; ECG = elecmocardiogram; IRC = Independent Feview Commites; OFF. = objectove
response rate; 05 = overall sumvival; PFS = progression-free survival: PE = phammacokinetic((s); PR = parmal
response; FLAMNO = Beasponse Accessment in Meuwro-Oncoology Crterna; RECIST = Fesponse Evalnation Criteria
i Saolid Tomors; SAE = serious adverse event; 5D = stable disease; TEAE = reamment-emergent adverse evant;
T = time fo maximam plasma concentration.

& PE data will be analyzed and presented in this interim report fior those patients whose PE dats were not
previonsly repormed.
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Sample size

Phase 2

For Cohort 1 (patients with RET fusion-positive solid tumours who have progressed on or are intolerant
to standard first-line therapy for their cancers), a sample size of 55 patients is estimated to provide 85%
power to achieve a lower boundary of a two-sided 95% exact binomial confidence interval (CI) about
the estimated ORR that exceeds 30%.

For Cohort 2 (patients with RET fusion-positive solid tumours without prior standard first-line therapy),
a sample size of 59 patients is estimated to provide 85% power to achieve a lower boundary of a two-
sided 95% exact binomial CI about the estimated ORR that exceeds 35%. For Cohort 3 (patients with
RET-mutant MTC who have progressed on or are intolerant to vandetanib and/or cabozantinib), a sample
size of 83 patients is estimated to provide 85% power to achieve a lower boundary of a two-sided 95%
exact binomial CI about the estimated ORR that exceeds 20%.

For Cohort 4 (patients with RET-mutant MTC who are MKI-naive), a sample size of 55 patients is
estimated to provide 85% power to achieve a lower boundary of a two-sided 95% exact binomial CI
about the estimated ORR that exceeds 30%.

Enrolment beyond the above sample sizes in each of Cohorts 1-5, will be allowed, in order to
accommodate enrollment demand and allow for the characterization of AEs that may occur with low
frequency. With a sample size of 150 patients, the probability of observing one or more instances of a
specific AE within a cohort with a true incidence rate of 1% and 2% is 77.9% and 95.2%, respectively.
The sample size for Cohort 1 was increased to ~250 to accommodate enrollment demand. Additional
enrollment will also allow for the characterization of AEs that may occur with low frequency which would
enhance knowledge of the safety profile of selpercatinib. Further, this cohort allows for the enrollment
of patients with RET fusion-positive solid tumours other than NSCLC. While the enroliment demand for
patients with RET fusion-positive NSCLC has been adequate for statistical analysis, additional solid
tumour types remain underrepresented and enrollment expansion allows for data capture in this
population.

Up to ~50 patients will be enrolled into Cohort 6 based on clinical consideration. Exploring efficacy in
patients with a history of prior exposure to RET specific inhibitors may enhance understanding of the
risk:benefit of additional RET specific therapy in these patients and aid in the consideration of resistance
mechanisms in response to this type of therapy.

Randomisation and blinding (masking)

The study is non-randomized and non-blinded single arm study.

Statistical methods

There were no changes in the planned analyses for the study except some with minimal impact which
are described in the SAP addendum dated 14 June 2021.

The overall rationale for the RET fusion-positive NSCLC SAP Addendum 1 is to outline the FDA RET fusion-
positive NSCLC Accelerated Approval Requirement (AAR) and detail considerations for the sNDA
submission cutoff date.

In addition, subgroup analyses are planned for patients with vs without prior immune checkpoint inhibitor
(ICI) therapy.
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Intracranial Analysis

Time to CNS progression will be explored. Time to CNS progression is defined as the time from
randomization until the occurrence of documented CNS progression by the IRC.

CNS progression, nhon-CNS progression, and death are competing risk events; CNS progression is the
event of interest defined as progression due to newly developed intracranial lesions and/or progression
of pre-existing intracranial lesions per RECIST version 1.1.

To account for the competing risks, the probability of the first event of CNS progression, non- CNS
progression, or death without any progression will be estimated using a cumulative incidence

function (sub-distribution function). A plot of the estimated cumulative-incidence functions will be
displayed.

Intra-patient Analysis

Prior therapy data will be used to perform an exploratory analysis comparing benefit achieved on the
last therapy patients received prior to the study enrollment to benefit achieved on selpercatinib
treatment using each study patient as their own control. A known limitation of this analysis is
retrospective prior therapy data collection based on patients’ medical records without central review and
confirmation based on RECIST criteria.

There is no change to efficacy analysis sets defined in the original version of the NSCLC SCE SAP.

Patients enrolled into the Phase 1 dose escalation as well as the Phase 1 and Phase 2 dose expansion
cohorts were grouped to derive the analysis sets. The goal of the arrangement of these various data sets
was to:

-maximize information through the consolidation of data from both Phase 1 and Phase 2 parts of
LIBRETTO-001, and.

-define groupings based on clinically meaningful distinctions, resulting in similarity of patients within a
group, thus, facilitating the interpretation of results.

Patients with RET fusion-positive NSCLC who had received at least 1 dose of selpercatinib and achieved
at least 6 months of potential follow-up time from the first dose of selpercatinib (or disease progression
or death, whichever occurred first), as of 15 June 2021, were considered eligible for efficacy analyses.

The evaluation of efficacy consists of RET fusion-positive NSCLC analysis sets as defined in Table 3.2
(the basis for the initial regulatory submissions) and includes patients enrolled into Cohorts 1, 2, and 5.
Cohort 6 includes patients who have received prior treatment with a selective RET inhibitor and are
therefore not included in the efficacy analysis; these patients were excluded in LIBRETTO-001 until
Cohort 6 was introduced in Protocol version 8.

The efficacy analysis for RET fusion-positive NSCLC primarily focused on 1) previously treated patients
and 2) treatment-naive patients. Efficacy was further assessed using the supportive efficacy analysis
sets described in Table 3.2, including a CNS Response Analysis Set consisting of all patients with RET
fusion-positive NSCLC who have investigator-identified CNS metastases at baseline (reported as target
or nontarget lesion per RECIST v1.1).
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Table 6: Description of Efficacy Analysis Sets

Efficacy Analysiz| Analysis Set Amnalysiz Set Description

Primary Treatment-Naive Patients Inchides restment-naive patents with AET fusion-positve

efficacy analyss | (N=69) KSCLC who met Criteria 1, 2, and 4 in foomote 2™

set (previowsly named SAS]) These data sopport the proposed indication in the firsi-line
sefiing.

Supportive Patients Freviowsly Treated | Inchades all patients with RET fusion-positive NSCLC

efficacy analyss | with Platinum-Based previously meated with plationm-based chemotherapy whio

sefs Chemotherapy (N=147) met the critenia in foomote “a™.

(previously nammed LAS)

Patients Previously Treated | Inchides patients with RET fusion-positve MSCLC previoushy
with Other Systemic reated with systermdc therapies other than plafmm-based
Therapy (MN=1%) chemotherapy who met Criteria 1, 2, and 4 in foomote “a”™.
(previowsly named SAST)

Patients with Non- Inchides previcusly treated and meamment naive patients with

Meazurable Diizease (MN=20)
(previowsly named SAS3)

RET fusion-positive MSCLC without messarable diseaze by
BECIST 1.1 and met Criteriz 1 and 4 in foomote “a™.

The First 105 Patients
Enrolled who were
Previously Treated with
Flatinom-Based
Chemotherapy (N=105)
(previowsly named PAS)

Inchydes the first 105 consecntively enrolled patients with RET
fision-positve WSCLC previously meated with platimum-
based chemotherapy who met the criteria in foomote “a”.

This amalysis setis a subset of the “Padents Previonsly Treated
with Platimun-Based Chemotherapy™ analysis s=t and was
presented mn the SmPC bt is being superseded by the data
presented m this submission dossier.

CNS Response Analysis Setb
(N=104)

Inchdes patients with RET fusion-positive NSCLE who had
imvestigator-identifiad CH5 metasmzes at baseline (reported as
target or nontarget lesion per BECIST 1.1).

This analysis sef contains patents fiom scross the primary and
sppartve efficacy analysis sats.

Abbrevianens: CLIA = Clinical Laboratory Improvement Amendment; T35 = ceniral nervons systeny
IAS =Intagrated Analyzis Set; WSCLC = non-small cell hing cancer; PAS = Primary Analvzis Set;
BECIST = Response Evalustion Criteria in Solid Tumors; SAP = stafistical analysis plan; SA5 = Safety Analysis
Ser; SCE = summary of clinical efficacy.
*  Criteria for imchasion:

1. Evidence of a protocol-defined qualifying and definitive RET-fusion, prospectively identified on the basis
of a dooumented CLIA-certfied (or equivalent ex-US) Molecular Pathology Feport. Patlents with a RET
fision co-oconming with another putative oncogenic driver, a5 determuned at the time of sdy enrolment by
local testing, wers inchoded.

[

Measursble disease by BECIST 1.1 by mvestgator assessment Patents without messwurable dizease who

ware entolled in Phase 1 dose escalation were nchaded m the “Patents Previously Treated with Plafimon-
Based Chemotherapy™ and “The First 105 Patients Enrolled who were Previously Treated with Platimom-
Baszed Chemotherapy™ Analysic Sets. Flefer to the WSCLC S3CE SAP for details.

3. BReceived 1 or more lines of prior pladnom-based chemotherapy.

4. Eeceived 1 or more doses of selpercatinib.
This smalysis set provides evidence for selpercatinib’s activity in pagents with RET firzion-posiave MNSCLIC and

b

CIS metastases (M=106). Of these 104 patents, 2§ had measurable disesse and 20 had noo-messurable disesss
at baseling as assessad by the mwestzator.
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Results

Participant flow

Figure 4: RET fusion-positive NSCLC efficacy analysis and overall safety populations based
on a data cutoff date of 15 June 2021 LIBRETTO-001.
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Abbreviations: BID = mice daily; MTC = medullary thyroid cancer; W = momber of patients; M5CLC = non-small
cell hing cancer; QD) = once daily; BET = FEamanged during Transfection.

Table 7. Screen Failures — Overall Safety Population (Data Cut-off: 15 June 2021)

CRaractariatic Tobml
Subrjecta Jcreansd [n) 221
Selrjmects TraaTed [n, )9 7L [ BE.E)
Subjecta Jcreansd snd Hot Treatsd (m, W]* 2 [ O.%)
Subrjecta with Scossn Feilares (=, W] * 123 [ 13.4)

Fesazom for Jcresn Feiluos (=, ®)&®

OID WOT SATISFY ALL THCTLOSTION OR EXCLUSION CRITERIA BT [ TO.T)
WITEDAANAL OF COMSENT 11 [ B.8)
ALVERIE EVENT 10 [ B.1)
AT 2 [ 1.&)
INVESTIGATOR DECISTON 2 [ 1.&)
OTEER 11 [ B.8)

fFarcentagea ars hazsd on the momber of subiscts [n) that wers scressnsd.
ffFarcantages ars bassd o= the mombear of subjscks [n] that had acrean fsilucs.
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Table 8: Summary of Disposition RET Fusion-Positive NSCLC Efficacy Analysis Population
(Data Cutoff: 15 June 2021)

Primary Analysis Sets Supportive Analvsis Sers®
Analysis Set Prior Treatmemnt- Prior Non- Total
Platinum Naive Orther Measurable NSCLCP
Chemotherapy Systemic Disease
Therapy
Treated 247 69 19 20 355
Treatment continuing. n (%) 117 (47.4) 32 (46.4) G (31.6) 10 (50.0) 165 (46.5)
Continuing post progressiont 26 (10.5) 5(7.2) 2 {10.5) 3{15.M 36 (10.1)
Treatment discontinued. n (%) 130 (52.6) 37(53.6) 13 (68.4) 10 (50.0) 120 (53.5)
Disease progression 73 (29.6) 26 (37.7) 10 (52.6) 6 (30.0) 115 (32.4)
Adverse event 23 (9.3) 6(8.7) 0 (0.0} 3(15.m 32 (9.0}
Intercurrent illness 1(0.4) 0 (0.0} O (0.0} 0 (0.0} 1 {0.3)
compromising ability to fulfill
protocol requirements
Eeguirement for alternative 2(0.8) 0 (0.0} O (0.0) 0 (0.0} 2 {0.58)
treatment per investizgator
Withdrawal of consent 14 (5.7) 3(43) 0 (0.0} 0 (0.0) 17 (4.8)
Death 8 (3.2) 2(2.9) 3 (15.8) 1(5.00 14 (3.9}
Other 9 (3.6) 0 (0.0} 0 (0.0} 0 (0.0) 9 (2.5)
Treatment continued post- 25 (34.8) 22 (31.9) T(36.8) 5(25.m 120 (33.8)
prosressiomn, n (%o}
Study status continuing. n (%) 143 (37.9) 44 (63.8) 10 (52.6) 11 (55.0) 208 (58.6)
Study status discoentinued. n (%4) 104 (4213 25 (36.2) 29{47.4) o {45. 147 (41 .43
Withdrawal of consent 25 (10.1) 5(7.2) 1(5.3) 3{15.m 34 (9.6)
Lost to follow-up 1{0.4) 0 (0.0} 1(5.3) 0 (0.0) 2 {0.6)
Death 78 (31.6) 20 (29.0) 7 (36.8) 6 {30.00 111 (31.3)

Abbreviations: n = number of patients in specific category; WSCLC = non-small cell lang cancer; RET =
FEamranged during Transfection.

a Patient disposition for The First 105 Patients with Prior Platinum Chemotherapy Analysis Set 15 presented in
Table 5.4,

b The total column is calculated from the Prior Platinmm Chemotherapy, Treatment-Naive, Prior Other Systemic
Therapy, and Non-Measurable Disease Analysis Sets.

¢  Statuns as of the data eutoff date_

Recruitment

This study was conducted at 80 centres that enrolled patients in North America, Asia Pacific, European
Union, and the Middle East. The study is ongoing.

Study initiation date: 09 May 2017

Data cutoff date for interim analysis: 15 June 2021
Participants screened: 921

Participants treated: 796

Participants continuing study intervention: 462

Conduct of the study

This interim report provides information on study conduct from Protocol version 8.0 up to Protocol version
9.0 (03 June 2020).
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Table 9: Summary of major changes, subsequent amendments, and the approval dates of

the protocol.

Version
Number amd
Diate Major Changes to the Protocol
B = Mew sections were sdded to define length of stody and end of stwdy
10 June 2019 »  The LTF plan was updated to ooour approximately every 3 months until the

participant has withdrawn consent, is lost to follow-up, has died, or the sponsor
makes a decision to close the stody.

»  Phase I descriptions were updated 1o increase partcipant mumbers following the
salection of 160 mg BID as the BP2D and to account for additon of a new oohort
{(Cohort &)

»  Eligibility criteria were added, removed, or modified {as detailed in protocol Section
330

=  Addirional detzils were prowided regarding the sdy infervention (provecol Section
341

=  Additional Invesdgator suidance regarding possible AEs and re-escalations were
provided.

»  Tests and evaluations were npdated to add tests at additonal tme points and
increase frequency of tests (as described in Section 7 of the protocol [appendix
Protoecol and addenda]).

- Sample size was updated o reflect npdated size for Cobort 1 and Cobort 6.
Statistcal pordions were updated to align with other protocol sections.
Clarification that efficacy analyzes will be conducted on the Safety Analysis Set
unless otherwise specified (as descobed in profocol Secton 3.T)

» Definidon of life-threatening AEs was updatad.

Examples of multple kinase inhibitors and BET activatinge nmtations were updated.
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8.1 (Denmark)

10 Fune 2010

Major changes from protocol version 7.3 (Denmark) to version 8.1 were:

- Fationale for enrclling participants younger than 18 years was provided to indicate
that participants younger than 18 years could be enrolled if spprowed by local
imstitutional and country regulatory awthorities.

- All other revisions were made to align with version 8.0

8.2 (Fapan)
14 June 2019

Major changes from protecol version 7_2 (Tapan) to version 8 2 wara:

- Smdy desizn was updated to add clarification of enrollment in Japan
- All other revizions were made to alien with version 8.0

8.3 (Germany)
08 Ocwober 2019

MMajor changes from protecol version 7.4 (Germany) to version 8.3 woare:

- Clinical safety and data npdates were made to alipn with IB version 5.0
Size of Cobort 1 was increased o up toe spproximately 200 pardcpants.
Cohort § was added for participants who discontinned another RET inhibdtor doe o
intolerance (up to approximately 50 pardcipamts]).

- The 40 mg capsule and liquid suspension were added: the 10 mg capsule was
Temoved.

- The ECG schednle was wpdated.

Addendom 1 to

VEOE3
02 April 2020

The purpose of this addendum was to allow temporary fexibility in sady visits, assessments,
and stady dmg dispensation becaunse of the COWVID-19 pandemic. The information in this
addendum supplements Protecol Section 7 amd Table 7-1 in Probecol version 8.0, version 8.1,

wersion 8.2 snd version 8 3.

9.0 (Global)

03 Tune 20290

Major changes from protocol version 8.3 (Germany) to version 9.0 were:

- Alirned changes sdded in response to EC/FA queries in PAR 1 (Denmark), PAR 3
{Gemmany), amd PAR addendumn (Cansda).
Clinical safety and data npdates were mads oo alizn with the IB W 7.0
Sime of Cohort 1 was incressaed to approximately 250 participants and Cohort 5 ap to
approxineately 200

- Peduced the reguirement for in-clinic visits beyond C7 and provided the options of
telemedicine and visits b local healthcare providers during nondisease assessment
cycles.

Apbbreviations: AE = adverse event; BID = twice daily; C = cycle; COWID-19 = coronsvims disease 2010; EC =
Eshics Commnittes; ECG = electrocardiogram; IB = Investizator's Brochure: LTFLUT = long-term fiollowa-ap; FLA =

Protocol Deviations

Table 10: Summary of Important Protocol Deviations (Data Cutoff: 15 June 2021)

NSCLC Safety Population | Overall Safety Population
(N=356) (N=T%6)
Categorv n (%) n (%)
Patients with Major Protocol Deviations 92(25.8) 161 (20.2)
Investigational Product 3393 61T
Study Procedures 213539 354
SAFE Reporting 18(5.1) 3544
Eestricted Concomitant Medication Change 19(5.3) 3BED
Inchusion Criteria 12(3.4) 16 (2.0)
Withdrawal Criteria 720 11 (1.4
Exchusion Criteria 3 (0.8 5 (0.6
Informed Consent 2(0.6) 4(0.5)

Abbreviations: N = mumber of patients; n = mmber of patients in specific category; N5CLC = non-small cell hmg
cancer; SAE = serious adverse events.

Baseline data

Demographics
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Table 11: Summary of Demographics RET Fusion-Positive NSCLC Efficacy Analysis

Population (Data Cutoff: 15 June 2021)

Supportive Analvsis Sets*

Prior Other
Prior Platinum Systemic Non-Measurable
Chemotherapy | Treatment-Naive Therapy Disease Total"

Analysis Set N=24T) (IN=69) (N=19) N=10) (N=355)
Age (vears), n

Median (Range) [ 610238 | 63003901 | 3800770 56.0 (26-800 61.0(23-97)
Owverall age group, n (%)

18-44 vears 33034 700.1) 0 (0.0 4 (20.0) 44(12.4)
45-64 years 127 (531.4) 31449 14737 10 (50.0) 182 (31.3)
65-74 years 70 (28.3) 24348 5(26.3) 3250 104 (29.3)

75-84 years 17{6.9) 4(58) 0 (0.m 1(5.0) 22 (6.2)
=85 years 0 0.0) 343 0 (0.0 0 (0.0) 308
Sex, n (%)

Male 107 (43.3) 26377 8D 11 {55.0) 152 (42.8)

Female 140 (56.7) 43 (62.3) 11(37.9) 9 (45.0) 203 (371
Race, n (%)

White 108 (43.7) 48 (69.6) 12 (63.3) 6 (30.0) 174 (49.0)

Black or Affican American 12(49) 4(38) 0 0.0 0 (0.0 16 (4.5)

American Indian or Alaska Native 1(0.4) 0 (0.0} 0(0.0) 0 (0.0} 1(0.3)

Native Hawailan or Other Pacific Islander 0 {0.0) 0 (0.0} 0{0.m 0 0.0y 00.0m

Asian 118 (47.8) 13(18.8) 7(36.8) 14 (70.0) 152 (42.8)

OtherMissing B(3.2) 4(3.8) 0 0.0 0 (0.0) 12034
Ethnicitv, n (V)

Hispanic or Latino 7(2.8) 1(1.4) 1(3.3) 105.0 10 (2.8)

Not Hispanic or Latino 235 (95.1) 67(97.1) 12(94.7) 19 (95.0) 339 (93.5)

Missmg 5.0 1(1.4) 0 (0.0 0 (0.0} 617
Body weight (kg)

n 246 69 19 20 354

Median 64.950 71.200 39.500 62.550 64.950

Fange 38.85-14800 44.00-130.50 48.60-109.50 46.10-106.80 38.85-148.00
Baseline ECOG, n (%)

0 90 (36.4) 25 (36.2) 5(26.3) 11 (35.00 131 (36.9)

1 150 (60.7) 40 (38.00 13 (68.4) 9450 212(59.7)

2 7(2.8) 4(3.8) 1(3.3) 0 12(3.4)
Smoking history, n (%)

Newer smoked 163 (66.8) 48 (69.6) 13 (68.4) 15 (73.00 241(679)

Former smoker 78318 193275 6316 3250 108 (30.4)

Current smoker 4il.6) 209 0 0 6017

Abbreviations: ECOG = Eastern Cooperative Oncelogy Group; N = mmnber of patients; n= mumber of patients m specific category; NSCLC = non-small cell

hmg cancer; RET = EEarranged during Transfection.

2 Patient demographics for The First 105 Patients with Prior Platimm Chemotherapy Analysis Set is provided i Table 8.7.
b The total columm is calculated from the Prior Platimmn Chemotherapy, Treatment-MNatve, Prior Other Systemic Therapy, and Non-Measurable Disease

Analysis Sets.
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Baseline Disease Characteristics

Table 12: Baseline Disease Characteristics - RET Fusion Positive NSCLC Efficacy Analysis
Population (Data Cutoff: 15 June 2021)

Supportive Analvsis Sets®
Prior Prior Other MNon-
Platinum Treatment- Svstemic | Measurable
Chemotherapy Naive Therapy Disease Total"

Analvsis Set N=4T) (N=69) N=1%) (N=20) (N=355)
Primarv mmor tvpe, n (%)

NSCLC | 27qo00) [ eoqoom | 19¢000) | 2001000 | 355 (100.0)
Time since initial diasmosis, months

Median 21.90 2.00 830 1800 16.30

Range 1.2-1943 035219 20-112.5 14-223.7 0.5-223.7
Investizator reported historv of metastatic disease, n (%)

Yes 240 (97.2) 63 (98.6) 19 {100.0) 20 (100.0) M7
No 7(2.8) 1(1.4) 0 (0.0 D000 8(2.3)
Months since metastatic disease

Median 18.15 1.60 £30 10.80 10.80
Range 1.0-158.5 0-81 20755 04911 0-1585
At least 1 measurable lesion by investigator, n (%0)

Tes 246 (99.6) 69 (100,03 19 {100.07 ] 3341y
No 1= (0.4 0 (0.0} 0(0.0) 20 (100.0) 21(5.9)
Sum of diameters at baseline bv investigator, mm

Median 51.130 69,500 73.000 NA 36.000
Fange 10.00-297.00 11.00-191.00 | 12.00-249.60 HNA 10.00-297.00
CNS metastases at baseline by investigator, n (%0

Tes T1(31.Y) 16(23.2) 11(57.9) 2(10.0) 106 (29.9)
No 170 (68.8) 33 (76.8) 2421 18 (90.0) 249 (70.1)

Abbreviations: CNS = central nervous system; N = mumber of patients; n = mmber of patients in specific category;
NSCLC = non-small cell hing cancer; RET = REarranged duning Transfection.
2 Baseline disease characteristics for The First 103 Patients with Prior Platimum Chemotherapy Analysis Set is
summarized in Table 8.9and Table 8.10.
b The total column is calculated from the Prior Platimum Chemotherapy, Treatment-Naive, Prior Other Systemic
Therapy, and Non-Measurable Disease Analysis Sets.

¢ Patient was emrolled n Phase 1.

Table 13: Baseline Disease Characteristics — RET Fusion Status RET Fusion-Positive NSCLC
Efficacy Analysis Population (Data Cutoff: 15 June 2021)

Supportive Analysis
Sets®
Prior
Prior Criher Non-
Platinum Treatment- | Systemic | Measurable
Chemotherapy Naive Therapy Diisease Total”
Analysis Set (IN=24T) (=659 (N=19) (IN=20) (N=355)
RET fusion parmer, n%s)
EIFSE 153 (61.9) 48 (69.4) 14 (73.7) 12 (60.00 227 (63.9)
CCDCs 53 (21.5) 10 (14.5) 3(15.8) 5 (25.00 71 (20,0
NCOA4 S 114 1(3.3) 1{5.00 8023
Other 16 (6.5) 2029 1(5.3) 0 (0.0} 1934
Umnknown 22 (8.9 2116 0 (0.0 2 {10.09 32 (0.0
Molecular Assav Type, m (%)
MNGS on Tumor 209 (84.4) 42 (60.9) 16 (84.2) 17 (83.00 284 (80.0)
PCE. on Tumor 4(1.6) 114 1(5.3) 0 6(1.7)
NGS on Plasma/Blood 23 (9.3) 21 (3040 2(10.5) 3(15.00 49 (13.8)
FISH on Tumer 10 (4.00 5.2 0 (0.0 0 {00y 15¢4.2)
Other* 1 (0.4) 0 (0.00 0 (0.0 0 {0.0p 1 (0.3)

Abbreviations: FISH =Fluorescence in situ hybridization ; I = mumber of patients; n = mumber of patients in specific
category; NGS = next generation sequencing; NSCLC = non-small cell hmg cancer; PCE. = polymerase chain
reaction; RET = REarranged during Transfection.

a  RET fnsion status for The First 103 Patients with Prior Platimmm Chemotherapy Analysis Set is summanzed m
Table 2.10.

& Total colunm is calculated from the Prior Platimmm Chemotherapy, Treatment Naive, Prior Other Systemic
Therapy, and Non-Measurable Disease Analyzis Sets.

¢ Other molecular assay tvpe is Nanostrning Technology

CHMP extension of indication variation assessment report
EMA/583379/2022 Page 30/80



Table 14: Prior Cancer Therapy RET Fusion-Positive NSCLC Efficacy Analysis Population

(Data Cutoff: 15 June 2021)

Supportve Analbysis Sets”

Frior FPrior Oiher MNom-
Flatinmm Treatment- Systemic Aleasurable
Chemotherapy Maive Therapy Disease Total™
Amnalvsis Set (N = 24T) N = a9 N =19} N =20) (N = 355)
Beceived prior svitemic therapy. o (%0}
es 247 (1000 MA 12 (1000 20 (10e0.07) 284 (BDuG)
o o (m 52 (1000 Q0.0 Q0300 69 {19.4)
Tyvpe of prior systemic therapy®. o (%0)
Chermotherapy 247 (1000 MA 1{5.3) 20 (10e0.07) 268 [(75.5)
Platinum chemotherapy 247 (10007 NMA o 19 {95.00 2848 7499
Immnumatherapy 145 {58.T) 1] 13 {G2.4) 245 167 (4700
Ann-PD-1PD-L1 therapy 144 (58.3) MA 13 (GE.4) o450 168 (445.8)
Ann CTLAS thetapy & 2.4 NMA 2 (10.5) o g {Z.3)
Multikinase inhibitor 25 (344 0 {0.0) B 42.1) 5 (25.00) D8 (27.8)
Cabozantinib 25 (10.1) MA 3 [15.8) 2 (10u00 30 (B5)
Vandetanib 12 {4.9) MA 1{3.3) 1 {500 14 (3.9)
Sorafenib 0 (0.0 MA 0 {0.00 0 (300 0 (0.0
Lenvatinib B (3.3) MA 1{5.3) 1 {5.00 10 (2.8)
Orher MEIs &1 (24.7) MA 4(21.1) 2 (10.0) 67 {18.9)
Crthes o7 (39.3) o 3(15.8) T {35.00) 107 (30.1)
VEGF WVEGFE. inhibitor T (32.0) MA 0 (0.0 4 (20,00 23 (23.4)
E(FF. inhibitor 13 {5.3) MA 1{5.3) 1 {5.00 15 (42)
Number of prior systemic regimens, m {%48)
0 0 &0 (100.0) 0 (0.0 0 (000 60 (19.4)
1 73 [(29.6) MA 14 {73.7 7 (35.0) o4 (26.5)
2 &7 (27_1) MA 3(15.8) 5 (25.00) 75 {21.1)
=3 107 (43.3) MA 2105 B (20 117 (3300
Number of prior systemic regimens
Madian 2.0 MA 1.0 20 20
Buangze 1-15 MA 1-5 1-0 0-15
Best response to last systemic treatment, o (%0)
Complete response 2 (0.8} BA 0 0 2 (0.5
Parmal response 36 (14.6) MA 1{5.3) MA 37 {10.4)
Stable disease 74 (30.0) MA 2 (10.5) & (30.00 B2 {23.1)
Progressive dizease 71 (28.7) A 11 {57.89 5 (25.00) B7 (24.5)
Dot evaluated 62 (25.1) MA 5 [26.3) 2450 TE (Z1.4)
Linknowm® 205 52 (10007 O {0.00 (U (L)) 71 {20.0)
Frior radiotherapy, m {%2)
es 132 {53.4) 23 (33.3) 10 {52. 13 {65.00 178 (50.1)
Mo 115 {46.6) 46 (H6.T) (474 7 (35.0) 177 (49.9)
Prior cancer related surgery, m (%)
es 110 {44.5) 17 {24.8) o474 13 {65.00 149 (4200
Ho 137 ({55.5 52 (75.4) 10 {52.6) T35 204 (5800
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Dose intensity

Table 15: Selpercatinib Dose Intensity Overall Safety Population and NSCLC Safety

Population (Data Cutoff: 15 June 2021)

Overall Safety
NSCLC Safery Population Population
(N=356) (N=T26)
Time on Treatment (months)
Median 19.09 21.29
Minimum 0.1 0.1
Maximuzm 49.0 49.0
Eelative Dose Intensity (%)
Mean (standard deviation) 83.36 (19.9) 84.64(19.1)
Median 02.71 04 .46
Range 21.3,100.1 17.3,100.1
Relative Dose Intensity Categories, n (%)
=00% 197 (35.3) 466 (38.5)
75 to <00% 62 (17.4) 122 (15.3)
50 to =75% 64 (18.0) 146 (18.3)
<50% 33(9.3) 62 (7.8)

Abbreviations: N = oumber of patients; n = number of patients in specific category; NSCLC = non-small cell lung

Cancer.

Dose Modification and Compliance

Table 16: Dose Modifications in NSCLC and Overall Safety Populations (Data Cutoff: 15 June

2021)
Overall Safety
NSCLC Safety Populadon FPopulation
(IN=356) IN=T926)
Dose reduction., nn { %0
Any 180 (50.6) 343 (43.1)
For AE 172 (48.3) 325 (40.8)
For other reason 22 (6.2) 47 (5.9
Dose withheld., o (%0)
Ay 276 (77.5) 580 (72.9)
For AE 245 (68.8) 510 (64.1)
For other reason 103 (2899 229 (28.8B)
Dose increase, i (%0
Ay 102 (28.7) 183 (23.0)
Intra-patient escalation® 36 (10.1) 69 (8.7)
Re-escalation® 51 (14.3) 84 (10.6)
Other reason 27 (7.6) 52 (6.3)

Abbreviations: AE = adverse event; N = sumber of patients; n = mumber of patients in specific category; NSCLC =

non-small cell lung cancer.

= Started at a lower dose during dose escalation that was subsequently iIncreased.

b Re-escalation after a dose reductiom

Numbers analysed

At the DCO date, all 355 patients with RET fusion-positive NSCLC from Cohorts 1, 2, and 5 are included
in the efficacy analysis as they had achieved at least 6 months of potential follow-up time from the first
dose.

The primary efficacy analysis set to support the proposed first-line indication included 69 Treatment-
Naive Patients (previously named SAS1);
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The main supportive analysis sets include:

e Patients Previously Treated with Platinum-Based Chemotherapy (N=247) (previously named
IAS);

e CNS Response Analysis Set (N=106).

Patients in Cohort 6 (only 1 patient at the DCO), which was introduced in protocol version 8, are not
included in the evaluation of efficacy as it is a different population of patients who have received prior
treatment with a selective RET inhibitor.

Outcomes and estimation

Treatment-Naive Patients with RET Fusion-Positive NSCLC

Objective Response Rate, Best Overall Response, Duration of Response and Clinical Benefit Rate

Table 17: Objective Response Rate, Best Overall Response, and Clinical Benefit Rate Based
on IRC and Investigator Assessment Treatment-Naive Patients (Data Cutoff Date: 15 June
2021)

IRC Assessment Investgator Assessmnent
(IN=69] (=69

Dbjective Response Rate®
n () SE(B41.1) 50 (B5_5)
95% CI (73.3, 91.8B) 750,928
Best Overall Response — mo. (%)

Complete response (CE) 4 (5.8} 1 (1.4

Partial response (FF) 34 78.3) 38 (B4.1)

Stable disease (SD) 6 (B.T) S(7.2)

SOr1s weeks® G(B.T) 4 (3.8)

Progressive disease (PN} 343 3 (4.3

Mot evaluable 2 2.90 2 (2.9
Chlinical Benefit Rate (CR + PR + SD)"

Y] &4 (92.8) 63 (91.3)

95% CI" (B3.9, 97.8) (B2.0, 96.T)
Dration of Response (moniths)™"

hedian (95% CT) 20.21 (13.0, NE) 2027 (148 NE)

Censored 32 (552 31 (52.3)
Duration of Follow-T'p {months)®

Median 2027 23.03

25th, 75th percentiles 129, 267 152 265
Rate (%0) of Duration of Responsess

=6 months (952 CT) B7.7(75.9, 93.9) B6.2 (743, 92.3)

=12 meomths (5% CID 661 (51.6. 77.3) 663 (524, 77.1)

=24 meomths (5% CT) 41.6 (25.6, 56.8) 41.8 (26.1. 56.7)

=36 momnths (95% CID 416 (25.6, 56.8) 41 8 (261, 56.7)

Eligible patients ars treated on or before 135 December 2020, Stable disease mchydes Non-CE/MNon-FT».

Abbreviations: CI = confidence miterval; CF. = complete response; IRC = Independent Review Commmttes; N =
muuber of patients: n = mmumber of patients in specific category; NE = not estimable; Mo, = mumber; OFRF. =
objective response rate; PE. = partial response; SI) = stable disease.

a (OFR 1s defined as the proportion of patients with best overall response of confirmed CFR or PE. Fesponse was

confirmed by a repeat assessment = 38 days.

95% CI was calculated using Clopper-Pearson method.

Indicates SD lasting = 16 weeks following mmitiation of selpercatimib until the cntenia for disease progression was

first met.

4  Clindical benefit rate (%) 1s defined as the proportion of patients with best overall response of confimmed CE_ PE
or SD lasting, 16 or more weeks (SD¥). Stable disease was measured from the date of the first dose selpercatimmb
umtil the crteria for disease progression was first neet.
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Figure 5. Waterfall plot of best change in tumour burden based on IRC assessments —
Treatment naive patients (Data cut-off: 15 June 2021)
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Eligible patients are defined as patients treated on or before 15 December 2020.

For each subject, the best percent change from baseline in the sum of diameters for all target lesions is represented
by a vertical bar. The dashed lines represent the RECIST v1.1. criteria for response (30% decrease) or progressive
disease (20% increase).

Abbreviations: IRC = Independent Review Committee; RECIST = Response Evaluation Criteria in Solid Tumors.

Figure 6. Kaplan-Meier Plot of Duration of Response Based on IRC Assessments - Efficacy
Eligible Subjects of RET fusion-positive NSCLC with confirmed CR or PR
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Time to Response and Time to Best Response
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Table 18: Time to Response and Based on IRC and Investigator's Assessments Treatment-

Naive Patients (Data Cutoff Date: 15 June 2021)

Statms IRC Assessmemnt Investigator Assessiment
(IN=62) (N=69)
Time to Response (months)
Median 1.81 1.81
25th, 75th Percentiles 1.7.3.4 1.7.1.9
himimmmm, Maxinmum 0.7, 108 0.8, 5.6
Time to Response, n (%)
=2 months 41 (FO.T) 46 (78.0)
=2 to 4 months 15 (259) O (15.3)
=4 to § months 0 (1000 4 (5.8)
=4 to 9 months 1{1.7) 0 (0.0}
=0 months 1{1.7) 0 (0.0}
Time to Best Response (months)
Median 1.82 1.84
25th. 75th percentiles 1.7,3.5 17,19
Miin. max 0.7, 248 0.8, 3.6
Time to Best Response. n (%)
=2 months 39 (67.2) 45 {76.3)
=2 to 4 months 14 (24.1) 10 (16.9)
=4 to § months 0 (0. 4 (5.8}
=4 to 9 months 1{1.7) 0 (0.0}
=0 months 4 (5.90 0 (0.0

Abbreviations: IRIC = Independent Feview Committes; max = masinmum:; min = minimmm; N = mumber of patients:

n = mmber of patients m specific category.

Progression-free Survival

Status IRC Assessment Investigator Assessment
(IN=69) (N=069)

Progression Status, n (%)

Dhsease progression 29 (42.0) 34 (49 3)

Dhed (no disease progression beforehand) 3(4.3) 202.9)

Censored 37(53.6) 33(47.8)
Duration of Progression-Free Survival (months)™*

Median 2195 20073

93% CI for median 138 NE 13.6, NE

Min max 0.0+, 410+ 0.0+, 41.0+
Duration of Follow-Up (months)"

Median 2191 24.67

25th, 75th percentiles 138,276 187,276
ERate (%) of Progreszion-Free Survival™!

=0 months (95% CI) 26.6 (73.8,92.8) BAO (738 016)

=12 moenths (95% CI) T0.6 (578, 80.2) 66.4 (33.5, T6.4)

=24 moenths (95% CI) 41.6 (26.8, 55.8) 441 (308, 56.5)

=36 moenths (95% CI) 384238, 529 36.0 (21.9, 50.4)

Eligible patients are defined as patients treated on or before 15 December 2020
Abbreviations: CI = confidence mterval; IR.C = Independent Beview Commuittes; IN = munber of patients; n=
mmuber of patients in specific category; NE = not estimable; WSCLC = non-small cell hmg cancer; RET =

FEamranged dunng Transfection; 5D = stable disease.

(=" T~ ]

95% CI was calculated using Greenwood s formmla.

Status as of the patient™s last disease assessment on o before 15 Juane 2021.
Estimate based on Eaplan-Meiter method. NE = Not estimable. += Censored observation
95% CT was calculated using Brookmeyer and Crowley method.
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Figure 7. Kaplan-Meier plot of progression-free survival based on IRC assessments —
Treatment naive patients (Data cutoff: 15 June 2021)
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Abbreviations: [R.C = Independent Feview Committee; PFS = progression-free survval.

Overall Survival

Table 19: Overall Survival Treatment-Naive Patients (Data Cutoff Date: 15 June 2021)

Status Treatment-Naive
Patients
{IN=69)
Survival Status n (%)
Dead 20029.00
Censored 48 (71.0)
Duration of Cverall Swvival {months) ="
Median NE
45% CI for median 279 NE
Min, max 14 419+
Duration of Follow-up (months)*
Median 2520
25th, 75th percentiles 179 204
Eate (%) of Overall Survival=*
=12 months (95% CI) 02T (833,969
=24 months (95% CI) 603 (352, 79.7)
=36 months (95% CI) 37.1(359,73.6)

Status as of the last contact on or before 15 June 2021.
Abbreviations: Cl = confidence interval; max = maxanmmm; min = minimmmm; N = munber of participants m the

specified category; INE = not estimable.
a  Estimate based on Kaplan-hMeter method NE

= Mot estimable. += Censored ohsarvaton

b 05%: CI was calenlated nsmg Greemwood’s fornmla.
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Figure 8: Kaplan-Meier plot of OS in treatment naive patients (DCO: 15 June 2021)
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Patients with RET Fusion-Positive NSCLC Previously Treated with Platinum-Based
Chemotherapy

-Objective Response Rate, Best Objective Response Rate, Duration of Response, and Clinical Benefit
Rate
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Table 20: Objective Response Rate, Best Objective Response, Duration of Response, and
Clinical Benefit Rate Based on IRC and Investigator Assessments (Data Cutoff Date: 15 June

2021)

IRC Assessment

Investigator Assessment

(N=24T) (IN=24T)
Objective Response Rate™”
n (%) 151 (61.1) 159 (64 .4)
Q5% C1 (5347, 67.2) (58.1, 70.3)
Best Overall Response —n (%4)
Complete response (CE) 18 ({7.3) 9(3.6)
Partial response (PE) 133 (533.8) 150 (&0.7)
Stable dizease (SD) 21 (32.8) 74 (30.0)
5D -16 weeks* 60 (24.3) 55 (223)
Progressive disease (PD) T(2.8) 3200
Mot evaluable 8(3.2) 9(3.6)
Clinical Benefit Eate (CE + PR + 5D-16 weeks )"
n {¥a) 211 (85.4) 214 (B6.6)
95% CI" {20.4, 80.6) (E1.8, 90.6)
Duration of Besponse (moniths)*'
Median (95% CI) 2858 (204, NE) 2122 (184 31.8)
Censored m (¥a) 92 (60.9) 20 (50.3)
Duration of Follow-Up (months)®
Median 21.19 X320
25th, 75th percentiles 16.6, 26.0 203,295

Eate (%0) of Duratdon of Besponse™®

=6 months (95% CI)

86.0 (20.3, 01 3)

202 (83.2,93.1)

=12 months (95% CI)

731 (649, 79T

734 0(65.6, 79.6)

—24 months (95% CL)

55.8 (364, 64.0)

462 (37.3,34.T)

=36 months (95% CI)

494 (375, 60.3)

2630121, 42.8)

Eligble patients were treated on or before 15 December 2020, Stable disease includes non-CFR/mon-PD.

Abbreviations: CI = confidence interval; CE. = complete response; IR.C = Independent Feview Commuttes; W =
mmber of patients; n = mmber of patients in specific category; NE = not estimable; Mo, = mmber; WSCLC =
non-small cell hng cancer; ORE. = objective response rate; PE. = partial response; SD = stable disease.

3 OFF is defined as the proportion of patients with best overall response of confirmed CE. or PE. Besponse was

confirmed by a repeat assessment = 28 days.

b 95% CIwas calculated using Clopper-Pearson method

¢ Indicates S lasting = 16 weeks followinge mifiation of selpercatimb until the crteria for disease progression was

first met.

i Climical benefit rate (%) 1s defined as the proportion of patients with best overall response of confirmed CF_ PR

or 5D lasting 16 or more weeks (SD-16 weeks). Stable disease was measured from the date of the first dose of
selpercatinib untl the cnteria for disease progression was first met.

e  Estimate based on Kaplan-Meier method.

95% CI was calculated using Brookmeyer and Crowley method.
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Figure 9. Kaplan-Meier Plot of Duration of Response Based on IRC Assessments - Efficacy
Eligible Subjects of RET fusion-positive NSCLC with Confirmed CR of PR
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Figure 10: Waterfall plot of best change in tumour burden based on IRC assessments
Patients previously treated with platinum-based chemotherapy
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-Time to response and Time to Best Response

Table 21: Time to Response in Patients Previously Treated with Platinum-Based
Chemotherapy Based on IRC and Investigator Assessments

Status IRC
Assessment Imvestigator Assessment
(IN=24T) N=24T)
Time to Response (months)*
hiadian 1.87 1.84
25th. 75th Percentiles 1.8.3.8 1.7.21
hiimimmm, MMaxinrmomm 0.7, 219 0.7,353
Time to Response, n (%)
=2 months 52 (60.9) 115 (72.3)
=2 to 4 months 24 (15.9) 28(17.6)
=4 to & months 16 (10.6) 638
=4 to 9 months G (4.0 3019
=0 months 13 (8.6) 744
Time to Best Response (months)"
hiadian 1.87 1.84
25th. 75th percentiles B.54 1.7.3.6
hiin. max 0.7,32.9 0.7, 353
Time to Best Response, n (24)
=2 months 25 (56.3) 109 (68.6)
=2 to 4 months 25 (16.6) 29 (18.2)
=1 to & months 16 (10.6) 903G
=6 to 9 months 7 (4.6} 4 (2.5)
=0 months 18 (11.9) B (5.0

Abbreviations: CE. = complete response; IR.C = Independent Eeview Committes; max = maxinmun, min =

i, PE. = partial response.

3 Time to response 15 defined as the munber of months elapsaed between the date of the first dose of selpercatmb
and the first documentation of objective response (CR or PE. whichever ocowrred earlier) that was subseoquently

confirmed.

b Time to best response is defined as the mmnber of months elapsad between the date of the first dose of
selpercatiab and the first doommentation of CE. (1f patient’s best response 15 confirmed CF) or PR (if patient™s

best response is confimmed PR) that was subsequently confirmed.
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Progression-Free Survival

Table 22: Progression-Free Survival Patients Previously Treated with Platinum-Based
Chemotherapy Based on IRC and Investigator Assessments

TR(C Assessment

. Investigator Assessment
Status N=247) N=247)
Progression Status, m (%)
Disease progression B9 (3a6.07) 116 (47.0)
Died (no disease progression beforehand) 20 (B 1) 16 (6.5)
Censored 138 (559) 115 (46.6)
Duration of Progression-Free Survival (months)™*
Median 2404 21.75
95% CI for median 193 M™NE 168, 249
hin, max 0.0+, 44 2+ 0.0+, 44 2+
Duration of Follow-Up (months)"
hedian 2471 24 94
25th 75th percentiles 193 287 221,304

Rate (%4) of Progression-free Survival™

=6 months (95% CT)

83.7 (78.4. 87.9)

B82.6(77.1. 86.9)

=12 months (35% CI)

705 (641, 7.0

67.0(60.5, 72.6)

=24 months (5% CT)

5140443 58.1)

44.9(38.1. 51.53)

=30 months (35% CI)

42.6 (334 51.6)

3010195 41.4)

Abbreviations: CI = confidence interval; TR.C = Independent Feview Conmmittes; max = maxinmom; muin =
muininmam;, N = mumber of patients; n = mmnber of patients in specific category; ME = not estimable.

=" - ')

Status as of the patient’s last disease assessment on or before 15 June 2021,
Estimate basad on Kaplan-MMeter method INE = Not estimable. += Censored obserration.
952 CI was calculated using Brookmeyver and Crowley method.
95%% CI was calculated using Greemwood’s formmila

Figure 11. Kaplan-Meier Plot of Progression-Free Survival
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Table 23: Overall Survival Patients Treated with Platinum-Based Chemotherapy

Patients with RET Fusion-Positive NSCLC Previously
Siatus Treated with Platinun-based Chemotherapy
(IN=24T)

Survival Status n (%0)*

Dead TR (31.8)

Cenzorad 169 (68.4)
Reason Censored (., %0)

Lost to Follow-up 104

05 Follow-up Ongoing 143 (379)

Withdrawal of Consent 25 (10.1)
Duration of Cherall Suwrvival (months)™*

Median MNE

95% CI for median 3353, NE

Min, max 0.3, 49.0+
Duration of Follow-up (months)*

Median 2641

25th. 75th percentiles 220,313
Rate (%) of Overall Survival™?

=12 months (95% CT) 879(83.0.91.4)

=24 months (95% CT) 6B8.9 (622 74.7)

=36 months (95% CT) 3B.5(49.7,663)

Abbreviations: CI = confidence interval; max = maxinmm; min = nuinimmm; N = mumaber of participants in the
specified category; n = mmber of patients in specific category; NE = not estimable; NSCLC = non-small cell
hmg cancer; 05 = overall survival; EET = FEamanged during Transfection.

Status as of the last contact on or before 15 Fume 2021.

Estimate based on Eaplan-hMeier method WE =Not esimable. += Censored observation

05%: CI was caleulated using Brockmeyer and Crowley method.

05% CI was calculated using Greenwood s formmla.

(=TS T = o )

Figure 12. Kaplan-Meier plot of overall survival

Median followup: 26.41 manths
Median OS: not reached

oo

73 -

60 -

50

Omral Sundval (%)

20

20
104

l
I
30 4 |
|
|
T

T 7 T —
0 2 B L 8 W 12 14 16 18 20 22 24 26 28 30 32 34 35 A8 40 42 44 46 48 S50

Months from gart of freatment
No. st Rskc 247 249 231 220 210 213 204 186 170 158 144 132 111 85 72 58 35 2 19 13 8 8 7 3 1 0

|
|
|
|
1

| O S04 B/ DT R R S SR RS AR T U A SR PR L IR0, R
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Eligible patients are defined as patients treated on or before 15 December 2020.
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Ancillary analyses

Treatment-Naive Patients with RET Fusion-Positive NSCLC

Figure 13: Forest plot of objective response rate in special/subgroup populations by

demography and baseline characteristics based on IRC assessments in Treatment-naive

patients with RET Fusion positive NSCLC
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Patients with RET Fusion-Positive NSCLC Previously Treated with Platinum-Based
Chemotherapy
Figure 14: Forest plot of objective response rate in special/subgroup populations by

demography and baseline characteristics based on IRC assessments in Patients Previously
Treated with Platinum- Based Chemotherapy

Sadgorn

Subgronm Pl mb CIEH (AL
W1 Suldect -+ 247 GLE BT T
Aege 1 Fravllmans

=55 years 'l L) B1.A753L 8

B e ar Lok it R Bl
Era

Fiair —_—— Wiy ST% (4 0, 5T A

Ferrenis — (5 BRA (%40 115
[

Whike — 18 g T Ay Bl

Raizn ———— e BILY (%00, B0

hibmer | CIETE R LR ]
ECO Performans St s al Bk

o — e L 1]

2 — Fl SO 1A, #LL
Sy SHtIE

P Birepkord — W5 IR0, 6EE

Smaker e — ar BTSSR TN
PET P Ganee

KFI0 —— 3] ST8 CAT 1 BT

CIOCR —_— hl BN O D, S0

s DS B rsne CETSOR = - 21 ATE[IET, 0T

Linkrszwm 23 BRI L5, B0

L m a0 =] a0 10
Bl
Subjarcs

Sultarsa U Hmkben OFR (ST
ey Mala batic Dinsass

b e — 25 BN

Ho El B0
Pearrba ot Paor Syt o T hasrsp i

i — 73 LLe T

¥ e S . a7 =33

£ O Vel R - n [¥TH
[ ST RN | S—

Yo s [=E TS

Ho {UF AT
Pty et FU-TPDHLT Thimgs

e Bas Xy

Hu - (] nac
P 5 il e i e

e — Y B4

Ha = Lk G
CHE M. SEatas 1 Eanelie D Ieees Rgaton

- i Ar.n

Ho - LR BRE
Tope of BEF Malecudar Mooy

W% an Bleed or Pl ma -— 23 AT

LIl [T i % L

[Le0] - S |

PR T = e Tl (0 & G

Teher = T = 1 TR © 251 #0um

o 20 o Bl Bo Tan
(=]

Two-sided 5% exact binomuial CT is calculated wsing the Clopper-Pearson method.

Dashed reference line = 3074, solid reference line = 61.1% (overall ORF])

Abbreviations: CI = confidence interval; CINS = cenfral nervous system:; ECOG = Eastern Cooperative Oncology
Group; FISH = Fluorescence in situ hyvbndization; TR.C = Independent Feview Commuttes; NGS = next generation
sequencing; OFF. = objective response rate; PCE. = polymerase cham reaction; PD-1 = progranmmed cell death 1
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Prior Immunotherapy

Among the 247 patients with RET fusion-positive NSCLC previously treated with platinum based
chemotherapy, 58.7% patients (145/247) also received prior immunotherapy, either sequentially or
concurrently with platinum-based chemotherapy.

The immunotherapies received by the patients previously treated with platinum-based therapy were:
-Anti-PD1/PD-L1 therapy by 144 patients (58.3%), and

-Anti CTLA4 therapy by 6 patients (2.4%).
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Table 24: BOR, ORR, CBR, DOR, and PFS Based on IRC Assessments by Prior Immunotherapy

(Data Cutoff Date: 15 June 2021)

Response Prior Platinum-Based Chemotherapy
With Prior Immunotherapy Without Prior
Immunotherapy
N=145 N=102
Objective Response Rate?
n (%a) 91 (62.8) 60 (58.8)
95% CI (343, 70.6) (43.6, 68.3)
Best Overall Response — no. (%)
Complete response (CE) 2(6.0 9(8.E)
Partial response (PR} 82 (56.6) 31 (50,00
Stable disease (S} 42 (29.0 39 (38.3
SLr 26(17.9) 340333
Progressive disease (FD) 6(4.1) 1{1.0)
Mot evaluable 6(4.1) 20200
Clinical Benefit Rate (CE. + PR+ 5DY)#
n (%a) 117 (80.7) o4 (2.3
95% CI (733,86.8) (85.1,96.6)
Patients with Best Response of Confirmed o1 &0
CRor PR
Response Stams (n, %6)°
Disease Progression 33(363) 19(31.7)
Diied (No Disease Progression Beforehand) 5(3.5) 203
Censored 33 (538.0 39 (65.0
Duration of Response (months)”
Median (95% CI for median) 2858 (148 NE) NE. (204, NE)
Min, noax 1.8+ 388+ 27+ 433+
Duration of Follow-up (months)*
Median 20.50 23.03
25th, 75th Percentiles 164,260 16.6,287
Duration of Progression-Free Survival
(months)
Median (95% CI for median) 19.35 (13.9,27.6) NE (22.1, NE)
Min, max 0.3, 442+ 0.0+ 442+

Abbreviations: BOE. = best overall response; CBE. = climical benefit rate; CT = confidence interval; DOF. = duration
of response; [R.C = Independent Feview Conmmittes; max = maxinmm; min = muninmmm; N = mumber of pafients;

mofE

n = munber of patients in specific category; NE =not estimable; OFF. = objective response rate; PFES =

progression-free survival.

05% CI was calculated using Clopper-Pearson method.
Indicates 5D lastimg = 16 weeks following imtiation of selpercatimb imtil the critena for disease progression was

first met.

Estimate based on Kaplan-Meier method INE = Not estimable. NF. = Not reached. + = Censored observation.

95% CT was calculated using Brookmevyer and Crowley method.

05% CI was calculated using Greenwood s fornmla.
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Table 25 Objective Response Rate, Best Overall Response, and Clinical Benefit Rate Based
on IRC and Investigator Assessment Supportive Efficacy Analysis Sets

Patients with RET Fusion-Positive

Patients with Non-Measurable

First 105 Patients Enrolled with

) . . RET Fusion-Positive NSCLC | RET Fusion-Positive NSCLC Who
xg(%ig:';:?:;ﬁ; ]-_;—']:;tﬂ‘“uh (N=20) \‘-'elre Previously Treated with
R “F Platinum-Based Chemotherapy"
Status (¥=19) v=105)
IRC Assessment Investigator IRC Investigator IRC Investigator
Assessment Assessment Assessment Assessment Assessment
Objective Response Rate*! (CR +PR)
n (%) 2474 12(63.2) 8 (40.0) 0(0.0) 65 (61.9) 74 (70.5)
95% CI (244 71.1) (384,837 (19.1.63.9) (0.0, 16.8) (51.9.71.) (60.8.79.00
Best Overall Response, n (%)
CE 0{0.0) 0{0.0) 3{15.0) 00000 4(3.8) 329
FE 2(474) 12(63.2) 5(25.0) 000.0) 61 (38.1) 71 (67.6)
sD 2474 5(26.3) 9{45.0) 20 (100.0) 32(30.5) 24229
5Dr16 weeks® 40211 1(3.3) 8 {40.0) 16 (30.0) 24 (22.9) 17 (16.2)
FD 1(3.3) 2(10.5) 0{0.0) 0{0.0) 4(3.8) 3029
NE 00 0.0 3130 0000y 4(3.8) 4(3.8)
Clinical Benefit Rate (CR + PR + SD<)™
MNumber of Patients (o, %a) 13 (68.4) 13 (68.4) 16 (80.0) 16 (80.0) 89 (84.8) 91 (B6.T)
95%: Confidence Interval 434 874 434, 87.4) (56.3.94.3) (56.3,94.3) (76.4.91.00 (78.6,92.5)
Duration of Response (months)™
Median (95% CT) 1584120, NE) | 15.08(73.NE) 221120, 000.0) 286147, 21.22Q177,
NE) ME) 35.0)
Censored 5(55.6) 5(41.7) 5(62.5) 0 (0.0) 31 (477 32(43.)
Duration of Follow-Up (months)®
Median 28.52 25.56 21.16 0000y 28.75 3039
25th, 75th percentiles 147 286 148,267 17.5,293 0000y 246,313 267,341
Rate (%) of Duration of Response™®
=6 months (95% CI) 1000 (NE.NE) | 21.7(53.9,98.8) [ 100.0(NE. NE) 0(0.0) 87.7(769,93.6) | 90.4(81.0,953)
=12 months (95%: CI) 1000MNE.NE) | 583(27.0,80.1) | 85.7(334,97.9) 0000y 72.2(59.5,81.5) | 73.2(63.5, 83.46)
=24 months (95%: CT) 375(36,7T1LT) 37.5(109, 357(14,78.0) 0 490(36.1,60.7) | 46.9(34.7,38.1)
64.8).
=36 months (95% CT) NE (NE. NE) ME (MNE. ME) MNE (ME. ME) 0 434300, 56.1) | 266 (118 4400

Eligible patients are treated o or befre 13 December 2000 Stable disease mchudes Non-CR/Non-PD.
Abbreviations: CT = confidence mterval; CE. = complete response; [RC = Independent Review Committee; N = number of patients; n = mumber of patients in
specific category; NE = not estimable; NSCLC = non-small cell hing cancer; ORF. = objective response rate; PE.= partial response; RET = REamanged

during Transfection; 5D = stable disease.
OFR. 15 defined as the proportion of patients with best overall response of confirmed CE. or PE. Fesponse was confirmed by a repeat assessment = 28 days.
95% CI was caleulated using Clopper-Pearson method.
Indicates SD lasting = 16 weeks following initiation of selpercatinib until the criteria for disease progression was first met.

Boroo oW

Stable disease was measured from the date of the first dose selpercatinib umtil the critena for disease progression was first met.

e Estimate based on Kaplan-Meier method.
95% CI was caleulated using Brookmeyer and Crowley method.
93% CI was caleulated using Greemwood s formmila.

W

Clinical benefit rate (%s) is defined as the proportion of patients with best overall response of confirmed CE. PR or 5D lasting 16 or more weeks (SD¥).

b First 103 Patients Enrolled with RET Fusion-Positive NSCLC Who Were Previously Treated with Platimmm-Based Chemotherapy is a subset of patients with

RET fixsion-positive NSCLC previously treated with platimmm-based chemotherapy.

Sources: Table 2.18, Table 8.1%, Table 8.21, Table 822,

Time to response (TTR) and Time to best response (TBR)
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Table 26: Time to Response Based on IRC and Investigator’s Assessments Supportive
Efficacy Analysis Sets

Patients with RET Fusion- Patients with Non-Measurahle First 105 Patients Enrolled with RET Fusion-
Positive NSCLC Previously RET Fusion-Positive NSCLC Positive NSCLC Who Were Previously
Treated with Other Svstemic (N=20) Treated with Platinum-Based Chemotherapy
Therapy MN=105)
(=19
IRC Investigator IRC Investigator )
Status Assessment .-Lsse:slr’nent Assessment .-ksse::::.ent TRC Assessment Tvestigator Assessment
Time to Response (months)*
Median 168 279 273 187 1.8
25th. 75th percentiles 1619 1.7.37 17 46 1837 7.35
Min, max 0.7,3.7 1.6,22.0 09 141 08 137 7,35
Time to Response, n (%)
=2 months T(71.8) 6 (30.0) 4(30.00 41 (63.1) 33 (7L.6)
=2 to 4 months 2(222 4(33.3) 2(25.0) 11(16.9) 15(20.3)
=4 to 6 months 0 {0.0) 0(0.0) 1{12.5) 6(92) 341
=6 to 9 months 0{0.0) 1(8.3) 0{0.0) 2031 0 (0.0)
=0 months 0{0.09 1(8.3) 1(12.5) 300N i@
Time to Best Response (months)”
Median 1.68 27 273 187 1.84
25th, 75th percentiles 16,19 17,37 1.7.4.6 1838 17,35
Min, max 7,37 16,220 09 14.1 08329 0.7,353
Time io Best Response, n (%0)
=2 months 1(71.8) 6 (30.0) 4 (50.00 39 (60.0) 32(70.3)
=2 to 4 months 207 4(33.3) 2(25.00 10154y 15(20.3)
=4 to 6 months 0(0.0) 0(0.0) 1{12.5 6(9.2) 341
=6 to 9 months 0(0.0) 1(83) 0(0.0) 2(3.1) 0(0.0)
=0 months 000.m 1(8.3) 1{12.5) 2(12.3) 41054

Progression-Free Survival

Table 27: Progression-Free Survival Based on IRC and Investigator Assessments Supportive
Efficacy Analysis Sets

Patient: with ™Nomn- Fir=t 105 Patienis
Patients withh BET Aeasurable RET Enrolled with RET
Fusion-Positive MNSICLAOC Fuszion-FPositive NSCTLAC Fusion-Fositive MNSCLO
Previously Treated with (Te=200) Wiho Were Previoushy
Oiiher Sy stemic Theraps Treated with Platinuin-
(IN=19% Based Chemotherapy
(N=10=)
Investizato Investigato Investigato
RC T IFC r jin e r
Aszes Asze A TENE Amce Amze Aszsessimen
T T L T T L 4
FProgression Status, o {%a)
Chsease progression 8 42 1) 10 {526 & (30,07 o (4500 53 {50.5) ST (543
Thed (no diseasa 2 10.5) 4 211 4 {20,007 3 (150 5 (4.8) T (6.7}
Drogression beforehzrid)
Censored D (4T 4 5 (263) 10 (50.00 B (400 4T (44 8 41 (390
Daration of Progression-Free Survival (months)*"
hdediam 19 42 11.53 18 .69 18 .69 1925 19 52
25%a CI for peedian 3 5 305 3.4 305 9.1 MNE T8, NE 139 304 165, 2.6
Delame, 1= 1.7+, 30.5 1.7, 30.5 3.0, 301+ 3.0, 331+ 05, 44 2+ 00, 44 2+
Duration of Follow—TUp {momth=)"™
hdedian 3026 3026 2208 24 87 3I0_32 33.08
25ih. 75th percentiles 11.5 3024 21 .4 304 1588, 249 194 331 264 356 28 7,358
Fate (%0) of Progression-free Surmvaval®
=6 maonths ($5% CI) T&. 5 (488, &3 2 (379, T9.1 (53.2, B0 (55.1. 81.1 {71.9, 821 (731,
SO 4y B4 91 &) SZ2.00 87.3) 8E.3)
=12 monih= (95% CI) T6. 5 (48 8, 47 4 (244 6T B{41.7, S9.3 (440, 65 T {555, 681 (S50,
Sl &T_3) 8413 B4.9% T4 2 TE.2)
=24 momnih= {95% CI) 306 (8.0, 30,1 (115, 49 4 (24 8, 373 (146, 44 2 (340, 41 8 {319,
i 3 ] 51.3% TO1Y S04 53_8) 1.4
=36 month= (95%2 CI) oo (ME. 0.0 (NE., MNE (dE. MNE (ME. 375270, 20 2 (180,
E) ME) E) ME) 47_8 41.4)
Mote: Status as of the patent™s last disease assesseent on o befors 15 Fane 2021
Abbreviatons: Tl = confidence inferval; TRC = Independent Rexvrew Comauittes; max = 1 . moaEy =
muminmnmn; N = nommber of pattents; n = muomber of patients m specific categery; NE = not estimable; MNSCLOC =
non-soall cell g cancer; RET = FEaranged dunmgs Tran=fection
Sources: Table 825 Table 8236, a Estimate based on Kaplan-
hdeier method MNE = MNot estimable + = Censored obsearvation
L] 25% CI was caleulated wsme Brookimeswer and Crowleyw metho-d.
= 2 5% CI was calculated wsing Greemwood™ s formmmla.
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Overall Survival

Table 28: Overall Survival Supportive Efficacy Analysis Sets

Status

Patients with RET

Patients with Non-Meazurable

Firzt 105 Patients Enrolled with RET

Fusion-Positive RET Fusion-Positive NSCLC Fusion-Pocitive NSCLC Who Were
NSCLC Previously N=20) L C . \ .
. Previouszly Treated with Platinum-Bazed
Treated with Other ch b i
Svstemic Therapy en}itmerap:.
(N=19) (N=10%)
Survival Status (m,%0)*
Dead 7 (36.8) 6(30.00 3B (36.2)
Censored 12(83.2) 14 { T0.0) 67 (63.8)
Feazon Cenzored (n, %3)

Loss to Follow-up 1{5.3) 0(0.0) 0 (0.0}

05 Follow-up Ongoing 10(52.6) 11 (55.0) 30 (47.6)

Withdrawal of Consent 1(5.3) 3150 17(16.2)

Duration of Orverall Survival {months)™

Median 30.52 NE ME

95% CT for median 11.0, ME 21.1,NE 33.5,NE

Min, max 23,326+ 30,352+ 0.3, 49.0+

Duration of Follow-up (months)"
Median 26.18 1277 33.05
25th, 75th percentilas 191,318 191.274 303,371

Rate (%2) of Overall Survival#

=12 months (95% CT) 727 (46.3, 87.6) 84.7(59.7,94.8) 86.2 (80.2,933)
=24 months (95% CT) 2.7 (463, 87.6) 71.9 (4.3, 87.5) T0.5 (604, 78.5)
=36 months (95% CT) NE (ME.NE NE (ME. NE 592 (45.1. 68.7)

Abbrewiztons: Cl = confidence imferval; max = masommm: mm = mmimmmy; M = number of parbepants in the specified category; n = number of pahents n
specific category; NE = not estimable; MSCLC = non-small cell hing cancer; EET = REananged dunng Transfection.

2 Status as of the last contact on or before 15-TUN-2021.

b Estimate based on Kaplan-Merer method. NE =Not estmable. += Censored observation.

CNS Response in the CNS Response Analysis Set

Measurable CNS disease
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Table 29: CNS ORR and CNS DOR by IRC Assessments in RET Fusion-Positive NSCLC Patients
with Measurable CNS Lesions- CNS Response Analysis Set

.\'EK'L(' with Prior BT No Prior Bram All NSCLC
Brain BT =2 (N=16)
Brain RT =2 Months | Months Prior to AIINSCLC (=16}
Prior to First Doze First Doze with Pror KT
(N=3) =T} (=100
CNS Objective Responsze Rate® (CR + PR)
Wumber of Patients with CF. + PR (n, %) 3 (100.0y F(71.4) 8 (30.0) 14 (87.5) 23 (34.5)
5% CT (292, 100.0) (29.0, 96.3) (444 975 (61.7,98.4) (65.1, 95.6)
CINS Best Overall Response, n (%)
Complete response 1(33.3) 1{14.3) 2(20.0 5 (313 7 (26.9)
Partial response 2 (66.7) 4(37.1) & (50.0) 9 (56.3) 15 (37.7)
Stable disease 0 (0. 2{28.8) 2200y 2(12.5) 4(154)
SDr 0 (0.0 2(28.5) 2(20.0) 0 (0.0 20T
Progressive disease 00,00 0 (0.0 0 (0.0 0(0.0) 0 {0.0)
ot evaluzble 0 (0.0 0 (0.0) 0 (0.0) 0000 0{0.0)
Undefined 0 (0.0 0 0.0y 0 (0.0) 0 (0.0 0{0.0)
CNS Clinical Benefit Rate
Wumber of Patients with CR.+ PR+ 5D 3 (100.0y T (100.0) 10 (100.09 14 (87.5) 24{92.3)
(m. %)
5% CT* (292, 100.0) (59.0, 100.0) (69.2, L00.0) (61.7,98.4) (749, 59.1)
CN% Duration of Responze (months )™
HWo. of pattents censored, n (%) 1(33.3) 2 (40.0) 30375 3214 6027.3)
Median (95% CT) §28(5.1,83) 12.12 (3.7, NE) 828(3.7, NE) 936 (6.7,15.%) 936(74,153)
Mimmwrmn, Masmmom 51,83 37,258+ 37,258+ 28 350+ 28 350+
CNS Duration of Response Follow-up (months)?
Median HR | 2484 2389 26.68 1579
25" 75" Parcentiles | 74, NE | 239,258 239,258 267,350 | 235,267

CNS Rate (%) of Duration of Response™

=6 maonths (95% CT) 66.7(5.4,94.5) 300204, 969 75.0(31.5,93.1) 85.7(53.9,96.2) B18 (585 928)

=12 months (35% CT) 0.0 (NE, NE) 60.0(12.6, 88.7) 450(10.8,75.1) 31.2(9.7,55.9) 16.1 (16.4, 56.4)

=24 months (#5% CT) 0.0 (NE, NE) 40.0(52,753) 30044, 62.8) 15.6(2.5,39.1) 206(6.5,40.2)

=36 months (35% CI) 0.0 (NE, NE) NE (ME. NE) NE (ME, NE) NE (NE, NE) ME (ME, NE}
Mote: + = censored observaton.

Mote: Partial responss 15 not appliczble for non-measwable patients. Stable disease includes non-CRinon-FD.
Abbreviations: CI = confidence mterval; CNS = central nervous system; CR = complete response; DKE = duration of response; IR.C = Independent Feview
Committee; M = number of patients; n = mumber of patients m specific category; WE = not estimable; Mo. = number; NE. = not reported; WSCLC = non-small

cell hing cancer; OFRR = objective response rate; PR = partial response; BT = radiation therapy.

a2 (M5 ORFE is defined as the proportion of patients with best overall response of CR or FE. Response was confirmed by a repeat assessment no less than

28 days.

o omon e

95% (1 was caloulated using Clopper-Pearson method.
Indicates S lasting = 16 weeks following mitiation of selpercatinib until the critena for disease progression was first met.
Estimate based on Kaplan-Meter method. NE =Mot estimable. NE. = Not reached. + = Censored observation.
95% (I was caleulated using Brookmeyer and Crowley method.
95% Clwas caleulated using Greenwrood s formmla.
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Figure 15. Waterfall plot of best change in CNS tumour burden by prior therapy based on
IRC assessments in patients with measurable CNS disease-CNS response analysis set
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‘S5RST includes all patienis reported to receive SET, SBET, GES, and/er SES. “WBET” mchides all patienis
reported fo receive radiziton of any kind to the “whole brain” mcehadings connentional external beaanm INMET, and
IDMCRT.

For each subject, the best percent change firoos baseline m the sum of dismeters for all targst lesions 1s represented
b a verticzl bar. The dashed hmes represent the RECIST wl.1. criterna for response (30%: decrease) or progressive
disease (207 mereasal)

Abbreviatens: CHS = ceniral nervows systemn; TWRT = definitive chemvoradiotherapy; EGFR. = epidermal growth
factor recepior; GES = gamma knife surgery; IMET = intensity modulated radiotherapy; MET = mmlakinase
imhibatos; RECTIST = Fesponse Exvaluation Crteria in Soblid Tumoars; SBRET = sierectaciic body radictherapy; SES =
sterectactc madiosmrgery; SET = sterectactc radictherapy; WEGE = vasonlar endothelizl srownth factor; WEGER. =
wascular endothelial growth factor receptor; TWEBET = whole brain radiotherapar.

Non-measurable CNS disease

The CNS ORR in the 80 patients with RET fusion-positive NSCLC and non-measurable CNS metastasis at
baseline was 37.5% (95% CI: 26.9, 49.0), by IRC. The CNS CBR was 75.0% (95% CI: 64.1, 84.0) by
IRC.

The median CNS DOR by IRC for patients with CNS non-measurable disease was not yet reached (95%
CI: 22.1, NE) at a median follow-up time of 20.70 months.

CNS Response in Treatment-Naive Patients with RET Fusion-Positive NSCLC

Measurable CNS Disease
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Table 30. CNS ORR and CNS DOR by IRC Assessments — RET Fusion-Positive Treatment-
Naive Patients with Measurable CNS Lesions CNS Response Analysis Set

NSCLC with Prior BT Nao Prior Brain AN NSCLC
ANNSCLC ET N=5)
Brain RT =2 Months Prior to First | Brain RT =2 Months Prior | with Prior =3
Doze to First Doze ET
(N=1) =0) m=2)
CNS Objectve Response Rate® (CE = PR)
Mumber of Patients 2 (100.0% NA 2 (100.00 2 (66.7) 4(80.00
with CR + PR (o, %)
(15.8, 100.0) MA {158, {9.4,99.2) (28.4,99.5)
a5% CT° 100.07)
CINS Best Oherall Response, n (%)
Complate respomse 1 (50.0) NA 1(50.0) D(0.0) 120.0)
Partial re=panse 1(50.0) NA 1(50.0) 2(66T) 3(60.0)
Stable diseaze 0 MNA 0 0.0y 1(333) 1(20.00
sD¢ 0 NA 0 (0.0 000 0 (000
Progressive disease 0 HA 00,0y 0 {00 0 (0.0}
Mot evaluzble D NA 0(0.0) D (0.0) 0 0.0)
Undefined D NA 0(0.0) D (0.0) 0 0.0)
CN5 Clinieal Benefit Kate
Mumber of Patients 2 (10000 NA 2 (100.00 2 (66.7) 4 (80,00
with CR. +FE + 5DF
(%)
(13.8, 100.0) MNA (158, (9.4,9972) (28.4.99.5)
5% CT" 100.0)
CNS Duration of Responze (months )™
Mo. of patients 1 (30.0p NA 1 (50.00 0 1(25.00
censored, n (%)
Median (95% CT) NE. (5.1, NE} NA NRN%.L 12.19(%.0,15.3) 9.03(5.1,15.3)
M, Masmmrn 51,74+ MNA 51,74+ 90,153 51,153
NS Druration of Response Follow-up (months)”
Median 7.39 HA 7.39 NE HNE
25% 75" Parcentiles 74,74 NA 74,74 ME.ME 74, NE
CWS Rate (%) of Duration of Responze™
=6 maonths (93% CT) 50.000.6,91.00 MNA Sﬁé['i I:E:Ilﬁ. 100.0 (NE, NE) 75.0(12.8,96.1)
Ay
=12 months (95% CT) NE (ME, NE} HNA ME (ME, 50.0(0.6,91.0% 375(1.1, 80.8)
NE)
=24 months (35% CI) 0.0 (NE, NE) MNA N'E.N%\;E ME (ME, NE) NE (ME, NE)
=36 months (95% CT) 0.0 (NE, NE) MA ME (ME, ME (ME, NE) ME (ME, NE)
NE)

Hote: += censored observaton.

Mote: Partial response 15 not applicable for non-measwrable patients. Stable disease includes non-CR/TD.

Abbreviations: (I = confidence inferval; CNS = central nervous system; CR = complete response; DR = duration of response; IRC = Independent Beview
Comumuttes; N = number of patients; n = number of patients m spectfic category; NE = not estimable; No. = nummber; NE = not reported; NSCLC = non-small

cell lung cancer; ORE = objective response rate; PR. = partial response; RET = REamanged dunng Transfection; BT =radiation therapy.

1 (M5 ORR is defined as the proporhion of patients with best overall response of CR. or FE_ Response was confirmed by a repeat assessment no less than

28 day=.

R T

05% CT was caleulated using Clopper-Pearson method.

Indicates SI} lasting = 16 weeks following mitation of selpercatiib unhl the critenia for disease progression was first met.
Estimate based on Kaplan-Merer method NE = Mot estmable. NE. = Not reached. += Censored observation.
95% (1 was caleulated using Brookmever and Crowlev method.
95% (1 was calmulated using Greemarood’ s formula.
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Figure 16. Waterfall plot of best change in CNS tumour Burden by Prior therapy based on
IRC assessments in treatment-naive patients-CNS response analysis set
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Mote: The dashed hnes represent the EECIST w1.1. cratenia for response (30% decrease) or progressme disease (20%%
mcrease ).

Abbreviations: CIHNS = cenfral nervous systeny; IRC = Independent Beview Commrmttes; I = number of patients;
RECIST = Fesponse Evaluation Critenia m Solid Tumsors; SES = sterestactc radiomurgery ; WBRT = whole biain
radictherapy.

Non-Measurable CNS Disease

The CNS ORR in the 11 patients with RET fusion-positive treatment-naive and CNS metastasis with non-
measurable CNS disease at baseline was 27.3% (95% CI: 6.0, 61.0) by IRC.

The median CNS DOR for treatment-naive patients with CNS non-measurable disease was not yet
reached (95% CI: NE, NE) at a median follow-up time of 21.0 months.

Median duration of observed PFS in patients with RET fusion-positive treatment-naive NSCLC and non-
measurable CNS metastasis (N=11) was not estimable (95% CI: 3.7, NE) with a median duration of
follow-up of 21.9 months.

CNS Response in Patients with RET Fusion-Positive NSCLC Previously Treated with Platinum-
Based Chemotherapy

Measurable CNS Disease
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Table 31. CNS ORR and CNS DOR by IRC Assessments RET Fusion-Positive NSCLC Previously
Treated with Platinum-Based Chemotherapy Patients with Measurable CNS Lesions-CNS
Response Analysis Set

NSCLC with Prior BT No Prior Brain BT ANl N&CLC
Brain RT =2 Month: | Brain RT =2 Months Al NSCLC N=9) ~=16)
Prior to First Doze Prior to First Dose with Prior RT
(N=1) (N=f) =T)
CINS Objective Response Eate” (CE + PR)
Mumber of Patients with CR. + 1 {100.0) 4 (B6.T) 3714 2 {100.0) 14 (87.5)
PE (n, %)
95% CT (2.5, 100.0) (223,957 (29.0, 96.3) (66.4, 100.0) (61.7,98.4)
CINS Best Overall Responsze, n (%)
Complate response 0 (0.0) 1(16.T) 1(14.3) 4 (44.4) 5(31.3)
Partial response 1 {100.0) 3(50.00 4 (57.1) 5(55.6) 9({56.3)
Stable disease 0 (0.0) 2(33.3) 2(28.6) 0 (0.0) 2(12.5)
SD= 0 (0.0) 2(353.3) 2(28.6) 0 (0.0} 2(12.5)
Progressive disease 0(0.0) 0(0.0) 0 {00y 0(0.00 0 (0.0
Mot evaluzble 0 0.0y 0 (0.0) 0 0.0 0 (000 0(0.00
Undefined 0 0.0y 0(0.0) 0 0.0} 0 (0.0) 0 0.0y
CM% Clinical Benefit Rate
Mumber of Pattents with CF. + 1 {100.0) & (100.0) 7 {100.0) 2 {100.0) 16 (100.0)
PR+ SDF (n, %)
95% CT" (2.5, 100.0) (54.1, 100.0) (59.0, 100.0) (66.4, 100.0) (79.4, 100.0)
€5 Duration of Response (months)™
Mo. of patient: censored. n (%5) 0 (0.0} 2(50.0) 2(40.0) 3(33.3) 50357
Median {95% CT) 8.28 (NE,NE) NE.(T4. NE) 12.12(74, MNE) 10.05 (5.4, NE) 10.05 (7.4, NE)
Mimmmurn, Mazxmurn 83,83 74,258+ 74,258+ 5.4, 350+ 54,350+
CNS Duration of Responze Follow-up (months)?
Median ME. 2484 2484 26.68 2579
25% 73" Parcentiles MNE,NE 239,258 239 258 26.7,.35.0 239,267
(NS Rate (%) of Duration of Responsze™
=6 months (95% CT) 100.0 (ME, NE) 100.0 (ME, NE) 100.0 (ME, NE) 889(433, 954 92.9(59.1, 99.00
=12 months (95% CT) 0.0 (NE, NE) 7500128, 96.1) 600 (126, 88.2) 254038 564) 38.7(142. 63.0)
=24 months (95% CT) 0.0 (ME, ME) 500(58, 845 40052, 75.3) 254038, 564) 310(9.6, 55.6)
=36 months (95% CI) 0.0 (ME, ME) ME (ME. NE) NE (ME. NE) NE (ME, NE) ME (ME. NE)

Mote: + = censored observaton.

Mote: Partial response 15 not applicable for non-measwable pattents Stable disease includes non-CFR/PD.

Abbreviations: (I = confidence inferval; CNS = central nervous svstem; CF = complete response; DOR. = duation of response; IRC = Independent Feview
Comomttes; N = number of patients; n = number of patients mn specific category; NE = not estimable; NE. = not reported; MSCLC = non-small cell lung
cancer; OFRR = objactrve response rate; FR. = partial response; BT = radiahon therapy.

1 CHS OFF. 1 defined as the proportion of patients with best overall response of CE. or FE_ Fesponse was confirmed by 3 repeat assessment no less than

78 dayes.

[ T

95% CI was caleulated using Clopper-Pearson method.
Indicates SO} lasting = 16 weeks following mitiation of selpercatmb unfil the critenia for disease progression was first met.
Estimate based on Eaplan-Meter method NE = Not estimable. NE. = Not reached. += Censored observation.
95% CI was calculated using Brookmeyer and Crowley method.
95% 1 was calculated using Greenwood's formula.
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Figure 17. Waterfall plot of best change in CNS tumour burden by prior therapy based on
IRC assessments in RET fusion-positive NSCLC patients previously treated with platinum-
based chemotherapy - CNS response analysis set
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Albbreviations: CHNS = cenfral nervons systerm; THMORT = definitive chemeeadiotheraps:; EGFE. = epidermal groweth
factor receptor; TES — gamenma kmfie curgesy; IMELT — imdensiiy meoedunlated radiotherape:; RMET — nmmlbhkinase
inmhibates; RECIST = Re=ponse Ervahiation Crteria in Sobd Toumors; BEET — EEarranged during Transfechon: SBRET
= sterectachc body radiotheraps; SES = sterectaciic radiosmsery; SET = sterectacitic radiotheraspy; WVELE =
wascular endothelial prowth factor; WVEGEFER = vascular endothelial srowth factor recepteor; WEBRET — whole braan
radioctheraps.

Non-Measurable CNS Disease

The CNS ORR in the 61 patients with RET fusion-positive NSCLC previously treated with platinum therapy
and CNS metastasis with non-measurable CNS disease at baseline was 39.3% (95% CI: 27.1, 52.7), by
IRC.

The median CNS DOR for patients with CNS measurable disease was not yet reached (95% CI: 12.1,
NE) at a median follow-up time of 20.3 months.

Summary of main study

The following table summarises the efficacy results from the main study supporting the present
application. This summary should be read in conjunction with the discussion on clinical efficacy as well
as the benefit risk assessment (see later sections).

Table 32. Summary of Efficacy for trial LIBRETTO-001

Title: A Phase 1/2 Study of Oral LOX0-292 in Patients with Advanced Solid Tumours,
Including RET Fusion-Positive Solid Tumours, Medullary Thyroid Cancer and Other Tumours
with RET Activation (LIBRETTO-001)

Study identifier LOXO-RET-17001; LIBRETTO-001
Design Phase 1/2, multicentre, open-label
Duration of main phase: ongoing
Duration of Run-in phase: not applicable
Duration of Extension phase: | not applicable
Hypothesis Superiority
Treatments groups Selpercatinib Oral 10-, 20- or 80- mg capsules or 20 mg/mL

suspension, QD or BID
Dose escalation: 20 mg QD to 240 mg BID.
Phase 2: 160mg BID

Endpoints and | Primary Objective Proportion of patients with best overall
definitions endpoint response rate| response of confirmed complete response (CR)
(ORR) by IRC | or confirmed partial response (PR) based on

RECIST, 1.1.
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Secondary Duration of | The number of months from the start date of
endpoint Response PR or CR, and subsequently confirmed, to the
(DOR) by | date of disease progression or death.
IRC
Secondary Progression | The number of months elapsed between the
endpoint Free date of the first dose of selpercatinib and the
Survival earliest date of documented disease
(PFS) by | progression or death.
IRC
Secondary Overall The number of months elapsed between the
endpoint Survival date of the first dose of selpercatinib and the
(0S) date of death.

Database lock

Not provided, DCO: 15 June 2021

Results and Analysis

Analysis description

Primary Analysis

Analysis  population | RET Fusion-Positive NSCLC Patients- Treatment-Naive
and time point | DCO: 15 June 2021
description
Descriptive statistics | Treatment group | Selpercatinib
and estimate | Number of | 69
variability patients
ORR % (95% CI) | 58 (84.1)
by IRC (73.3,91.8)
DOR median, | 20.21
months (95% CI) | (13.0, NE)
by IRC
PFS median, | 21.95
months (95% CI) | (13.8, NE)
by IRC
0s landmark | 92.7 at 12 months (83.3, 96.9)
rates (%) (95% | 69.3 at 24 months (55.2, 79.7)
CI) 57.1 at 36 months (35.9, 73.6)
Analysis population | RET-Fusion Positive NSCLC-Prior Platinum Chemotherapy
and time point | DCO: 15 June 2021
description
Descriptive statistics | Treatment group | Selpercatinib
and estimate | Number of | 247
variability patients
ORR % (95% CI) 151 (61.1)
(54.7, 67.2)
DOR median, | 28.58
months (95% CI) | (20.4, NE)
PFS median, | 24.94
months (95% CI) | (19.3, NE)
oS landmark | 87.9 at 12 months (83.0, 91.4)
rates (%) (95% | 68.9 at 24 months (62.2, 74.7)
CI) 58.5 at 36 months (49.7, 66.3)
Effect estimate per | Not applicable, single arm trial
comparison
Notes CI = confidence interval; NE = not estimable

Clinical studies in special populations

No data from clinical studies in special populations was submitted in this application.
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In the table below, the number of elderly patients included in the LIBRETTO-001 trial is presented.

Age 65-74 Age 75-84 Age 85+
(Older subjects | (Older subjects | (Older subjects
number /total | number /total | number /total
number) number) number)
LIBRETTO-001 trial
RET Fusion-Positive | 24/69 (34.8%) 4/69 (5.8%) 3/69 (4.3%)
NSCLC Patients-
Treatment-Naive

2.4.3. Discussion on clinical efficacy

The MAH is seeking by this application an extension of indication of selpercatinib for the first line
treatment of advanced RET fusion-positive NSCLC. Selpercatinib has a conditional approval for previously
treated advanced RET fusion-positive NSCLC (immunotherapy and/or platinum based chemotherapy).
In addition, a CMA was granted to thyroid cancer patients following prior treatment with sorafenib and/or
lenvatinib and advanced RET mutant medullary thyroid cancer (MTC) following prior treatment with
cabozantinib and/or vandetanib. In order to fulfil this CMA, clinical data are to be provided as a SOB
from two separate ongoing phase 3 studies within a specified timeframe (Annex II of the SmPC); J2G-
MC-JZJC (LIBRETTO-431) in treatment-naive RET-fusion non-squamous NSCLC and J2G-MC-JZ]B
(LIBRETTO-531) in previously untreated RET-mutant MTC.

The provided efficacy data in support of the currently intended indication “advanced RET fusion positive
NSCLC” is based on results from the ongoing study LOXO-RET-17001 (LIBRETTO-001) as of the cut-off
date of 21 June 2021. This was an open-label, multicentre, Phase 1/2 study which consisted on a dose
escalation phase (Phase 1) to determine the MTD and RP2D of selpercatinib followed by a Phase 2
expansion with diverse RET-altered cancer cohorts (6 cohorts), among them NSCLC (1L/2L), MTC, and
other tumours.

The Phase 1 portion of the study has been completed. The Phase 2 portion is ongoing and continuing to
enroll patients with advanced solid tumours. The study was however closed for enrollment of patients
with RET fusion-positive NSCLC in May 2020.

Design and conduct of clinical study

LIBRETTO-001 is non-randomized and non-blinded single arm study. The absence of a control arm is an
important limitation and a source of bias for a confirmatory study. Overall, inclusion and exclusion criteria
are considered acceptable. Amendments made on eligibility criteria since the initial submission of the
CMA (DCO of June 2019) are not expected to have a substantial impact on study population or efficacy
data. A new cohort, cohort 6, was introduced by amendment protocol (version 9) to include patients who
discontinued another selective RET inhibitor because of intolerance. Efficacy data from patients with
NSCLC in this cohort is not yet available and this was adequately reflected in the therapeutic indication.

The RP2D of selpercatinib (160 mg BID) was selected in Phase 1 and has been used as the starting dose
for patients in the Phase 2 of the study. Patients continued selpercatinib dosing in 28-day cycles until
PD, unacceptable toxicity, or other reason for treatment discontinuation. Patients with PD could continue
selpercatinib if, in the opinion of the investigator, they deriving clinical benefit from continuing study
treatment.

The primary efficacy endpoint was ORR based on RECIST v1.1. Given the uncontrolled design of the
clinical trial, ORR could be an acceptable primary endpoint. PFS, OS and DOR were assessed as secondary
endpoints. CNS ORR and DOR were also included as secondary endpoints. It is important to consider
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that even if results in term of ORR are outstanding, interpretation of benefit in term of survival endpoints
is difficult and uncertain in uncontrolled setting.

Some non-substantial modifications are made to the SAP as outlined in the SAP addendum 1 dated 14
June 2021. There is no change to efficacy analysis sets defined in the original version of the SAP. FDA
censoring rules were used for DoR and PFS.

Up to DCO of 15 June 2021, 921 patients were screened. Of these, 123 patients have failed screening
(13.4%), with main reason not satisfying all inclusion and exclusion criteria. 796 patients had been
enrolled in the Phase 1 and Phase 2 cohorts and were treated with at least 1 dose of selpercatinib. Of
these, 356 patients had RET fusion-positive NSCLC. All these patients fulfilled the efficacy dataset
requirement to allow for appropriate response assessment (at least 6 months of a potential follow-up
time). One patient from cohort 6 received prior treatment with a selective RET inhibitor and therefore is
not included in the efficacy analysis. Of the 355 patients with RET fusion-positive NSCLC, 69 patients
were treatment-naive and 247 patients were previously treated with platinum based chemotherapy. Of
note, this corresponds to enrolment of 21 additional treatment-naive patients and 29 additional
previously treated patients from 30 March 2020 to 15 June 2021.

Of the 355 patients with RET fusion-positive NSCLC, 165 (46.5%) patients were still on treatment. Of
the 69 treatment-naive patients, 46.4% of patients were still on treatment and the main reason for
treatment discontinuation was disease progression (37.7%) followed by AEs (8.7%). Of the 247 patients
who were previously treated, 47.4% of patients were still on treatment and the main reason for
treatment discontinuation was disease progression (29.6%) followed by AEs (9.3%).

The MAH provides information on study conduct from Protocol version 8.0 up to Protocol version 9.0 (03
June 2020). Some of the changes introduced with Protocol v8 are the addition of the new cohort 6 to
allow the inclusion of patients previously treated with another RET-selective inhibitor with around 50
patients planned to be enrolled. Moreover, with protocol v9 the number of patients to be enrolled in
Cohort 1 is increased to 250 participants and Cohort 5 up to approximately 200 in order to accommodate
enrollment demand of patients with RET fusion-positive solid tumours other than NSCLC and to allow for
the characterization of AEs that may occur with low frequency.

Regarding protocol deviations, 25.8% of NSCLC patients had at least one major protocol deviation.

Baseline demographics and disease characteristics for patients previously treated with platinum based
chemotherapy remain consistent with those provided at the DCO of June 2019.

Treatment-Naive Patients had a median age of 63 years (range: 23-92), being 10% 75 years or older.
62.3% of patients were female, 69.6% were White and 18.8% Asian. The majority of patients had an
ECOG PS of 0 (36.2%) or 1 (58%) and had never smoked (69.6%) or were former smokers (27.5%).
History of metastatic disease was present in 98.6% and 23.2% of patients had CNS metastases at
baseline. The median time from initial diagnosis and diagnosis of metastatic disease were 2.0 and 1.6
months, respectively. 98.6% had metastases and 1.4% had advanced disease at enrollment as reported
by the Investigator.

The most common fusion partners were KIF5B (70%) and CCDC6 (14.5%). Moreover, there were 8
patients (11.6%) in which fusion partner was unknown. In the majority of cases, the RET alteration was
determined by NGS, 60.9% on tumour and 30.4% on plasma/blood.

Efficacy data and additional analyses

The evidence supporting of the claimed indication in first line NSCLC came from the 69 treatment naive
patients which could be considered limited to generate evidence. Supportive evidence came mostly from
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the 247 patients previously treated (Platinum-Based Chemotherapy) and the 26 evaluable patients who
had CNS measurable disease by IRC.

Treatment-naive advanced NSCLC

As of the cut-off date of 21 June 2021, the ORR among 69 treatment-naive patients was 84.1% (95%
CI: 73.3, 91.8) by IRC and 85.5% (95% CI: 75.0, 92.8) by Investigator (Inv). Concordance between
the IRC and Investigator assessments is 89.9% (95% CI: 80.2, 95.8).

The median DOR by IRC was 20.2 months (95% CI: 13.0, NE) with 39.7% of patients continuing
treatment or PD free at median follow-up of 21.2 months. The mDOR by inv was 20.27 months (14.8;
NE). Kaplan-Meier estimates of the rate of duration of response at 12 months was 66.1% (95% CI: 51.6,
77.3) and at 24 months was 41.6% (95% CI: 25.6, 56.8). A stable median cannot yet be estimated.

The median TTR by IRC was 1.81 months, with most patients demonstrating an initial and best response
at the first post-baseline radiographic assessment.

Median duration of observed PFS by IRC was 21.95 months (95% CI: 13.8, NE) with 53.6% of the
patients remaining progression free with a median follow-up of 21.91 months. mPFS by inv is 20.73
months (13.6, NE). PFS data is not yet considered mature. KM estimates of the rate of PFS by IRC at 12
months or more was 70.6% (95% CI: 57.8, 80.2), and at 24 months was 41.6% (95% CI: 26.8, 55.8).

Sensitivity analyses for PFS and DOR where patients who received a subsequent anti-cancer therapy are
imputed as event were provided and results were consistent with the main analyses.

Median duration of observed OS was not estimable with 71.0% patients remaining alive at a median
follow-up of 25.2 months. The rate of OS at 24 months was 69.3%, and at 36 months was 57.1%.

Analysis by subgroups in the treatment naive patient’s population did not reveal any remarkable
difference to main analysis. Overall, ORR were mostly in line with the main analysis.

Prior-platinum treated advanced NSCLC

The ORR in the 247 patients previously treated with platinum-based chemotherapy (previously named
IAS) was of 61.1% (95% CI: 54.7, 67.2) by IRC and 64.4% (95% CI: 58.1, 70.3) by Inv with a
concordance rate of 74.9% (69.0, 80.2). There were 133 PRs (53.8%) and 18 CRs (7.3%).

The median TTR by IRC was 1.87 months. Estimated mPFS by IRC was 24.94 months (95% CI: 19.3,
NE) with a median follow-up of 24.71 months. mPFS by inv was 21.75 months (95% CI: 16.8, 24.9).
Due to the number of patients who were progression free (55.9%), the PFS data is not yet mature. KM
estimates of the rate of PFS by IRC at 12 months was 70.5% (95% CI: 64.1, 76.0) and at 24 months
was 51.4% (95% CI: 44.3, 58.1).

The median DOR by IRC was 28.6 months (95% CI: 20.4, NE) with 49.0% of patients continuing
treatment or PD free at median follow-up of 21.2 months. The mDOR by inv was slightly lower (21.22
months (95% CI: 18.4, 31.8). This could be explained by the fact that the data are still not mature,
with censoring rates of 50.3% (investigator assessed) and 60.9% (IRC-assessed).

Median duration of OS was not estimable with 57.9% of the patients remaining alive and continuing OS
follow-up at a median follow-up time of 26.4 months. The rate of OS at 24 months was 68.9%, and at
36 months was 58.5%.

Overall results were consistent with those of the primary analysis that led to the initial CMA.

ORR remained consistent across the pre-specified subgroups except for subgroups of the RET fusion
partner genes where the ORR for patients with CCDC6-RET (81.1%; 95% CI, 68.0, 90.6) was higher
compared to those with KIF5B-RET fusion (55.6%; 95% CI, 47.3, 63.6). Response appears to be lower
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in those patients with non-KIF5B/non-CCDC6 fusion (47.6%) although the number of patients is low
(n=21). Although these results cannot be readily attributed to a specific covariate(s) or identified
mechanistic differences in the underlying biology, the ORRs observed in the NSCLC population with KIF5B
(55.6%; n=153), CCDC6 (81.1%; n=53), and non-KIF5B/CCDC6 (47.6%; n=21) exceed those observed
with standard chemotherapy (8.8% to 23%) or monotherapy immune checkpoint inhibitors (13.7% to
33.1%). The confirmatory Phase 3 study, LIBRETTO-431, will provide an opportunity to obtain more
data on the efficacy of selpercatinib with different fusion partners, data on the predictive and prognostic
value of different fusion partners, and inform whether this result is potentially attributable to underlying
biology or is unique to the LIBRETTO-001 dataset.

The ORR benefit of selpercatinib for the intended population was observed regardless of line of treatment.
But, higher ORR in the treatment-naive population (81%) were observed and this subpopulation has a
lower K-M estimates of median PFS (21.95 months) and mDOR (20.2 months) compared to the prior-
platinum subpopulation (24.94 months and 28.6 months, respectively). The MAH clarified that this is
likely a result of the random statistical variability that comes from comparing point estimates in a small
dataset that is not yet mature.

CNS responses

CNS metastasis are common in lung cancer patients. Of the 355 patients with NSCLC, 106 patients had
CNS metastasis at baseline by Inv, of whom 26 had CNS measurable disease by IRC. ORR in the 26
patients with measurable CNS metastasis was 84.6% (95% CI: 65.1, 95.6), including 7 CRs (27%) and
15 PRs (58%) with a median duration of response of 9.36 months (95% CI: 7.4, 15.3). Median PFS by
IRC for these patients (N=26) was 11.01 months (95% CI: 9.2, 17.1).

ORR was much lower in the total 80 patients with non-measurable CNS metastasis at baseline with ORR
of 37.5% (95% CI: 26.9, 49.0), by IRC. Per RECIST 1.1, in a non-measurable population, only patients
achieving a CR are considered to be responders. The median CNS DOR by IRC for these patients was
not yet reached (95% CI: 22.1, NE) at a median follow-up time of 20.70 months.

Responses were observed both in patients previously treated with platinum based chemotherapy as well
as treatment-naive patients.

Other supportive analyses

In patients with RET fusion-positive NSCLC previously treated with other systemic therapy (N=19), ORR
by IRC was 47.4% (95% CI: 24.4, 71.1), the mDOR was 15.84 months with median duration of follow-
up of 28.52 months. mPFS by IRC was 19.42 months (95% CI: 3.5, 30.5) with a median follow up of
30.26 months.

Among Patients with non-measurable RET fusion-positive NSCLC by inv (N=20), 8 patients were deemed
to have measurable disease by the IRC. The ORR by IRC was 40.0% (95% CI: 19.1, 63.9). mDOR by
IRC was 22.21 with median duration of follow-up of 21.16 months. mPFS by IRC was 18.69 months
(95% CI: 9.1, NE) with a median follow-up of 22.08 months.

In the first enrolled 105 previously treated patients, who have the longest potential follow-up time, ORR
by IRC was 61.9% (95% CI: 51.9, 71.2). mDOR was 20.86 months with median duration of follow-up
of 28.75 months. mPFS by IRC was 19.25 (95% CI: 13.9, 30.4) with a median follow up of 30.32 months.

2.4.4. Conclusions on the clinical efficacy

The updated efficacy results from the ongoing phase 1/2 study LIBRETTO-001 in previously treated
NSCLC are consistent with those provided in the original submission. For treatment naive patients, the
obtained ORR of 84% is considered clinically meaningful. Responses seem durable and K-M estimates
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for median PFS and OS allow to anticipate lasting benefits from treatment. Selpercatinib has shown
activity in patients with CNS disease regardless of line of therapy.

Although, other approved front-line therapies with established benefit exist, efficacy with selpercatinib
is considered of sufficient magnitude and across multiple lines of therapy. Since efficacy results are based
on a single clinical trial with a low number of treatment-naive subjects (n=69), data corresponding to a
longer follow-up are still required as well as efficacy results from the ongoing phase 3 study LIBRETTO-
431 (the SOB study related to the CMA).

2.5. Clinical safety

Introduction

Safety data are available from a total of 796 patients in the LIBRETTO 001 study which is still ongoing.
All patients in the ITT population received at least one dose of selpercatinib as of the data cutoff date of
15 June 2021.

Table 33. Description of Safety Analysis Sets (Data Cutoff Date: 15 June 2021)

Safety Analysis Analysis Set Description

Overall Safety All patients who received at least 1 dose of selpercatinib, including:
*  RET fusion-positive NSCLC

s  RET fusion-positive thyroid cancer

s  RET-mutant MTC

s  RET-altered other cancers. and

Population (N=7926)

e  Other cancers without a RET alteration?

All treatment-naive patients with RET fusion-positive NSCLC who recerved at least 1
dose of selpercatinib. This 1s a subset of the Overall Safety Population.

Treatment-Naive
Safety Population
(N=69)

NSCLC Safety All patients with documented RET fusion-positive NSCLC who received at least 1 dose

. . of selpercatinib. Thus 15 a subset of the Overall Safety Population.
Population (n=356)

Previously Treated All patients with RET fusion-posttive NSCLC previously treated with platinum-based
with Platinum-Based chemotherapy who recerved at least 1 dose of selpercatinib. This 1s a subset of the
Chemotherapy Safety | Overall Safety Population.
Population (N=248)
Abbreviations: MTC = medullary thyroid cancer; N = number of patients; NSCLC = non-small cell lung cancer;
PK = pharmacokinetic: RET = rearranged during transfection.
& Note that during Phase 1. a RET gene alteration was not required for enrolment until adequate PK exposure was
achieved.

Patient exposure

Through 15 June 2021, a total of 796 patients have been treated with selpercatinib at doses ranging
from 20 mg QD to 240 mg BID, most patients (96% ) received at least 1 dose of the selpercatinib
recommended dose (Phase 2 dose) of 160 mg BID.

Five hundred thirty-nine (539) patients (68%) were still on study, of which 462 patients (58%) were
still receiving selpercatinib and 77 patients (10%) were in follow-up, but off treatment.
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The most common reason for treatment discontinuation in the Overall Safety Population was disease
progression (23%), followed by AE (8%).

In the NSCLC Safety Population, 95.8% patients received at least 1 dose of selpercatinib 160 mg BID
and 87.4% patients had a selpercatinib starting dose of 160 mg.

Table 34. Treatment and study disposition (NSCLC Safety Population)

Integrated SRS1
Status (=248) (N= &%)
Treatment Status (n, %)
Disco ed 130 ( 52.4) 37 { 53.8) 190 ( 53.4)
Continuing 118 ( 47.8) 32 [ 4e.4) lee (| 4&.8)
Eeason Treatment Discontinued (n, %)
Progressive Disease T3 [ 28.4) 26 [ 37.7) 115 ( 32.3)
23 ( 8.3) & ( 8.7) 32 ( 8.0)
Intercurrent Illness Compromising ability 1 ( 0.4) o ( 0.0) 1 ( 0.3)
ulfill Protocol Requirements
ement for Rlternative Treatment per Investigator 2 ( 0.8) a0 ( 0.0) 2 ( 0.8)
drawal of Consent 14 ( 5.8) 3 4.3) 17 ( 4.8)
8 ( 3.2) 2 2.9) 14 ( 3.9)
Other 9 ( 3.8) 0 ( 0.0) S ( 2.5)
Study Status (n, %)
Discontinued 104 ( 41.%9) 25 [ 36.2) 147 ( 41.3)
Continuing 144 ( 58.1) 44 [ §3.8) 208 ( 38.7)
Reason Study Discontinusd (n, %)
Withdrawal of Consent 25 ( 10.1) 5( 7.2) 34 [ &.8)
Lost to Follow-Up 1 { 0.4) a0 ( 0.0) 2 ( 0.8)
Death 78 ( 31.5) 20 ( 26.0) 111 ( 31.2)

The median time on treatment was 21.29 and 19.09 months, respectively, for the Overall Safety
Population and NSCLC Safety Population.

The most reported dose modification was dose withheld (72.9% in the Overall Safety Population and
77.5% in the NSCLC Safety Population) primarily attributed to adverse events (AEs) (64.1% in the
Overall Safety Population and 68.8% in the NSCLC Safety Population).

Adverse events

A summary of all-causality and treatment-related AEs registered by data-cutoff is shown in below table

Table 35. Summary of Safety Trends- Overall Safety Population

Data Cut-Off Date 16 December 2019 30 March 2020 15 June 2021
Patients with N=702 N=T746 N=T96
any TEAE. n (%) 695 (99.0) 740 (99.2) 795 (99.9)
Related to selpercatimb 640 (91.2) 690 (92.5) 756 (95.0)
Grade =3 TEAEs, n (%) 415 (59.1) 445 (59.7) 572 (71.9)
Related to selpercatinib 206 (29.3) 239 (32.0) 307 (38.6)
TEAE:s leading to treatment 37(5.3) 45(6.0) 64 (8.0)
discontinuation, n (%)
Related to selpercatinib 14 (2.0) 16 (2.1) 25 (3.1)
TESAEs. n (%) 234 (33.3) 262 (35.1) 353 (44.3)
Related to selpercatimb 34T 62(8.3) 87 (10.9)
fatal TEAEs. n (%) 21(3.0) 23(3.4 45 (5.7)
Related to selpercatiub 0 0 1(0.1)
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Table 36. Adverse Drug Reactions in LIBRETTO-001-Overall Safety Population

Selpercatinib
. . (N=T796
System Organ Class Event Any Grades Grade 2 Grade 4
Toxicity (%) Toxicity {%0) Toxicity {%0)

Immune system disorders? | Hypersensitivin® 59 1.9 0

Metabolism and nutrition Decreased appetite 18.8 0.4 0

disorders

Nervous system disorders Headacheb 276 14
Dizzinessb 19.1 0.3

Cardiac disorders i{gj::;;:;dmgmm or 21.1 48 0

Vascular disorders Hypertensionb 41.0 19.6 0.1

Gastromtestinal disorders Abdominal pain® 337 25 0
Diarrhoeab 470 5.0 0
Nausea 31.2 1.1 0
Vomuiting 22.4 1.8 0
Constipation 32.8 0.8 0
Dry Mouthb 432 0 0

Skin and subcutaneous Rashb 328 0.6 0

tissue disorders

General disorders and Pyrexia 17.0 0.1 0

administration site Fatigueb 459 31

conditions Oedemab 485 0.8

Investigations AST increased® 36.7 7.9 0.9
ALT increased® 35.7 10.7 0.8
Thrombecytopeniab 155 2.0 10
Lymphopenia 139 44 08
Hypomagnesaemia 12.6 0.3 0
Creatinine increasedb.c 28.5 1.4 5

Blood and lvmphatic Haemorrhaged 22.0 21 0.5

system

Abbreviations: ALT = alanine anunotransferase; AST = aspartate amunotransferase; N = number of patients.

& Investigators were mstructed to report hypersensitivity reactions, charactenised by a maculopapular rash often
preceded by a fever with associated arthralgias/myalgias during the patient’s first cycle of treatment (typically
between Days 7 through 21).

b Composite terms are ifalicized.

¢ Toxicity grade assignment based on CTCAE (v5.0).
d  See description of selected adverse reactions for further characterisation.

Toxicity grade assignment based on CTCAE (v4.03).
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Table 37. Laboratory Adverse Drug Reactions in LIBRETTO-001- Overall Safety Population

Selpercatinib

System Organ Event (N=T946)
Class Na Any Grades Grade 3 Grade 4
Toxicity (%a) Toxicity (%) Toxicity (%)

Investigations? AST increased 791 58.9 9.7 0.9
ALT mcreased 791 555 10.7 1.0
Platelets decreased 791 374 19 13
Lymphocyte count 765 51.8 17.6 1.8
decrease
Magnesium decreased 787 329 0.4 0.3
Creatinine increasedb 791 473 1.5 0.9

Abbreviations: ALT = alanine aminotransferase; AST = aspartate amunotransferase; N = number of patients.

a  Based on laboratory assessments. Percentage 1s calculated based on the number of patients with baseline

assessment in the corresponding safety analysis set (N) and at least one postbaseline assessment as the
denominator (N”). which was 765 for Lymphocyte count decrease, 787 for Magnesium decreased and 791 for the

other PTs.

b Toxicity grade assignment based on CTCAE (v5.0)
Toxicity grade assignment based on CTCAE (v4.03).
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Table 38. Summary of Treatment-Emergent Adverse Events-Overall Safety Population and
NSCLC Safety Population

Treatment-Naive

Patients
Previously

Treated with

NSCLC Safety

Overall Safety

Term Patients ) Population Population
(N=69) P{ahnum-Based (N=356) (N=796)
Chemotherapy
(N=248)
Any TEAEs, n (%) 69 (100.0) 248 (100.0) 356 (100.0) 795 (99.9)
Related to selpercatinib 67 (97.1) 235 (94.8) 341 (95.8) 756 (93.0)
Grade =3 TEAEs. n (%) 30(72.5) 182 (73.4) 263(73.9) 572(71.9)
Related to selpercatinib 25(36.2) 107 (43.1) 143 (40.2) 307 (38.6)
TEAE:s leading to 7(10.1) 24(9.7) 34(9.6) 64 (8.0)
treatment discontinuation,
n (%)
Related to selpercatinib 343 8(32) 11(3.1) 25(3.1)
TESAE. n (%5) 26 (377 123 (49.6) 173 (48.6) 353 (44.3)
Related to selpercatinib 8§(11.6) 38(15.3) 52 (14.6) 87 (10.9)
Fatal TEAEs, n (%) 4(3.8) 14 (5.6) 24(6.7) 450371
Related to selpercatinib 0 0 0 1(0.1)

Percentage 1s calculated based on the number of patients m the column heading as the denommator.

Treatment-emergent Adverse Events (TEAEs) are defined as adverse events that start on or after the first

admimistration of selpercatimb.

Related events are those judged by the Investigator as related to selpercatuub.
Severity grade assignment based on CTCAE (v4.03): Grade 3 (severe). Grade 4 (life-threatening/debilitating).

Grade 5 (fatal).

The most frequent TEAEs occurring in 30% or more in the Overall Safety Population were edema,
diarrhea, fatigue, dry mouth, hypertension, aspartate aminotransferase (AST) increased, alanine

aminotransferase (ALT) increased, constipation, rash, abdominal pain, and nausea.

The most frequent TEAEs of any grade occurring 30% or more in the NSCLC Safety Population were
edema, diarrhea, fatigue, dry mouth, hypertension, AST increased, ALT increased, nausea, and rash.

The most common Grade >3 TEAEs in both the Overall and NSCLC Safety Populations were hypertension
followed by ALT increased and AST increased. There were no Grade 5 (fatal) events noted for these 3
TEAEs in either of the populations.

The most common treatment-emergent serious adverse events (TE-SAEs) occurring in >2% of patients
in both the Overall and NSCLC Safety Populations were pneumonia, pleural effusion, abdominal pain,
dyspnea, and hyponatremia.
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Serious adverse event/deaths/other significant events

Serious AEs

Table 39. Serious Treatment-emergent Adverse Events and Related to Study Drug

RET Fusion-positive

Integrated sasl NSCLC
(N=248) (N= &9) (N=35€)
Preferred Term n (%) n (%) n (%)
Patients with TESAEs Related to Study Drug 38 ( 15.3) B ( 1ll.g) 52 ( 14.%)
Drug hypersensitivity 3 [ 3.2) 11 1.4) 10 ( 2.8
Llanine aminotransferass incrzassd 40 1l.e) 10 1.4) e ( L
Aspartate aminotransferase increased 4 ( 1l.g) 1 1.4) [N
Hypersensitivity 1 [ 0.4) 11 1.4) 4
Hypertension 3( 1.2 0 0.0) 3
Pleural effusion 2 ( 0.8) 10 1.4) 4
Ascites 3 ( 1.2) o ( 0.0) 3
Dehydration 0o { 0.0) o 0.0 2
Diarrhoea 1 ( 0.4) 0o( 0.0) 2
Pericardial effusion 2 ( 0.8) o 0.0 2
Chylothorax 2 ( 0.8) o 0.0 2
Constipation 1 ( 0.4) 10 1.4) 2
Drug-induced liver injury 1 [ 0.4) o 0.0 1
Fatigues 1 ( 0.4) o ( 0.0) 1
Haemorrhage intracranial 1 ( 0.4) o 0.0 19
Nausea 0( 0.0) 1 1.4) 19
Thrombocytopenia 1 [ 0.4) o 0.0 1
Cardiac failure 1 ( 0.4) 0 0.0) 14
Colitis 1 { 0.4) 0 ( 0.0) 1 { 0.3}
Drug eruption 1{ 0.4 o ( 0.0) 1( 0.3)
Dysphagia 1 ( 0.%8) 0 ( 0.0) 14( 0.3)
Electrocardicgram T wave inversion 0 ( 0.0} 1 ( 1.4) 1 ( 0.3)
Focal segmental glomerulosclerosis 1 ( 0.49) 0 ( 0.0) 1 ( 0.3)
Hypothyroidism 1 ( 0.4 0 1( 0.3)
Ischasmic stroks 1 ( 0.4 0 1 ( 0.3)
Liver function test increased 1 ( 0.4 0 1( 0.3)
Mental disorder 1 ( 0.4) [ 1 ( 0.3)
Retroperitoneal haematoma o{ 0.0} 1 1 ( 0.3)

Percentage is calculated based on the number of patients in the column heading as the denominator.

Treatment—emergent Adverse Events

Rep

Adverse events are sorted in descending frequency based on the overall count in the overall safety analysis set.

Deaths

Table 40. List of Patients with Grade 5 Adverse Events (NSCLC Safety Population)

(TEZEs) are defined as adwverse events that start on or after the first administration of LOX0-292.
Patients are counted conce within each preferred term.
ed adverse svent terms were cocded using MedDRE (version 21.0).

RET Fusion-positive

Integrated 3rE1 RSCLC

(=248 (N= g89) (F=35¢)

n (%) o (%) n (%)
Within 28 Days of Last Dose 19 ( 7.7) 5( 7.2) 33 ( 9.3)
Diszase Progression 11 4.4) 2 { 2.9) 15 { 4.2)
Adverse Event g ( 3.2) 3I( 4.3) 17 { 4.8)
Other 0 0.0) 0 { 0.0) 1( 0.3)
More than 28 Days after Last Dose 59 ( 23.8) 15 ( 21.7) 73 { 21.9)
Disease Progression 43 ( 17.3) 12 17.4) 58 ( le.3)
Adverse Event 5 2.0) 1{ 1.4) & ( 1.7)
Cther 11 4.4 2{ 2.9 14 {1 3.8

One patienthad a grade 5 treatment-emergent adverse event with fatal outcome in the adverse event form, but primary death reason was disease

progression
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Table 41. Death events occurring within 28 days from the last dose of selpercatinib (NSCLC
Safety Population)

RET Fusion-positive

Integrated Sasl NSCLC

(N=248) (N= &9) (N=35¢)

Preferred Term n (%) n (%) n (%)
Patients with TEAEs with Outcome Fatal 14 [ 5.8) 4 ( 5.8) 24 ( 6.7)
Respiratory failure 3 [ 1.2) 1{ 1.4) g ( 1.7)
Sepsis 2 ( 0.8) 0 ( 0.0) 2 ( 0.8)
Cardiac arrest 2 ( 0.8) 0 ( 0.0) 4 ( 1.1)
Acute respiratory failure 1 { 0.4) 0 ( 0.0) 1( 0.3)
Pneumcnia 1 [ 0.4) o ( 0.0y 2 ( 0.8)
Cardic-respiratory arrest 0( 0.0) 10 1.4) 1( 0.3)
Cerebral haemorrhage 2 ( 0.8) 0 ( 0.0) 2 ( 0.8)
Dyspnoea 0( 0.0) 10 1.4) 1( 0.3)
Corona virus infection 1 [ 0.4) 0 ( 0.0) 1( 0.3)
Hypoxia 1 ( 0.4) 0 ( 0.0) 1( 0.3
Multiple organ dysfunction syndrome 1 [ 0.4) 0 0.0) 1{ 0.3)
Somnolence 0 0.0) 1 1.4) 1 0.3)
Sudden death 0D ( 0.0) o 0.0) 1( 0.3)

Adverse Events of Special Interest

Table 42. Adverse Events of Special Interests Reported in LIBRETTO-001 as of the 15 June
2021 Data Cut-Off Overall Safety Population and Treatment-Naive Patients

AFESI Overall Safety Population (N=796) Treatment-Naive Patients (N=69)
Liver injury * TEAFs of AST increased in 36.7% and ALT mereased in 35.7%: e TEAEs of AST mecreased in 46.4% and ALT inereased
AST/ALT reported as related to selpercatinib: AST increased 28.8% and ALT 42.0%: reported as related to selpercatinib: AST inereased
increased?® inereased 28.5% in 37.7% and ALT increased in 34.8%
s  Most were Grade 1 or 2 * Most were of Grade 1 or 2
o Grade 3 AST increased in 7.9% and ALT inereased 10.7% * Grade 3 AST increased in 7.2% and ALT increased: in
* Grade 4 AST increased in 0.9% and ALT increased m 0.8% 14.5%
s No Grade 5 events e No Grade 4 or 5 events
e TESAFEs: AST increased in 1.5% and ALT inereased in 1.5%: e TESAEs: AST increased in 1.4% and ALT increased in
reported as related to selpercatinib: AST inereased in 1.1% and 1.4%: reported as related to selpercatinib: AST increased
ALT increased in 1.1% in 1.4% and ALT increased in 1.4%
e Median time to first onset of AST and ALT increased was 6.0 and | » Median time to first onset of both AST and ALT increased
5.8 weeks was 4.1 weeks
¢ Dose withheld in 10.7% (AST increased) and 11.8% (ALT o Dose withheld m 15.9% (AST increased) and 17.4%
increased). Dose reduction in 7.2% (AST increased) and 7.8% (ALT mecreased). Dose reduction in 10.1% (AST
(ALT increased) inereased) and 14.5% (ALT mereased)
¢ Permanent discontinuations in only 0.5% (AST increased) and ¢  Permanent discontinuation in 1.4%
0.6% (ALT increased)
Liver injury *  58.0% of patients reported a TEAE from this SMQ: reported as *  58.0% of patients reported a TEAF from this SMQ:
Drug related related to selpercatinib in 43.0% reported as related to selpercatinib in 43.5%
hepatic disorders * TEAEs in >10% of patients were AST inereased. ALT increased, e TEAEs in >10% of patients were AST increased, ALT
based on SMQsb blood ALP increased. ascites, hypoalbuminaemia, and blood increased, blood bilitubin increased, hypoalbuminaemia,
bilirubin increased and blood ALP increased
s Most were Grade 1 and 2 * Most were Grade 1 or 2
* Grade 3 or 4 TEAEs: 15.7% and 2.0%, respectively e Grade 3: 20.3%
s No Grade 5 events * No Grade 4 or Grade 5 events
» TESAFs: 3%: reported as related to selpercatimb in 2.3% e TESAEs: 1.4%: all reported as related to selpercatimb
» Median time to first onset was 4.3 weeks * Median time to first onset was 4.1 weeks
¢ Dose withheld in 18.2% and dose reduction in 13.2% * Dose withheld in 24.6% and dose reduction in 17.4%
s  Permanent discontinuation in 1% e Permanent discontinuations in 1.4%
Hepatocellular Injury based on Hy's Law
An analysis to identify potential cases of liver injury with impairment
of liver function using the eriteria for Hy’s law was performed.
e 4 NSCLC patients (none were treatment-naive patients), potentially
met the laboratory criteria for Hy's Law (ALT or AST > 3 x ULN,
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and a concurrent increase in TBL > 2 = ULN and ALP < 2 = ULN)
e TInall 4 cases other factors were present that may have led to the
elevated laboratory findings (history of liver metastasis and/or
diagnosis of new liver lesions around the time of the event 3
patients: initiation of nitrofurantein (a known hepatoxic agent) 1
patient). Therefore, none of the cases met the criteria for Hy's law.
Hypertension® e Any-grade hypertension in 41.0%: reported as related to e Any-grade hypertension in 44.9%; reported as related to
selpercatinib in 28.1% selpercatinib in 26.1%
o Grade 3: 19.6%: Grade 4: 0.1% s Grade 3: 20.3%
e No Grade 5 events * No Grade 4 or Grade 5 events
o  TESAFs: 0.9%: reported as related to selpercatinib in 0.6% + No TESAEs
o Median time to first onset: 4.1 weeks ¢ Median time to first onset: 6.3 weeks
¢ Dose withheld in 6.3% and dose reduction in 1.3% ¢ Dose withheld in 7.2% and dose reduction in 1.4%
* Permanent discontinuation due to hypertension in 0.1% * No permanent discontinuation due to hypertension
In addition to the analysis using the composite term for hypertension an
analysis using the MedDRA SMQ (narrow scope) for hypertension was | No additional TEAEs were identified in the Treatment-Naive
conducted. Based on this review the incidence of events of any grade Patients.
was 41.1%. The increase was due to reports of the TEAEs essential
hypertension and secondary hypertension. No significant new
information was identified from the additional analysis.
Hypersensitivityd | ¢ Any-grade hypersensitivity in 5.9%: reported as related to s Any-grade hypersensitivity in 7.2%: reported as related to
selpercatinib in 4.4% selpercatinib in 5.8%Error! Reference source not found.
¢ Mostwere Grade 1 or2 *  Most events were Grade 1 or 2
e  Grade3: 1.9% * Grade 3: 1.3%
* No Grade 4 or Grade 5 events. * No Grade 4 or Grade 5 events
®  The median time to first onset: 1.9 weeks The median time to first onset: 1.4 weeks
s TESAFs: 2.0%: all related to selpercatinib * TESAEs 2.9% patients; all related to selpercatinib
¢ Dose withheld in 4.0% and dose reduction in 3.9% * Dose withheld in 4.3% and dose reduction in 4.3%
e Permanent discontinuation due to hypersensitivity in 0.4% *  Permanent discontinuation due to hypersensitivity in 1.4%
In addition to the analysis using the composite term for hypersensitivity
an analysis using a broader list of MedDRA PTsd potentially associated
with hypersensitivity was conducted. Based on this review the
incidence of any grade events was 6.5%. The increase was due to
reports of the TEAEs drug eruption. No additional reports were
identified in the Treatment-Naive Patients. No significant new
information was identified from the additional analysis.
Electrocardiogram | ¢  Any-grade electrocardiogram QT prolonged in 21.1%: reported as | Electrocardiogram QT prolonged in 20.3%; reported as
QT Interval related to selpercatinib in 16.3% related to selpercatinib in 14.5%
Prolongatione s Most events were Grade 1 or Grade 2 e Most events were Grade 1 or Grade 2
e Grade 3: 48% e Grade 3: 5.8%
s No Grade 4 or Grade 5 events * No Grade 4 or Grade 5 events
e TESAEs: 0.1%: none reported as related to selpercatinib *« No TESAFs
* Dose withheld in 4.4% and dose reduction in 3.1% * Dose withheld in 4.3% and dose reduction in 1.4%.
e No permanent discontinuation due to ECG QT prolongation * No permanent discontinuation due to ECG QT
No clinically significant TEAE related to QT prolongation such as prolongation.
treatment-emergent ventricular tachyecardia, ventricular fibrillation, or
Torsades de Pointes have been observed in the clinical development
program. There was 1 report of sudden death (assessed as unrelated to
selpercatmnib) in a patient with significant cardiac history who
experienced episodes of prolonged QT during the course of the study

Abbreviations: ALP = aspartate aminotransferase: ALT = alanine aminotransferase: AST = aspartate aminotransferase; MedDRA = Medical Dictionary for
Regulatory Activities; PT = preferred term: SMQ = Standardised MedDRA Query.

2 Analysis of “AST/ALT inereased’ was based on composite AE terms (PTs of 'AST increased' are 'Aspartate aminotransferase increased' and "Aspartate
aminotransferase abnormal’; PT terms for 'ALT inereased' are 'Alanine aminotransferase inereased' and 'Alanine aninotransferase abnormal').

provides the PT terms for “liver injury”.
¢ Analysis of events related to hypertension was performed based on SMQ of hypertension (narrow scope PTs). PTs for composite term hypertension were
hypertension. blood pressure increased, and blood pressure abnormal.
d  PTs for composite term hypersensitivity were hypersensitivity and drug hypersensitivity. PTs used in the additional hypersensitivity analysis were
hypersensitivity, drug hypersensitivity, Type IV hypersensitivity reaction, Type Il immune complex mediated reaction. Type II hypersensitivity, toxic
epidermal necrolysis. Stevens-Johnson syndrome, SIS-TEN overlap. serum sickness-like reaction, serum sickness, drug reaction with eosinophilia and
systemic symptoms, drug eruption. acute generalised exanthematous pustulosis.
¢ PTs for composite term Electrocardiogram QT prolonged were ECG QT prolonged and ECG QT interval abnormal.

Anmalysis of events related to liver injury was performed based on drug-related hepatic disorders — comprehensive search [SMQ]. Interim CSR Table 8.150

» AST and ALT increases were reported in 36.7% and 37.6% of patients in the Overall Safety Population
and 41.9% and 41.3% of patients in the NSCLC Safety Population, respectively. Majority were of Grade
1or2.

»The incidence of any-grade hypertension was 41% and 20% were Grade =3 in the Overall Safety
Population. Patients with a documented history of hypertension displayed a higher incidence of
treatment-emergent Grade 3 hypertension than patients without (28% versus 14%, respectively).
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» Electrocardiogram QT prolonged was reported as a TEAE in similar proportion of the patients in both
the Overall (20.8%) and NSCLC (21.1%) Safety Populations. Most patients had TEAEs of Grade 1 or 2
in severity in both the Overall Safety (16.3%) and NSCLC safety (14.9%) population.

» The overall incidence of any-grade hypersensitivity was 5.9% in the Overall Safety Population. A total
of 15 patients (1.9%) in the Overall Safety and 12 patients (3.4%) in the NSCLC Safety Population had
Grade 3 hypersensitivity.
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Other Adverse Events

Table 43. Other Adverse Events Reported in LIBRETTO-001 as of the 15 June 2021 Data Cut

Other adverse events reported in LIBRETTO-001 based on the Overall Safety Population (N=796)

Hyponatraemia s Any-grade hyponatraemia in 14.1%; related to selpercatinib in 3.1%
(Selected terms from hyponatraemia * Grade 3 or 4 events: 8.0%
SMQ)2 * No Grade 5 events

s TESAEs 2.3%: none related to selpercatinib
+ Dose withheld 1n 2.3% and dose reduction in 0.4%
+ No permanent discontinuation due to hyponatraemia
Acute Kidney Injury s  Any-grade acute kidney imjury (SMQ) mn 32.8%; related to
(Acute Kidney Injury SMQ) selpercatinib m 18 2%. Of note this includes events of creatinine
mncreased, which 1s a recognised ADR for selpercatinib
+ Grade 3 or 4 events: 2.6%
s No Grade 5 events
+ TESAEs 1.3%; none related to selpercatinib
s The most frequently reported events (=5%) were:
o Blood creatinine increased (any-grade 25.6%:; Grade =3 0.8%)
o Proteinuna (any-grade 6.7%; Grade =3 0.6%
o Acute kidney mjury (any-grade 5.2%; Grade =3 1.5%)
+ Dose withheld in 4 5% and dose reduction in 2 6%
* Permanent discontinuation due to acute kidney injury: 0.1%

Dysphagia » Any-grade dysphagia in 7.3%: related to selpercatimb i 1.0%
(MedDRA PTs: dysphagia, malignant | * Grade 3 events: 0.9%
dysphagia and radiation dysphagia) s No Grade 4 or 5 events

+ TESAEs: 1.1%; related to selpercatinib in 0.1%
e Dose withheld in 1.0% and dose reduction in 0.1%
+ Permanent discontinuation due to dysphagia: 0.3%

Pulmonary Disorders » Any-grade pulmonary disorders in 60.2%: related to selpercatinib in
(Respiratory, Thoracic and Mediastinal 18.3%
Disorders SOC) s Grade 3 or Grade 4 events: 8.9%

* Grade 5 events 2.0%
s TESAEs 9.2%:; related to selpercatinib in 1.0%
+ The most frequently reported events (=10%) were:
o Dyspnoea (any-grade 18 8%; Grade =3 3.1%)
o Cough (any-grade 19.2%: Grade =3 0.0%)
o Pleural effusion (anv-grade 12.1%; Grade =3 2.6%)
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Drher adverse events reported in LIBRETTO-001 based on the Overall Safety Population (N=7946)

o Dysphonia (any-grade 10 7%; Grade =3 0.1%)

Dose withheld in 7.5% and dose reduction in 2 8%
Permanent discontinuation due to pulmonary disorders: 1.1%

Sepsis
(Sepsis SMQ)

Any-grade Sepsis (SMQ) in 3.0%; related to selpercatinib in 0.1%
Grade 3 or 4 events: 2.1%

Grade 5 events: 0.9%

TESAEs: 2.5%; None related to selpercatinib

Dose withheld in 1.6% and no dose reductions

Permanent discontinuation due to sepsis: 0.8%

Haemorrhages

(haemorrhage laboratory terms [narrow
scope] SMQ, and haemorrhage terms
[excluding laboratory terms] SMQ)P

Any-grade haemorrhages in 22 0%; related to selpercatinib in 4.1%

Grade 3 or 4 events: 2.6%

Grade 5 events: 0.5%

TESAEs: 2 8%; related to selpercatinib in 0.4%

The most frequently reported events (=2%) were:

Epistaxis (any-grade 6.0%; Grade =3 0%)

Haematura {(any-grade 3.6%; Grade =3 (%)

Haemoptysis (any-grade 2 4% Grade =3 0.3%)
o Contusion (any-grade 2 4%; Grade =3 0.1%)

Dose withheld in 3.0% and dose reductions 1n 0.3%

Permanent discontinuation due to sepsis: 0.4%

O 00

Abbreviations: ADR = adverse drug reaction; MedDEA = Medical Dictionary for Regulatory Activities;
PT = preferred term; SMQ) = Standardised MedDRA Query; TEAE = treatment-emergent adverse event;
TESAE = treatment-emergent serious adverse event.

2 Blood sodium abnormal, blood sodium decreased. hyponatraemia. hyponatraemic coma, hyponatraesmic

encephalopathy. hyvponatraemic syndrome. hypoosmolar state.

Laboratory findings

The highest incidence of any grade treatment-emergent abnormality across hematology parameters was
reported for decreased lymphocyte count (51.8% and 56.3%) and decreased white blood cell count
(48.7% and 55.1%) in both the Overall Safety Population and the NSCLC Safety Population, respectively.

The highest incidence of treatment-emergent serum abnormality was reported for AST increased (58.9%
and 66.2%) and ALT increased (55.5% and 63.9%) in both the Overall Safety Population and the NSCLC
Safety Population, respectively. The most commonly reported abnormalities (increase or decrease)
across serum chemistry parameters were primarily Grade 1.

Safety in special populations

There were no significant differences in the incidence of TEAEs among the age, sex, and race subgroups
in the Overall Safety and NSCLC Safety Populations.

Safety related to drug-drug interactions and other interactions

Please refer to the Pharmacokinetics section.
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Discontinuation due to adverse events

The most frequently reported TEAEs leading to doses being withheld in 5% or more patients in both the
Overall Safety Population and Treatment-Naive Patients were ALT increase, AST increased, diarrhoea,
and hypertension.

The most frequently reported TEAEs leading to a dose reduction in 5% or more patients in both the
Overall Safety Population and Treatment-Naive Patients were ALT increase and AST increase the increase
and AST increase

The most frequently reported TEAEs leading to permanent discontinuation of selpercatinib in 4 or more
patients in the Overall Safety Population were ALT increased, fatigue, AST increase, and sepsis. All other
AEs occurred in less than 4 patients. In Treatment-Naive Patients no events leading to permanent
discontinuation of selpercatinib were reported in more than 1 patient.

Post marketing experience

As of April 2021, Selpercatinib was approved in 34 countries including those in the EU, the US and
Switzerland for treatment of patients with RET fusion-positive NSCLC, RET fusion-positive thyroid cancer
and RET-mutant medullary thyroid cancer. Specific patient populations and dosing guidance vary by
country. Cumulatively, up to the 30 April 2021, an estimated 590 patients were exposed to selpercatinib
worldwide. The data reported from the post marketing setting, is generally consistent with the known
safety profile of selpercatinib. Most events were reported as non-serious and the most frequently
reported events were recognised ADRs for selpercatinib or clinically expected in the target indication.
Overall, no new significant safety information has been identified from post marketing sources. The
periodic safety update report/periodic benefit-risk evaluation report with a data lock of 08 May 2021
confirmed and supported the previously established favourable benefit-risk profile for selpercatinib in
the currently approved indications.

2.5.1. Discussion on clinical safety

Safety was evaluated in patients in the Overall Safety Population (N=796) and in the NSCLC Safety
Population (N=356) who received at least 1 dose of selpercatinib as of the data cutoff date of 15 June
2021.

In terms of exposure, the median time on treatment was 21.29 and 19.09 months, respectively, for
the Overall Safety Population and NSCLC Safety Population. In the Treatment-Naive Population
(n=69), the median treatment duration is 18.5 months (range: 0.4 to 41.2 months) and 70% of
patients were on treatment for at least 12 months.

The median relative dose intensity was similar for the Overall Safety Population (94.1%) and the
NSCLC Safety Population (92.7%).

The most reported dose modification was dose withheld (72.9% in the Overall Safety Population and
77.5% in the NSCLC Safety Population) primarily attributed to adverse events (AEs) (64.1% in the
Overall Safety Population and 68.8% in the NSCLC Safety Population).

The types and incidence rates of AEs leading to doses being withheld, dose reductions, and treatment
discontinuation were consistent between the Overall Safety Population and Treatment-Naive Patients.

The most frequent TEAEs occurring in 30% or more patients in both the Overall Safety Population and
Treatment-Naive Patients were oedema, diarrhoea, fatigue, dry mouth, hypertension, AST increased,
ALT increased, constipation, rash, abdominal pain, and nausea.
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The most frequent Grade >3 TEAEs reported in 5% or more patients in both the Overall Safety
Population and Treatment-Naive Patients were hypertension, followed by ALT increased and AST
increased, hyponatraemia.

The most frequent TESAEs reported in 2% or more patients both in the Overall Safety Population and
Treatment-Naive Patients were pleural effusion, dyspnoea, and hyponatraemia.

Fatal TEAEs were reported in 21 patients at the initial MAA compared with 45 patients at the 15 June
2021 data cut-off. In Treatment-Naive Patients, a fatal (Grade 5) TEAE was experienced by a total of 4
patients (6%), including 1 patient who died more than 28 days after the last dose of selpercatinib.
None in the NSCLC Safety Population were reported by the investigator as treatment-related.

The adverse events of special interest (AESIs) analyzed did not change compared to those reported
previously.

The safety profile observed in the data from the 15 June 2021 cut-off remains consistent with
previously reported data. No new ADRs or AESIs have been identified since initial authorisation and the
safety profile is consistent between the Treatment-Naive Patients and the Overall Safety Population.

2.5.2. Conclusions on clinical safety

The overall safety profile of selpercatinib in Treatment-Naive Patients is consistent with that of the
Overall Safety Population. The updated results provided in this analysis show the safety profile of
selpercatinib is consistent with that reported previously, even with longer duration of treatment.

2.5.3. PSUR cycle

The requirements for submission of periodic safety update reports for this medicinal product are set
out in the list of Union reference dates (EURD list) provided for under Article 107c(7) of Directive
2001/83/EC and any subsequent updates published on the European medicines web-portal.

2.6. Risk management plan

The MAH submitted an updated RMP version with this application.
The CHMP received the following PRAC Advice on the submitted Risk Management Plan:
The PRAC considered that the risk management plan version 1.3 is acceptable.

The CHMP endorsed the Risk Management Plan version 1.3 with the following content:

Safety concerns

Summary of Safety Concerns

Important identified risks None

Important potential risks Liver injury

Cardiac arrhythmia due to QT prolongation
Reproductive and developmental toxicities
Growth Plate Abnormalities in Paediatric Patients

Missing information Exposure and safety in patients with severe hepatic impairment
Exposure and safety in patients with cardiac impairment
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No changes to the list of safety concerns were made as a result of the data submitted for this new

indication.

Pharmacovigilance plan

There are no additional pharmacovigilance activities in place for this product. Routine
pharmacovigilance remains sufficient to investigate the risks of selpercatinib.

Risk minimisation measures

Summary table of pharmacovigilance activities and risk minimisation activities by safety

concern

Safety Concern

Risk Minimisation Measures

Pharmacovigilance Activities

arrhythmia due to
QT prolongation

measures:
SmPC Sections 4.2 and 4.4.

Additional risk minimisation
measures:
Not Applicable

Liver injury Routine risk minimisation Routine pharmacovigilance
measures: activities beyond adverse reactions
SmPC Sections 4.2 and 4.4. reporting and signal detection:
e None
Additional risk minimisation
measures: Additional pharmacovigilance
Not Applicable activities:
Studies: None
Cardiac Routine risk minimisation Routine pharmacovigilance

activities beyond adverse reactions
reporting and signal detection:

e None
Additional pharmacovigilance

activities:
Studies: None

Reproductive and
developmental
toxicity

Routine risk minimisation
measures:
SmPC Section 4.6

Additional risk minimisation
measures:
Not Applicable

Routine pharmacovigilance
activities

beyond adverse reactions reporting
and

signal detection:

e Pregnancy and Breastfeeding
follow-up forms
Additional pharmacovigilance

activities:
None
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Safety Concern

Risk Minimisation Measures

Pharmacovigilance Activities

Growth plate
abnormalities in
paediatric patients

Routine risk minimisation
measures:
SmPC Section 4.2 and 5.3

Additional risk minimisation
measures:

Not Applicable

Routine pharmacovigilance
activities

beyond adverse reactions reporting
and

signal detection:

None

Additional pharmacovigilance
activities:

None

Exposure and
safety in patients
with severe
hepatic
impairment

Routine risk minimisation
measures:

A clinical pharmacology study
assessing the effect of hepatic
impairment on the pharmacokinetics
of selpercatinib is completed. SmPC
is updated based on the safety and
pharmacokinetics data.

Additional risk minimisation
measures:
Not Applicable

Routine pharmacovigilance
activities

beyond adverse reactions reporting
and

signal detection:

None

Additional pharmacovigilance
activities:

Study: None

Exposure and
safety in patients
with cardiac
impairment

Routine risk minimisation
measures:
None

Additional risk minimisation
measures:
Not Applicable

Routine pharmacovigilance
activities

beyond adverse reactions reporting
and

signal detection:

None

Additional pharmacovigilance
activities:

Study: None

Routine minimisation measures remain sufficient to mitiagate the risks of selpercatinib.

2.7. Update of the Product information

As a consequence of this new indication, sections 4.1, 4.5, 4.8 and 5.1 of the SmPC have been

updated.

2.7.1.

User consultation

A justification for not performing a full user consultation with target patient groups on the package
leaflet has been submitted by the MAH and has been found acceptable for the following reasons:

The proposed revisions do not significantly affect the overall readability. It is not considered necessary

to conduct consultation with target patient groups further to that performed for the initial MAA.
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3. Benefit-Risk Balance

3.1. Therapeutic Context

3.1.1. Disease or condition

The MAH is seeking an extension of indication of selpercatinib (RETSEVMO) currently authorised in
patients with RET fusion-positive NSCLC previously treated with platinum-based chemotherapy to include
the first-line setting.

The agreed indication is: as monotherapy for the treatment of adults with advanced RET fusion-positive
non-small cell lung cancer (NSCLC) not previously treated with a RET inhibitor.

3.1.2. Available therapies and unmet medical need

Although patients with RET fusion-positive NSCLC have an identifiable driver alteration, until recently,
they received the same standard-of-care treatment as patients with NSCLC who do not have a driver
alteration, as there were no RET-targeted approved therapies. Standard first-line systemic treatment is
platinum doublet-based cytotoxic chemotherapy and/or a checkpoint inhibitor. Available options include
pembrolizumab, atezolizumab, bevacizumab, and pemetrexed, all in combination with platinum-based
chemotherapy regimens. Pembrolizumab monotherapy is only an option for patients with significant PD-
L1 expression.

In the second line setting, the preferred treatment strategy is systemic immune checkpoints inhibitors,
as nivolumab, pembrolizumab or atezolizumab, or other systemic therapy as docetaxel, pemetrexed or
ramucirumab with docetaxel, nintedanib with docetaxel, among others.

As of November 2021, pralsetinib (GAVRETO) a selective RET inhibitor, has received conditional approval
in patients with advanced RET fusion-positive NSCLC.

3.1.3. Main clinical studies

Clinical safety and efficacy of selpercatinib in treatment-naive patients with RET fusion-positive NSCLC
are based on analyses of interim data from LIBRETTO-001 (LOXO-RET-17001).

LIBRETTO-001 is a global, multi-cohort, open-label, Phase 1/2 study in adult and adolescent patients
with advanced RET-altered tumours. The Phase 2 portion evaluates efficacy in cohorts based on tumour
type, type of RET alteration, and prior treatment. The primary objective was to determine ORR by IRC
assessment according to RECIST 1.1, or Response Assessment in Neuro-Oncology (RANO) criteria. DOR,
PFS and OS were secondary endpoints.

3.2. Favourable effects

Treatment-naive

At data cut-off 15 June 2021, 69 treatment-naive patients were efficacy evaluable and the ORR (IRC
assessment) was 84.1% (95% CI: 73.3, 91.8). Four (4) patients exhibited a confirmed CR and 54
patients experienced PR. ORR according to investigator assessment was in line with the IRC assessment
(ORR 85.5% [95% CI: 75; 92.8]).
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The median TTR was 1.81 months and, in 66% of responders, DOR was more than 12 months. Median
DoR was 20.21 (13.0-NE), with a median duration of follow-up of 20.27 months. However, a stable
median cannot yet be estimated.

The median PFS (IRC) was 22.0 months (95% CI: 13.8, NE+), with 29/69 (42%) events observed and
median follow-up of 21.9 months. Median OS was not reached at the time of the DCO (29% of events
observed). The OS rate was 92.7% at 12 months, 69.3% at 24 months, and 57.1% at 36 months.
Efficacy of selpercatinib seems consistent across most important subgroups.

3.3. Uncertainties and limitations about favourable effects

The uncertainties and limitations are mainly related to the uncontrolled nature of the pivotal trial which
hampers the interpretation of the time-to-event endpoints (PFS, OS).

Even though updated efficacy data have been provided for NSCLC patients regardless of line therapy,
the median OS continued to be not estimable. The KM estimates from time-to-event endpoints (PFS,
0S) seem promising, but they remain immature.

These limitations will be addressed post authorisation with the submission of updated data and longer
follow-up from the LIBRETTO-001 study and the conduct of LIBRETTO-431, a randomised phase III trial
in patients with locally advanced or metastatic, RET-fusion-positive non-squamous NSCLC.

3.4. Unfavourable effects

Safety data are available from a total of 796 patients in the LIBRETTO-001 study.

Safety was evaluated in patients in the Overall Safety Population (N=796) and in the NSCLC Safety
Population (N=356) who received at least 1 dose of selpercatinib as of the data cutoff date of 15 June
2021.

In terms of exposure, the median time on treatment was 21.29 and 19.09 months, respectively, for the
Overall Safety Population and NSCLC Safety Population. In the Treatment-Naive Population (n=69), the
median treatment duration is 18.5 months (range: 0.4 to 41.2 months) and 70% of patients were on
treatment for at least 12 months.

The median relative dose intensity was similar for the Overall Safety Population (94.1%) and the NSCLC
Safety Population (92.7%).

The most reported dose modification was dose withheld (72.9% in the Overall Safety Population and
77.5% in the NSCLC Safety Population) primarily attributed to adverse events (AEs) (64.1% in the
Overall Safety Population and 68.8% in the NSCLC Safety Population).

The types and incidence rates of AEs leading to doses being withheld, dose reductions, and treatment
discontinuation were consistent between the Overall Safety Population and Treatment-Naive Patients.

The most frequent TEAEs occurring in 30% or more patients in both the Overall Safety Population and
Treatment-Naive Patients were oedema, diarrhoea, fatigue, dry mouth, hypertension, AST increased,
ALT increased, constipation, rash, abdominal pain, and nausea.

The most frequent Grade >3 TEAEs reported in 5% or more patients in both the Overall Safety Population
and Treatment-Naive Patients were hypertension, followed by ALT increased and AST increased,
hyponatraemia.
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The most frequent TESAEs reported in 2% or more patients both in the Overall Safety Population and
Treatment-Naive Patients were pleural effusion, dyspnoea, and hyponatraemia.

Fatal TEAEs were reported in 21 patients at the initial MAA compared with 45 patients at the 15 June
2021 data cut-off. In Treatment-Naive Patients, a fatal (Grade 5) TEAE was experienced by a total of 4
patients (6%), including 1 patient who died more than 28 days after the last dose of selpercatinib. None
in the NSCLC Safety Population were reported by the investigator as treatment-related.

3.5. Uncertainties and limitations about unfavourable effects

The uncontrolled design of LIBRETTO-001 study and the limited median exposure (11.7 months) do not
allow to clearly disentangle signs/symptoms of the underlying malignancy and selpercatinib-related
adverse events (AEs), limiting precise evaluation of selpercatinib’s safety profile. Data on long-term
safety is also lacking. Long-term follow-up from the LIBRETTO-001 and the randomised phase 3 study
LIBRETTO-431, to be submitted post approval, will address these uncertainties.

3.6. Effects Table

Table 44. Effects Table for Retsevmo in advanced RET-fusion positive NSCLC (data cut-off:
15 June 2021).

Effect Short description Unit Treatment Control Uncertainties / References

Strength of
evidence

Favourable Effects
Treatment-Naive Patients (n=69)

ORR rate % 58 (84.1) NA uncontrolled
(95% CI) (73.3, 91.8) data
DOR median Months 20.21 NA Immature and
(95% CI) (13.0, NE) uncontrolled data
PFS median Months 21.95 NA Immature and
(95% CI) (13.8, NE) uncontrolled data
oS median Months 92.7 at 12 months NA Immature and
(95% CI) (83.3, 96.9) uncontrolled data
69.3 at 24 months
(55.2, 79.7)
57.1 at 36 months
(35.9, 73.6)

Unfavourable Effects
Treatment-Naive Patients (n=69)

Any TEAEs rate n (%) 69 (100.0) NA uncontrolled
data

Related to

selpercatinib 67 (97.1)

Grade =3 TEAEs rate n (%) 50 (72.5) NA uncontrolled
data

Related to 25 (36.2)

selpercatinib

TEAEs leading to rate n (%) 7 (10.1) NA uncontrolled

treatment data

discontinuation

Related to 3 (4.3)

selpercatinib

TESAE rate n (%) 26 (37.7) NA uncontrolled
data

Related to 8 (11.6)

selpercatinib

Fatal TEAEs rate n (%) 4 (5.8) NA uncontrolled
data

Related to 0
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Effect Short description Unit Treatment Control Uncertainties / References

Strength of
evidence

selpercatinib

Abbreviations: ORR: Objective Response Rate, DOR: Duration of Response, PFS: Progression Free
Survival, OS: Overall Survival

3.7. Benefit-risk assessment and discussion

3.7.1. Importance of favourable and unfavourable effects

Data supporting this application are based on one single-arm trial (LIBRETTO-001), which make
interpretation of time to event endpoints and any potential long-term benefit challenging. Nevertheless,
this approach is acceptable in the context of a CMA for a product intended for a rare population with an
unmet medical need as long as the effect observed in ORR is outstanding and durable.

For treatment naive patients, clinical data from a larger and more mature dataset of patients are
available (median follow-up time of 20 months). The obtained ORR of 84% is considered clinically
meaningful. Available results suggest that these responses are durable (mDOR 20 months) and K-M
estimates for median PFS and OS allow to anticipate lasting benefits from treatment. Of note, the ORR
benefit for the intended population was observed with selpercatinib regardless of line of treatment, with
higher ORR in the treatment-naive population.

Although, other approved front-line therapies with established benefit exist (platinum based
doublets/immune checkpoint inhibitor), efficacy with selpercatinib is considered compelling and of
sufficient magnitude. Indirect comparisons of available results (KM estimates of PFS and OS) with
selpercatinib against those reported with chemo-immunotherapy in ‘all-comer’ NSCLC patients in studies
IMpower130, IMpower150 and KEYNOTE-189 seem promising and give some support to the benefit of
targeted treatment in the first line. In addition, clinically meaningful intracranial responses are observed
with selpercatinib in patients with CNS metastases, which represents a significant advantage over
standard chemotherapy approaches.

In November 2021, another RET inhibitor Gavreto (pralsetinib) was granted a conditional approval in the
target population which outlines the advantage of targeted RET treatment: the single-arm ARROW trial
showed an ORR of 64% and mDOR of 22.3 months in 233 patients with advanced RET fusion-positive
NSCLC. ORR among treatment naive patients was 72.0% (60.4%, 81.8%).

The safety profile observed in the updated data from the 15 June 2021 cut-off remains consistent with
previously reported data. No new ADRs or AESIs have been identified since initial authorisation and the
safety profile is consistent between the Treatment-Naive Patients and the Overall Safety Population.

3.7.2. Balance of benefits and risks

The provided results from LIBRETTO-001 have shown efficacy in term of confirmed response for the
treatment of this rare subtype of NSCLC. Responses seem durable and independent of treatment line.
However, given the remaining uncertainties mostly related to the uncontrolled design of the pivotal study
with the low number of treatment-naive subjects (n=69), comparative data from the phase 3 study
(J2G-MC-JZ1C, LIBRETTO-431) together with further follow-up data from the pivotal trial LIBRETTO-001
are required as confirmatory evidence (SOBSs).
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3.7.3. Additional considerations on the benefit-risk balance

As comprehensive data on the product are also not available in the first-line treatment of RET fusion-
positive NSCLC, a conditional marketing authorisation was requested by the applicant for this extension
of indication. The product falls within the scope of Article 14-a of Regulation (EC) No 726/2004
concerning conditional marketing authorisations, as it aims at the treatment of a life-threatening disease.

Furthermore, the CHMP considers that the product fulfils the requirements for a conditional marketing
authorisation:

. The benefit-risk balance is positive, as discussed above.

. It is likely that the applicant will be able to provide comprehensive data. The applicant will
provide confirmatory data from the ongoing LIBRETTO-431 study, an open-label randomised phase 3
study comparing selpercatinib to a standard-of-care regimen with platinum-based pemetrexed therapy
with or without pembrolizumab for treatment-naive patients with RET fusion-positive nonsquamous
NSCLC. This study is currently recruiting and the submission of the final clinical study report (CSR) is
expected by 31 December 2024. As of 26 October 2021, the study is approximately 70% enrolled, with
approximately 28% of patients coming from EU countries. Enrolment is projected to be completed in the
first half of 2022 Results of the LIBRETTO-431 study are intended to provide a comprehensive data
package and potentially convert the conditional MA into a full MA.

. Unmet medical need will be addressed, as selpercatinib is considered to provide a major
therapeutic advantage over existing therapies based on a differential safety profile, the convenience of
oral administration, and the provision of a treatment with a novel mechanism of action of such a
magnitude that allows to expect that selpercatinib would be at least similarly active to first line available
chemotherapy, immunotherapy or immunochemotherapy options.

. The benefits to public health of the immediate availability outweigh the risks inherent in the fact
that additional data are still required. Given the positive benefit/risk and the unmet medical need in the
applied indications as described above, this is considered fulfilled.

3.8. Conclusions

The overall B/R of Selpercatinib in advanced RET fusion-positive NSCLC patients regardless of line of
therapy is positive.

4. Recommendations

Outcome

Based on the review of the submitted data, the CHMP considers the following variation acceptable and
therefore recommends the variation to the terms of the Marketing Authorisation, concerning the
following change:

Variation accepted Type Annexes
affected
C.l.6.a C.I.6.a - Change(s) to therapeutic indication(s) - Addition | Type II I and IIIB

of a new therapeutic indication or modification of an
approved one

Extension of indication to include the first-line treatment of RET fusion-positive NSCLC for Retsevmo
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based on results from study LIBRETTO-001, an open-label, multicentre, global Phase 1/2 study of
selpercatinib in patients with RET-altered advanced solid tumours; as a consequence, sections 4.1, 4.8
and 5.1 of the SmPC are updated. In addition, section 5.1 of the SmPC is revised to reflect updated
efficacy data in previously treated RET-fusion positive NSCLC based on a data cut-off of 15 June 2021.
The Package Leaflet is updated in accordance. Version 1.3 of the RMP has also been submitted.

The variation leads to amendments to the Summary of Product Characteristics and Package Leaflet and
to the Risk Management Plan (RMP).

Amendments to the marketing authorisation

In view of the data submitted with the variation, amendments to Annex(es) I and IIIB and to the Risk
Management Plan are recommended.

5. EPAR changes

The EPAR will be updated following Commission Decision for this variation. In particular the EPAR
module 8 "steps after the authorisation" will be updated as follows:

Scope
Please refer to the Recommendations section above.

Summary

Please refer to Scientific Discussion ‘Retsevmo-H-C-005357-11-0011"

Attachments

1. SmPC, Labelling, Package Leaflet (changes highlighted) as adopted by the CHMP on 22 April
2022

Appendix

Not applicable
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