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OBJECTIVE AND BACKGROUND

STUDY DESIGN

Primary objective of this analysis:

To assess intracranial objective response rate (ORR) to selpercatinib by independent review
committee (IRC) in patients with RET fusion-positive NSCLC with CNS metastases, with or without
prior CNS radiotherapy.

Secondary objective:
To assess intracranial duration of response (DoR) to selpercatinib by IRC in the same patient
population.

Background

RET codes for a transmembrane tyrosine kinase.!

RET fusions have been identified in approximately 2 percent of patients with NSCLC.23
Patients with RET fusion-positive NSCLC have a ~50% lifetime prevalence of developing CNS
metastases.*

Selpercatinib (LOX0-292) is a potent and selective RET inhibitor with CNS penetration.®
LIBRETTO-001 is a registrational phase 1/2 trial (NCT03157128) assessing the activity of

selpercatinib in patients with advanced RET fusion-positive solid tumors and RET-mutant medullary

thyroid cancer.®
Selpercatinib demonstrated robust and durable anti-tumor activity in RET fusion-positive NSCLC:

RET fu§|0n—p05|t|\{e NSCLC. ORR (%) Median DoR Median Median PES Median
population (as defined by: prior (95% Cl) (mo) follow-up (mo) (mo) follow-up (mo)
therapy) (95% Cl) (95% Cl)
Prior platinum doublet (n=105)
Independent review 64 (54-73) 18 (12-NE) 12 17 (14-NE) 14
Investigator assessment 70 (60-78) 20 (16-24) 15 18 (16-25) 16
Treatment-naive (n=39)
Independent review 85 (70-94) NE (12-NE) 7 NE (14-NE) 9
Investigator assessment 90 (76-97) NE (12-NE) 7 NE (14-NE) 9
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0 mg QD to NSCLC (RECIST v1.1)
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(Brain imaging » with CNS
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reviewed for CNS n=58 2

Expansion —_
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160 mg BID
(28-day cycles)

response)

= An ongoing trial conducted in 16 countries and 89 sites (12 countries, 65 sites for the N=531 data set).

m All patients had RET alteration as determined by local CLIA-certified or similarly accredited laboratories. All
patients also had ECOG performance status of 0-2

1 This analysis includes data from the database cutoff of 16 Dec 2019, including the 11 patients with measurable CNS disease from the Primary
Analysis Set (n=105) of RET fusion-positive NSCLC treated with prior platinum chemotherapy.

2 Two of the 58 patients had no CNS disease by IRC.

3 CNS response assessed by RECIST v1.1 at baseline, then every 8 weeks from Cycle 3-13, then every 12 weeks thereafter. Patients were
treated until confirmed progressive disease or any other decision to discontinue.

Abbreviations: BID, twice daily; CLIA, Clinical Laboratory Improvement Amendments; CNS, central nervous system; DoR, duration of response;
IRC, independent review committee; MTC, medullary thyroid cancer; NSCLC, non-small-cell lung cancer; ORR, objective response rate; QD,

once daily.

RESULTS
Table 1. CNS Subgroup Baseline Characteristics

Table 2. CNS Response Rate by IRC

RET fusion-positive NSCLC patients

with measurable CNS metastases (n=22) *

NSCLC patients with measurable
CNS metastases (n=22)

Characteristics

Without

Female, % (n) 81.8 (18) : : 2
Median age (range), years 64.0 (36, 80) grlor (_:El\lf RT| prior CNS'RT
ECOG performance status, % (n) (n=14)
0 27.3 (6) ..
1 72.7 (16) SIS OlIEE Ve [EspansE 81.8 (18) 85.7 (12) 75.0 (6)
rate, % (n)
Race, % (n)
White 63.6 (14) 95% CI 59.7-94.8 57.2-98.2 34.9-96.8
Asian 27.3 (6)
Smoking history, % (n) response, % (n)
Never 81.8 (18)
Former 18.2 (4) Complete response 22.7 (5) 28.6 (4) 12.5 (1)
RET fusion partner, % (n) Partial response 59.1 (13) 57.1 (8) 62.5 (5)
KIF5B 72.7 (16)
CCDCé6 13.6 (3) Stable disease 18.2 (4) 14.3 (2) 25.0 (2)
CLIP1, ERC, unknown 13.6 (3)
Prior therapy type, % (n) Progressive disease 0 0 0
Any systemic therapy 90.9 (20)
PIaFlnum chemothergpy 72.7(16) Abbreviations: CNS RT, central nervous system metastases radiotherapy.
Anti PD-1/PD-L1 antibody 54.5(12) 1 patients had CNS measurable lesions per RECIST v1.1.
Multi-kinase inhibitor 50.0 (11) 2 Of the 8 patients who received prior radiotherapy, 6 completed radiotherapy >2 months prior to
Brain radiotherapy 36.4 (8) treatment.
Completed >2 mo prior to selpercatinib treatment 27.3 (6)

Fig 1. Waterfall Plot of CNS Response by IRC!

40 -

@ mm Prior anti-PD-1/PD-L1 therapy
< == No prior anti-PD-1/PD-L1 therapy
_g 20 - *  Prior multi-targeted kinase inhibitor
(7p)
o)
& 0
3
-
72
Z -20 -
(&)
E=
o -40 -
(@)
c
2
O -60 4
£
=
E .80 -
x
©
=

-100 -

1 Because CNS best overall response (Table 2) is based on RECIST requirements (e.g. need for a
confirmatory scan), the Waterfall plot does not have an exact 1:1 correlation with Table 2 data.

Table 3. CNS Duration of Response by IRC

RET fusion-positive NSCLC patients

Fig 2. Kaplan-Meier Plot of CNS Duration of Response

CONCLUSIONS

B Selpercatinib had marked and durable intracranial anti-
tumor activity in RET fusion-positive NSCLC patients with

withimeasurable CNS metastases (n=22) *

CNS metastases.
100- :
_ _ |_# o B Tumor responses were durable and independently-
.W|thout : Wlth 90_ |8|8.5 /0 Conflrmed
prlor GV IS FT prlr GIlS Fr e ) | Median duration of response = 9.4 months
(n=14) (n=8) X 80- ) P - — ORR 81.8% (95% CIl = 59.7 — 94.8)
Y | Median follow-up = 9.5 months _ .
® 70 | — Median DoR 9.4 months (95% Cl = 7.4 — NE)
CNS best response of CR/PR, n 18 12 6 c _ o
Q 60- | B Arandomized, global, phase 3 study of selpercatinib
CNS duration of response (months) 2 | versus platinum-pemetrexed +/- pembrolizumab in
, “;:, 50~ | 50% treatment-naive RET fusion-positive NSCLC is ongoing,
Median 9.4 9.4 NE c 404 I | including patients with asymptomatic brain metastases
o
95% Cl 7.4—NE 6.7-10.1 5.1—NE % 4 | | (NCT04194944).
= _ |
S 22.6%
CNS duration of follow-up (months) O 9o- | | 2 | : References:
| | | 1. Mulligan LM. Nature Reviews Cancer 2014;14:173-86.
Median 9.5 15.7 9.5 10 | | 2. Takeuchi K. Frontiers in Physiology 2019;10:216.
| | | 3. Tsuta K, Kohno T, Yoshida A, et al. British J Cancer 2014;110:1571-8.
25t 75t percentile 9.2 15.7 8.3 15.7 92 21.2 0- | | | 4. Drilon A, Lin JJ, Filleron T, et al. J Thorac Oncol 2018;13:1595-601.
’ T R T | L B e B L N T T 5. Subbiah V, Velcheti V, Tuch BB, et al. Ann Oncol 2018;29:1869-76.
Response status, % (n) 0 2 4 6 8 10 12 14 16 18 20 22 6. Drilon et al. J Thorac Oncol 2019;14:No. 10S, abstract no. PL02.08.
Censored 44.4 (8) 41.7 (5) 50.0 (3) Months from start of response Acknowledgments: The authors thank the patients, their families and
' ' ' No. at Risk: 18 18 16 14 11 4 2 2 1 1 1 0 caregivers, and the LIBRETTO-001 investigators and study staff.

Abbreviations: CNS RT, central nervous system metastases radiotherapy; CR, complete response; PR, partial response.
! Patients had CNS measurable lesions per RECIST v1.1.
2 Of the 8 patients who received prior radiotherapy, 6 completed radiotherapy >2 months prior to treatment.
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ODbjective and Background

Primary objective of this analysis:

To assess Intracranial objective response rate (ORR) to selpercatinib by IRC in patients with RET fusion-
positive NSCLC with CNS metastases, with or without prior CNS radiotherapy.

Secondary objective:

To assess intracranial duration of response (DoR) to selpercatinib by IRC in the same patient population.

Background

"= RET codes for a transmembrane tyrosine kinase.1

"= RET fusions have been identified in approximately 2 percent of patients with NSCLC.43

= Patients with RET fusion-positive NSCLC have a ~50% lifetime prevalence of developing CNS
metastases.?

= Selpercatinib (LOX0-292) is a potent and selective RET inhibitor with CNS penetration.>

" LIBRETTO-001 is a registrational phase 1/2 trial (NCT03157128) assessing the activity of selpercatinib in
patients with advanced RET fusion-positive solid tumors and RET-mutant medullary thyroid cancer.®

" Selpercatinib demonstrated robust and durable anti-tumor activity in RET fusion-positive NSCLC:

RET fusion-pesitive NSCLC poepulation ORR (%) Median DoR (mo) Median Median PES (mo) Median
(as defined by prior therapy) (95% Cl) (95% Cl) follow-up (mo) (95% ClI) follow-up (mo)
12 14

Prior platinum doublet (n=105)

Independent review 64 (54-73) 18 (12-NE) 17 (14-NE)

Investigator assessment 70 (60-78) 20 (16-24) 15 18 (16-25) 16
Treatment-naive (n=39)

Independent review 85 (70-94) NE (12-NE) 7 NE (14-NE) 9

Investigator assessment 90 (76-97) NE (12-NE) 7 NE (14-NE) 9




Study Design

Phase 1 NSCLC CNS NSCLC CNS Efficacy Endpoints
Dose Escalation population » population Wlt_h CNS » 3
Selpercatinib n=80 measurable disease m Primary:
20 mg QD to RET fusion+ NSCLC _ n=22 1 y:
240 ma BID n=253 ~_Patients ~ CNSORR
9 with CNS metastases by IRC
at baseline (RECIST v1.1)
Dose Expansion independently- population with CNS '
Selpercatinib reviewed for CNS ™9 non-ér)easurable —~ CNS DoR
160 mg BID response) r:S_f_gSZe by IRC

(28-day cycles)

m  An ongoing trial conducted in 16 countries and 89 sites (12 countries, 65 sites for the N=531 data set).

m All patients had RET alteration as determined by local CLIA-certified or similarly accredited laboratories.
All patients also had ECOG performance status of 0-2.

1 This analysis includes data from the database cutoff of 16 Dec 2019, including the 11 patients with measurable CNS disease from the Primary Analysis

Set (n=105) of RET fusion-positive NSCLC treated with prior platinum chemotherapy.

2 Two of the 58 patients had no CNS disease by IRC.
3 CNS response assessed by RECIST v1.1 at baseline, then every 8 weeks from Cycle 3-13, then every 12 weeks thereafter. Patients were treated until

confirmed progressive disease or any other decision to discontinue.

Abbreviations: BID, twice daily; CLIA, Clinical Laboratory Improvement Amendments; CNS; central nervous system; DoR, duration of response; IRC,
Independent review committee; MTC, medullary thyroid cancer; NSCLC, non-small-cell lung cancer; ORR, objective response rate; QD, once dalily.



Table 1. CNS Subgroup Baseline Characteristics

o NSCLC patients withrmeasurable CNS
Characteristics 0
metastases (n=22)

Female, % (n) 81.8 (18)
Median age (range), years 64.0 (36, 80)
ECOG performance status, % (n)
0 27.3 (6)
1 72.7 (16)
Race, % (n)
White 63.6 (14)
Asian 27.3 (6)
Black, Other 9.1 (2)
Smoking history, % (n)
Never 81.8 (18)
Former 18.2 (4)
RET fusion partner, % (n)
KIF5B 72.7 (16)
CCDC6 13.6 (3)
CLIP1, ERC, unknown 13.6 (3)
Prior therapy type, % (n)
Any systemic therapy 90.9 (20)
Platinum chemotherapy /2.7 (16)
Anti PD-1/PD-L1 antibody 54.5 (12)
Multi-kinase inhibitor 50.0 (11)
Brain radiotherapy 36.4 (8)

Completed >2 mo prior to selpercatinib treatment 27.3 (6)




Table 2. CNS Response Rate by IRC

RETfUusIion-positive NSCLLC patients
wWith measurable ENS metastases (n=22) *

Without With
Status prior CNS RT prior CNS RT 2
(n=14) (n=8)

CNS objective response rate, % (n) 81.8 (18) 85.7 (12) 75.0 (6)

95% CI 59.7 —94.8 57.2 —98.2 34.9 - 96.8

CNS best overall response, % (n)

Complete response 22.7 (5) 28.6 (4) 12.5 (1)
Partial response 59.1 (13) 57.1 (8) 62.5 (5)
Stable disease 18.2 (4) 14.3 (2) 25.0 (2)
Progressive disease 0 0 0

Abbreviations: CNS RT, central nervous system metastases radiotherapy.
1 Patients had CNS measurable lesions per RECIST v1.1.

2 Of the 8 patients who received prior radiotherapy, 6 completed radiotherapy >2 months prior to treatment.



Fig 1. Waterfall Plot of CNS Response by IRC 4
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1 Because CNS best overall response (Table 2) is based on RECIST
requirements (e.g. need for a confirmatory scan), the Waterfall plot
does not have an exact 1:1 correlation with Table 2 data.



Table 3. CNS Duration of Response by IRC

RET fusion-positive NSCLC patients
with measurable CNS metastases (n=22) !

Without With
Status prior CNS RT prior CNS RT 2
(n=14) (n=8)

CNS best response of CR/PR, n 18 12 6

CNS duration of response (mo)
Median 9.4 9.4 NE
95% CI 7.4 — NE 6.7 —-10.1 5.1 - NE

CNS duration of follow-up (mo)
Median 9.5 15.7 9.5
25t 75t percentile 9.2 -15.7 8.3 —-15.7 0.2-21.2
Response status, % (n)

Censored 44 .4 (8) 41.7 (5) 50.0 (3)

Abbreviations: CNS RT, central nervous system metastases radiotherapy; CR, complete response; PR, partial response.
1 Patients had CNS measurable lesions per RECIST v1.1.
2 Of the 8 patients who received prior radiotherapy, 6 completed radiotherapy >2 months prior to treatment.



Fig 2. Kaplan-Meiler Plot of CNS Duration of Response
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Conclusions

" Selpercatinib had marked and durable intracranial anti-tumor activity
IN RET fusion-positive NSCLC patients with measurable CNS
metastases.

" Tumor responses were durable and independently-confirmed.
— ORR 81.8% (95% CI| = 59.7 — 94.8)
— Median duration of response 9.4 months (95% Cl = 7.4 — NE)

" A randomized, global, phase 3 study of selpercatinib versus
platinum-pemetrexed +/- pembrolizumab In treatment-naive RET
fusion-positive NSCLC Is ongoing, Including patients with
asymptomatic brain metastases (NCT04194944).
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