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Registrational Results of LIBRETTO-001:
A Phase 1/2 Trial of Selpercatinib (LOX0-292) in
Patients with RET Fusion-Positive Lung Cancers
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LIBRETTO-001: Selpercatinib in RET-altered cancers PAS
(n=105) n (n=39)
Female / Male, n (%) 62(59)/43(41) 22(56)/ 17 (44)
Prior platinum Primary FETAltwration J00rien g 00N MR 5128581/ SN 09/ 56 RET fusion partner
chemotherapy Analysis Set - Determined by local CLIA ECOG performance status, n (%) (n=144)
p=iod =105 (or simiarly accredited) 0 31(30) 19(49)
Phase 1 dose escalation positive NSCLC o . laboratories 1 72(69) 20(51)
| Selpercatinib dosed at n=253 of non-piatinum First 105 - 5 = CCDCE 22%  NCOA4 |
chemotherapy & . + Primary endpoint
| 20 mg QD-240 mg BID =16 patients with Median prior systemic regimens (range) 3(1-15) 0 2%
RET-mutant RET fusion- - Objective response rate
medullary thyroid o aiiant falvs positive (RECIST 1.1) Prior platinum-based chemotherapy, n (%) 105 (100)
‘ °m'" n=39 NSCLCwho .+ Secondary endpoints Prior PD-1/PD-L1 inhibitor, n (%) 58 (55)
| Phase2 dose expansion received prior - Duration of response Concurrent with platinum-based chemotherapy 9(9)
| Selpercatinib dosed at fusion Non-measurable platinum Sequential to platinum-based chemotherapy 49 (47)
160 mg BID liza 3 disease chemotherapy* - Progression-free survival
o Positive thyroid n=14 - Safety Prior multikinase inhibitor (MKI), n (%) 50 (42}
cancer 1 37(35)
w2l + Treatment beyond 22 - 13(12) [
Other S;%{:;:éogep;z:mea vith Brain metastases, n (%)* |
& Measurable disease 104 (99) 39 (100)

3 Tokai % may be ddierent fan the sum ol B

agreementwih FDA, patents wih non-measurable disease enrolled durny dose escalabon were efgble for the prmary analysss set
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Efficacy of Selpercatinib: Primary Analysis Set (n=105) Durability of Selpercatinib Efficacy: Primary Analysis Set
1 Priortherapy |
| T O R e Dutnctmps Pogsn o Prior Platinum doublet (n=105)
A ; ORR 68%
<o § 2
5 | 1" N CNS ORR 91%
i }a ; mDoR 20.3m
3.0 = s | O mPFS 18.4m
E "
7 60 9% 2
@ ORR(85% CI) gqy, 765 9% 100% o N fom s sl e b w s oxow
of o i
$0 %% Ll 1 28 patients n the PAS that progressed, 23 continued treatment post:progression, for0.2-16 4+ months
100 :g z:' ; o FS simiar regardiess of pior therapy (e g. ant-PD-1/PD-L1, MKls)

[ASLC | 2019 World Conference on Lung Cancer IASLC 2019 World Conference on Lung Cancer NI uaa aweled
"“— il | September 7-10, 2019 | Barcelona, Spain 8 | September 7-10, 2019 | Barcelona, Spalr Woridw
.. Efficacy of Selpercatinib: Treatment-naive Patients (n=34) Durability of Selpercatinib Efficacy: Treatment-Naive
201 Duration of response Progression-free survival .
2 - o Treatment Naive (n=34)
. iy - T ORR 85%
g i } -
< $oo ! | DoR NR
g“ § 0 5% C1 0 3-HE E rml PFS Nt reached (35% C1 9 2-4€)
E i ‘\-M.r,.,u»:u.'m C ) i . ‘m.:;.f.fu 5 PFS. NR
% 60 & iy ‘W.,‘.wwmu )
H 2 Nathat =%
W e MR e
|

Iniciativa cientifica de:

X
Drilon A, et al. PL02.08 G e C P

lung cancer
research




Is a fase lll trial the way to move forward? (NG (ANCER
UPDATES

IASLC HIGHLIGHTS

7-10 DE SEPTIEMBRE 2019

[ASLC “43 ;g“ 2019 World Conference on Lung Cancer wcic2019.iasic.com | #WCLC19
ue!,— ;[“‘"’ﬁk September 7-10, 2019 | Barcelona, Spain Conquering Thoracic Cancers Worldwide
. PFS (mos.)
Phase lll trials for oncogene targeted s R L T |
: iL ;
= ? =
therapies — do we need them® T
TARGETED THERAPIES A ma 31% 4.2
Time to shift the burden of proof e
for oncogene-positive cancer? PF1014¢ 45% 70
Robert C. Doebele KN1895 47.6% 8.8
1 63.5% 8.3
& _ 1urden of proof for approval “ORR 40-50% MR :
shouldedbehadjusted;r oncogene- PFS 5-6 months” GLORY (plat'dOUb'ety 51% 7.8
targeted therapy...
arge Py oL (or
“Moving forward, do we still need to LIBRETTO (n=105)2 68% 18.4
run randomized phase Il trials of PF1007 (doc orpemlf  20% 3.0
oncogene-directed therapies against e im0 o v
standard chemotherapy drugs?” ’
- docetaxel 14% 3.0

'Doebele Nat Rev Clin Onc 2013 2Drilon et al., WCLC 2019; Mok et al., NEJM 2017; “Solomon et al., NEJM 201 ; *Ghandi et al.,

NEJM 2018 ; SSocinski et al., NEJM 2018; “Gautschi et al., JCO 2017 ®Shaw et al., NEJM 2013; *Garon et al., Lancet 2014
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BASELINE CHARACTERISTICS AS REPORTED BY INVESTIGATOR

BACKGROUND AND INTEGRATED ANALYSIS DESIGN

Efficacy population (data cut-off: May 2018)

Adult patients with metastatic NTRK fusion-positive solid tumors

or ROS1 fusion-positive NSCLC
N=54 (NTRK) / N=53 (ROS1)

ALKA-372-001 STARTRK-1 STARTRK-2
Phase |, dose-escalation study Phase |, dose-escalation study ase 1l, multicenter,
global basket study
NTRK /ROS1 NTRK / ROS1
. e . . NTRK /ROS1
fusion-positive tumors fusion-positive tumors . -
— — _ _ fusion-positive tumors
n=1/n=9 n=2/n=7 - -
n=51/n=37

Safety population

Patients receiving entrectinib (all tumor types and gene rearrangements)
N=355*

Primary endpointst Secondary endpoints

- ORR - PFStand OS

— DoR — Intracranial ORRT and DoR*
— Timeto CNS progressiont
— Safety and tolerability

Paz-Ares L, et al. MA 14.02

Baseline characterstis NTRK# solid tumers ROSZ+ NSCLC
(investigator-assessed) (N=54) (N<53)
Baseline CNS lesions, n (%)
Measurable 1337) 5(04)
Non-mezsurable 10(185) 18(340)
Al () B34
Time from end of prior RT to first dose, n %) N<7 with prior RT N=15 with prior RT
<2 months 2(286) 9(600)
2to<6 months 4574) 1(133)
2% months 1(143) 4(267)
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ENTRECTINIB INDUCED CLINICALLY MEANINGFUL
DURABLE INTRACRANIAL RESPONSES AS ASSESSED BY BICR
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Measurable CNS
disease* (n=7)

NTRK+ solid tumors (N=54)

Measurable and
non-measurable CNS
disease* (n=11)

NTRK+ NSCLC
(N=10)

Measurable and
non-measurable CNS
disease* (n=6")

ROS1+ NSCLC (N=53)

Measurable CNS
disease* (n=12)

Measurable and
non-measurable CNS
disease* (n=20)

Intracranial ORR, % 57.1 54.5 66.7 75.0 55.0
(95% CI) (18.4, 90.1) (23.4, 83.3) (42.8, 94.5) (31.5, 76.9)
Responders (CR or PR), n 4 6 4 9 11
Median intracranial DoR, months NE NE NE 12.9 12.9
(95% CI) (5.0, NE) (5.0, NE) (4.6, NE) (5.6, NE)
Responders with progression, n (%) 1(25.0) 2(33.3) — 4 (44.4) 5 (45.5)
I T T A [l NE (2.8, NE) 14.3 (5.1, NE) — 19.3 (3.8, 19.3) 7.7 (3.8,19.3)
(95% CI)
Patients with progression, n (%) 3(42.9) 5 (45.5) — 6 (50.0) 13 (65.0)
*CNS disease at baseline assessed by investigator and confirmed by BICR; TFive patients with measurable disease
Ic ORR 67% in NTRK+ NSCLC
ic ORR 55% ROS1 fusion+ NSCLC N

Paz-Ares L, et al. MA 14.02
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NTRK+ solid tumors ROS1+ NSCLC

e e st s = The use of a CNS-
§ w0 . Fog e penetrant drug such as
— H ) entrectinib has the
3 4 g 407 Median NE . .
- Medan 172 mos (51.1€) potential to provide CNS
5 + Censored (14.3, NE) b . . . .
0 I B TN T T T %9 ";31 e protectlon n patlents.
No. at risk 54 47 39 26 e (1“;"“ s)12 5 2 No.atrisk 53 42 38 33 30 18 1‘I|me;:mnr':' 5)6 5 3 2 1
T v —_— Patierts it 1o CHS aisease = with existing brain
§ w0 g = 1 lesions
é 60 =1 é 60 =
£ w0 M § 40 Median NE . .. .
. Medan209mos 5 - (NE.NE) = without existing brain
o (14.9, NE) @ -
L S S S S A S ) ° "7 e 12 1 2 0 3% a2 lesions
Time (months) Time (months)
No. atrisk 43 38 33 23 15 11 4 2 No.atrisk 33 28 28 26 24 177 10 7 7 6 5 3 2 1
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