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Combinacion EGFR-TKI + Antiangiogénico
EC REPLAY UPDATES

ASCO HIGHLIGHTS

toxicity
+Prior treatment with EGFR
TKI or chemotherapy

Objetivos secundarios: OS, RR, peh
D C R ) D O R ?2‘(:2’::{:35'::::?19 deletion vs. exon 21 L858R) + Region (East Asia vs. other)

+ Sex + EGFR testing method (therascreen®/cobas® vs. other)

EC Fase lllI RELAY: Study Design.2
Objetivo primario: PFS e )
evaluada por investigador LT g e R——
Prase 3+ 0 progession iy nd ot
HR 0.71 / 270 eventos el S

P re - e S p e C ifi C a d O S P F S 2 y *Phase 3 enrollment began after confirmation of dose and schedule in Phase 1b?
biomarcadores . s g

2019A$CO o, e ety Pty of Mk
E n-16-Feb-18 RELAY: Baseline Characteristics

Kindai University Faculty of Medicine, Osaka, Japan
4 49 p RAM+ERL (N=224)  PBO+ERL (N=225)

1. Garon EB et al. Chin Lung Cancer 2017; 2 Reck M et al. Ciin Lung Cancer 2018

Sex Female 141 (63) 142 (63)
Age Median (Min-Max), years 65 (27-86) 64 (23-89)
Race® Asian 172 (77) 174 (77)
Caucasian 52 (23) 48 (21)
1 OO C e n t r‘o S Smoking history Never 134 (60) 139 (62)
ECOG performance status 0 116 (52) 119 (53)
Disease classification Primary metastatic 195 (87) 191 (85)
Recurrent metastatic 29 (13) 34 (15)
Jue o EGFR mutation type® Exon 19 deletion 123 (55) 121 (54)
En el momento del analisis o L) - ot

EGFR testing method® therascreen® and cobas® 96 (43) 101 (45)

continlan en tratamiento 19% ) maes

*PBO+ERL arm included 3 Other: 1 American Indian or Alaska Native, 1 Black or African American, and 1 Missing

control vs 29% exper. e

siow: 200ASCO - mscolr || msonia, Gl
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RELAY Primary Endpoint: PFS (Investigator-Assessed)

1.0
RAM+ERL PBO+ERL

iz n=224 n=225

= Events 122 158

=}
~

e Median, mo 19.4 124 H R 0. 65 Del 19

71.9% vs. 50.7% (95% Cl) (154-216) (11.0-135)

HR (95% Cl) 0.591 (0.461, 0.760) HR 0.62 L858R

P-value <0.0001
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00

0 12 15 18 21 24
Patients at Risk Time from Randomization (Months)
RAM+ERL 224 19¢ 170 | 133 1 ¢ 19 e 2
— PBO+ERL 22¢ 96 67 36 99 72 52 37 27 15 4

Consistent PFS benefit by independent, blinded central review (HR 0.671, 95% CI 0.518 — 0.869; p=0.0022)

Duration of response
RAM+ERL PBO+ERL
N=224 N=225
ORR % (95% Cl) 76 (71-82) 75 (69-80) ’ N o) d |fs:
DCR % (95% Cl) 95 (92-98) 96 (93-98) i . \
Duration of Response N=171 N=168 4 1 ° Tasa de Respuesta
Events 101 (59) 128 (76)

P 18.0 1.1 _ - Tasa de control enf.
(95% Cl) (13.9-19.8) (9.7-12.3)

HR (95% CI) 0.619 (0.477, 0.805)

Time from Rendomuation (Mosths )
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EAs > G3:
72% vs 54%
No difs. discontinuacion tto.

LA » ERL FOO vTmL
» ' .

Aumento diarrea, rash e
hipertension arterial

e ot Déapnonk

al Eassdne  Ye

< Faeors RAMERL Favawrs PBOCERL >

RELAY: PFS2 and Interim OS

PFS2 (Investigator-assessed)

Rates (%)

RAM+ERL PBO+ERL
N=224 N=225

Events, 61 7;) ;
Censoring rate 73% 65%
Median, mo NR NR
HR (95% CI) 0.690 (0,490, 0.972)
RAM+ ERL PBO+ERL Interim OS Events 37 42
R TSR Censoring rate 83% 81%
Medlan, mo NR NR
T750M rates (95% Cf) ( 30‘.35-8) ( 36‘.758) HR (95% Cl) 0.832 (0.532, 1.303)

30-Day FU Post-progression

T790M (+)palients with results 19/44 3575

P-value {.849




Combinacion EGFR-TKI + QT
Gefitinib vs Gefinitib + Carbo-Pem UPDATES

ASCO HIGHLIGHTS

y

Objetivo primario PFS o

Hipétesis: PFS de 10 a 15 m 0
712 p valorados | | i

350 p aleatorizados " m_r_J

EAs G>3: 50.65% vs 25.3% | ————— R

PFSG > 8m k [T ri

PFS G+Cb+P = 16 m ——

HR 0.51 (p<0.001) e e e o

Ape of sereening
-0 years TV 95119 - SA7 W-3-\0%
0 years 2043 T —a—] o
(1= VA T i OB Gefitinib 250mg daily =~ -
i 2 lae 588 738 -— 243 82006
ELIGIBILITY CRITERIA Pem 500 mg/m? + P a88 P - 143 929-064)
+ Age>18yrs n=1748 Carbo AUC 5 Q21d x 4 i A bt o ombsiibiient ! -
* Histologic/ cytologic NSCLC - Pem 500 mg/m? Exon-13 509 86110 s | st
+ Stage llIB not amenable to Q21d - w';"': 4155 52785 —8—
radical therapy or Stage IV STRATIFY A e o5 053 12.29-008)
+ First-line palliative intent " ECOW v.2) Randomized Ko Sortis i - 051 (0.33.068)
* Activating EGFR mutation - * > 1:1 ECOG Performance Stetss
(exon 19/ 21/ 18) * EGFR mutation Open Label — % 048 236068
+ ECOGPSOto2 (exon 19 v. other) 4 okos b = 087 $9.22-0.98
+ Adequate organ function e oortra Se17e = 051 (0.39-066)
* No h/o ILD, radiation |
pneumonitis that required In=176
steroids or IPF Favors Goiteds + pamebesed Favers Gelbaib smm

Cartmnrater wve

Evaluation: Clinical- Q 3 wks in Gef + C (pre-chemo), Q 2mth (gef); Radiologic-Q 2-3 mnth

Duration of Therapy: until PD, unacceptable toxicity or consent withdrawal.

19]9ASCO ———
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How to Integrate the Results of RELAY and Chemo + Gefitinib Trial
in the Current Landscape of EGFR Mutant Treatment?

* In the perspective of the whole treatment sequence

Median PFS in Months 3m 6m 9m 12m 15m 18m 21m 24m 27m 30m MPFS1+2+3

~10-14 months if 7790M+ (50%) 10 months 5 months

Past SOC:

SR ) 1%4/2" generation TKI Osimertinib Pt-Chemo 25-29 months

First- or second-generation

TKlin first line if T790M- (50%) 5 months 15-19 months

Al tive SOC 19.4 months if T790M+ (50%) 10 months 5 months

ternative . . 3 =

e Erlotinib + ramucirumab Osimertinib Pt-Chemo 34 months

Erlotinib + ramucirumab in

first line if T790M~ (50%) 5 months

24 months

16-21 months if T790M+ (50%) 10 months 3 months

Alternative SOC: Carbo-Pem + gefitinib Osimertinib 2L Chemo 29-34 months
Cb-Pem + gefitinib in first line

if T790M~ (50%) 3 months

19-24 months

18.9 months S months

Current SOC (FLAURA):
Third-generation TKI in first Osimertinib Pt-Chemo 24 months

|

line

prcsenTin AR 2019 ASCO ol PRESENTED BY: Maurice Pérol, MD

ANNUAL MEETING
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28 p tratados con 160 mg/24 h ] ]
Study Design: Phase 1/2 Trial of Oral TAK-788 (NCT02716116)
(6 escalada dOSiS + 22 COhorte expansion) Phase 1 Dose Escalation: 3+3 Design (Advanced non-small cell lung cancer; ECOG PS <2)

Phase 2 expansion (Open, enrolling): TAK-788 160 mg gd

Pretratados (mediana lineas tto. 3) oy —

Safety, , PK, efficacy

79% tto. previo anti-EGFR : '

43% metas SNC e ; b
Mediana tiempo en tratamiento 7.9 m s e
Tasa respuesta 43% / DCR 86% e Earn e 2 merions

Locations: United States only for phases 1 and 2; United States, European Union, and Asia for Extension.
m P F S 7 3 m Active CNS metastases: Untreated, or treated and progressing; Measurable CNS metastases: 210 mm in longest diameter by contrast-enhanced MRI.
.

CNS, central nervous system; ECOG, Eastern Cooperative Oncology Group; HER, human epidermal growth factor receptor; MRI, magnetic resonance imaging;

ORR, objective response rate; PK, pharmacokinetics; PS, performance status; RECIST, Response Evaluation Criteria in Solid Tumours.
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