m ASOCIACION ONCOLOGOS
CLINICOS DE CORDOBA

BIBLIOGRAFICO 14 de julio 2020

Servicio de Oncologia Clinica

REINA FABIOLA



Osimertinib as adjuvant therapy in patients
with stage IB-IlIA EGFR mutation positive
NSCLC after complete tumor resection:
ADAURA

Roy S. Herbst!, Masahiro Tsuboi2, Thomas John?, Christian Grohe*, Margarita Majem?,
Jonathan W. Goldman®, Sang-We Kim’, Dominika Marmol?, Yuri Rukazenkov®, Yi-Long Wu?

" Medical Oncology, Yale School of Medicine and Yale Cancer Center, New Haven, CT, USA: 2 Department of Thoracic Surgery and Oncology,
National Cancer Center Hospital East, Kashiwa, Japan; ° Department of Medical Oncology, Austin Health, Melbourne, Australia; * Kinik fir
Pneumologie - Evangelische Lungenkiinik Berlin Buch, Berlin, Germany; ° Medical Oncology Services, Hospital de la Santa Creui Sant Pau,
Barcelona, Spain; © David Geffen School of Medicine at University of California Los Angeles, Los Angeles, CA, USA; ” Department of Oncology,
Asan Medical Center, Seoul, South Korea: ¢ Oncology Research & Development, AstraZeneca, Cambridge, United Kingdom; ° Guangdong
Lung Cancer Institute, Guangdong Provincial People's Hospital and Guangdong Academy of Medical Sciences, Guangzhou, China

ASCO  #scom
A :
PRESENTED AT: 2020 ety ol the author PRESENTED BY: Rov S. Herbst
ermis: r reuse,

ANNUAL MEETING



El cancer de pulmon es
la principal causa de
muerte por cancer en
todo el mundo (1,7M)

El cdncer de pulmdn de células no
pequeiias (85%)

1/3 presentan una enfermedad
potencialmente resecable

Localized / early stage

Stage IB®

Stage IF

Cirugia es el tratamiento primario
para pacientes con cancer de
pulmodn de células no pequenas en
estadio temprano.

Quimioterapia adyuvante a base de
cisplatino en pacientes con
enfermedad resecada en estadio Il a
IlIA, y en pacientes seleccionados
con enfermedad en estadio IB.

Regional / locally advanced

Stage IIA®




QMT postoperatoria se asocia con
beneficio de supervivencia del 5% vy

una sobrevida libre de enfermedad La mitad de los pacientes con enfermedad
de 6% a los cinco afios en en estadio |, 2/3 de los pacientes con
enfermedad temprana enfermedad en estadio Il y 3/4 de los

pacientes con enfermedad en estadio Il
Las tasas de recurrencia o muerte de  tendra recurrencia de la enfermedad
la enfermedad después de la cirugia
y la quimioterapia adyuvante siguen

siendo altas.
Localized / early stage Regional / locally advanced
Stage IB* Stage II* Stage lII*

S-year recurrence rate by stage™
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Descubrimiento de inhibidores de EGFR en 1997

“Medicina de precision o terapia molecular”: Drogas que eligen como
blanco la células cancerigenas

Las celulas tumorales presentan receptores en su superficie, que
reciben sefales que activan y favorecen el crecimiento tumoral

(a) Receptor
sin ligando

La familia de receptores de quinasa
esta formada por cuatro tipo de
receptores:

EGFR (ERBB1 o HER1)
ERBB 2 (HER2)
ERBB3 (HER3)
ERBB4 (HER4)

Tirosina
cinasa
inactiva

EGFR esta sobre expresado en muchos tumores de origen epitelial. En el cancer de
pulmén ocurre en un 62% de los casos y se asocia a un peor pronostico



Primera generacion

Erlotinib
Gefitinib

Son moleculas pequefias que compiten
por el sitio de union del ATP en el
dominio intracelular del EGFR,
inhibiendo la autofosforilacion y

bloqueando las vias de seafalizacion
intracelular



Articles I

Gefitinib versus vinorelbine plus cisplatin as adjuvant
treatment for stage IIHIIA (N1-N2) EGFR-mutant NSCLC
(ADJUVANT/CTONG1104): a randomised, open-label,
phase 3 study

Wen-Zhao Zhang, Qun Wang, Wei-Min Mag, Song-Tao Xu, LinWu, i Shen, Yong-Vu Liu, Chun Chen, Ying Cheng, Lin Xu, Jun Wang, Ke Fej
Xiao-FeiLi, Jian Li, Cheng Huang, Zhi-Dong Liu, Shun Xu, Ke-Neng Chen, Shi-Dong Xu, Lun-Xu Liv, Ping Yu, Bu-Hai Wang, Hai-Tao Ma,
Hong-Hang Yan, Xue-Ning Yang, Qing Zhau, Yi-Long Wu, on behalfof the ADJUVANT investigators*

Summary

Background Cisplatin-based adjuvant chemotherapy is the standard of care for patients with resected stage I1-I1IA
non-small-cell lung cancer (NSCLC). RADIANT and SELECT trial data suggest patients with EGFR-mutant stage
IB-11IA resected NSCLC could benefit from adjuvant EGFR tyrosine kinase inhibitor treatment. We aimed to compare
the efficacy of adjuvant gefitinib versus vinorelbine plus cisplatin in patients with completely resected EGFR-mutant
stage II-I11A (N1-N2) NSCLC.

Methods We did a randomised, open-label, phase 3 trial at 27 centres in China. We enrolled patients aged 18-75 years
with completely resected (R0), stage II-I1IA (N1-N2), EGFR-mutant (exon 19 deletion or exon 21 Leu858Arg) NSCLC.
Patients were stratified by N stage and EGFR mutation status and randomised (1:1) by Pocock and Simon minimisation
with a random element to either oefitinib (250 me once dailv) for 24 months or intravenous vinorelbine (25 me/m?

>, ®

Cromshlark

Lancet Oncol 2018; 19: 139-48
Published Online

Movember 21, 2017

http/fik doi.org/10.1016/
SI470-2045(17)30729-5

See (omment page 15

*See appendix for full st of
investigators

Guangdaong Luni Cancer
Institute, Guangdong General
Hospital. and Guanadona

Estudio fase Ill
Abierto
2011 - 2014

Critero de seleccion:
Pacientes RO con estadios Il—
lIIA y mutacion (+) EGFR
NSCLC.

483 fueron randomizados 1:1
a gefitinib vs
vinorelbine/cisplatin

Sobrevida libre de enfermedad
fue mas larga con gefitinib 28.7
meses Vs
vinorelbine/cisplatino 18



e NEW ENGLAND
JOURNAL f MEDICINE

ESTABLISHED IN 1812 SEPTEMEER 3, 2009 VOL 361 WO, 10

Gefitinib or Carboplatin-Paclitaxel in Pulmonary
Adenocarcinoma

Tony S. Mok, M.D., Yi-Long Wu, M.D., F.A.CS., Sumitra Thongprasert, M.D., Chih-Hsin Yang, M.D., Ph.D.,
Da-Tong Chu, M.D., Nagahiro Saijo, M.D., Ph.D., Patrapim Sunpaweravong, M.D., Baohui Han, M.D,,
Benjamin Margone, M.0., Ph.D., EC.C.P, Yukito Ichinese, M.D., Yutaka Nishiwaki, M.D., Ph.D.,

Yuichiro Ohe, M.D., Ph.D,, Jin-)i Yang, M.D., Busyamas Chewaskulyong, M.D., Haiyi Jiang, M.D.,

Emma L. Duffield, M.Sc., Claire L. Watkins, M.Sc., Alison A. Armour, FR.C.R., and Masahiro Fukuoka, M.D., Ph.D.

ABSTRACT
BACKGROUND
Previous, uncontrolled studies have suggested that first-line treatment with gefitinib - From the State Key Laboratory in Oneel:
would be efficacious in selected patients with non-small-cell lung cancer. agyin South Chisa, 5ir YX Paa Contee for
Canger, Department of Clinical Onealo-
METHODS gy, Chinese University of Heng Kang,

In this phase 3, open-label study, we randomly assigned previously untreated patients :uﬂisin:fi E;i':aﬁzhi:“{"rﬂiﬁh? TT‘:]P
in East Asia who had advanced pulmonary adenocarcinoma and who were nonsmok-  Cancer Hospital, Chinese Academy of

ers ot former lisht smokers to receive gefitinih (750 me ner dav (609 natients) ae par-  Medical Sciences, Beijing [D.T.C), and

Estudio fase Ill
Abierto
Multicéntrico

Critero de seleccion:
probabilidad de ser portadores
de m EGFR (adenocarcinoma,
nunca fumadores o fumadores
leves)

1217 aleatorizados a
gefitinib frente a
paclitaxel platino

Objetivo primario: Gefitnib
demostroé ser no inferior a
guimioterapia en términos de
sobrevida libre de progresion,
sin diferencias en sobrevida
global
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SELECT: A Phase Il Trial of Adjuvant Erlotinib in
Patients With Resected Epidermal Growth Factor
Receptor-Mutant Non-Small-Cell Lung Cancer

Nathan A. Pennell, MD, PhD'; Joel W. Meal, MD, PRO¥; Jamie E. Chalt, MDY, Chriskspher G. Azzoli, MD¥; Pasi A. Jaane, MD, PhD;
Ramaswariy Gavindan, MD®; Tracey L. Evans, MD'; Daniel B. Casta, MD"; Heather A Wakeles, MDY; Rebecca 5. Heist, MO, Marc A
Shapiro, MD'; Rlara Mizikarsky, MA*; Sudich Murthy, MD, PRD*; Michas] Laruti, MDY, Valerie W. Rusch, MD'; Mark G. Kris, MD*, and
Lecia V. Sequist, MD*

PURPOSE Given the pivotal role of epidermal growth factor receplor (EGFR) inhibitors in advanced EGFR-mutant
non-small-cell lung cancer (NSCLC), we tested adjuvant erlotinib in patients with EGFR-mufant early-stage
MSCLC.

MATERIALS AND METHODS Inthis apen-label phase |l trial, patients with resected stage 1A to |14 (7™ edition of the
Amenican Joint Commitiee on Cancer staging system) EGFR-mutant NSCLC were treated with erlotinib 150 mg
per day for 2 years after standard adjuvant chematherapy with or without radiotherapy. The study was designed
for 100 patients and powered to demonstrate a primary end point of 2-vear diseace-free survival (DFS) greater
than B5%, improving on historic data of 76%.

RESULTS Patients (N = 100) were enrclled at seven sites from January 2008 to May 2012; 13% had stage |4
disease, 32% had stage |B disease, 11% had stage |IA disease, 16% had stage |IB disease, and 28% had stage
A disease. Toxiciies were typical of erlotinib: there were no grade 4 or 5 adverse evenis. Forly percent of
patients required erlotinib dose reduction to 100 mg per day and 16% to 50 mg per day. The intended 2-year
course was achieved in 69% of patients. The median follow-up was 5.2 years, and 2-year DFS was BB% (96%
stage |, 78% stage Il, 91% stage IIl). Median OFS and overall survival have not been reached: S-year DFS was
B6% (95% CI, 45% to 66%), S-year overall sunvival was 86% (9R% CI, 77% to 92%). Disease recurred in 40
patients, with anly four recurrences dunng erlotinib treatment. The median time to recummence was 25 months
after stopping erotinib. Of patients with recurrence who underwent rebiopsy (n = 24: 60%), only one had T790M
mutation defected. The majority of patients with recumence were retreated with erlotinib (n = 26; 65%) for a
median duration of 13 months.

Estudio fase Il
Abierto
2008 - 2012

Critero de seleccion:
Pacientes con reseccion en
estadios IA—IIIA y mutacion (+)
EGFR NSCLC.

100 pacientes recibieron
erlotinib VO por 2 afios

Objetivo primario:

Sobrevida libre de enfermedad a
2 anos fue del 88%, siendo
mavyor al historico de 76%



Mutaciones del EGFR

La aparicion de la mT790M en el exdn 20 de EGFR es el mecanismo de
resistencia adquirida mas frecuente. Aparece en un 50-60% segun
diferentes series. Dicha mutacion se localiza en la region de union del
ligando. Su presencia es capaz de restablecer la afinidad del receptor
al ATP en un nivel similar a un EGFR nativo.

Este aumento de afinidad es el responsable de |la resistencia a TKI

La presencia de la mT790M reduce la potencia de cualquier inhibidor
competitivo de ATP, pudiéndose revertir esta resistencia con inhibidores
irreversibles capaces de formar un enlace covalente con el sitio de union
del ATP

La presencia de la mT790M como mecanismo de resistencia los ITQ fue
descrita en 2005



Mutaciones del EGFR

Condicionan una modificacion de la actividad del receptor, con una
activacion continua de la quinasa del receptor y que se asociaba la
capacidad de producir una adiccidon oncogénica, es decir, los tumores que
presentaban estas mutaciones eran controlados de forma selectiva por la
sefal que procedia de la activacion de dicho receptor, sin verse afectada
por sefales procedentes de otros receptores.

De este modo, con un farmaco apropiado, se podia bloquear esta sefial
exclusiva produciendo la interrupcion del crecimiento celulary la
apoptosis

El descubrimiento de las mEGFR, su deteccién y cribado poblacional abrié
la era del diagndstico molecular del CNMP. A partir de esa fecha, se
recomendd una busqueda activa de las mEGFR a fin de seleccionar los
pacientes que podrian presentar un beneficio al tratamiento dirigido con
TKI frente a EGFR



Segunda generacion

GIOTRIF

AFATINIB

Neratinib
Dacomitinib —
Afatinib

En modelos preclinicos, estos inhibidores irreversibles demostraron una
actividad prometedora, especialmente en pacientes con la mT790M.

Los inhibidores de la segunda generacion son capaces de unirse a regiones
de EGFR, HER 2 y HER 4, produciendo inhibicion enzimatica irreversible
(mas duradera y profunda)

Sin embargo, los estudios clinicos llevados a cabo en poblacién con mEGFR
resistentes a los ITQ reversibles erlotinib y gefitinib no demostraron ningun
beneficio



Tercera generacion — O

l ’ ‘aTAGR'SS?.:..—:
WZ4002 3 I __r_,‘._‘.--»..-?ft':"r’ 0
Rociletinib [ | e =
Osimertinib
Olmutinib

Actividad frente a la Mt790m

Ademas, estos farmacos presentaban

una menor actividad sobre la forma Aprobado por ANMAT en 2017
nativa de EGFR y asociaban una

toxicidad de clase menor que los ITQ de

primera y segunda generacion.
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ESTABLISHED IX 1812 APRIL 30, 2015 ¥OL 372 WOLIE

AZD9291 in EGER Inhibitor-Resistant Non-Small-Cell
Lung Cancer

Pasi A. Janne, M., Ph.D., |ames Chib-Hsin Yang, M.D., Ph.D, Dang-Wan Kim, M.D, Ph.D,
David Planchard, M.0., Ph.D., Yuichira Ohe, M.D, Suresh 5. Ramalingam, M.D., Myung-/u Ahn, M.D., Ph.D,
Sang-We Kim, M.D., Ph.0., Wu-Chou Su, M., Leora Hom, M.D., Daniel Haggstrom, M.D.,
Enrigueta Felip, M.D., Ph.D,, Joe-Hang Kim, M.D., Ph.D., Paul Frewes, M 5c., Mireille Cantarini, M.D.,
Kathryn H. Beoswn, Ph.0L, Paul A. Dickinsan, Ph.D., Serban Ghiorghiu, M.D., and Malcalm Ranson, M8, Ch.8,, Ph.D.

ABSTRACT

BACEGROUND

The EGFR TA0M mucarion is the most common mechanism of drug resistance to  From the Lowe Centerfor Tharaci Os
epidermal growth factor recepeor (EGFR) tyrosine kinase inhibitors in patients who “I"':IEE ind ‘!:F"{“D'“*‘“;ﬂ:;‘-"cﬁﬁ'
have lung cancer with an EGFR mutation (EGFR-mutated hung cancer). In preclinical fﬁ m;m ,,";E ;:”i | auu:i

models, the EGFR, inhibitar AZDI291 has been shown to be effective against both  Tawan siversity and Natial Tahwan

EGFR, tyrosine kinase inhibitor-sensirizing and T790M resistance mutations, ~ Unierd Hospia LC.HY) and Cheng
burg Usiersly Hosgial (W.CS) —

Estudio fase /Il
Abierto
Multicéntrico

Seguridad, tolerabilidad,
farmacocinética y
actividad antitumoral de
dosis ascendentes de
AZD9291

253 pacientes con NSCLC
localmente avanzado o
metastasis

Recibieron previamente
TKI

62% mujeres

62% asiaticos

62% presentaba EGFR
T790



Resultados

* AZD9291 como monoterapia se asocia a tasas de respuesta del 61%
con limitados efectos adversos en piel y gastrointestinales

Diarrea RASH Nausea
47% 40% 22%

* En pacientes que presentaban T790 resistencia estuvo asociado a
mayores tasas de respuesta y sobrevida libre de enfermedad mas
larga

* En pacientes sin EGFR t790 detectable se asocio a tasas de respuesta
menores (21%)



The NEW ENGLAND JOURLNAL of MEDICINE

ORIGINAL ARTICLE

Osimertinib in Untreated EGFR-Mutated
Advanced Non-Small-Cell Lung Cancer

JC. Soria, Y. Ohe, ). Vansteankiste, T. Reungwetwattana, B. Chewaskulyong,
KH. Lae, A. Dechaphunkul, F. Imamura, N. Nogami, T. Kurata, |. Okamoto,
C.Zhou, B.C. Cha, Y. Cheng, E.K. Cho, P.. Voon, D. Planchard, W.-C. Su,
J E.Gray, 5-M. Lee, R. Hodge, M. Marotti, Y. Rukazenkov,
and 5.5. Ramalingam, for the FLAURA Investigators*

ABSTRACT

BACKGROUND

(simertinib is an ora!, tird-generation, imeversible epidermal growth factor recep
tor tyrosing kinase inhibitor (EGERTKI) that selectively inhibits both EGFR-TKI-
sensitizing and EGFR T790M resistance mutations. We compared osimertinib with
standard EGFR-TKIs in pacents with previpusly untreated, EGFR mutation-positive

advanced non-smal’-cell lung cancer (NSCLC).

METHODS

In this double=blind, phase 3 trial, we randomy assigned 556 paients with previousy
untreated, EGFR mutation-positive (exon 19 deletion or LE5ER) advanced NSCLC
in a 1:1 ratio to receive either osimertinib (3t  dose of B0 me once daily) or a stan-
dard EGFR-TKI (gefitinib at 2 dose of 250 mg once daily or erlotinib at 2 dose of
150 mg once daily). Tae primary end point was investigator-assessed progressions

free sunvival,

The authors” full names, academic da-
grees, and affliations are listed in the dp-
pendi. Address reprint requests to Or,
Ramalingam at the Winship Cancer Insti-
tute of Emory University, 1365 Clifton Rd.
NE, CAOUE, Atlanta GA 30322, or at
ssramal emary.edu.

44 list of the FLAURA Investigators is
provided in the Supplementary A ppen.
dix, available at NEJM.org.

This article was published on November
18, 2007 atNEJM.or,

D01: 10,1056 NE| Maal 13137
Coppight 2607 Mmachuee Ml Sociy

Estudio fase Ill
Doble ciego
Multicéntrico

Eficacia y la seguridad de
AZD9291 versus
gefitinib o erlotinib

NSCLC localmente avanzado o
metastasis

NSCLC localmente avanzado o
metastasis



996 pacientes fueron testeados para la mutacion EGFR (delecion del

exon 19 o L858R)

SE ELIGIERON 556

Randomizados 1:1 a 80 mg VO vs gefitinib 250 mg VO o erlotinib 150 VO

A Progression-free Survival in Full Analysis Set
Mo. of Median Progression-free Survival

Patients (95% CI)

F1g
Osimertinib 279 18.9 (15.2-21.4)
Standard EGFR-TKI 277 102 (9.6-11.1)

Hazard ratio for disease progression or death,
0.48 (95% CI, 0.37-0.57)
P<0.001

0.6+
Osimertinib

Probability of Progression-free
Survival

R
0.2+
Standard EGFR-TKI
0.0 T T T T T T T T 1
i) i [ 9 1 15 1% 21 24 27
Manth
Mo. at Risk

Osimertinib 279 262 233 210 178 139 71 28 4 1]
Standard IFF 239 197 15: 07 TR 37 10 % 0
EGFR-TKI

Sobrevida libre de progresion
Osimertinib 18.9 m

Vs
gefitinib o erlotinib 10.2 m
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ORIGINAL ARTICLE

Osimertinib or Platinum-Pemetrexed
in EGFR T790M-Positive Lung Cancer

T.5 Mok, Y.-L. Wu, M.-J. Ahn, M.C. Garassino, H.R. Kim, 5.5. Ramal ngam,
F.A. Shepherd, Y. He, H. Akamatsu, W.5.M.E. Theelen, C.K. Lee, M. Sebastian,
A. Templeton, H. Mann, M. Maratti, 5. Ghiorghiu,
and V.A. Papadimitrakopaulou, for the AURAZ Investigators®

ABSTRACT

BACKGROUND
Osimertinib is an epidermal growth factor receptor tyrosine kinase inhibitor
(EGFR-TKI) that is selective for both EGFRTKI sensitizing and T790M resistance
mutations in patients with non-small-cell hing cancer. The efficacy of osimertinib
as compared with platinum-based therapy plus pemetresed in such patients is

unknown.

METHODS
In this randomized, international, open-label, phase 3 trial, we assigned 419 pa-
tients with T790M-positive advanced non-small-cell lung cancer, who had disease
progression after firstdine EGFRTKI therapy, in 2 21 ratio to receive either oral
osimertinib (at a dose of 80 mg once daily) or intravenous pemetrexed (500 mg
per square meter of body-surface area) plus either carboplatin (target area under
the curve, 5 [AUCS]) or cisplatin (75 mg per square meter) every 3 weeks for up to
six cycles; maintenance pemetrexed was allowed. In all the patients, disease had

The authars full names, academic de:
grees, and affiliations are listed in the Ap-
pendi. dddress reprint requests to Dr.
Mok at the Department of Clinical Oncal:
ogy, Chinese University of Hang Kong,
Prince: of Wales Hespital, Hong Kong,
China, or at tony@clo.cubk edu b

ok complete list of the AURAY imvestiga:
fors i provided in the Supplementary
Mgpendix, avaable at NEJM.org.

Drs. Mak and Wu contributed equally to
this articke.

This article was published on December &,
01, at WEJM.arg.

DO: 101056 NEMoalB11ETd

Estudio fase Ill
Doble ciego
Multicéntrico

Osimermatinib vs
pemetrexed +
carboplatino/cisplatino x
6 (mantenimiento de
pemetrexed permitido

Pacientes que presentaban
T790M (+) NSCCL con progresion
luego de terapia de primera lina
con EGFR TKI



A Patients in Intention-to-Treat Population

Qsimertinib

Platinum-pemetreted

Median
No.of Progressionree
Patients ~ Survival
Mo (35% )
Osimertib 279 10.1 (83-123)
Platinurm-pemetrened 140 44 (42-5.)

Hazard ratio for disease pragression
or death, 0.30 (95% C1, 0.13-041)
P<0.001

8 104
&
;
.E 084
b3
o2 (f
it
5a
r 0.4+
E
0 0.2+
[
0.0
No. at Risk

Menth

Osimertinid 179 40 182 B
Plafinum- 140 8 4 17

pemetrexed

11 15 13
50 13 0
1 1 0

Sobrevida libre de
progresion Osimertinib
(10,1) Vs platino
pemetrexed(4,4)

RAM grado |

e Osimermatinib (33%)
* Platino pemetrexed (11%)

RAM grado

e Osimermatinib (42%)
* Platino pemetrexed (41%)

e Osimermatinib (23%)

e e Platino pemetrexed (47%)




ADAURA Phase lIl double-blind study design

Patients with completely resected

stage* IB, ll, llIA NSCLC, with or without
adjuvant chemotherapy!

Key inclusion criteria:

218 years (Japan / Tawan: 220)

WHO performance status 0/ 1

Confirmed primary non-squamous NSCLC
Ex19del/ L858R!

Brain imaging, if not completed pre-operatively
Complete resection with negative margins

Max. interval between surgery and randomization:
* 10 weeks without adjuvant chemotherapy

+ 26 weeks with adjuvant chemotherapy

Endpoints

Stratfication by:
stage (IB vs Il vs lIA)

EGFRm (Ex19del vs L858R)
race (Asian vs non-Asian)

Planned treatment duration: 3 years
Osimertinib

Treatment continues until:
+ Disease recurrence
* Treatment completed

80 mg, once daily

Randomization * Discontinuation criterion met
11
(N=682) Follow up:

« Until recurrence: Week 12 and 24,
then every 24 weeks to 5 years,
then yearly

* After recurrence: every 24 weeks
for 5 years, then yearly

* Primary: DFS, by investigator assessment, in stage Il/llIA patients; designed for superiority under the assumed DFS HR of 0.70

» Secondary: DFS in the overall population™, DFS at 2, 3, 4, and 5 years, OS, safety, health-related quality of life

* Following IDMC recommendation, the study was unblinded early due to efficacy; here we report an unplanned interim analysis
* At the time of unblinding the study had completed enrollment and all patients were followed up for at least 1 year

PRESENTED AT: 2020ASCO' #ASC020

PRESENTED BY: Roy S. Herbst

NCT02511106; ADAURA dala cut-oft January 17, 2020. *AJCC T edilon; TPrior, post, or planned radioherapy was not alowed; 5
#Centrally confrmed in fssue; *Paents received a CT scan afer resecion and wihin 28 days prior fo treaiment, %Stage IB/ I/ 1A

Slides are the property of the author,
i red for reuse.

ANNUAL MEETING e

CT, computed fomography; Ex19de!, exon 19 delefon;
IDMC, Independent Daa Monioring Commiee; WHO, World Healh Organizafion.




Baseline characteristics in the overall population (stage IB/I/IIA)

. Osimertinib
0
Characteristic, % (n=339)

Sex: male / female 32168 28172
Age, median (range), years 64 (30-86) 62 (31-82)
Smoking status: smoker” / non-smoker 32/68 25/75
Race: Asian / non-Asian 64/ 36 64/ 36
WHO performance status: 0/ 1 64/ 36 64 /36
AJCC staging at diagnosis (7™ edition): 1B / Il / A 31135/ 34 31134135
Histology: adenocarcinoma/ otherT 95/5 96/4
EGFR mutation at randomization*; Ex19del / L858R 55145 56/ 44
Adjuvantchemotherapy: yes / no 55145 56/ 44

PRESENTED AT: 2020ASCO oy PRESENTED BY: | S. Herpst ADAURA ddla cut-of: January 17, 2020, Fo mer. r. osimerinb n=104, placebo n=83; current osimerinb n=4, placebo n=3;

Sl erty of the author,
¢ never. osimerfinb n=23 Tincludes bronchial gland carcinoma (NOS): osimerinib n=1; placebo n=2;
ANNUAL MEETING i malignant adenosquamous n=4; n=5; other: osimerfinib n=11; placebo n 7 3Central fest




Primary endpoint; DFS in patients with stage II/lllA disease

= 1%
o 90%
' i : Median DFS, months (95% Cl)
08 - : | : - Osimertinib NR (38.8, NC)
07- I : i 204 (166, 24.9)
i i E HR (95% Cl) 0.17(0.12, 0.23);
2 06+ i ! ; p<0.0001
2 | 5 E Meturty 33%
2 U i i E osimertinib 11%, placebo 55%
/2] 1 1
5 04- : : {
0.3 4 i i E
s e ;
0.0 T i | i ] i I 1
0 b 12 18 24 30 36 42 48
Ni. atiek Time from randomization (months)
Osimertinib 233 219 189 137 % 51 17 2 0
Placeho 237 190 128 8 51 2 9 1 0

2020 As CO #ASC020 - ADAURA daia cutof: January 17, 2020.
PRESENTED AT: 5 PRESENTED BY: KOV 5. Herpst Median folow-up: osimerinib 22.1, placebo: 15.0 months;

I al i,
R DFS by invesfigalor assessment Tick marksindicale censored dafa
ANNUAL MEETING - NG, not calulbl;, NR, nok reached



Secondary endpoint: DFS in the overall population (stage IB/II/IIA)

97%

89%

R i Median DFS, months (95% Cl)
08+ | - Osimertinb ~ NR (NC,NC)
n 281(221, 358)
5 | HR(95%Cl)  0.21(0.16, 0.28)
06- | i p<0.0001
| | Maturity 29%:

osimertinib 12%, placebo 46%

DFS probability
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0.34 ,

02+

041 1 : :

0.0 T 1 T T T T T

0 b 12 18 24 30 36 42 48

Ni. atiek Time from randomization (months)
Osimertinib 339 314 212 206 136 73 25 4 0
Placeho 343 288 209 149 87 53 2 3 1

g FAC AN
PRESENTED AT: 2020ASCO w PRESENTED BY: Roy S. Herbst ADAURA daia cukof: January 17, 2020

aes 0] A
ANNUAL MEETING permi r . Median folow-up: osimerfin 22.1, placebo: 16.6 monhs;
DFS by invesfigalor assessment; Tick marksindicate censored daia



DFS across subgroups in the overall population

SUng'OUp HR 95% Cl
Overall (N=682) Stratified log-rank —e—i 0.21 0.16, 0.28
Unadjusted Cox PH —e— 0.20 014,029
oor Male (n=204) —e— 0.21 0.11,0.36
Female (n=478) —— 0.20 0.12, 0.30
s <65 (n=380) —— 0.18 0.10,0.28
265 (n=302) —— 0.24 0.14,0.38
Smkiig #atis Smoker (n=194) S 0414 0.06, 0.27
Non-smoker (n=488) —— 023 0.15,0.34
Racs Asian (n=434) —— 0.22 014,033
Non-Asian (n=248) —— 047 0.08, 0.31
Stage IB (n=212) —e—— 0.50 0.25, 0.96
Stage Stage Il (n=236) —e— 047 0.08, 0.31
Stage A (n=234) —— 0412 0.07,0.20
EGFRm Ex19del (n=378) —— 0.12 0.07,0.20
L858R (n=304) e 0.35 0.21, 0.55
Adjuvant chemotherapyYes (n=376) - 08 041,028
No (n=304) e 023 043,038
0.2)1 0I1 1

HR for disease-free survival (95% CI)
Favors osimertinib

4
<

neow. 2020ASCO  #4sC020 T A

ANNUAL MEETING ;Zf;sua;:nt:w:qir’:g;r,tﬁ{, LZ:au(har, . ADAURA data cut-of: January 17, 2020. Overal populaion: stage IB /11 /1IIA,
DFS by invesigator assessment



DFS by stage

Stage IB Stage |l Stage IlIA
2 year DFS rate, % (95% Cl)
- Osimertinib 87 (77,93) 91(82, 99) 88 (79, %)
73 (62, 81) 56 (45, 65) 32 (23,42)
Overall HR 0.50 0.17 0.12
(95% Cl) (0.25, 0.96) (0.08, 0.31) (0.07, 0.20)

* Inthe osimertinib arm, 2 year DFS rates were consistent across stages IB, Il, and IlIA disease
* Maturity (overall population: stage IB / 11/ [IA) 29%: osimertinib events 12%, placebo events 46%

A ' #ASC020 ,
PRESENTED AT: 2020 SCO 3 e atthor PRESENTED BY: Rov S. Herbst

ANNUAL MEETING e ADAURA dala cutof. January 17, 2020



DFS by stage

Stage IB
i) Stage IB Stage |l Stage IlIA
£ 2 year DFS rate,
s U % (95% Cl)
E g4 ~Osimertinib ~ 87(77,93)  91(82,95  88(79,94)
2 73(62,81)  56(45,65  32(23,42)
i Overall HR 0.50 0.17 0.12
0 6 12 18 w3 3% 4 4 (95%Cl) (0.25,0.96) (0.08,0.31) (0.07,0.20)
No. at risk Time from randomization (months)
Osimertinib 106 9% 83 69 40 2 8 2 0
Placebo 106 9% 61 67 36 26 1 2 1
08 - 084
E 061 8 061
o 041 o 041
& &
0.2 02
0-0 ! I ' L ' I ' ! 0.0 ! 1 ! L T T T 1
0 6 12 18 24 30 36 42 48 0 b 12 18 24 30 36 42 43
No. at risk Time from randomization (months) No. at risk Time from randomization (months)
Osimertinib 18 10 91 69 47 28 8 1 0 Osimertinb 115 109 9% 68 49 2 9 1 0
Placebo 18 99 14 49 A 15 7 1 0 Placebo 19 91 b4 3 20 12 2 0

g IAC 7 1\,
PRESENTED AT: 2020ASCO R o PRESENTED BY: Rov S, Herbst

ANNUAL MEETING ~ » e e ADAURA ddfa cutof: Janary 17, 2020
Tick marks indicale censored data
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0.8

Overall survival probability

0.3

0.2 -

0.1 1

0.0

No. at risk
Osimertinib
Placebo

0.7

0.6

0.5 1

04 -

100%

Early snapshot: overall survival in patients with stage Il/llIA disease

- W .
~Osimertinib ~ NR (NC,NC)
NR (NC,NC)
HR (95% Cl) 0.40 (0.18,0.90)
Maturity 5%:
osimertinib 3%, placebo 7%
I ] I I | | I I 1
0 6 12 18 24 30 36 42 48 54
Time from randomization (months)
233 229 21 192 137 82 39 10 0
27 231 21 190 127 69 2 11 1 0

PRESENTED BY: Roy S. Herbst

ADAURA ddta cut-of. January 17, 2020

neseeowr: 2020ASCO  #AsCO20

ANNUAL MEETING

Median follow-up: osimerinib 26.1, placebo 24.7 months.
Tick marks indicate censored data



Safety summary

AE, any cause®, n (%) Osimertinib (n=336)

Any AE 327 (97) 306 (89)
Any AE Grade 23 68 (20) 48 (14)
Any AE leading to death 0 1(<1)
Any serious AE 54 (16) 44 (13)
Any AE leading to discontinuation 38 (11) 15(4)
Any AE leading to dose reduction 25(7) 2(1)
AE, possibly causally relatedt, n (%) _

Any AE 303 (90) 190 (55)
Any AE Grade 23 32(10) 9(3)
Any AE leading to death 0 0
Any serious AE 9(3) 2(1)

A Y IACCO20 ADAURA daia cutof: January 17, 2020
PRESENTED AT: 2020 s PRESENTED BY: F S. Herbst *Paients wih muliple evenis in the same calegory counted only once in that calegory. Paflenis wih evenis in morethan one calegory counted

ANNUAL MEETING ~ » e AN once in each of fhose calegonies; TAs assessed by the invesfgator, includes AEswih an onset dale on or afer the dae offrst dose and up
o and including 28 days folowing the disconinuafion of study freaiment and before staring subsequent cancer therapy. AE, adverse event



All causality adverse events (210% of patients)

Median duration of exposure; osimertinib: 22.3 months (range 0 to 43), placebo: 18.4 months (range 0 to 48)

Diarrhea 46 2 I 19
0 * Grade 1/2 interstitial lung disease
Paronychia 25 111
Y . (grouped terms) was reported in 10
Dry skin 23 6 (3%) patients in the osimertinib arm*
Pruritis 19 9 + QTc prolongation was reported in 22
Cough 18 17 (7%) patients in the osimertinib arm
and 4 (1%) patients in the placebo armt
Stomatitis 17] 2 | 4 L, P
Nasopharyngitis 15 10
Decreased appetite 13 1] 4
URTI 4 . ) [JOsimertinib, all grades
Dermatitis acneiform 11 5 M Osimertinib, Grades 3/4
. Placebo, all grades
Mouth ulceration 12 2

100 9 8 70 60 950 40 30 20 10 0 10 20 30 40 50 60 70 80 90 100
Patients with adverse event (%)

A y tASCO20 ADAURA dala cutof January 17, 2020
PRESENTED AT: 2020 ; - PRESENTED BY: Rov S. Herbst One paflent in the placebo arm reported a Grade 5 pulmonary embolism.

ANNUAL MEETING e ; *Grade 1, n=5; Grade 2, n=4; Tosimerfnib: Grade 1, n=14; Grade 2, n=5; Grade 3, n=3; placebo: Grade 1, n=3; Grade 3, n=1
URTI, upper respirafory tract infecéon.



Conclusiones para llevarse a casa:

Osimertinib adyuvante muestra una mejora estadisticamente significativa y
clinicamente significativa en la supervivencia libre de enfermedad en
pacientes con cancer de pulmdn no microcitico positivo para mutacion
EGFR en estadio IB, Il o llIA.

Reduccion del 79% en el riesgo de recurrencia de la enfermedad o
muerte con osimertinib. Tasa de supervivencia libre de enfermedad a los
dos anos fue del 89% con osimertinib en comparacion con el 53% en el
grupo de placebo.

La mejora en la supervivencia libre de enfermedad con osimertinib fue
consistente y se observé independientemente de si los pacientes
recibieron quimioterapia adyuvante previa.

El perfil de seguridad de osimertinib fue adecuado con solo efectos leves
de la clase EGFR-TKI informados
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