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Introduccion

Evolution of first-line therapy in molecularly Non small cell lung cancer then and now
unselected advanced NSCLC

Squamous cell cancer
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Localizacion del EGFR, geny
proteina

Cromosoma 7 Transcrito EGFR Proteina EGFR
(170 kDa)

Exones 1-16 Dominio

extracelular
<« EGFR 4
Exon 17 Dominio Bl i
transmembrana

Exones 18-24 Dominio
tirosina quinasa

. Exones 25-28 Dominio
regulador

Mitsudomi, et al. Int J Clin Oncol 2006; Riely, et al. Clin Cancer Res 2006




Mutaciones identificadas en el gen
EGFR

Confieren resistencia
Transcripcion EGFR
P a ITKs EGFR
P2 4 4————— | 688P
Vg G ———— \|GEIM
7 <+ P694X
, 7 <«— V700D
V4 <+— E709X
Dominio 7 <——— 17158

La presencia de las mutaciones de los exones 19 y 21 se correlaciona con una elevada
tasa de respuesta e incremento de supervivencia en pacientes tratados con ITKs

Tirosin
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Riely, et al. Clin Cancer Res 2006

Cromosd
|
|
|
|
|
|
1

/
i
&

—A859T _ G863D

AMA AMT AMA
-]
(-
H
=
I
©
a
(=}
4

— E866K  A864T




First-line EGFR TKls demonstrate improved PFS
vs chemotherapy in EGFR Mut+ NSCLC
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Cross-trial comparison. Data should be
interpreted with caution
*All EGFR mutations
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Afatinib*
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Platinum-doublet chemotherapy

Costa, et al. Clin Cancer Res 2014; Wu, et al. WCLC 2013; Chen, et al. Ann Oncol 2013
Gefitinib SmPC 2010; Han, et al. J Clin Oncol 2012; Mitsudomi, et al. Lancet Oncol 2010
Maemondo, et al. N Engl J Med 2010; Sequist, et al. J Clin Oncol 2013; Wu, et al. Lancet Oncol 2014



Diseino de LUX-Lung 3y 6

Stage IlIIB (wet)/IV lung adenocarcinoma, with EGFR mutation in tumour
(central lab testing; Therascreen® EGFR292 RGQ PCR)

Randomisation 2:1
Stratified by EGFR mutation (Del19/L858R/other)

\ 4 \ 4
LUX-Lung 3' LUX-Lung 6°
(n=345) (n=364; Asian Pts)
1 ]
A4 4 v
Cisplatin + Pemetrexed Afatinib Gemcitabine + Cisplatin
75 mg/m2+ 500 mg/m? 40 ma/d® 1000 mg/m2D1, D8 + 75 mg/m?
IV q21d, up to 6 cycles 9 IV q21d, up to 6 cycles

Primary end point: PFS (RECIST 1.1, independent review)®
Secondary end points: ORR, DCR, DOR, tumour shrinkage, OS, PRO,? safety

Preplanned subgroup analysis, patients with mutation types (Del19/L858R/other) included

1. Sequist et al. J Clin Oncol. 2013.
2. Wu et al. Lancet Oncol, 2014



PFS in Overall Population

LUX-Lung 3: PFS

PFS in Patients With Common Mutations

Afatinib Cis/Pem Afatinib Cis/Pem
(n=230) (n=115) (n=204) (n=104)
PFS event, n (%) 9 (60) PFS event, n (%) 130 (64) 61 (59)
Median PFS 6.90 Median PFS (mo) 13.6 6.9
152 0.58 (0.43-0.78) 1.0:7 Hazard ratio 0.47 (0.34-0.65)
F<0.001 (95% CI) P<0.0001
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Sequist et al. J Clin Oncol. 2013;31:3327.
LUX-Lung 6: PFS
PFS by Independent Review PFS by Investigator Review
Afatinib Gem/Cis Afatinib Gem/Cis
2) (n=242) (n=122)
Median PFS (mo, 5.6 Median PFS (mo) 13.7 5.6
1.0 7 Hazard rati 0.28 (0.20—0.39) 1.07 Hazard ratio 0.26 (0.19—0.36)
(95% CI) P<0.0001 (95% CI) P<0.0001
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Mo ofpatients
Afatinib

PemiCis

SG: LUX Lung 3y 6.
Mutaciones comunes

LUX-Lung 3

LUX-Lung 6

Afatinib Peml/Cis
n=203 n=104
Median,
months
HR (95%Cl),
p-value

Median,

316 282 months
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Afatinib Gem/Cis
n=216 n=108

236 23.5

0.83 (0.62-1.09),
p=0.1758
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Yang J, ASCO, 2014



Combined OS Analysis: LUX-Lung 3,

LUX-Lung 6 (Del 19 and L858R only)
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Chemo
n=410 R=212

27.3 24.3

0.81(0.66-0.99),
p=0.0374

Afatinib

Median, months

HR (95%Cl),
p-value

0 .
g 3

Mo of patients
Afatinib 419 411
Chemo

Yang, A#8004
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Combined OS Anal

ysis: LUX-Lung 3,

LUX-Lung 6 by Mutation Subtype

Del19

Afatinib Chem -
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Comparativa

ITKs

% of Patients \
LUX-Lung 3 LUX-Lung 6 EURTAC' IPASS?
Afatinib Afatinib Erlotinib Gefitinib
(n=229) (n=239) (n=84) (n=607)
Treatment-related AEs 99.6 98.7 93 NR
Any grade 23 60.7 46.9 45 28.7
Dose reduction due to AE @ 32.2 21 16.1
(modification)
Discontinuation due to AE 7.9 5.9 6 6.9
(related) (related) (related) ’
Any serious AE 28.8 151 32 16.3
1. Rosell et al. Lancet Oncol. 2012;13:239;
Fatal serious AE 1.7 04 1 38 2. Mok et al. N Engl J Med. 2009;361:947.
(related) (related) (related) ’
ILD-like 1.3 0.4 1 2.6 J
Table 3. Selected Toxicities in Phase Il Erlotinib and Afatinib Trials
Diarrhea Rash Paronychia Stomatitis
All Grade All Grade All Grade All Grade
Trial Agent Grades (%) =3 (%) Grades (%) = 3 (%) Grades (%) = 3 (%) Grades (%) =3 (%) Tx BfC
EURTAC Erlotinib &7 b 80 13 NR MR &
OFTIMAL Erlotinib 25 1 61 Z 4 0 13 1 0
LU¥-Lung 3 Afatinib g5 14 ag 16 57 11 72 87 8
LUX-Lung € Afatinib 88 b4 81 146 33 0 52 b4 5.9
Abbrewviations: EURTAC, European Tarceva versus Chemaotherapy; N it reported; Tx DJC, treatment discontinuation because of drugrelated adverse event.

Langer, J Clin Oncol, 2013



LUX Lung 3/6: Tratamientos de segunda linea

(Crossover rates) 66% pooled

NEJGSG' WJTOG? EURTAC? OPTIMAL? ILUX—

T e L

N=230 N=177 N=174 N=165 N=345

West, ASCO, 2014
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Ultimas revisiones sistematicas publicadas

| Haaland et al Meta-Analysis of First-Line Therapies in Advanced

Non-Small-Cell Lung Cancer Harboring
EGFR-Activating Mutations

Benjamin Haaland, PRID.*} Pui San Tar, MPharm, | Gilberto de Castro, S MD, Phi)D§
and Gilberto Lopes, MD, MBA, FAMS||T

A

a1
. a FErcfology
aspinger et al o e NP R —_——=

Is there evidence for different effects among EGFR-TKIsT Systematic
review and meta-analysis of EGFR tyrosine kinase inhibitors (TKls)
versus chemotherapy as first-line treatment for patients harbonng EGFR
mutations




Tahle 2

Overall resulis of compansons between TEls and chemotherapy (CT) and overall results of indirect compansons among TKls.
Outcome Gefitinib Conclusion  Erotinib Conclusion  Afatinib Conclusion  Gefitinib Conclusion  Erdotinib Conclusion || Gefitinib Conclusion
Versus VErsus VersILy VErsis VErsis VEFSHS
Chemother- Chemother- chemother- Afatinib Afatinmb Erlotinib
apy apy apy (ind. {ind. (ind.
comp.} comp.) comp.)
Progression-free survival
Hazard ratio HR =043 Gehtinib HR =0.32 Erlotinib HE =041 Afatinib HE=1.05 Mo HR =078 Moy HR=134 Mao
{HR) betier better betier difference difference difference
{95% CI) {0.32, (016, (0.20, (061, (0.39, (063,
0.56) 630 082} L.&I) 155) 2.86)
=54 P=3540 =008,
Progression-free survival {exon 19 deletion)
Hazard ratio HRE =040 Gehtnib HE =0.20 Erlotinib HE =0.24 Afatinib HE=1.67 Afatinib =083 Mo HE =200 Mo
(HER) better better better better difference difference
{95% CI) {0.29, (009, (017, (1.05, (035, (0.83,
0.55) .46) 033) 24 201 4.2
F=0% P =T6% F=4%
Progression-free survival (LE58E mutation)
Hazard ratio HR =053 Gehtinib HR =1.38 Erlotinib HE =0.49 Moy HR =1.08 Ma HR =078 Mo HR =139 MNa
{HR) betier hetter difference differcnce differcnce difference
(95% CI) 1038, (018, (0.22, (043, (0.26, (062,
0.76) 0.79) 1.10} 2,600 237 3.16)
P =0% P =64% =345
Overall survival
Hazard ratio HE = 1 (K} Mo HR=1.11 Ma HE = 1.0+ Mo HR =091 Ma HE =1.104 Mo HR =0.90 Mao
{HR) difference difference difference difference difference difference
{95% CI) (083, (0.83, {0.77, (065, (0,74, (068,
1.20) 1.500 1.32) 1.26) .64} 1.19)
P =05 F=0% P =0
Objective response rate
Rizk ratio RER=245 Gehtinib RR =254 Erlotinib RER=2T0 Afatinib RE =001 Mo RR =0.948 Mo RE =096 Mo
{RE) better better better difference difference differcnce
{95% CI) (2.03, (1.80, (2.12, (067, (063, (069,
2.095) 350 345) 1.23) 1.35) L3
F=0% F=18% P =05
Dnarrhea
Rizk ratio RR =200 Chemoth. RR =255 Chemoth. RR =693 Chemaoth. RE=0.29 Gefitinib ER =036 Erlotinib RE =080 MNa
{RR) betier better better better better difference
{95% CI) (1.4, (142, (4.97, (020, (0.25, (63,
2 85) 4.56) 981} .41} 054) L.OT)
=805 E=75% P=0l8
Rash
Rizk ratio ER=442 Chemoth. RR =442 Chemoth. RRE = 1090 Chemaoth. RE=0.41 Grefitinib RR=041 Erlotinib RE = 1.0
(RE) better better better better hetter
{95% CI) (2.82, (1.57, (6.89, {025, (.25, (082, Mo
6.92) 12.44) 17.24) .65) (.66) 1.22) difference
P =845 F=03% F=01%




ClinicalTrials.gov

A service of the U.S. National Institutes of Health

LUX-Lung 7: A Phase llb Trial of Afatinib(BIBW2992) Versus Gefitinib for the Treatment of 1st Line EGFR Mutation Positive Adenocarcinoma of the Lung

This study is ongoing, but not recruiting participants. ClinicalTrials.gov ldentifier:
NCT01466660

Sponsor:

Boehringer Ingelheim First received: November 4, 2011
Last updated: February 4, 2015

Information provided by (Responsible Party): Last verified: February 2015

Boehringer Ingelheim History of Changes

ARCHER-1050: A Study of Dacomitinib vs. Gefitinib in 1st-Line Treatment Of Advanced NSCLC. (ARCHER 1050)

This study is currently recruiting participants. (see Contacts and Locations) ClinicalTrials.gov ldentifier:
NCTO1774721

First received: January 21, 2013
Last updated: January 7. 2015
Last verified: January 2015
Collaborator: History of Changes

ARCHER 1009 : A Study Of Dacomitinib (PF-00299804) Vs. Erlotinib In The Treatment Of Advanced Non-Small Cell Lung Cancer

Verified January 2015 by SFJ Pharmaceuticals, Inc.

Sponsor:
SFJ Pharmaceuticals, Inc.

This study is ongoing, but not recruiting participants. ClinicalTrials.gov Identifier:
NCT01360554

Sponsor:

Pfizer First received: April 12, 2011
Last updated: February 16, 2015

Information provided by (Responsible Party): Last verified: February 2015

Pfizer

History of Changes

Study With Gefitinib in Combination With Olaparib (AZD2281) Versus Gefitinib Alone (GOAL)

This study is currently recruiting participants. (see Contacts and Locations) ClinicalTrials.gov ldentifier:
NCTO01513174

First received: December 11, 2011
Last updated: Movember 15, 2014
Last veritied: March 2013
Information provided by (Responsible Party): History of Changes

Spanish Lung Cancer Group

Verified March 2073 by Spanish Lung Cancer Group

Sponsor:
Spanish Lung Cancer Group



Improving the standard of care:
new combinations

JO25567 phase Il study of 1L erlotinib = bevacizumab in EGFR Mut+ NSCLC

@ Stage llIB/IV or recurrent

Bevacizumab15mg/kg i.v. q3w +
NSCLC erlotinib 150mg/day PD
® Non-squamous histology
® EGFR Mut+

1:1 Stratified by: gender, stage,

— exon 19 deletion / L858R* smoking status, EGFR Mut type

® No prior treatment
® ECOG PS 01

(n=152) Erlotinib 150mg/day PD
Primary endpoint Secondary endpoints Exploratory endpoints
« PFS by independentreview <« OS e QoL  Biomarkers
- ORR « Safety
« DCR

* Response duration

*T790M excluded; EGFR mutation assays performed at investigational site using:

PNA LNA PCR Clamp PCR-Invader, Cycleave or ‘Other’ methods

This study involves the off-label use of erlotinib. In Malaysia, erlotinib monotherapy is indicated for first- JapicCTI-111390
line treatment of patients with locally advanced or metastatic NSCLC with activating EGFR mutations Seto, et al. Lancet Oncol 2014



JO25567: PFS by independent review in
all patients (primary endpoint)

1.0 —— Bev + erlotinib (n=75)
—— Erlotinib (n=77)
0.8
= HR 0.54 (0.36-0.79)
S 0.6- Log-rank p=0.0015
2
8 ---------------------------------------------------------------------------------------------------
Qo
(7)) 0.4 -
(1
o
_ L
0.2 i 6.3 months :
9.7 | 16.0
0 | | | |
0 6 12 18 24

Time (months)

This study involves the off-label use of erlotinib. In Malaysia, erlotinib monotherapy is indicated for first-
line treatment of patients with locally advanced or metastatic NSCLC with activating EGFR mutations Seto, et al. Lancet Oncol 2014



JO25567:

toxicity (AEs occurring in >20% patients)

Bev + erlotinib Erlotinib
(n=75) (n=77)

% All grades Grade 23 All grades Grade 23
Rash 99 25 99 19
Diarrhoea 81 1 78 1
Hypertension 76 60 13 10
Paronychia 76 3 65 4
Dry skin 75 3 58 0
Hemorrhagic event 72 3 29 0
Stomatitis 63 1 60 3
Proteinuria 52 8 4 0
Pruritus 45 1 42 0
Hepatic dysfunction 44 8 51 18
Decreased weight 44 0 25 0
Decreased appetite 35 1 34 1
Dysgeusia 27 0 22 0
Nasopharyngitis 27 0 19 0
Constipation 23 0 19 1

This study involves the off-label use of erlotinib. In Malaysia, erlotinib monotherapy is indicated for first-
line treatment of patients with locally advanced or metastatic NSCLC with activating EGFR mutations Seto, et al. Lancet Oncol 2014



Erlotinib/Bevacizumab vs. Erlotinib for
EGFR Mutation-Positive Adv NSCLC

Erlotinib 150 mg/day
+ bevacizumab 15 mg/kg IV Q21 days
until progression or prohibitive toxicity

Adv NSCLC
EGFR Mut'n (exon 19/21)

Treatment-naive
N =154

Primary endpoint: PFS

Erlotinib 150 mg/days
until progression or prohibitive toxicity

Median (months) 16.0

P value®

9.7
HR 0.54 (95% CI: 0.36-0.79) E P
0.0015

ORR (CR/PR) 69% 64%  ns

PFS probability

97

DCR (CR/PR/SD) 99% 88% 0.018

Kato, A#8005

d J ' ' T T d T T Y T
8 10 12 14 16 18 20 22 24 26 28
MNumber at risk Time (months)
|

EB 7 72 68 64 60 53 49 3@ W 20 13 8
10§

E j7 66 57 44 30 20 24 21 18 12

BEST OF ASCO

2014 ANNUAL MEETING




BELIEF (MO29711): phase Il study

Previously untreated Recruiting

stage llIb—IV non-squamous
NSCLC

-3

EGFR mut+ (Ex19/21) +
T790M
(n=102)

Sponsor: ETOP
FPI: Q3 2011; 12 m estimated recruitment time
Primary objective
PFS
Secondary objectives
OS
RR
Safety
QoL

Additional translational research (TBD) NCT01562028



Acquired resistance in EGFR Mut+ NSCLC

Mechanisms of acquired resistance
to EGFR TKis

Activation of other receptor tyrosine
kinases? (eg. ERBB2 amplification)

FAS/NFxB activation?

Epithelial-mesenchymal transition?
(AXL, Slug activation?)
Loss or spliced variant of BIM?

Other? (eg. CRKL or
ERK ampilification)

~30-40%

~60% second-site
EGFR mutations

(mostly T790M)
~1% BRAF mutations

~5% small-cell cancer
transformations

~5% PIK3CA mutations

5-10% MET amplification

Acquired resistance to EGFR
TKIs in metastatic setting is
inevitable

The average PFS is 8-13
months

CRITERIOS DE JACKMAN DE RESISTENCIA ADQUIRIDA
A EGFR-T

1. Previously treatment with a single-agent
EGFR TKI ( itinib or erlotinib)

2. Either of the following:
A A tumor that harbors an EGFR mutation

known to be ass rith dr nsitivity

(ie, G719X, exon 19 deletion, L838R, LB61Q)
. Objective clinical benefit from treatment with

an EGFR TKI as defined by either:

i. Documented partial or complete response

(RECIST of WHO), or
ii. Significant and durable (= 6 months)
clinical benefit (stable di as defined
by RECIST or WHO) after initiation of
gefitinib or erlotinib
3. Systemic progression of disease (RECIST or
WHO) while on continuous treatment with
gefitinib or erlotinib within the last 30 days
4. No intervening systemic therapy between
cessation of gefitinib or erlotinib and initiation of
new therapy




Acquired resistance in EGFR Mut+ NSCLC

Mechanisms of acquired resistance

to EGFR TKils ® Acquired resistance to EGFR
TKIs in metastatic setting is
Activation of other receptor tyrosine inevitable
kinases? (eg. ERBB2 amplification) .
FASINFxB activation? ® The average PFS is 8-13

Epithelial-mesenchymal transition?
(AXL, Slug activation?)
Loss or spliced variant of BIM?

Other? (eg. CRKL or
ERK ampilification)

months

~30-40% What options are under

~60% second-site investigation to address this
EGFR mutati
(mostly T790M) area of unmet need?

~1% BRAF mutations

~5% small-cell cancer
transformations

» Continuing TKls beyond

~5% PIK3CA mutations prog ression

5-10% MET amplification

» Irreversible TKis

Ohashi et al, J Clin Oncol 2013



Scenarios for progression on TKI therapy

—> Systemic PD
Therapy
— —T> Oligo-PD
(extra-CNS)
— CNS PD

Adapted from Gandara. ASCO 2013



Algoritmo de tratamiento

EGFR-TKI failure in NSCLC

Dramatic progression Gradual progression Local progression
Dizease control >3 months; Disease control 26 months; Disease control >3 months;

Compared with previous assessment,  Compared wilh previous assessment,  Solitary extracranial progression

rapid increment of tumor burden; minor increment of tumor burden; or intracranial progression;

Symptom scored 2. Symplom scored <1. Symplom scored <l
EC
REBIOPSIA

e S b Continuation of TKI
Chemotherapy Continuation of TKI

plus local intervention

Yang, Lung Cancer 2013



Rebiopsiar

RESULTADOS DE DIFERENTES ESTUDIOS EN PACIENTES EGFR MUTADOS CON RESISTENCIA ADQUIRIDA A TKIs
EN LOS QUE SE REALIZA REBIOPSIA

Incidence of most prevalent

Study Year  Patients  Type of study A B Other findings
T790M =49 %
: : MET=5% Changing T790M status
SeqeisteraL L) 200U A Retmspochive SCLC transformation = 14 %  at longitudinal biopsies
PIK3CA=5%
. . | T790M =68 % |
Arcillaetal. (2) 2011 99 Prospective MET amplifications =11 %
No mutations in
| TI90M=63% |  PID3CA, AKTI, BRAF,
Yuetal. (3) 2013 155 Prospective MET =5 % ERBB2, KRAS, MEK1
SCLC transformation =3 %  or NRAS were detected
at adquired resistance
Emergence of T790M in
T790M: CNS lesions was rare.
Hata et al. (4) 2013 78 Retrospective CNS lesions = 17 % T790M+ patients had
Non CNS lesions =41 % a better prognosis than
T790M- patients
No prognostic or
- (¥
Sun et al. (5) 2013 70 Prospective M =21 % predictive role for

SCLC transformations =1 % T790M mutation

1. Sequist et al. Sci Transl Med 2011;3:75ra26. 2. Arcilla et al. Clin Cancer 2011;17:1169. 3. Yu et al. Clin Cancer Res
2013;19:2240. 4. Hata et al. Cancer 2013;119:4325. 5. Sun et al. Lung Cancer 2013;82:294.



I I :WER nature International weekly journal of seience
doi:10.1038/nature 12065

Non-invasive analysis of acquired resistance to
cancer therapy by sequencing of plasma DNA

Muhammed Munaza]' Sarah-Jane Dawson* ,Dana W. Y. Tsui'*, Davina Gale', Tim Forshew', Anna M. Piskorz',

Christine P';Hkmsnn] s Suet—Feung Chin' Zﬂ}ra Kingsbury”, Alvin S. C. Wo ng”, Francesco Marass', Sean IIumth}r
James IIadhe]d Daw:i Bentlw Tan Min C]'I]]'l4 > . James D. Brenton ' F’, Carlos Caldas™"® & Nltz;m Rosenfeld

Plasma sample Plasma sample

e s
e (] e |

2
Sss‘ggs %2 =N séf'zés:f?

8 8
2 Analysis of mutations E
% in plasma DA, 'ﬁ
] B
< Mutations < Mutations
S ‘ of mutations . <' ¢ 4
$ selected by 52 $
treatment S

Figure 1 | Identification of treatment-associated mutational changes from
exome sequencing of serial plasma samples. Overview of the study design:



Opciones terapeuticas

CONTINUAR TKI
- ASPIRATION

CONTINUAR TKI + QT

* IMPRESS
* LUX-LUNG 5

QT

TKI + AC MONOCLONAL
- AFATINIB + CETUXIMAB

EGFR-ITK IRREVERSIBLE

« 2° GENERACION
« AFATINIB: LUX-LUNG 1
« DACOMITINIB: ARCHER
« 3° GENERACION
« CO-1686
« AZD9291

ENSAYO CLINICO



Opciones terapeuticas

CONTINUAR TKI
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Flare of Disease after EGFR TKI
discontinuation in acquired

resistance
<Bo,” - ,.
Lastday of TKI ° |OfEGFRTKE Resurhed TKI'
1b;; W Y, 7
r;;ﬁ
- hﬁ
e

Day 0

Rapido crecimiento que conduce a hospitalizacion y / o
muerte atribuible a la PE por el cese de EGFR TKI hasta en
un 23% (n=14) de los pacientes CPNM EGFRm vy

R .Ad q U I rl d a . Riely et al. Clinical Cancer Research 2007, Chaft et al. CCR 17 (19): 6298-6303, 2011



ASPIRATION (phase Il, Asia)?

Advanced PD
NSCLC with _m_> PD by bhvsician
EGFR mutation by RECIST W—> i
discretion
(n=208)
PFS 1
PFS 2

Primary endpoint
PFS 1

These studiesinvolve the off-label use of EGFR TKls. In Malaysia,

patients with locally advanced or metastatic WSCLC with activating
EGFR mutations 1. Mok, etal. ESMO 2014, 2. Park, et al. ESMO 2014

1.0 — PF51 — PF52

S probability

e

P

Time (months)

« The difference between PF51 and PFS2 was an additional 3.1 months

Thissiudy Imvohes e of-isbel wse of ergtni. In Malspsta, eroinly monoeragy ks indicaied for firsk-
line frestment of patients with locally adanoed or metzstatie NEELT Wi 3hathy EGFR mutstions Park, & al ESMO 2014
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IMPRESS (phase lll, Europe/Japan/Asia)?

Gefitinib +
—> : .
Advanced pemetrexed/cisplatin
NSCLC with First-line > PD
EGFR mutation gefitinib by RECIST Randomised within 4 weeks of PD

Primary endpoint

PFS
1. Mok, et al. ESMO 2014, 2. Park, et al. ESMO 2014

107 Cis/pem + gefitinib (n=133)
—— Cis/pem + placebo (n=132)
0.8-
& :
S 0.6 .
= SRS——— | HR 0.86 (0.65-1.13)
o 0.4 p=0.273
L
o
0.2-
0 T T 1
0 6 12 18

Time (months)

This study Imokes e off-label use u:l’::\e‘thb n Malsysha, geffink mm:helag Is Indicated for first-line
tresment of ptients Wi locally aENcE of Metestatic. NSCLE Whn SGkEhg EGFR Mustions Mok etal ESMO 2014




LUX-Lung 5: diseno del estudio

Estudio abierto, global realizado en 115 centros de 23 paises

Reclutamiento de la parte A: Entre abril de 2010 y mayo de 2011

Andlisis principal: la parte B aleatorizada se ha presentado (cierre de la base de datos en
noviembre de 2013)

La parte A no aleatorizada se publicd con anterioridad (Schuler et al, ASCO 2012)

eeeeeeeeeeeee_____ParteA I - 4.1 -
A ..
) 2 Afatinib 40 mg/d
* CPNM en estadio I11IB (wet)/IV L +
* Al menos una linea de EA Paclitaxel
quimioterapia que incluya RC, RP T 80 mg/m? cada semana
platino/pemetrexed - OEE o
_ L. Afatinib =P 212 semanas == —
* Fracaso terapéutico de erlotinib o 50 mg/d seguido de R
gefitinib después de 2 12 semanas PE | Eleccién del investigador
de beneficio clinico y Quimioterapia con
* CF del ECOG 0-2 A 1 un solo farmaco
R

Criterio principal de valoracion: SLP en la parte B (revisidon del investigador)
Criterios secundarios de valoracion: SG en la parte B, SLP en la parte A, TRO en las partes Ay B

RC, respuesta completa, CF ECOG, categoria funcional del Eastern Cooperative Oncology Group, PE, progresion de la enfermedad,
RP = respuesta parcial; EE = enfermedad estable

1.Schuler M. et al. J Clin Oncol 2014; 32(15) (suppl), 5S, abstr. 8019; 2. Schuler M. et al. J Clin Oncol 2012; 30(15S) (suppl), abstr. 7557



SLP en la revision del investigador

Afatinib + Eleccion del
paclitaxel
(n=134
- Episodio de SLP. n (%) | 105 (T8.4)
E Mediana dela SLP 5.6 28
e {meses)
B 7 HR{IC de195 % 0,60 (0,43-0,85)
8 Valorde p p =0,0031 !
E 04
= oz
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. . T P LUX-Lung 3: Supervivencia global
N.? en riesgo:
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\
1.5cmuler M. et &l J Clin Oncol 2014; 32(15) (uppl). 55, S0str. B015:
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#
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g L HR {IC del 95 %) 1,00 (0,70-1.43)
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CONTINUAR ITK + QT

Continued EGFR TKI +

Patients
chemo
Goldberg et al. - 34 chemo + E RR improved (41% vs
- 44 chemo 18%; OR: 0’31, p=0’08)
No PFS or OS difference
Faehling et al. - 27 chemo + EGFR TKI Improved OS
- 14 chemo
Yoshimura et al. |27 pemetrexed + EGFR ORR 26%, DCR 78%
TKI Median PFS 7 months
Median OS 11.4 months
Janne PA et al. - EGFR TKI + QT (CARBO | 385vs 31 months OS
o PACLITAXEL
- ERLOTINIB

Goldberg et al. ASCO 2012 Abstract 7524, Yoshimura N. et al. JTO 8 (1):96-101, 2013; Faehling et al. ASCO 2012 Abstract 7572; Oxnard et al. ASCO 2012 Abstract 7547
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Afatinib + Cetuximab in EGFR-mutated
NSCLC refractory to EGFR TKI

B TTa0M» TTa0mM= EGFR wi B Uninformative for Traom

0 25 3D 35 40 45 50 55 60 65 70 75 80 85 00 05 100
Patianl index sorted by maximum % decreasa
Response rate: 30% Janjigian, et al. ESMO 2012
Clinical benefit (DCR): 75%
This is specific for afatinib combination:
Erlotinib/cetuximab had RR 0/13 (Janjigian, CCR 2011)
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LUX-Lung 1: Trial design

Adenocarcinema of the lung
Stage WIB/V

Progressed after one or two lines of chemotherapy (incl. one platinum-based regimen) and
212 weeks of treatment with erlotinib or gefitinib

ECOG 0-2
N=585

Randomizatio
Double Blin

Oral afatinib (BIBW2992) 50 mg once daily Oral placebo once daily
plus BSC plus BSC

Primary endpoint: Overall survival (OS)
: PFS, RECIST response, QoL (LC13 & C30), safet

* Radiographic assessments at 4, 8, 12 wks and every 8 wks thereafter
» Exploratory biomarkers:
Archival tissue testing for EGFR mutations (optional; central lab)

Serum EGFR mutational analysis (all patients)

Miller, ESMO 2010

13%

7%
51%

58%

0.5%

0.5%
18%

19%




Third-generation TKls in EGFR Mut+ NSCLC

CO-16861 AZD92912

21% in T790M- pts
61% in T790M+ pts

ORR, %

2.8 months (T790M-)

Median PFS

9.6 months (T790M+)

Any drug-related AE, % 80
Any drug-related AE
13
grade 23, %
Hyperglycaemla and IGT (53%) | . 0 % (10
Most frequent AEs nausea (35%) and Diarrhoea (47%), rash™ (40%) and

0,
diarrhoea (24%) nausea (22%)

Studies are ongoing

rouped tel
NR t p td IGT impaired glucose toler:
D h Idb t p tdW|th

a utiol
GG Testand A10935 are nt shprovedn vl for e et 1. Sequist, et al. ASCO 2104; 2. Yang, et al. ESMO 2014

patients with NSCLC



Improving the standard of care:
third-generation TKiIs

Third-generation TKis have been designed to target resistance mutants

CO-1686 (phase I/II)!

Advanced or metastatic EGFR Mut+

NSCLC
Azl e v DosePZ:::I;tion Ex ansl'::: Tr? 'II'I790M+
EGFR TKI P
(n=170)

Primary endpoints
Incidence of grade 3/4 AEs, PK, ORR and DoR

AZD9291 (phase 1)%3

Dose escalation based on safety and PK
(rolling 6 design, with cohort expansion up to n=30)

Advanced NSCLC with
confirmed radiological PD on
prior EGFR TKI

80mg

T790M+ T790M+ T790M+ T790M+ T790M+

Primary endpoints
Safety and tolerability in EGFR TKI-resistant patients

C0-1686 and AZD9291 are not approved in Malaysia for the treatment of 1. Sequist, et al. ASCO 2014
patients with NSCLC 2. Janne, et al. ASCO 2014; 3. Yang, et al. ESMO 2014



AZD9291: Response rate*

in overall population( T790M+ and T790M-

S

-40 -

60 4

-80 4

' Best percentage change from baseline in target lesion:
I

-------------------------------------------------------------------------------------------------------------

Complete response

M Partial response*

M Non-response

= First patient dosed Mar 6, 2013

« Longest response >9 months ongoing at time of data cutoff

« ORR* = 53% (109/205; 95% CIl 46%, 60%); no difference in ORR by race
«  Overall disease control rate (CR+PR+SD) = 83% (171/205; 95% C| 78%, 88%)

N (205) 20 i 61 1)

ORR 55%. 449, 54% 58%

*Includes confirmed responses and responses awaiting confirmation; frepresents imputed values. Population: all dosed patients with a
baseline RECIST assessment and an evaluable response (CR, PR, SD, or PD), N=205 (from 232 dosed patients, 27 patients with a current
non-evaluable response are not included). Cl, confidence interval; CR, confirmed complete response; ORR, overall response rate;

PD,

progressive disease; PR, confirmed partial response; RECIST, Response Evaluation Criteria In Solid Tumars; SD, stable disease

RFEFCST OF AS



Response rate” according to T790M (central test’
status: immediate prior EGFR-TKI,# yes vs no

70“!’9 .

60%

50%

40%

30%

20%

10%

0%

T790M+

65%

68/105

70% 1

60% -

50% -

40% -

30% -

20% -

10% -

0%

T790M-
= Al

® Immediate prior TKI: Yes

= Immediate prior TKI: No

*Includes confirmed responses and responses awaiting confirmation; *TKI therapy is defined as being immediately

prior if TKI was the last regimen taken prior to the study, with no subsequent therapy. Population: all dosed centrally confirmed
T790M+ and T790M- patients with a baseline RECIST assessment and an evaluable response, T790M+ N=105 (from 107 T790M+
patients with response data; two patients not included as subgroup missing), T790M- N=50

RFST OF ASH



AZD9291 EGFRm T790M CO-1686 EGFRm T790M

B Comprehensive development program
3 underway - first NDA planned mid 2015

Future clinical development

AURA
(NCT01802632;
recruiting)

TIGER Program

’ » Single arm - expansion cohorts
TIGERX (Ph2) P’ + 22nd-line mutant EGFR NSCLC, TT90M+

AURA2
(NCT02094261,
recruiting)

» Randomized rociletinib vs erlotinib
UELSEEOPIEID - 1stine, treatment-naive
» Mutant EGFR (not screened for T790M status)

* Single-arm
[(cSA(V) R ¢ 2nd-line mutant EGFR NSCLC, T790M+

(NCT02151981) » Patients progressing on 1st-line EGFR TKI

* Randomized rociletinib vs chemotherapy
IGER-3 (Ph 3) + >2nd-line mutant EGFR NSCLC, T790M+ and T790M-
" (sequential analysis)

1




B T790M+ and T790M- patients to be

g studied in TIGER-3 phase 3 trial

[

TIGER-3: International, randomized, phase 3 study in 23rd line
mutant EGFR NSCLC, both T790M+ and T790M-

PD upon prior EGFR TKI

PD upon prior platinum N=250 Rociletinib
doublet chemotherapy '

625 mg BID

Tumor biopsy obtained 1:1

within 60 days of Randomization
enrollment and sent for

central genotyping

Single-agent
chemotherapy

3 of choice
Asymptomatic/stable N=250 n . Opt x-over

brain mets allowed rociletinib

625 mg BID

Primary endpoint is PFS; step-down primary efficacy analysis —
initially in central T790M+ patients, then all-comers

Mets=metastases; PD=progressive disease.
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MECANISMOS DE RESISTENCIA ADQUIRIDA Y TERAPIAS EN INVESTIGACION

Mecanismo Prevalencia Terapia potencial

EGFR T790M 50-60 % AZDY9291
CO-1686
HM61713

CPM 3-14 % CDDP+VP-16

Amplificacion MET 5-11 % Cabozantinib + erlotinib, LY2875358 erlct%
INC280 + gefitinib

Amplificacion HER?2 12 % Dacomitinib

Dacomitinib intermitente
Afatinib (dosis altas intermitentes)

Mutacion PIK3CA 0-5 % BKM120 + gefitinib

BKM120 + erlotinib
BRAF V60OE 1 % Inh. BRAF+EGFR
Amplificacion CRKL ? ?

Sobreexpresion AXL ? k /

CPM: cdncer de pulmdn microcitico. = —
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CONCLUSIONES

v' ITK-EGFR 12 LINEA EGFRm+. Tto personalizado.
v’ Del19 Y L858R subtipos de comportamiento diferente
v’ Mutacion 22 T790M

v Nuevos enfoques para prolongar la sv
v’ Continuar ITK
v’ 3 2 generacidn ITK. CO-1686 Y AZD 9291
v Nuevas combinaciones

v’ Valorar re-biopsia 'y EC
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