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* Datos epidemiologicos, magnitud del problema;
resultados y evolucion terapéutica






Datos epidemiolégicos Europa 2012-3
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Deaths per 100 000 population

Evolucion mortalidad hombres/mujeres
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2010, UNITED STATES MEDIAN AGE*
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Evolucion terapéutica en Cancer Pulmon avanzado: S XXI
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CPem = cisp|atin pemetrexed 1. Schiller, et al. NEJM 2002; 2. Sheppard, et al. NEJM 2005; 3. Sandler, et al. NEJM 2006
4. Scagliotti, et al. JCO 2008; 5. Ciuleanu, et al. Lancet 2009; 6. Rossell, et al. NEJM 2009

CG = cisplatin gemcitabine
7. Mok, et al. NEJM 2009; 8. Cappuzzo, et al. Lancet Oncol 2010; 9. Sandler, et al. JTO 2010
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* Relevancia y busqueda de subpoblaciones para
tratamientos dirigidos: impacto terapéutico



= The NEW ENGLAND
=7/ JOURNAL o MEDICINE

COMPARISON OF FOUR CHEMOTHERAPY REGIMENS FOR ADVANCED
NON-SMALL-CELL LUNG CANCER
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The NEW ENGLAND
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COMPARISON OF FOUR CHEMOTHERATPY REGIMENS FOR ADVANCED
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12 linea EGFR mut: EURTAC

EURTAC : Erlotinib vs Quimioterapia basada en platino

1.0 — Tarceva (n=77)
Quimioterapia (n=76)
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Data cut-off: Gen 2011 Rosell et al Lancet Oncol 2012 Mar;13(3):239-46
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Supervivencia Libre de Progresion

22 linea ALK+: Crizotinib vs QT
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(173) (174)
RESP. 1(1%) 0 (0%)
COMPLETA
RESP. PARCIAL 112 (65%) 34 (20%)
EN. ESTABLE 32 (18%) 63 (36%)
PROGRESION 11 (6%) 60 (34%)
NO 17 (10%) 17 (10%)
EVALUABLE

TRO 65% frente 20%

TCE 94% frente 66%

Shaw et al NEJM 2013



Evolution of lung cancer classification over time

— =

(Today (2013)  Targets today \\ Targets in the future
EGFR ALK ROS1 >
/ KRAS BRAF HER2  RET DDR2 MET FGR1  PI3K
\ / and others and others
\ /
2008 Adenocarcinoma Large-cell carcinoma Squamous cell carcinoma
2000 Non-small-cell lung cancer T * * Small-cell lung cancer

i
wf" it

1990 Lung cancer “I * w
L T
Adenocarcinoma Large-cell carcinoma * Squamous cell carcinoma without oncogenic alteration
. . - . L]
Adenocarcinoma and treatable oncogenic alterations with approved Small-cell lung cancer Squamous cell carcinoma with oncogenic alteration
drugs (EGFR mutation and ALK translocation)

M Reck, DF Heigener, T Mok, JC Soria, KF Rabe, 2013



Mutation driven therapy presently benefits only a
subgroup of the overall population

BIOMARKERS FRANCE: driver mutations in
10,000 patients with non-squamous NSCLC

ALK
PISK3,7% ___

,6% Unknown /
B —N Other
7o : 53,8%

HER2

09% &R
’ resistan

0.8%

Results expressed in % on available analyses Barlesi, et al. ASCO 2013




Mutaciones Adenocarcinoma

AKT1 . .
Sin mutaciones

NRAS detectadas
MEK1 incidencia de
MET AMP mutaciones
HER2 “single driver”

S EML4-ALK
PIK3CA —

7%
/

BRAF 2%

Mutantes dobles 3%

Lung Cancer Mutation
Consortium



Genetic alterations in SCC 2012

FGFR1 amp

PIK3CA amp
33%

MET amp
5%

MET mut
1%

© 2012 American Association for Cancer Research

CCR Reviews MR

Perez-Moreno et al. CCR 2012



Dianas potencialmente tratables

* Mutaciones EGFR
* Translocaciones ALK
* Translocacion ROS1
* Kras
e MEK
e PI3K
e MET
e DDR2
e FGFR-2
« PD1/PDL1



National comitment to nation-wide provision of molecular tests

? Measure 21.
Cancer plan 2 Guarantee equal access to innovative and
existing treatments.

21.2 Develop cancer molecular genetics hospital platforms and
expand access to molecular testing.

‘ !INSTITUT Cou rtesy JC Soria
NATIONAL
pu CANCER




Ensuring equity of access to innovation:
France organisation of molecular centres for personalized medicine

Provides nationwide molecular diagnostic tests

> Objectives > 28 regional centres
= Perform molecular testing for all = Partnerships between
patients; several laboratories located

in University hospitals and
cancer centres

= Whatever the healthcare
institution status (public

hospitals, private hospitals...); = Regional organization

= Perform high quality tests; = Cooperation between

= |eukemia, solid tumours pathologists and biologists

; !INSTITUT Cou rtesy JC Soria
NATIONAL
pu CANCER




Evolucion test moleculares Francia

Figure 18 Evolution of the number of tests for EGFR mutations in lung cancer 22,000 — KIT mutation testing
of GIST
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- — KRAS mutation testing
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Moleculargenetic Nowak, F. et al. Nat. Rev. Clin. Oncol. advance online publication 10
testing for'equal access July 2012; doi:10.1038/nrclinonc.2012.42

to targeted therapies
in France in 2011



2012 data

NSCLC patients screened for a molecular alteration in 2012

25000 -

20000 -

15000 - 2,4% 3,9%

10000 +

Nb of patients

5000 -

EGFR KRAS BRAF HER2 PI3KCA ALK
mutations mutations mutations mutations mutations  translocation

®m No molecularalteration  ® Non contributiveresults  m positive results

» ALK translocation : 13801 patients screened
- IHC : 11539 tests

- FISH : 8658 tests
=> 0ngoing project in order to determine the strategy of analysis (IHC, FISH, RT-PCR)

= Median turn around time : 8,5 days for EGFR screening (upon receipt of the tumour block by the ad hoc centre)

Q Courtesy JC Soria
NATIONAL
pu CANCER




Contenido

* Limitaciones de los tratamientos dirigidos



Limitations for personalized and targeted
therapies

Current anti-cancer treatments are dominated by targeting
genetic defects such as oncogenes (EGFR, ALK, ROS) or
non-oncogenic genetic defects (i.e. PARP inhibitors for
BRCA1 deficiency).

Targeting genetic defects in a personalized strategy is
limited by the high degree of intra-tumor heterogeneity,
adaptation of genetic networks resistance and high
somatic mutation rates in cancer.

Some patients do not respond
Response variability
All patients progress



Representatividad vs Heterogeneidad
Gerlinger N Engl J Med 2012;366:883-92.
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Mecanismos de resistencia a TKls
Lovly Clin Cancer Res; 20 (9); 2249-56. 12014 AACR.

Therapeutic ‘

resistance
Primary Acquired
resistance resistance
I — 1 S— l

Tumor-intrinsic Patient-specific Target Bypass Histologic Other

factors factors modification signaling transformation mechanisms

v l v v v l

Coexistent Plasma drug Targgt. gepe Activation of Epithelial-to- Increased grovyth
genetic alterations levels amplification “compensatory mesenchymal factor production
in the drug target loops” to transition

Drug-drug “Second site” circumvent the

Coexistent itoractiogs mutation within inhibited target Phenotypic

mutations in other the target gene change from
signaling genes NSCLC to SCLC
Alternative
Inactivation of splicing of the
proapoptotic target gene
pathways
Examples of strategies to overcome acquired resistance
Alternative dose Next-generation Dual-target Drug
blockade combinations

or schedule inhibitors
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* Progresion durante anti-EGFR



EGFR

CPNCP EGFR Mut+:
una enfermedad biologicamente
distinta

EGFR Mut+ HER3
Supervivencia

...................
.................

(L
Adiccién oncogénica del tumor a una via de sefalizacion
antiapoptdtica, a través de la heterodimerizacién con
HER3

Afinidad incrementada por la unién de EGFR TKiIs.

Una inhibicion efectiva del EGFR Mut+.

1 —

Reguladores de Eficacia clinica incrementada
gECRisSt Mayores tasas de respuesta
Nucleo

Carey, et al. Cancer Res 2006; Karaman, et al. Nat Biotechnol 2008
; Yun, et al. Cancer Cell 2007; Eck, et al. Biochim Biophys Acta 2010



Mutaciones de EGFR

Exon
¥ N-lobe
Ploot) Eacmnx 300,
ATP binding "\\ 58 " £ 70
cleft s v
Activation
c loop Deleciones
48.2%
3.7% Dominio
quinasa
. frmce India (2527) PN
EGFR Mutations e oy I 20-36 %
; (860) (3848%)
n NSCLC 5% (10%) mmm)

Geographical Map Et (41-50%)

42 7%
Total, % Non-east Asian, % East Asian, %
All subgroups 19 10 30
Smokers 11 4 17
Nonsmokers 54 35 60
Adenocarcinoma 42 16 49
Non-adenocarcinoma 3 | 4
Male 16 | 22
Female 46 20 58

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



Complejidad fisiologica

NRGs
B-cellulin
Amphiregulin
B-cellulin
HB-EGF
Epiregulin

Cell proliferation
Cell survival
Invasion and metastasis

Tumor-induced neoangiogenesis

£
1

Fooae Kinase
i “>~._domain Physiological functions
P [K721 —» ATP binding site
4
I —(P) — STAT5B/full receptor activation and stability
| (P) —> AP-2/receptor internalization
' (P) —» PLCy activation/PKC activation
| [Y1045| | H(P) — CBL/ubiquitylation/degradation
\ [51046 | (P
| Ubiquitylation/degradation
| [81057] | <P
| Y1068 _®}—> GRB2/MAPK activation
\ Y2086] | P
Srodenend | WZ104] | H(P) —= PI3K/AKT activation
rc-dependent \ 5 ®
phosphorylation ! 51142
. [Y1148] | —(P) — GRB2/MAPK activation
Ligand-induced = 2
altophosphorylation | H(P) — SHP1/EGFR dephosphorylation




Mecanismos potenciales resistencia
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Resistencia primaria/adquirida

Resistencia primaria

Mutacion Kras
Mutacion NF1 rasGAP
Pérdida PTEN

Mutacion concomitante
EGFR (T790M)

Translocacidon concomitante
EML4-ALK

Mutacion dominio quinasa
HER?2

Resistencia adquirida

Mutacion secundaria EGFR
(T790M)

Amplificacion c-Met
Mutaciones via PI3KC
Transformacion fenotipica
Mutacion BRAF
IGF1R-mTOR-HSP90
Sobrexpresion VEGF



Clinical patterns resistance

Secondary EGFR mutations: T790M

MET amplification

HGF high levels

Downstream effectors: PTEN loss, PI3K mut.
Small cell lung cancer (SCLC) transformation.
Epithelial to Mesenchimal Transition (EMT).

DRG: BRCA1 mRNA levels.

FAS and NFKB signalling.

VEGF/VEGFR.

IGFR1, IGFBP.



Not all mutations are created equal!!

G719X VAIKEL insertion L861X
(3%) (1%) (2%)
* *LREA deletion L858R *
(45%) (40%)
Sensitive Mutations * *

Exon 18 Exon 19 ‘ Exon 20 Exon 21

R

Resistant Mutations L747S D761Y T790M T854A

Exon 20 insertion (4%)



Ohashi J Clin Oncol 31:1070-1080. © 2013
Ji et al. BMIC Cancer 2013, 13:606

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

FAS/NFkB activation?

Epithelial-mesenchymal transition?
(AXL, Slug activation?)

Loss or spliced variant of BIM?

Other? (eg, CRKL or ERK ~60% second-site EGFR

amplification) mutations (mostly T790M)

~1% BRAF mutations + Exogenous factors

eg, HGF, IL-6

~5% small-cell cancer transformation

~5% PIK3CA mutations

5-10% MET amplification

WT EGFR

Frecuencia de los mecanismos de resistencia

n=26

R

AXL+T790M

N
PISBKCA+T790M



Progresion neoplasica durante anti-EGFR

Table 1. Criteria for Acquired Resistance to EGFR TKls in Lung Cancer

1. Previously received treatment with a single-agent EGFR TKI (eg,
gefitinib or erlotinib)

2. Either of the following:
A. A tumor that harbors an EGFR mutation known to be associated with
drug sensitivity (ie, G719X, exon 19 deletion, L858R, L861Q)
B. Objective clinical benefit from treatment with an EGFR TKI as
defined by either:
i. Documented partial or complete response (RECIST or WHO), or
ii. Significant and durable (= 6 months) clinical benefit (stable disease
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

Respuesta disociada
Patron de progresion

Evolutividad de la
progresion

Opciones para
tratamientos locales?



Circunventing resistance mechanisms
In EGFR mut.

-
=Second generation EGFR TKls: &

ot 0 e * MET TKls

scovalen an irreversible *MET monoclonal
EGFR binding antibody

emultiHER inhibition.

*MET + T790M dual
inhibition if both

MET present )
AMPLIFICATION

s activity in presence of T790M _
mutation. SECONDARY-

INHIBITING EGFR
MUTATIONS

.

4 VEGF - PHENOTYPIC ; i
OVEREXPRESION TRANSFORMATION
*VEGF-EGFR inhibitors *EMT reversibility related
*VEGF monoclonal drugs
antibody

sspecific chemotherapy
for new lung histology

A




Posibles alternativas terapeuticas

|4 » + .

K de generaicion

CNMP con mutacion de generaicion + cetuximab

EGFR con resistencia N .
adquirida

generacion + inhibidor vV

K 22 generacion + inhibidor

Pao W et al. Nat Rev Cancer 2010



Six prospective clinical trials
conducted at MSKCC for
patients with acquired
resistance to erlotinib or
gefitinib

!

Trial (N consented)
Gefitinib/everolimus (13)
Dasatinib (9)
Neratinib (15)

No documented EGFR
mutation (n = 14)
Duplicate patient (n = 9)

XL647 (8)
Afatinib (10)
Afatinib + Cetuximab (20)

Time to Progression on Gefitinib or Erlotinib

Flare- .\.
s le,tr
No Flare- anm "n
.ll
| | | ]|

[ ]
; Median 9 mo vs. 15 mo
(p=0.002)

L)
S 0 g a®

L]

Months from start of gefitinib or erlotinib

Pre-treatment
“Sensitive”

* Rx erlotinib
Post-treatment
“Response”

* Rx erlotinib

. Resistant

?Rx erlotinib

[
Resistant ’ Sen_smve
D/C erlotinib again
@ Sensitive “FLARE”
@ Resistant

14/61 pacientes (23%,) con flare
Medina de tiempo: 8 dias (range 3-21)
Caracteristicas asociadas a flare:

— TP corto con ITK (9 vs 15 mo, p=0.002)

— Enfermedad pleural (p=0.02)
— Enfermedad en SNC (p=0.01)

Flare no asociado con mutacion T790M o QT previa

Chaft JE, et al. Clin Cancer Res. 2011



Experiencia clinica de mantenlmlento anti-EGFR
tras progresion

 Estudio con 78 pacientes:

— 44 QTy 34 QT + Erlotinib en pacientes | 2.,
con resistencia adquirida a [TK "”"”"”"

. TR 18% vs 41% E
* no diferencias en SLP (4,2 m vs. 4,4 m) ni SG

» Fase Il: 27 pacientes con mutacion

EGFR. N

— Ala progresion con erlotinib o gefitinib se B
anade Pemetrexed. Tin (et

£
oooooooooooooooooo
40

Median PFS = 7.0 months

CR + PR =26%
DCR =78%

 Fase lll IMPRESS: Cisplatino-Pemetrexed +/- Gefitinib tras progresion
a gefitinib en pacientes con mutacion EGFR (NCT01544179)

 Fase Il: 120 pacientes con mutaciones EGFR y PE a TKI: Platino-
Pemetrexed +/-Erlotinib (NCT01928160)

Goldberg SB et al. The Oncologist 2013
Yoshimura N et al. J Thorac Oncol 2013
Clinicaltrials.gov




T790M

» The most common mechanism of resistance to EGFR TKIls (50-68%)
» Display surprisingly slow rates of growth (chmielecki J sci Transl Med 2011).
» May have a better prognosis than non-T790M mechanisms.

A. Post-progression survival

A 100

80+

== T790M positive
1= T790M negative

60+
P=0.036

Percent survival

404

20

0 T T T T T 1
0 12 24 36 48 60 72

Number at risk: Months following progression on TKI
T790M positive 58 41 12 7 1 1 0
T790M negative 35 16 7 3 2 0 0 Oxnard et al CCR 2011

» The irreversible EGFR inhibitors CL387,785, EKB-569, PF299804,
BIBW2992, and HKI-272 have all been shown to inhibit EGFR
T790M and block the growth of NSCLC cell lines harboring T790M
mutations.



Escenarios teoricos e influencia T790M
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Trying to overcome T/790M

HKI-272 (EGFR + Her2)
» RR 2% in TKI-resistant patients.
» Intriguing responses in G719X patients. (Sequist, JCO 2010)

XL-647 (EGFR, Her2, VEGF)
» RR 3% in TKI-resistant patients. (Pietanza, JTO 2011)

BIBW-2992 (EGFR + Her2)

» RR 7% in TKI-resistant patients, 2mo PFS advantage. (Miller, ESMO’10)
> RR 40% in Ph1 combining afatinib and cetuximab. (Janjigian, ASCO 2011)

PF-299804 (EGFR + Her2)
» RR 7% in TKI-resistant patients. (Janne, ASCO '09)



Afatinib + Cetuximab

70 4

» NSCLC patients with clinically defined BN 77900+ W T790M- 5 No mutation SN Uninformative
AR (Jackman JCO 2010) received
oral afatinib 40 mg daily with
escalating dose cohorts of biweekly
cetuximab at 250 and 500 mg/m2.

50 -

40

30

20 —

» 47 of 80 patients have been enrolled
and received the predefined
maximum dose (RP2D):

» afatinib 40 mg +
» cetuximab 500 mg/m2)

-20

-30 -

40

Maximum percentage decrease from baseline (96)

50

-60

» Confirmed PRs were observed in 70—
18/45 evaluable patients (40%), 0]
including 9/26 PRs in patients with o0

documented T790M mutations. 100 Ay
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CO1686

Efficacy clear across dose levels in 22 centrally- Durable benefit: median PES exceeds 6mo in
confirmed T790M+ patients '

Best Response for Target Lesions T7 9 O M + p a t I e n ts

T790M Positive Patients: 900 mg BID FB and HBr by Dose Kaplan-Meier Curves of PFS by T790M Status for 900 mg FB BID and all HBr patients
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erlotifib platin-based NHEJ
l chemothelra/%V 1 —
DNA breakage in / .

EGFR-mutant NSCLC _

PARP1 activation

H2AX-
independent dependent J_
pathway pathway Poly-ADP ribosylation

\ ~_ of FACT
% Rosell et al. CCR 2011
Vy osell e

Phase | study of olaparib/gefitinib
shows high activity and good
tolerance in EGFR mutant patients
with or without prior EGFR TKI
treatment (Garcia-Campelo et al. ASCO 2014)




PFS in erlotinib treated EGFR mut pts by BRCA1l

' Log-Rank P=0.0199
| : - N B
+-
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Rosell et al. CCR 2011



it Progression-free survival:
1.0 EGFR TKI
0,8™
0.81
2067 H|gh IKB
§ 0.6 -
£ 0.4+ low BRCA1
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027 high BRCA1 0.2
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i 0 P =0.02
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Rosell et al. CCR 2011 Months
BRCA1 n PFS 95% CI P
4.92 27 27 21.3-32.7 | 0.02 Bivona et al. Nature 2011
4.92-10.7 27 18 6.3-29.7
>10.7 27 10 6.7-13.3

Figure 2. Kaplan—Meier curves of progression-free survival in 81 NSCLC
patients with EGFR mutations, according to BRCA1 mRNA levels.

Hypoxia induces downregulation of BRCA1 and
increases sensitivity to cisplatin but resistance to
paclitaxel (Chan et al. Cancer Res 2008)

Oral topotecan inhibits HIF-1a (Kumar et al. CCR 2011)

Hypoxia-HIF-1c induces PDL-1. Glyceryl trinitate
blocks HIF-1c (Barsoum et al. Cancer Res 2013)

BRCA1 is required for activation of NFkB and
BRCA1 and NFkB cooperate to regulate
expression of the NFkB anti-apoptotic targets
Bcl2 and XIAP. NFkB inhibitors could sensitize
BRCA1 WT tumors to DNA damaging
chemotherapy. (Harte et al. Oncogene 2014)

Zoledronic acid inhibits NFkB (Schech et al. Mol
Cancer Ther. 2013)
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Rosell, Bivona, Karachaliou. Lancet. 2013



The problem
STAT3 signaling is not inhibited with EGFR TKI monotherapy

H1975 PC9-GR
Afatinib (umol/L) 0  0.01 0.1 1 0 001 01 1
P-AKT |=— —— -_—
I e B B ——
PERK | e e -_ e

(p-STATS:p_—- - e=— - -
STATS | e S e i | [ e e

B-AClN e e e e —— = == =

Kim et al. Mol Cancer Ther. 2012

Ongoing research to solve the problem

* Western blots with CO-1686 , AZD9291 and dacomitinib, with or without
STAT3 inhibitors (paclitaxel , niclosamide or AZD9139).

* AXL inhibitors (warfarin, sulfazalazine or S 49076), BCL-XL inhibitors (TW37,
ABT-273 [Sellekchem]).
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* Progresion durante crizotinib



Translocacion de ALK
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Translocacion de ALK

EML4 EML4-ALK
E13;A20
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Mutaciones adicionales resistencia en EML4-ALK

Before Crizotinib Treatment After Relapse
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Mecanismos de resistencia adquirida a Crizotinib

)
1) Emergence of Second
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Resistencias en ROS1 tratado con
Crizotinib

C Sequence of the CD74-ROS]1 Fusion Transcript

B FISH
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Ceritinib en pacientes pretratados con Crizotinib

y translocacion ALK

N EnglJ Med 2014;370:1189-97.
DOI: 10.1056/NEJM0a1311107

Characteristic
Age —yr
Median
Range
Female sex — no. (%)
Race — no. (%)*
White
Asian
Other
Smoking status — no. (%)
Never smoked
Former smoker

Current smoker

ECOG performance status score — no. (%)t

0

1
2
3

All Patients
(N=130)

53
22-80
78 (60)

Tumor type — no. (%)

Non—small-cell lung cancer

Breast cancer

Alveolar rhabdomyosarcoma
Inflammatory myofibroblastic tumor
Anaplastic large-cell lymphoma

Rectal adenocarcinoma

Select sites of metastases — no. (%)

Lung
Thoracic lymph nodes
Brain
Liver
Bone

Meninges

Prior crizotinib therapy for non—small-cell lung

cancer — no./total no. (%)
Yes
No

83/122 (68)
39/122 (32)



Respuesta y SLP con Ceritinib
N Engl J Med 2014;370:1189-97.
DOI: 10.1056/NEJM0a1311107

A Tumor Change

Best Change from Baseline (%)

100+ [@ Prior crizotinib [ No prior crizotinib  + Disease progression
%0 treatment treatment or death
60

Patients

100
B Crizotinib received Crizotinib not received ® Disease progression
s0d 2 last therapy before  as last therapy before or death
ceritinib ceritinib
60

-20-

—40-

Best Change from Baseline (%)
o

-60-

-80-

-100
Patients

NSCLC, no prior crizotinib treatment

NSCLC, prior crizotinib treatment

£3
3.2
“ E 0.7
.g’ “ 564
=) :
sQ
& "'g' 0.5+
S 04
58 03
g8
g 024
0.1
0.0
0
No. at Risk
NSCLC, no prior 34
crizotinib treatment
NSCLC
NSCLC, prior 80

crizotinib treatment

21

66
45

10 15 20 25
Months

13 4 2 0

30 9 2 0

17 5 0



EML4-ALK variants 1 and 2

Hsp90 stabilises Hsp90
disrupted TAPE domain

*

>
&

—

oligomerization leads to
constitutive activation of ALK

sensitive to Hsp90 inhibitors

EML4-ALK variants 3a/b and 5

+

«

oligomerization leads to
constitutive activation of ALK

Richards et al. PNAS 2014

insensitive to Hsp90 inhibitors

Sensitivity of variants to Hsp90 inhibitors differs depending on whether the breakpoint of the fusion

protein interrupts the globular TAPE domain.
Dec 2011

Progression
After 1yr crizotinib

Partial response
After 8m ganetespib

Feb 2014

Courtesy S Viteri
Almost CR

After 12m ceritinib (LDK378)
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 Conclusiones



Conclusiones

Los tratamientos dirigidos sobre mutaciones conductoras comportan la aparicion de
resistencias mediadas por diferentes mecanismos (mutaciones adicionales, vias de escape)

La heterogeneidad caracteristica de la transformacion maligna puede ser relevante en la
progresion clinica

La inclusidon de pacientes en EC deberia ser prioritaria
La continuacion del tratamiento con ITKs es objeto de investigacion clinica

La posibilidad de combinaciones con quimioterapia citotdxica u otros farmacos bioldgicos
son alternativas en la practica clinica y en la investigacion clinica

La posibilidad de adicion de tratamientos locales y mantenimiento del tratamiento basal
puede ser considerada en determinadas circunstancias clinicas

El Ceritinib ha sido recientemente aprobado por la FDA para el tratamiento de pacientes con
translocacion de ALK que progresan a Crizotinib
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