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El avance en las terapias dirigidas para el cancer de
pulmon no
microcitico avanzado ALK +
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Identification of the transforming
EML4-ALK fusion gene in non-small-cell
lung cancer
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No mutations 1.2%

UMD 12.0%
EGFR sensitizing 19.4%

Other drivers 2.9%
PTEN loss 0.7%
_CDKNZ2A loss 1.9%
BRAF non-V600E 1.3%

R 28% -NF1loss 1.9%
EGFRT790M 5.5%
EGFR exon20 2.1%
EGFRWT amp 1.0%
ALK fusion 3.8% :
ROS1 fusion 2.6% KRAS 25.3%

RET fusion 1.7%
BRAF V600E 2.1%
MET splice 3.0%

METamp 1.4% % £GFR1/20.7%
ERBB2amp 1.4% ~~NRAS 10.2%
BRCA1/2loss 1.3% PIK3CA 2.0%

MAP2K10.7%
TSC1/2loss 0.7% ERBB2 mut 2.3%

1. Soda M, et al. Nature 2007; 2. Choi YL, et al. Cancer Res 2008; 3.
Roberts EM, et al. Cancer Discovery 2017
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Perfil clinicd patologicode lospacientesALK+ CNMP

A Reordenamientos gen ALK identificados en 3-5% of NScLC'?
AMas frecuente en:
i Histologia Adenocarcinoma (2.47 5.6%)4 6
i No- o0 poco fumadores?4:>
I Ligeramente mas jovenes que los ALK neg (52 afos vs 59)
i Raro (<1%) en histologia escamosa??
ATienden a ser mutuamente excluyente con las mutaciones EGFR and KRAS 247
Pero CUALQUIER paciente con CNMP puede tener una fusion ALK3
AMtx cerebrales frecuentes : 20-30 dx/ 56-60 in crizotinib// 38-40% in ALEX trial

AAlta incidencia de TVP (superior al 25%)

1. Boland JM, et al. Human Pathol 2009,40:1152-8.2. Zhang X, et al. Mol Cancer2010;9:188
3. Sasaki T etal. EurJ Cancer. 2010;46:1773-1780. 4 Rodig SJ, et al. Clin Cancer Res 2009;15:5216-23
5. Wong DW, et al. Cancer2009;115:1723-33.6. Takahashi T, et al. Ann Swg Oncol 2010;17:689-97
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Desarrollo deTKlIsde ALK en cancer de pulmon

First-Generation
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*Only FDA-approved ALK inhibitors depicted
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ADDITIONAL
TARGETS

MET, ROS1

RET, LTK

Mutant EGFR, ROS1

IGF-R1, IR, ROS1

MET, ABL, AXL

NTRKs, ROS1

ROS1
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Tratamiento antALK
Primera linea
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PROFILE 1014

Hazard rato or progression Final primary OS analysis (ITT population)

or death in the crizotinib group,
0.45 (95% Cl, 0.35-0.60)
P<0.001 (two-sided stratified log-rank test) , + Censored

(HR, 0.760; 95% C, 0.548 to 1.053; P=.0978)

2-sided p-vake from the log-
rank fest srafied by ECOG PS,
race, brain mefastases

Crizotinib

Crizotinib Chemotherapy
n=172) (n=171)

Progression-free Survival (%)

Overall Survival (%)

Chemotherapy

T T Deaths, No. (%) 71413) 81(47.4)
15 20 Median OS (95% Cl), months ~ NR (45810 NR)  47.5(32.2t0 NR)

Months 2% 30 35 40 45 50

No. at Risk Time (months)

Crizotinib 172 38 19 No. at risk:

Chemo:he(apy 171 12 2 —— Crizotinib 172 157 144 128 98 89 ] 65 51
Chemotherapy 171 150 131 118 89 82 73 63 46

Median follow-up ~46 months in both arms.
Crizotinib 10.9 months Survival probability at 4 years was 56.6% (95% Cl, 48.3% to 64.1%) with crizotinib and 49.1% (95% Cl, 40.5% to 57.1%) with chemotherapy.
After crossover adjustment, there was an improvement in OS that favored crizotinib (hazard ratio, 0.346; 95% bootstrap Cl, 0.081 to 0.718).
Platinum/Pemetrexed 7.0 months The longest OS was observed in crizotinib-treated patients who received a subsequent ALK tyrosine kinase inhibitor.
No new safety signals were identified

Solomon; N Engl J Med 2014;371:2167-77 Solomon BJ, Journal of Clinical Onco8&yyno.22 (August 1 2018) 22524258.
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Como mejorar estos resultados??
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Estrategias de mejora

A Mayor potencia de accion sobre la diana
A Efecto sobre SNC

A Toxicidad

A Selectividad: Desarrollo de resistencias
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First-Generation Second-Generation

Crizotinib Ceritinib Alectinib

R NH 0:5(
Cl o~
\Q Q Huj@ Agent Cellular IC5, (nM)
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oA LA = ) Crizotinib 38.6
| H o\r B )

H,NT N Ceritinib 49
Brigatinib Alectinib 1.4
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Potency

GainerJF Dardeiel et al,CancemDiscovery , 2016
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Ceritinibprimera linea: ASCEND 4

ASCEND 4 Study Design A Ceritinib
004 (N=189)

[ Median PFS 16.6 8.1
Key entry criteria \ Ceritinib (95% ClI), (12:6,.27:2). | (5:8,; 11.1)
* ALK-positive by 750 mg QD 80 months
central FISH testing. - (N=189) £ Hazard ratio (95% Cl) = 0.55 (0.42, 0.73)
* Locally advanced or i I
metastatic NSCLC. N g 60- Stratified log-rank P value <0.00001
* No prior systemic D [ @
treatment for :)n ﬁ
advanced disease. ) 5
* ECOG 0-2 : Pemetrexed 2 40
* Asymptomatic or + cisplatin or §‘
neurologically stable carboplatin x 4* =
brain metastases. (N=187) 204 o ) -:

) ® 4 Censoring timepoints L .
* Maintenance —u— Ceritinib

pemetrexed allowed —a— Chemotherapy
0 T T | | I T T T T T I T T I T T I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34

| 7
CROSSOVER TO CERITINIB Numbera.t ."s.k

PERMITTED AFTER PROGRESSION Ceritinib 189 155 139 125 116 105 98 76 59 43 32 23 16 11 1 1 1 0
Chemotherapy 187 136 114 82 71 60 53 35 24 16 11 5 3 1 1 0 0 0

Soria et al, Lancet 2017
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Alectinibprimera linea: ALEX

ALK+ by central IHC
testing

Advanced or metastatic
ALK+ NSCLC

Treatment-naive
ECOG PS 0-2
Measurable disease

Alectinib 600 mg po BID
Crizotinib 250 mg po BID

Asymptomatic brain
metastases allowed

Actualizacion PF<rizotinib10,9m vsAlectinib34,
4m HR(95%CI):0,43 (0;858)

Peters S NELM, 2017

Progression-free Survival
(% of patients)

Hazard ratio for disease progression or death,

0.47 (959 ClI, 0.34—-0.65)
P<0.001 by log-rank test

Alectinib

Crizotinib

No. at Risk
Alectinib
Crizotinib

T T T
12 15 18

Month

152: 135 313 97 81 67
151 132 104 84 65 46 35

Crizotinib
(n=151)

T T 1
24 27 30

Alectinib
(n=152)

Events, n (%)

102 (68)

62 (41)

Median, mo

111

NR

HR (95% Cl)

0.47 (0.34-0.65)

p*

<0.001
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Brigatinibprimera linea: ALTA

e HR for disease progression or death,
0.49 (95% Cl, 0.33-0.74)
= 80 - P=0.0007 by log-rank test
ALK + local testing £ yied
Advanced or Brigatinib 90 mg po daily B
metastatic ALK + for 7 days then 180 mg 5'6
NSCLC . po daily X 40 4
< 1 prior systemic =1
W
therapy a 5 o
No Prior ALK Inhibitor ~- Brigatinib (n=137)
Asymptomatic brain 0 3 6 9 12 15 18

Time (Months)

metastases allowed

* Investigator-assessed median PFS was NR (95% CI, NR-NR) in the
brigatinib arm and 9.2 months (95% Cl , 7.4-12.9 months) in the crizotinib
arm (HR, .45 [95% CI, .30-.68]; log-rank P=.0001)

« 1 year OS probability: brigatinib, 85% (95% Cl, 76%-91%); crizotinib, 85%
(77-91%)

Camidge DR, et al. N Engl J Med. 2018;379:2027-2039.
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PROFILE 1014  ASCEND 4 ALEX ALTAL
AlIK TKI Crizotinib Ceritinib Alectinib Brigatinib
Rama control  Quimioterapia  Quimioterapia Crizotinib Crizotinib
Seguimiento 17m(46m) 19,7m 27,8 m(+ 9,2) 11m
PFS 10,9m 16,6m 37,8m NR
(mediana/HR) 0,45 0,55 0,43 0,49
oS NR /0,76 NR NR/0,76 NR
(mediana/HR)
RR 74% 72,5 83% 71%

Solomon NEJM 2014 ;PetSNELM, 2017
CamigdeDR, ASCR018:Soeriaetalslancel01+7




