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Reordenamiento de ALK

Reordenamiento.
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En la enfermedad ALK+, la inhibicién de ALK
promueve la muerte de las células cancerosas
restaurando la apoptosis e inhibiendo el
crecimientoy la proliferacion de las células
tumorales

Inhibicion Sy, Q

de ALK

Supervivencia

Proliferacion
celular

1. Torti & Trusolino. EMBO Mol Med 2011;
2. McDermott, et al. Cancer Res 2008;
3. Takezawa, et al. Clin Cancer Res 2011




EML4-ALK in NSCLC
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Identification of the transforming
EML4-ALK fusion gene in non-small-cell
lung cancer

Manabu Soda'”, Young Lim Choi', Munehiro Enomata ', Shuji Takada', Yoshihiro Yamashita', Shunpei Ishikawa’,
Shin-ichiro Fujiwara', Hideki Watanabe', Kentara Kurashina', Hisashi Hatanaka®, Masashi Banda”, Shaji Ohna’,
Yuichi Ishikawa®, Hiroyuki Aburatani™, Toshiro Niki', Yasunori Sohara®, Yukihiko Sugiyama® & Hiroyuki Mano'~

Soda et al., Nature 2007; 448:561-567
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Anaplastic Lymphoma Kinase Inhibition in Non—Small-Cell
Lung Cancer
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Patient No.

96 Response +12 22 26 28 31 33 33 40 43 43 44 49 50 50 50 57 57 64 65 67 70 71 73 74 74 75 76 78 &7 100100

Treatment Duration 7 15 13 40 20 53+451+40+ 15+ 27 40+ 40+ 21 12+ 49+ 27+ 16+ 16+ 22 40+ 53+ 84+ 79+ 31+ 48+ 36+ 39 594 17+ 79+ 57+

(wk)
Smoking(packyr) 0 0 0 0 5 0 0 1 0 9 5 0 5 3 0 6 9 0 0353 0 0 0 0 0 5100 0 0

ALKFISH + + + + + + + + + + + + 4 + + + + + + + + + + + + + + + + + +
EML4-ALK 6 U 18 U U 13 13 13 U 13 U 13 U U 13 6 20 13 U U 13 13 6b 6 13 13 6 13 13
Breakpoint

ALK Expression 2+ 2+ 2+ 2+ 1+ 1+ 1+ 2+ 2+ 3+ I+ 2+ 3+ 34+ 1+ 2+ 2+ 2+ 3+ 1+ 2+ 2+ 2+ 2+ 2+




ARTICULO ORIGINAL ((VISTA PREVIA GRATUITA )

Crizotinib en el tumor miofibroblastico inflamatorio reordenado ALK

James E. Butrynski, MD, David R. D'Adamo, MD, Ph.D., Jason L. Hornick, MD, Ph.D., Paola Dal Cin, Ph.D., Cristina R. Antonescu, MD, Suresh C. Jhanwar, Ph.D., Marc
Ladanyi, MD, Marzia Capelletti, Ph.D., Scott ]. Rodig, MD, Ph.D., Nikhil Ramaiya, MD, Eunice L. Kwak, MD, |effrey W. Clark, MD, et al.

28 de octubre de 2010
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Table 1. ALK gene abnormalities in cancer

Dizsease ALK slteration Chromosomal abnormality References

ALCL MPM - ALK t{2;5)p23;035) [2]
TPM3I-ALK t{1:2){g25:p23) [11]
TPMA-ALK 1 2;19){p23;p13) [12]
TFG-ALK t{2:3)(p23:921) [10]
ATIC-ALK inv{2){p23;935) [125-127]
CLTC-ALK t2;17)Hp23;023) [14]
MSMN -ALK W2 X p32,011-12) [128]
ALOAT-ALK 12;17)p23,025) [9]
MYHI -ALK 12;22)(p23,011.2) [13]

DLBCL MPM - ALK t{2;5)p23;035) [1258, 130]
CLTC-aLK 12;17)p23;023) [69, 131]
Unkmnown ins{3ALK)(4g22-24) [132]
SOSTM1-ALK 1{2;5){p23.1,035.3) [66]
SEC31A-ALK ins{4){2;4)?;021) t(2;4)(p24;q21) [133, 134]
Unknown WX 2Hq21,p23) and £2;12) [68]

(p23;924)

Plasmacytoma CLTC-ALK 217 Hp23,023) [71]

IMT TPM3-ALK t{1:2){g25:;p23) [135]
TPMA-ALK t{1;19)p23;p13) [135]
CLTC-ALK t2;17)Hp23;023) [138]
CARS-ALK 12;11;2)p23;pl5;g31) [9, 137]
ATIC-ALK inv{2){p23;935) [138]
RAMNBP2-ALK t{2;2p23;013) inw(2){p23;pl15;031) [138]
SEC31L1-ALK t{2;4)p23;021) [140]

MSCLEC EMLA-ALK imviZ2){p21:p23) [85, 97]
TFG-ALK t{2:3)(p23:921) [97]
KIFSB-ALK 1 2;10)p23;pl1l) [95, 98]

Esophageal cancer TPM4-ALK 219 p23;pl13) [105, 114]

Renal cell carcinoma VCL-ALK W2 100p23;022) [111]

Renal medullary carcinoma VCL-ALK 2100 p23,022) [112]

Breast cancer EML4S -ALK im{2p21:p23) [92]

Celon cancer EML4S -ALK im{2p21:p23) [92]

Meuroblastoma Paint mutations or [21-25]
amplification

Thyroid carcimoma Paoint mutations [26]




A targeted therapy model
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NSCLC ALK+

Clinical .
Molecular iy Pathology Biomarker
characteritics
( Ligand binding \ [ \
ALK el Young patients
inactive .
i) | KA 55y
Normal cell “'“3 s"m ) EML4-ALK
: constitutively active
ALK kinase domain* - > o » Tumour Ce"
X i’ EML4 .
L ; . * ] domain Never-Light smokers

M ~70% never smokers
S e ;

@ —— v

l Cow | Advanced disease

v - ! - pleural/pericardial efusion
o Cowen S @ - Multiple metastatic locations
v v - CNSinvolvement
.

\4
\ Growth, proliferation, survival, angiogenesis ) \ )

Solomon B et al. NEJM 2014; Soria J-C et al. Lancet 2017
Peters S et al. NEJM 2017; Holla R et al. Cold Spring Harb Mol Case Stud 2017; Tao, et al.
Thorac Cancer 2017; Kayaniyil, et al. Curr Oncol 2016
Camidge, et al. Lancet 2012; Chia, et al. Clin Epidemiol 2014
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Elige la mejor opcion para tu hospital
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ALK rearrengement mARN transcription ALK protein Oncogenic activity
Fusion gene ALK Potential target




Protein is the target

Clinical cases with ALK fusion

Clinical cases with ALK protein

| |

FISH-positive, IHC- FISH-negative, IHC-
negative positive
Low response
ALK TKI response

Adaptado de K. Kerr



Diagnodstico de enfermedad ALK+ en CPNM

32% KRAS
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[ 1o ecrr i 28.000 pacientes fueron
i () R o . . .
5% ALK [ 47% Desconocido diagnosticados con CP

en Espafa en 2017

Unos 500 pacientes
fueron ALK-positivos ©

1% HER2

La enfermedad ALK+ aparece en aproximadamente el 5% de los pacientes con CPNM avanzado'~

ALK = quinasa del linfoma anaplasico; EGFR = receptor del factor de crecimiento epidérmico; HER2 =
receptor del factor de crecimiento epidérmico humano 2
KRAS = K-ras

1. Dearden, et al. Ann Oncol 2013; 3. Hallberg, et al. Nat Rev Cancer 2013; 4. Pao & Girard. Lancet Oncol 2011;
5. Rikova, et al. Cell 2007; 6 SEOM evaluation report 2018



Crizotinib and Ceritinib in first line

Crizotinib: PROFILE 1014 confirmatory Ceritinib: ASCEND 4
Phase 3 trial vs 15t line chemotherapy’ Phase 3 trial vs 1%t line chemotherapy?
100-
g
Tg 80+
2 HR=0.45 (95%Cl Median PFS: HR = 0.55 (95% 0.42-0.73)
@ 60- crizotinib = 10.9 months
E ceritinib=16.6months | " Teeaw
£ 40- 7
I Crizotinib ey, Chemotherapy
g 204 20 1 b TSR Y .
E Chemotherapy 0
0 I | I | I | 1 I | I T I T I I I L L I T I I I [ I T I
0 5 10 15 20 25 30 35 0 2 4 & @8 10 12 -1|14me1[ﬂmn;g“lm 22 24 26 28 30 32 34

Months
1. Solomon et al. New Engl J Med 2014 2. De Castro G et al. WCLC 2016



Alectinib vs Crizotinib in 1L Brigatinib vs Crizotinib in 1L

8 .o
O Western countries
O T -



J-ALEX primary endpoint: PFS by IRF (ITT)

PFS estimate

= Alectinib (n=103)
=== Crizotinib (n=104)

=0 HR=0.34 (0.17—0.71)
p<0.0001
0.8 —
al 1h L
0.6 - ll_l NR (20.3—NR)
0.4 — :
0.2 — :
' 10.2 (8.2—12.0)
0 1 1 — 1 I I 1 I 1
0 3 6 9 12 15 18 21 24 27

Time (months)

Nokihara, et al, ASCO 2016 (Abs. 9008)



ALEX
Response rate and response duration

* 33.1 months (95% Cl: 31.3—NE) with alectinib versus 11.1 months (95% Cl: 7.5-13.0) with crizotinib

Crizotinib Alectinib
(n=151) (n=152)
Pacientes que responden, n (%) 114 (75,5) 126 (82,9)
(IC95%) (67,8-82,1) (76,0-88,5)
Valor 0,05
P (No estadisticamente significativo)
RC, n (%) 3(2) 7 (5)
RP, n (%) 111 (73,5) 119 (78)
EE, n (%) 24 (16) 9(6)

Shaw, et al. ASCO 2017, Peters, et al. N Engl J Med 2017; Camigde, et al. ASCO 2018
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SLP estimada
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20
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MNo. pacientes en riesgo

Alectinib

Crizotinib

ALEX

Progression Free Survival

] Alectinib (n=152)
— Crizotinib (n=151)
-4 Censurado
. 34,8
10,9 : "’l‘is?‘f-'s
E meses — ¥ H ::: { e
£ (9,1-12,9 . NE)
Dia ]iz 18 24 30 36
¢1
Tiempo (meses)
152 99 84 81 81 77 69 33 19 4
151 64 47 42 25 31 24 10 8 o

Camidge DR, et al. Updated efficacy and safety data from the global phase Il ALEX study of alectinib (AL) versus crizotinib (CZ) in
untreated advanced ALK+ NSCLC . J Clin Oncol 36, 2018 (suppl; abstr 9043). Péster #9043 presentado en ASCO 2018 Annual

Meeting



Progression-free survival (26)
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ALESIA: PFS and Overall Survival

40
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Alectinib (n=125)
= Crizotinib (n=62)
= Censored

E 10.7 months
9 12 15
Time (months)

18

NE

21

Secondary endpoint
IRC assessed

Alectinib | Crizotinib
n=125 | n=62

Patients with ~ 36(28.8) 31 (50.0) -
event, g
n (%
MedianPFs, N 107
months (16.7-NE) (7.4-NE) ©
(955.Cl)

HR 037

(95%C (0.22-061)

P-value (log- P<0.0001

rank test)

100

80

Patients with
60 event,

n (%)
“ Median PFS,

Alectinib (n=125) months
™ Crizotinib (n=62) (95% Cl)

Alectinib | Crizotinib
n=125 | n=62

8(6.4) 13(21.0)

NENE
(19.8-NE)

20
HR
(95%CI)
0 P-value (log-
oyl 3 6 9 15 18 n rank test)

0.28

(0.12-068)
P=0.0027

Time (months)

Primary data cut-off: 31 May, 2018 IRC: Independent Committee Revisor
Median duration of follow up (alectinib vs crizotinib): 16.2 vs 15.0 months
The p-values presented for the efficacy endpoints are descriptive only




EEMESMD ™
Study design

> Alectinib 600 mg PO BID until PD Enroliment complete
(n=78 planned; 87 actual)

Alectinib PO at 900, 1200, Closed
or 750 mg BID until PD ose
(n=50-62 planned; 8 actual)

Screening
criteria® until PD or loss of clinical benefit
Sample (+) :
Age > 18 years for BFAST Randomised 1:1, n=440

lteration
Unresectable, stage Blood sent to FM| :
IIIB or IV NSCLC for cfDNA testing | R
Measurable disease

Treatment naive

Foasr o - R

*all cohorts have additional,

treatment-specific —> Future Other investigative agents or marketed
inclusion/exclusion criteria cohorts therapies

BID = twice daily; cfDMA = circulating free tumour DMA Patients not enrolled in treatment
ECOG PS = Eastern Cooperative Oncology Group perfarmance status e L Real World Data Cohort cohoris

Fiil = Foundation Medicine Inc.; IV = intravenous administration; PD = progressive disease

PO = gral administration; g3w = evary 3 waaks

MCTO3178552



Results: Confirmed response (INV vs IRF)

0™

Results: PFS by investigator

e

Overall Response Rate
oy 920
NV IRF
L Nl (e
g B0 1 ¢ )
c omplete Response, n (%) 0 f1(126)
0 98t 00415 | (G4e-2150)
0 An
¢ 0 Partial Response, h (%) 0874 | 69(193)
984 B50-0350) | (3925-8725
o Progressive Disease, n (%) 1) H)
984 0062 | (03624
0

ByINV By IRF
05%Cl 785935 841967

Median duration of follow-up: 12.58 months

[NV = nvestipator-essessed, IRF = indapendant review facily-assassed

ALEX confimed ORR = 74.7% (95% 63.6-78.7)'

1. Mok, ot . ESMO 20189
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Progression-free surwviwval (%)

Patients at risk 67 85

Median duration of follow-up: 12.6 months

PFS = progression-ree sunival; NE = non-asfimatla

Patients with event, n (%) | 20 (23)
Median PFS, months NE
(65% CI) INE)
12:month PFS, % 18.38
N=6T |(95%Cl) (69.07-87.69)
S
ALEX! N=152
12-month PFS, % 68.4
(95% CI) (61.0-75.9)
0 | | | | |
0 3 6 9 2 15
Time (months)
[l 66 3 |

1. Peters, et al. NEIM 2017



ALTA-1L: Phase 3, Open-label, Randomized, Multicenter, Study (NCT02737501)

Brigatinib 180 mg qd with 7-
- EtHgE IBMIV ALK+ NSCLC dﬂ‘f lead-in at 90 mg
BIRC-assessed PD*

Stratified by: Intolerable toxicity

> GENCTFLl  Brain metastases at baseline (y/n)
1:1 * Prior chemotherapy for locally advanced

or metastatic disease (y/n)

*Arm B crossover to
Crizotinib 260 mg bid brigatinib permitted at
BIRC-assessed PD

Disease assessment every 8 weeks, including brain MRI for all patients
Primary endpoint: Blinded independent review committee (BIRC)-assessed PFS per RECIST v1.1

Other reasons for
discontinuation

No prior ALK inhibitor

» Key secondary endpoints: Confirmed ORR, confirmed intracranial ORR, intracranial PFS, OS, safety, and tolerability

Statistical considerations: ~270 total patients (198 events); 135 in each arm to detect a 6-month improvement in PFS (HR=0.625), assuming:

— 10-month PFS in crizotinib arm
- 2 planned interim analyses at 99 (50%) and 149 (75%) total expected events

Trial fully accrued in August 2017 (N=275

First interim analysis:
+ Atotal of 99 PFS events are included
» According to the prespecified O’'Brien-Fleming Lan-DeMets alpha spending function, a 2-sided P value of 0.0031 was used

to define the threshold for significance

Camidge et al, NEJM 2018




ALTA-1L: Phase 3, Open-label, Randomized, Multicenter, Study
(NCT02737501)

Primary Endpoint: BIRC-Assessed PFS
* Brigatinib met the prespecified threshold for statistical superiority vs crizotinib

1 5
e HR for disease progression or death,
— 80 + P=0.0007 by log-rank test Patients With Median PFS 1-Year PFS, %
E Treatment Events (95% CIl) (95% CI)
5 907 Brigatinib 36 NR 67
= (n=137) (26) (NR-NR) (56—75)
= 40 4
g Crizotinib 63 9.8 months 43
& - (n=138) (46) (9.0-12.9) (32-53)
Brigatinib (n=137)
, | = Crizotinib (n=138)

0 3 6 9 12 15 18
Time (Months)

* Investigator-assessed median PFS was NR (95% Cl, NR-NR) in the brigatinib arm and 9.2 months
(95% CI, 7.4—12.9 months) in the crizotinib arm (HR, 0.45 [95% CI, 0.30-0.68]; log-rank P=0.0001) h
.-'—

* 1-year OS probability: brigatinib, 85% (95% CI, 76%—91%); crizotinib, 86% (77%—-91%)

Camidge et al, NEJM 2018




PFS

ALECTINIB

S

%% mPFS 34.8 m

CRIZOTINIB

CERITINIB

N,

PROFILE 1014 ASCEND-4

mPFS: 10.9 m mPFS: 16.6 m BRIGATINIB
ALTA

MPFS NR m

Solomon B et al. NEJM 2014; Soria J-C et al. Lancet 2017; Camidge R et al. ASCO 2018 (Abst. 9043), Camidge R et al, NEJM 2018



High incidence of CNS involvement in NSCLC ALK patients

1. Guerin, et al. J Med Econ 2015
2.Johung, et al. J Clin Oncol 2016;
3. Weickhardt, et al. J Thorac Oncol 2012

35% of ALK + have CNS involvement at diagnosis

NSCLC ALK+ patients with

CNS metastases(%)

50

40

30

20

10

1 2 3 24

Number of brain metastases in the first radiological study

Most patients have multiple CNS metastasis



ASCEND-7 STUDY DESIGN

Ceritinib 750 mg QD fasted, 28-day cycles
Arm 1

Gadolinium-enhanced brain MRI (prior brain radiotherapy and prior ALKid)

Endpoints (Arms 1-4)

Primary endpoint:
Investigator assessed whole

body ORR per RECIST 1.1

Key secondary endpoint:
Investigator assessed whole

Arm 2

Key inclusion criteria . . : : :
(no prior brain radiotherapy and prior ALKid)

ALK+ (FISH) NSCLC?
Active (measurable or non-

measurable) metastases to Arm 3
the brain® and/or (prior brain radiotherapy and no prior ALKi)

leptomeningeal

body DCR per RECIST 1.1

Other secondary endpoints:
Intracranial and extracranial

ORR, DCR, TTR, and DOR;
whole body TTR, DOR and
PFS; OS, safety, PK

carcinomatosis®

21 extracranial measurable
lesion using RECIST v1.1.
WHO performance status
0-2

Arm 4
(no prior brain radiotherapy and no prior ALKi)

* Intracranial and extracranial responses were assessed using modified RECIST 1.1 and RECIST 1.1, respectively.
. As per modified RECIST, the usual criteria to select target lesions were used but maximum five target lesions located in the brain could
be selected at baseline and evaluated at each assessment time point.
2 according to 7 edition of the American Joint Committee on Cancer
b Lesion free of local treatment (stereotactic or WBRT) or lesions in unequivocal progression after radiotherapy

“diagnosis requires either documentation of the presence of malignant cells detected at the cytological examination of C5F or serious suspicion of LC supported by imaging findings
4 Previous treatment with ALKi other than crizotinib was not allowed #P3; 1910069723



WHOLE BODY BEST OVERALL RESPONSE PER INVESTIGATOR

ASSESSMENT

Rapid response with a high DCR was seen across all 4 arms

Investigator assessed response was consistent with blinded independent review committee assessment

Best overall response, n (%)

ARM 1
Prior brain

RT/ prior
ALKi
N=42

ARM 2
No prior
brain RT/
prior ALKI
N=40

ARM 3
Prior brain

RT/ No prior

ALKi
N=12

ARM 4
No prior
brain RT or
ALKi
N=44

Partial response (PR) 15 (35.7) 12 (30.0) 6 (50.0) 26 (59.1)
Stable disease (SD) 13 (31.0) 21 (52.5) 2 (16.7) 5(11.4)
Progressive disease (PD) 7 (16.7) 6 (15.0) 1(8.3) 7 (15.9)
Unknown 7(16.7) 1(2.5) 3 (25.0) 6(13.6)
Overall response rate (CR+PR), % 35.7 30.0 50.0 59.1
(95% CI) (21.6, 52.0) (16.6, 46.5) (21.1, 78.9) (43.2, 73.7)
Disease control rate (CR+PR+SD), % 66.7 82.5 66.7 70.5
(95% Cl) (50.5, 80.4) (67.2, 92.7) (34.9, 90.1) (54.8, 83.2)




WHOLE BODY DURATION OF RESPONSE PER INVESTIGATOR OVERALL SURVIVAL
ASSESSMENT

Clinically meaningful DOR 100"
Investigator assessment was in line with blinded independent review committee assessment o m_‘
{ 107 % - - -
h' -
¢ W] i
E = 4 %% Censoring Times :.
% 607 : :::; '_f 0] wane (ensoring Times
z T md 5 R—
= 407 Amd .g )
§ = £ | —
R q ' = 1
| 024 68 DNWIEBYNU®EBNRLWBRL
NEEREEEEEE R EE R EEERE, hadhpeat e et
Time (Month amidd B ¥ W W W OB N W NN W WL US4 I L0
Mo gttt imé (Months mad) 3 0H OB N BB UB DB BUDBUDY S 4
ami s B o1 8 ¢ 7 6 4 4 4 4 4 3 1 1 1 1 1 90 i3 l2 9 8 8 8 8 8 B 7 6 6 6 6 4 4 4 4 3 0 000
M2 09 0§ 7 71 7§ 3% 2 1 111 1 111 0 pmd 44 3B OB AL NV K UNB N BVYT DRULWLTLOOO
m3 66 5 5 5 5 4 3 3 3 3 12 2 1 1 1 1 00
w4 2606 M 18 0 0 7 7 7 7 6 5 4 2 1 1 1 110

ARM1 ARM2 ARM3 ARM 4
Prior brain RT/ prior  NoppriorbrainRT/  Prior brain RT/No  No prior brain RT or
ALK prior ALK] prior ALK] ALKi

ARM 1 ARM2 ARM 3 ARM4
Prior brain RT/  No prior brain RT/  Prior brain RT/No  No prior brain RT

prior ALK prior ALKI prior ALK] or ALK

M=12 M-=26 N=42 N=40 N=12 N=44

Duration of response (DOR)

_ Overall survival (05)

Median DOR, monts (54 . . - 32(13,239 Median 05, months (95% C)) 240(126,N)  NE(162,NE)  NE(LO,NE|  NE[265, NE)
Eimated moth vt e TL7(511,860) Estmated L2monthevent-  674(504,196)  729(555,845)  T50(08,5L) 778 (618,879)
probability, % (95% C) free probability, % (95% CI)

Events, n/M (%) 10/15(66.7) 10/12(833) 1/6(16.7) 18/26(69.) Fents /N (4 D524 16/40 400) (50 15/04 34
Mis the number of patients includzd in the DOR analysis 3 o0 590672




OVERALL RESPONSE RATE (PER INVESTIGATOR ASSESSMENT)

Best overall response, n (%)

Partial response (PR) 3(16.7)
Stable disease (D) 9(50.0)
Progressive disease (PD) 1(5.6)
Unknown 5(27.8)
Overall response rate (CR+PR}, % (95% Cl) 16.7(3.6,414)

Disease control rate (CR+PR+SD), % (95% CI) 66.7 (41.0,86.7)

Duration of response (DOR) M=3
Median DOR, months (95% Cl) 55(3.7,9.9)
Events n/M (%) 3/3(100)

M s the no of pts included in DOR analysis; Investigator assessed response was in line with BIRC assessment

#P3: 19100637

OVERALL SURVIVAL (PER INVESTIGATOR ASSESSMENT)

100
| Censoring Times
- Arm5
804
Overall survival (05)
§ 60 Median S, months (95% Cl) 1.2(16,16.9)
".E Events, n/N (%) 14/18(778)
]
?
5 4.
2
i
H
1]
g 20
104

T
02 4 6

Time (Months)
No. of pts still at risk

Ams 18 13 10 9 8§ & 5 5 5 3 3 3 3 3 1 0

0

0

0

0

0

— T 1 1 T T I 1 T T T T T T T T T1
§ 10 12 14 16 18 20 2 24 2% 28 30 32 33 % B 40 &

0

11P3: 1910069723



Alectinib showed high CNS activity 81% and 38% of measurables
metastases

Measurables mets

100
80 50,0%
]
v
g
32 60
(%]
g
(]
©
v 40
(%]
©
-
20
5,0%
0 [
Pacientes que RC SNC
responden SNC
Crizotinib
(n=22)

1. Peters, et al. N EnglJ Med 2017
2. Shaw, et al. ASCO 2017

81,0%
38,0%
Pacientes que RC SNC
responden SNC
Alectinib
(n=21)

Tasa de respuesta

Measurables and non measurables mets

100

80

60
25,9%

40

20

9,0%
0
Pacientes que RC SNC
responden SNC
Crizotinib

(n=58)

59,4%

45,0%

Pacientes que RC SNC
responden SNC

Alectinib
(n=64)



Patients with CNS involvement at diagnosis'

PFS
(CNS involvement at diagnosis)*

Patients without CNS involvement at diagnosis”

PFSin patients with CNS involvement and previous RT*

Patients with previous RT

= (rizotinib (N=21)

Patients without previous RT

= Crizotinib (N=37)

100 = = Alectinib (N=25) 100 = Alectinib (N=39)
== (rizotinib (N=58) == Crizotinib (N=93)
100 - = Alecentinib (N=64) 100 = Alectinib (N=88) c HR 0,34 (1c5%0,15-078) c HR 0,44 (1c85%025-0.78)
T o8- P=0,0078 2 80 P=0,0041

c HR 0,40 (1c 95% 0,25-0,64) c HR 0,51 (1c 95% 0,33-0,80) g :J‘h
2 8- P<D,000L 2 8- P=0,0024 9 0
g 0 g 8
: : § 6 " § e
: 8 § [11,0-NR] ;
L6 L6 R — ' 3 L
[ [ ] a ! - |
i T ,-§ ] i ¢ 0 1 14,0 meses
- i NR o i v v |
LR . . : 2 2 (56N
é 40 | (3:2-NR) E 40 | ¢ : i
é ! é i ¢ 20 12,7 meses g 4 7.2 meses |
- i - | ! (12-148) ! D) :
§ 7,4 meses i § 14,8 meses i !

(6,6-9,) ! (10,8-203) | 0 1

i | I N N D D N R D 0 T
0 T | I | T T | | | T | 0 T T T | '| | T T | | Dal 3 6 9 12 15 18 2 9 27 0 Dial 3 6 9 12 15 18 2 24 1 N
Dal 36 9 1 & 48 1 A T3 Dal 3 6 9 L B B A X T XN Duracion de supervivencia libre de progresion (Meses) Duracion de supervivencia libre de progresion (Meses)
) ) Duracidn de supervivencia libre de progresion (Meses) Duracidn de supervivencia libre de progresion (Meses) . ) ) )
Pacientes en riesgo Pacientes en riesgo Pacientes en riesgo Pacientes en riesgo

Ciotinb 37 30 20 11 7 4 4 1
Mectib 33 % %4 2 20 1% 1B 7 1

Criotinb 20 18 13 1 10 5 2 1 1
Mlectnb 25 20 17 17 16 1 1 3 3 1

Criztinb 58 48 66 2 7 9 6 3 1
Mlectinb 64 54 41 39 3% 31 4 0 4 1

Crizotinh 93 84 71 6 4 3% 9 1 4
Mectinb 88 81 72 70 61 0 43 5 1 2

*Valorada por el investigador; tTodos los pacientes con metastasis en SNC en situacion inicial,
independientemente de la radioterapia

NR = no alcanzado. *CRI, patientes con metdstasis cerebral en situacidn inicial; §Un paciente del grupo de Alecensa con nometastasis en SNC por CRI habia recibido RT previa, pero se excluyd aqui
RT=radicterapia [incluye radiocirugia estersotactica y radioterapia holocraneal adslantads)

Shaw, et al. ASCO 2017



IRC-assessed cumulative incidence of CNS progression
(CRI, ITT)

Patients with CNS involvement at diagnosis’ Patients without CNS involvement at diagnosis®
100 — ___ crizotinib RIA de 12 meses: — Alectinib RIA de 12 meses: 100 — ___ crizotinib RIA de 12 meses: — Alectinib RIA de 12 meses:
58,3% (IC 95%, 43,4-70,5) 16,0% (IC 95%, 8,2—26,2) 31,5% (IC 95%, 22,1-41,3) 4,6% (IC 95%, 1,5-10,6)
1
. 80 — ! . 80 — |
S | < |
© : © :
g : : |
=] 60 — ! =] 60 — !
£ | 5 |
Q ! Q '
$ ' HR especifico de causa 0,18 2 !
2 40— ! S 40 - !
2 ' (IC 95%, 0,09-0,36) P<0,0001 2 |
(] 1 [J] !
% i 8 ! HR especifico de causa 0,14
£ ' £ ' 9 _
20 — : 20 — : (IC 95%, 0,06—-0,33) P<0,0001
T 1
| |
1 1
1 1
I ,_l_"_'—.
e | l | | 01~ | | | |
6 12 18 24 6 12 18 24
Meses Meses

*Para cada paciente, se contabilizd el primer acontecimeinto de progresion en SNC, progresion fuera de SNC o
muerte.
RIA = Razén de incidencia acumulada.



(ALTA 1L)

Systemic Objective Response?
(ITT Population)

Brigatinib activity in CNS involvement

Intracranial Objective Response® in Patients
with Brain Metastases at Baseline

Brigatinib Crizotinib

Measurable? brain

Brigatinib Crizotinib

n=137 n=138 OR (95% CI) metastases at baseli n=18 n=21 R (35% CI)
Confirmed ORR, % T1 50 1.59 (D.96— Confirmed intracranial 78 29 10.42 (1.90-57.05)
(95% CI) (62-T8) (51-68) 2.62) ORR, % (95% CI) (52-04) (11=52) P=0.0028
P=0.0678 CR, % 11 0
Confirmed CR, % 4 5 PR, % 6T 29
Confirmed PR, % BT 55 Intracranial ORR at 21 a3 33 9.29 (1.88-45.835)
ORR at 21 assessment, % 76 5 1.13 (0.66- assessment, % (95% CI) (59-96) (15-5T) P=0.0023
(95% CI) (68-83) (65-80) 1.97) Any brain metastases at
P=0.6512 baseline n=43 n=47
CR, % 7 8 Confirmed intracranial BT 1T 13.00 (4.38—-38.61)
ORR, % (95% CI) (51-81) (B—31) P<0.0001
PR, % 69 65 CR. % 37 4
Median Min confirmed NR 11.1 PR, % ag 13
Meaponders. Mo (P86 Cl) - HR-NR) (92NN Intracranial ORR at 21 79 23 16.30 (5.32-49.92)
12-month probability of 75 41 assessment, % (95% Cl) (64-90) (12-38) P<0.0001
maintaining response, % (63—=83) (26=54)

by the BIRG.

*Aszsassed by the BIRC.
540 mm in diameter.

ot



ALK TKIs TOXICITY PROFILES

Crizotinib?!

Ceritiniba2

Alectinib?

Brigatinib®4

Grade 3/4 AEs/
laboratory
abnormalities
(=3%)

Neutropenia 11%
Lymphopenia 7%
Hypophosphatemia 10%
TALT 15%

TAST 8%

Fatigue 7%

Vomiting 5%
Diarrhea 4.8%
Anemia 4.2%
Abdominal pain 3.7%
Weight loss 3.7%

GT 49%

TALT 34%

TAST 21%

TALP 12%
Hyperglycemia 10%
7TAamylase 8%
ILipase 6%
TCreatinine 4.2%
JPhosphate 3.7%

Anemia 7%

TALT 6%

TAST 6%
Hyperbilirubinemia 5%
TCreatinine 4.1%

PK 12%
Hypertension 6.4%
Pneumonia 5.5%¢
ILipase 5.5%
Lymphopenia 4.5%
Hyperglycemia 3.6%
JPhosphorus 3.6%
Rash 3.6%

Indirect comparison for illustration only; clinical significance is not implied. Cross-trial comparnsons are potentially confounded by differences in trial design
and study population.

“Waluwes reported for 750 mg fasted:; "180 mg once daity with a 7-day lead in at 80 mg; “Includes one grade 5 event.
AE, adverse event, ALK, anaplastic ymphoma kinase; ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate aminotransferase; CPH, creatine phosphokinase; GGET, gamma-glutary transferase;

THI, tyrosine kinase inhibitor.

1. Xalkon [crizotinib) [package insert]. Mew York, NY: Plizer Ing; 2018, 2. Zykadia (centinib) [package insert]. East Hanower, M1 Movariis Phamaceuticals Corp; 2017. 3. Alecensa (alectinib) [package inserf]. South San
Francisco, CA- Genentech USA, Inc; 2017, 4. Alunbrig (brigatinib} [package inserf]. Cambridge, MA: Takeda Phammaceutical Company Limited, LSA; 2018,



Second-line therapy for ALK+ NSCLC

Patient with
metastatic
ALK+ NSCLC

“Approved in Canada, the BEurcpean Linion, and the United States; *Approved in Canada and the United States.

=)

Crizotinib

=

Second-line
ALK TKI
therapy

$

=

Third-line
(+ beyond)
ALK TKI therapy

Approved agents

Ceritinib2
Alectinib2
Brigatinib®

Investigational
agents

Lorlatinib
Ensartinib

ALK, anaplastic ymphoma kinase: NSCLC, non—small cell lung cancer; TEI, tyrosine kinase inhibitor.




Alectinibyin 2nd line: ALUR STUDY
STUDY DESIGN

KEY ELIGIBILITY
o Advanced or metastatic
ALK#NSCLO

0 One prior fngof pletium-

based chemoherapy
o Crzofnb faure
o ECOGPS (-2

Primary Investigator-assessed PFS inthe ITT population
endpoint

Secondary ~ ONS ORR in ptients with measurable CNS disease atbaseline as assessed by an IRC (vey Secondary
endpoints ~ endpoint) IRC-assessed PFS; systemic ORR, DCR and DOR per RECIST v1. (vestigator and IRC assessed);
PFS i pafents with CNS mefastases t baseline (nvestigatr and IRC assessec) me to CNS progression by
baseline CNG disease satus (RC assessed); CNS DCR and CNS DOR i patients with CNS metatases
baseling (RC assessed), 03, seely
b e
IRC,IndependentReview Commite; T, inkent-o-ea; ORR, o esponse re; OS, over sunvl PO, progresive isease, PFS, progression o suniva
o3 vty 3 ek ECIT Respose Eaion i ol T

Novello et al. ESMO 2017

Alectinib in 2nd line: ALUR STUDY
PRIMARY ENDPOINT: PFS, INVESTIGATOR-ASSESSED

M= HR=0.15[95% CI: 0.08-0.29]; p<0.001
== Alectinib* Median 9.6 months [35% CI: 6.9-12.2)
> LS == Chemotherapy* Median 1.4 months [95% CI. 1.3-1.6]
§ + Censored
) 050 T L L L L L L L L L LT T T T T T pt M
Q
0 i I
3 | .
0.25 = I SI—
[ | [
| T v
141 o5, —
0.00 I I I | |
0 6 12 1
Patients atrisk Time (months)
Nectinib 72 4 25 12 3 0
Chemotherapy 36 l§ 3 2 0 0

+ Atdata cut-off (26.01.17), median follow-up was 6.5 months with alectinib and 5.8 months with chemotherapy
* Median time on freatment was 20 weeks (range: 0.4-62.1) in the alectinib arm and 6 weeks (range: 1.9-47.1) in the chemotherapy arm

CI, confidence interval, "Events: 24 (33.3%); Censored: 48 (66.7%); *Events: 28 (80%); Censored: 7 (20%) Novello et al. ESMO 2017



AT A Phase 2, open-label, multicenter, international study (NCT02094573)

ALK ongCone Tl of AP TS

Brigatinib 90 mg
* Locally once dally

dd w Second-line brigatinib (ALTA): systemic efficacy
) e | e and safety

v Best respanse to prior crizofinib

» P on crizotinib v Other reasons for
» No other ALK- ” discontinuation
directed therapy E1!ggal|n|b i "(‘ig I-)
b 100 IRC-assessed PFS Brigatinib
180 mg once dailye (n=110)
Primary endpoint: confirmed ORR per RECIST v1.1 (assessed by investigator) X i
Key secondary end_poinis:_ conﬂmed QRR (assessed by IRC), CNS response (IRC-assess_Qd intracranial @ _
ORR and PFS in patients with active brain metastases?), DOR, PFS, 08, safety, and tolerabiity T8
& 60 Median PFS b 16.7 (11.6-21.4)
Randomized phase 2 dpsign not intended for statistical comparisons between arms;.however, post 2, Brigatinib months (95% Cl)
fioc comparisons were performed on PFS and OS to support dose selection 3 40- mPFS=16.7 months
s e T
£ 2- ‘
' + The most common treatment-related AEs of any grade in the
0 e s = brigatinib 180 mg arm were diarrhea (35%), nausea (33%), and
0 4 8 12 16 20 24 28 32 36 40 increased blood creatine phosphokinase (32%). The most
. . Tiie. tioriths common grade 23 treatment-related AEs were increased blood
Patients at risk ’ creatine phosphokinase (13%), hypertension (5%), and
180 mg 10 78 61 4 3 29 12 6 3 1 0

increased lipase (5%)

once daily®
+ Treatment discontinuation attributable to AEs: 11%

+ Dose interruption attributable to any AE: 62%

Data reported as of September 28, 2017.

*180 mg once daily with 7-day lead in at 80 mg once daily; ¥IRC assessed.

AE, adverse event; Cl, confidence interval; IRC, independent review committee; NR, not reached; OS, overall survival; PFS, progression-free survival.
With permission from Huber RM, et al. Poster. ASCO. 2018 (abstr 8061).



OS results in ALTA trial

100
W—-
. 507 OS 2y = 66%
E— s
= - i —
s 0 Median OS =34,1m
E S.D b b EELELLEE LD LD LD LIS 22 2 S S e e P e e e
40
20
20 miem Arn A- 90 mg qd (n=112)
10 i Aamn B 90 mag - 180 g g (n=110)
D T T T T T T T T
o a - 12 16 20 | 28 az 28 Fe
T [rnec)
MO, @ mek:
AT A S0 mig g 112 a5z 7 TO 3] £S5 &3 3 = o a
A B 90 mg - 180 mg gds 110 100 ot & 77 E& 5 = i i a
Arm Ac 90 mg qd Arm B: 90 mg —* 180 mg qd®
Median OS. months (95% CI) 205 (18 2-NR) 34 1 (2T .T-NR)
1-year OS probability, % (95% Cl) 70 (81=T8) 80 (T1—8T)
2 year OS probability, % (95% CI) 55 (44 84) a8 (58—74)

* 180 mg gd with T-day lesd-in at B0 mg

Huber et al, ASCO 2018



Lorlatinib: fase Il trial

T patients evollad

_.| Y encind i beore rcvving st o)

75 patiants anwolledand reeread at
irast ore dos of natind

A7 ROB1-positine palients

4b patients seated with

" with erwithout
chematherapy (2P

Progression-free survival [3)

Number of events (%) Median PFS, months (95% CI)
——— 7(23) NROILANR)
EXP2-3A 21(36) NR [12-5-NR)
—— EXP3B 13 (b4) 55(27-90)
EXP4-5 62 (56) 69 (5-4-9.5)
—Poo {5t} FHFEI

5 6 7 8 9

I E— T
10 11 1 13 14

Time since treatment initiation {months)

Solomon B Lancet 2018



Phase 1/2 lorlatinib study: efficacy and safety

Lorlatinib efficacy in later lines of ALK TKI treatment

EXP2-3A EXP3B EXP4-5
Prior crizotinib £ CT Prior non-crizotinib ALK TKI* CT =2 prior ALK TKIs £ CT
(n=59) (n=28) (n=111)

Median PFS 25 months (95% ClI) 111 (8.2-NR) 55 (2.0-82) 6.9 (5.4-9 5)

* Most common treatment-related AEs (any grade, and grade 3/4) were hypercholesterolemia (84%, 16%) and
hypertriglyceridemia (67%, 17%), which were managed with standard medical therapy and/or lorlatinib dose
modifications

* Nine patients (3.3%) permanently discontinued lorlatinib due to a treatment-related AE

*Diata cutoff February 2, 201 8; Bindependent review commitiee assessed.
ALK, anaplastic lymphoma kinase; ALK, ALK inhibitor; Cl, confidence interval; CT, chemotherapy, MR, not reporied; ORR, cbjective response rate; PFS, progression-free sundval; THI, tyrosine kinase inhikbitor.
Besse B, et al. J Clin Oncal. 2018:36(15 suppl; abstr B032).



Phase 1/2 ensartinib (X-396): systemic efficacy and safety

100 T
E'E i
e 807
2
g 609,
s -
o 40
3
-E 20 - it:-
E *
— n:
— D.
& > |
3]
e
T, T o= _:-:::-_,3,
3 |
s 607 > -
o B ALK TKI naive =
® 80 Prior crizotinib therapy only
|§ Prior cnzotinib and a second-generation ALK TKI
—1004 > S5till on study at the time of data cutoff

* Progressive disease as best overall response

Fmom

=

* >

Prior crizotinib and

Prior crizotinib i i
prior second-generation

o ALK TKI®

(n=29) (n=16)
RR.? % 69 25
(95% Cl) (50.8-2.7) (10.2-49.5)
Median PFS, 9.0 19
months (95% Cl) (5.6-11.7) (1.7-5.7)

+ The most common ensartinib-related AEs were rash (56%),
nausea (36%), pruritus (28%), vomiting (26%), and fatigue (22%)

+ Treatment discontinuation and dose interruption attributable to
ensartinib-related toxicity were 5.2% and 15%, respectively

Note: ALK+ evaluable pafients at =200 mg who completed =1 cycle and had a postbaseline response assessment
23% of patients expenenced a treatment-related grade 3/4 toxcity (pnmanly rash and pruritus)

Diata culoff: Febnuary 15, 2017 o o o
sHased on partial response; *included centinib, alectinib, or brigatinib.

AE, adverse event; ALK, anaplastic ymphoma kinase; Cl, confidence interval, PFS, progression-free survival; RR, response rate; T, tyrosine kinase inhibitor.
Adapied from Hom L, et al. Ensartinik (4-388) in ALK-positive non-small cell lung cancer. results from a first-in-human phase 1, multicenter study. Ghin Cancer Res. 2018;:24:2771-2Z778 with permission from ASCR.



After Progression continuation with TKI is preferable

100 == o .
- Crizotinib = ALK TKI, median OS: NR | Censored
=i
== 80 4 "
e -
© 1~
> l"l. CT = any ALK TKI, median OS: 49.5 mo.
s - u!
S 1
7 10 ---1|__I1Crizotinib - other than ALK TKI TKI, median OS: 20.8 mo.
E ---
bt 1*--—--------*--1-
@
= 20 CT = other than ALK TKI, median 0S: 12.1 mo.
S i

| | | | | I | I | I | I | |

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70
Time (months)

Solomon-JCO 2018



Mechanisms of resistance

Off-target
mechanisms
of resistance

Bypass track Unknown mechanisms

HhCT.=8

r» o

>/>
\

ERK, extracellular regulated kinase; PI3K, phosphoinositide 3-kinase; STAT, signal transducer and activator of transcrption; TKI, tyrosine kinase inhibitor.
Lin JJ, et al. Cancer Discov. 2017;7:137-155. Niu X, et al. Trans/ Cancer Res. 2017;6(suppl 2):5230-5245.



Crizotinib-resistant tumors

Copy
number
gain
~15%

Approximate proportion of
resistance mechanisms
identified in crizotinib-
resistant tumors

In some patients, more than one resistance mechanism can be detected

ALK, anaplastic ymphoma kinase; EGFF, epidermal growth factor receptor,
Image adapted from lsozaki H, et al. Cancers. 2015:7:783-783.

Residues adjacent
toterminus of @ C- Solvent front

[ N-teminal oC helx ATP-binding pocket

(atekeeper

1152 1 108
Extracellular 1000 | 116tins 174 e 10

domain 150 1188 1174 1108
(1940%8) 4o 1128 1111‘ 10

/L
L/ lm]
4
1060

1620

ALK, anaplastic lymphoma kinase; AT, adenosine triphosphate.
Halberg B, et al. Nat Rev Cancer. 2013;13:883-700. Katayama R, et al. Ciin Cancer Res. 2015,21:2227-2235,



A)  Crizotinib-Resistant Specimens B) Ceritinib-Resistant Specimens C) Alectinib-Resistant Specimens
Cellular ALK Phosphorylation Mean iC50 [nhd) N=55 N=24 N=17

Mutation status Crizotinib Ceritinib  Alectinib  Brigatinib  Lorlatinib

Parental ElafFa 763.9 B85.7 890.1 2774.0 11293.8

IC50 £ 50 nM
T ---ﬂ
C1156Y — ) ' ’

IC50 > 50 <200 nM

HB

EML4-ALK
171N 130.1 . 26.1 44.0
EML4-ALK o1 s04 IC50 =200 nM
111715 ) ' ’
EMLA-ALE B uisem B cuom B <1208y
111717 e
I 612694 [ G1202del [ r1210x
EMLA-ALE CL156Y O J
F].].?‘q'c . . 'll"c’l 22 ALK mutations
EMLA-ALE B wnyngs ] vuso B ALk amplification®
L11960 [ ] awr
EMLA-ALK
% Table 1. Ropotrectinib Potently Inhibited WT and Mutant ALK/ROS1/TRK in Ba/F3 Cell Proliferation 1Cs (nM
381.6 706.5 L
G1202R - 1264 1233 “ EMLA-ALK V1 CD74-ROS1 LMNA-TRKA  ETVE-TRKB ETVE-TRKC
EML4-ALK innibitor Wt [G1202R] wr [G2032R P2033N WT GSSSR WT GEIR WT GE2R G2
G1202del Ropotrectinib 27 | 638 | «w2] 323 19 @2 04 W2 08 @2 3 14

EMLA-ALE Crizotinib 557 | 400 146 | 2662 2009
D1203N 116.3

Corltinib 7.1 068 8] 113 e
EML4-ALE
E1210K Alectinib 116 | 417

EML4-ALE Brigatinib 109 | 1908 | 21 | 172 |rasa
61269 1170
12634 Lortatinib 05 | 415 | o2 | w0z | 33

EML4-ALK s

Entrectinib 105 1813 1692 05 705 <5 1384 06 1623 1351
EMLA-ALK

D1203N+E1210K 153.0 136.0 Larotrectinib 4 1024 109 3000 102 3293 7423

Drilon et al ASCO 2018 ; Gainor et al Cancer discov 2016



Phase 2 study of lorlatinib

EXP2-3A
Post crizotinib2 (n=59)
EXP2Z: Prior crizotinib onby
EXP3A: Prior crizotinib +
1-2 regimens of CT

=1 mutation®
(Nn=15)

Mo mutation®
(Nn=43)

EXP3B, 4-5:
Prior second-generation TKI (n=139)<
EXP3B: 1 non-crizotinib TEKI £ CT
EXP4: 2 prior ALK TKls £ CT
EXP5: 3 prior ALK TKIs + CT

=1 mutationd
(n=49)

MNo mutationd
(N=87)

IND

0 2 (13.3)

95% CI

56.3-84.7 44 9-92 2

95% ClI

7 (8.0) 4 (8.2)

17.6-37.0 46.2-74.8

=1 patient sample was nonanalyzable; tDetected in either cell-free DMNA or tumor tisswe (archival or de nowo) analysis sets; sThree patient samples were nonanalyzable; 0etected in either cell-free DMNA or
tumor tissues (arnchival or de mowo) analhysis sets.
ALK, anaplastic lymphoma kinase; BOR, best owverall response; Cl, confidence interval; CR, complete rmsponse; CT. chemotherapy; |MD, indeteminate; ORA., objective response rate; PD, progressive diseass;

FR, partial response; S0, stable disease; THEI, tyrosine kinase inhibibor.
Shawr AT, et al. Cancer Res. 2018;78(15 suppl; abstr CTOE4).
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The most frequent ALK variants were EML4-ALK
variant 1in 55 patients (43%) and variant 3 in 51

patients (40%)
’LH;L Va8 e )
ALK resistance |
.. mutations were
B e significantly more
common in
variant 3 than in
variant 1 (57% v
. | 30%P=.003). |
AILALK Prgsistance Mutations ALK G1202R

Childress et al. Mol CancerRes 2018

Number of Foci

- M e o

ALK fusion variants

P<0.0001
1

O

Crizotinib Alectinib Ensartinib Lorlatinib

ALK FI74L

TFG-ALK

EMLA-ALK V3

FN1-ALK

EML4-ALK V1

RANBP2-ALK

75 839 431 08
5730040 | |703t01004] | 3690502 | | 1970288
874 35.96 " 78
88910 109| | 32310400 | | 94146 | | 83095
125 136.7 399 64
%001566| | 112710168 | | 27310581 | | 54068
1533 V1N 488 32
127001852) 2197103411 | 37610620 | | B40438
1658 82 12 1A
134002040| (3003105968 | 900140 || 61087
207 1639 914 M6
180.1 0 2705| [138.1101346| 1716101170 pam.
U3 891
15810369 | | 56410145
1232 5
913101671 ]

1000n/

Distribution of ALK resistance mut in tumor biopsy obtained after

disease progression

ALK Variant 1 (n = 19) ALK Variant 3 [n = 32)

VI180L =
miz02r TN G1202del
+F1174L +C1768Y -+ C1156Y
% E [
G1202R
+11196M —~
%

E1210K

E1210K + D120IN

+51206C 6%
6%

G1202del
5%

Second
generation
ALK TKI

T151K
%

WitaoL
ALK Variant $ (n=12)

Crizotinib

Variant 1

Variant 3 [

LinJ e tal al JCO 2018



Variants of EML4-ALK are associated with different
resistance mechanisms

ALK resistance mutations in tumor
samples after progression on ALK TKI?2

80 -
@ P=0023
= | !
& 60 - 57%
N =
‘- P<=0.001
g e —
£ 2 407 32%
= 5
3 E
[= 18 20 -
E
‘E 0%

l'] ™ T
Tested ALK resistance ALK G1202R

mutations®t
B ‘variant 1 (n=33)
B ‘ariant 3 (n=44)

No significant differences in mPFS of
patients treated with second-generation
TKIc post-crizotinib

1.0
0.8 -
=
Lo
E 0.6 -
=]
=
o 0.4 -
[T “anant 1
o mPFS=11.8 months
0.2+ : :
Yanant 3
mPFS5=7.9 months
0 T T T T 1
0 12 24 36 48 &0

Time since treatment, months
Patients at risk
Vanant 1 a7 17 a8 3 1
Vanant 3 40 15 4 1 0

=AL K TEI treatment included crizotinib (B4% ). centinib (42%), alectinib (54%). brigatinib {11%), and lodatinib (30%); =ALK resistance mutations evaluated were E1210K, D1203N, S1208Y1C, G1202R, G1202del. L110a4M,
F1174LAC, C1158Y, M1TITIMNG, F1174LC, W1 180L, and T1151Tins; =Second-generation TE] was defined as ceritinib, alectinib, or brigatinib in this study.

ALK, anaplastic lymphoma kinase; EML4-ALE, echinodarm microbubule-associated proteinike 4—anaplastic lymphoma kinase; mPFS, median progression-free survival; TE], tyrosine kinase inhibibor.
Lin JJ, et al. J Glin Oncod. 2018;36:1 188-1208. Reprinted with permission. © 2018 Amercan Society of Oncology. All rights resensed.



Different resistance mechanisms

« Activation of bypass signaling leading to reactivation
of downstream pathways

— Genetic alteration (amplification or mutation) 2lEEEs ImEE
— Autocrine signaling or ligand activation
— Dysregulation of feedback signaling

- Several bypass tracks have been identified TKI : /
i

— EGFR activation
— NRG1 fusion, HER2, HER3

— MEK mutation / * \
STAT ERK

v
— MET amplification (except for crizotinib) R PI3K
— KIT amplification, SRC activation, IGF-1R activation

ALF. anaplastic lymphoma kinase; EGFR. epidermal growth factor receptor; ERFL extracellular regulated kinase; HER, human epidemmal growth factor receptor; 15F-1R. insulindike growth factor-1 receptor;

KIT. SO 17; MEK, mitogen-activated protein kinase (MAPK) kinase; MRG1. newegulin 1; P, phosphate; P13, phosphoinositide 3-kinase; SRC. sarcoma; STAT. signal transducer and activator of transcription
TEI, tyrosne kinase ndabibor.

Reprinted from Katayama H. et al. Therapeutic targeting of anaplastic ymphoma kinase in lung cancer: a paradigm for precision cancer medicine. Gin Cancer Res. 2015;21:2227-2235 with permission from AACR.



What is the value of checkpoint inhibitor therapy in ALK+ NSCLC?

: Median PFS, Median OS, Impact on PFS of:
Driver n RR, %
pe—imy  months months PD-L1 Smoking Nb line Subtype

32 13.5 ) Q Q

6

ALK, anaplastic lymphoma kinase; EGFR, epidermal growth factor receptor; HER2, human epidemnal growth factor 2 MIA, not applicable; Mb line, number of pricr lines before immunotherapy; NSCLC, non—small cell
lung cancer, OS5, overall sundval; POHL1, programmed deathdigand 1; PFS, progression-free sunvival; RET, reamanged during fransfection; ROS1, Ros profo-oncogene 1; RR, response rate.
klamorae | ot 2l Procanfad =+ AT NAE fabcts GO0



TREATMENT OF NSCLC ALK +

NO MOLECULAR TESTING BEYOND THE PROGRESSION OR G1202R MUTATION

ALK TKI 22 G ALECTINIB / BRIGATINIB LORLATINIB QT/QT + BEVA +Atezo?

TESTING BEYOND THE PROGRESSION OR NO G1202R MUTATION

ALK TKI 22 G ALECTINIB / BRIGATINIB LORLATINIB QT/QT + BEVA +Atezo?

BRIGATINIB, CERITINIB



The best benefit ever seen in advanced NSCLC

Erlotinib

T

Atezolizumab

mPFS 18.9 m

mPFS >30 m?

Pembrolizumab

mPFS10.3 m 1. SoriaJ-Cet al. N Engl J Med, 2017
2. Reck M et al. N Engl J Med. 2016
3. Peters S et al. NEJM 2017
4. Camidge et al, NEJM 2018



What is ROS1?

* The ROS1 gene encodes a tyrosine
kinase receptor (TKR) of unknown
function and ligand!3

* Genetic rearrangements leading to

constitutive expression of ROS1 have

been identifie

in a number of

tumour types, including NSCLC—3

The function of ROS1 is not clear3

l

No ligands have
been identified

Mice lacking wild-type
ROS1 are viable and
appear healthy

(" Chromosome 6 ROS1 encodes a TKR that
= 57 Is structurally similar to the
—— gp2a1 PH3 anaplastic lymphoma
- 6p22.3 kinase (ALK) protein
pzl.
-—6921-2 Outside
6p12.3 ()
T = 6p12.1
p- 4
6012
g1 Cell
PF= 6q14.3 membrane
6g16.1
= 6416,
L R g 1enTe00dl
ROS1 gene on .
chromosome 6 = __o-6422.1 —_— nside
(6922) _——6q22.33
— 6023.2
-——6q24.1
- 6q24.3
6026
\_ A4

1. Birchmeier, et al. Proc Natl Acad Sci USA 1987; 2. Rikova, et al. Cell 2007; 3. Gainor and Shaw. Oncologist 2013




Ros1 REARRANGEMENTS IN NSCLC

A
7R [ | P B
. e [ e M

* ROS1 rearrangements are identified in | ___ . __
approximately 1-2% of NSCLC cases.'3 | I — __

* ROS1 rearrangements lead to fusion of a e Rost
portion of ROS1, including its tyrosine — -
kinase domain, to a variety of different o | B | B T
partner proteins.34 o 35 =

* ROS1 fusion kinases are constitutively ' e R rost ]
activated and function as potent TNl ] o=t |
oncogenic drivers.3* e

I LRIG3 I b Rost |
TPD52L1 " II HE“_ ROS1
T CR— 1 e cos |

Lin and Shaw. J Thorac Oncol. 2017;12:1611-1625.
NSCLC, non-small cell lung cancer.

1. Bergethon K. J Clin Oncol. 2012;30:863—-870. 2. Dugay F, et al. Oncotarget. 2017;8:53336-53351.
3. Davies KD, Doebele RC. Clin Cancer Res. 2013;19:4040-4045. 4. Lin JJ and Shaw AT. J Thorac Oncol. 2017;12:1611-1625.



The ROS1-fusion protein is constitutively
active and drives cell proliferation and survival

ROS1-fusion protein activates

intracellular signalling cascades?

Plasma membrane associated
CD74-R0OS1 (E32)
SDC4-ROS1 (E32)
SLC34A2-R0OS1 (E32)

D D
Localised in the cytosol ’ i Localised in the Golgi apparatus
EZR-ROS1 FIG-ROS1

CCDC6-ROS1 RO AT

LRIG3-ROS1

TPM3-ROS1 Activation of

SLC34A2-ROS1 (E34)
SDC4-ROSL (E34) .
CD74-ROSL (E34) _.....ooo*"""

Proliferation Cell survival

signalling pathways

.

J

1. Rossi, et al. Lung Cancer 2017;
2. Gainor and Shaw. Oncologist 2013

The exact mechanism by which
ROS1-fusion proteins become
constitutively active remains

unclear?



Typical characteristics of patients with ROS1+ NSCLC

The most common sites of metastases for

patients with all types of Stage IV lung

cancer?
Younger age compared with the general
. More commonly never or former smokers _
NSCLC population 13 Brain 12.4%?
“3/4 never smokers
Median age “50 years! (36% for
ROS1+ NSCLC)3
Lung 18.5%?
Lack other mutations/rearrangements Adenocarcinoma histology
found in NSCLC (e.g. EGFR, KRAS, ALK) “100%"2
Bone 16.4%?2 Liver 7.1%?2
Morehcommonlyﬁmale NSCLC subtypes can have distinct patterns and
1/3 female" proportions of metastatic spread*
\ J

1. Detterbeck, et al. Chest 2017; 2. Oikawa, et al. Oncol Lett 2012; 3. Patil, et al. ) Thorac Oncol 2018; 4. Doebele, et al. Cancer 2012



Ros1 Receptor tyrosine kinase

 ROS1 is phylogenetically related to Crizotinib
ALK, resulting in sensitivity to some
ALK tyrosine kinase inhibitors (TKls).!

e Crizotinib is an oral TKI that targets
ALK/ROS1/MET.>*

*ALK kinase K; : 0.5 nM*
*ROS1 kinase K;: 0.6 nM*
*MET kinase K;: 0.6 nM*

Shaw et al. ASCO 2012:abs7508.

1. Shaw AT, et al. N Engl J Med. 2014;371:1963-71.
2. Davies KD, et al. Clin Cancer Res. 2012;18:4570-4579.
*In biochemical assays using recombinant human enzymes.

3. Pfizer, data on file.
ALK, anaplastic lymphoma kinase; K;, inhibition constant. 4. Zou HY, et al. PNAS. 2015;112:3493-3498.



Updated Progression-free Survival

100
ROS1-rearranged NSCLC  Shaw et al. 2014

S 80- (N=53) (N=50)

s Events, n (%) 36 (67.9) 23 (46)

ﬂ% 60 — Median PFS, 19.3 months 19.2 months

E 95% CI 15.2-39.1 14.4-NR

4 "

S |

o 20

ﬂ I | I | I | | | | I | | | | | | |
0 20 40 60 80
Time (months)
No.atrisk 53 41 35 31 22 19 17 16 14 11 10 9 7 4 2 2 2 0
etcc ¢ EUROPEAN LUNG CANCER CONGRESS 2019

Cl, confidence interval; NR, not reached; NSCLC, non-small call lung cancer; PFS, progression-free survival.



Overall Survival

1007 ROS1-rearranged NSCLC
(N=53)
30 Deaths, n (%) 26 (49.1)
< Median OS (95% Cl) 51.4 months (29.3-NR)
S 60- 1-year OS rate
< 79%
@ |
E 4{.'_ —
§ 4-year OS rate
51%
Median follow-up for OS: 62.6 months
14 patients (26%) remain in follow-up
4I{_:l | | | EIU | | | E::] |
Time (months)
No.atrisk 53 48 42 37 33 3 27 23 2 20 18 17 13 9 5 4 3 0

1. Shaw AT, etal. N Engl J Med. 2014;371:1963-71.
NR, not reached; NSCLC, non-small cell lung cancer; OS, overall survival. 2. Shaw AT, ELCC 2019



Overall Survival AND ROS1 FUSION PARTNERs(N=30)?

OS did not differ according to ROS1 fusion partner; however, the number of patients with each
type of ROS1 rearrangement was small, and further studies are needed

CcD74

EZR

SDC4

SLC34A2
LIMA1
MSN

TPM3
EML4-ALK

MNegative
Failed

0 10 20 30 4[1) 5II} 60 70 80 90
Survival (months)

& One patient had negafive results per next-generation sequencing, with an EML4-ALK fusion detected.
® One pafient had an atypical FISH pattern and negative results per next-generation sequencing. EUROPEAN LUNG CANCER CONGRESS 2019

* Censored

aN is the number of patients who underwent ROS1 fusion partner testing. FISH, fluorescence in situ hybridization.



Crizotinib en CP ROS1

“

mOS / 1-year OS

PROFILE 1001, ph1 53 World 51.4 mo. / 79%
OxOnc, ph li 127 East Asia 32.5mo. / 83.1%
EUROS, pooled 32 Europe NR

AcSé, basket trial 37 France 17.2 mo. / NR
EUCROSS, ph I 34  Spain/Germany NR / 83%
METROS, ph i 26 Italy Not reached

Crizotinib approved by FDA (11 March 2016) and EMA (21 July 2016)

Shaw- NEJM 2014 * Shaw — ESMO 2016 (1206PD) * Wu —JCO 2018 * Mazieres —JCO 2015 * Moro-Sibilot — WCLC 2018
* Vassal — ASCO 2018 * Michels —JTO 2019 * Landi—JTO 2017



Lorlatinib in advanced ROS1-positive non-small-cell lung
cancer: a multicentre, open-label, single-arm, phase 1-2 trial

TKI naive Crizotinib pretreated
A B
Best overall response Best overall response
80 EComplete response ] O Complete response
gg ] EPartial responsa 1. [ Partial response
S0 - [O5table disease i [C5table disease
- 40 - EOhbjective progression . B Objective progression
2 30 ® Off treatment or progressive disease g . COindeterminate
= ig 1. . ® Off treatment or progressive disease
E] oM B R — B — - | ey e
£ 0] 1l ) FLICIE
E —20 . d
ar —-30 4 + 1 "
= 40 = - .
= 50 ] :
S _&0 o _ 4
g o - B ]
B0 - . :
g0 .
100 - -
-110 T T T T T T T T T T T T T T T T T T 7T 1 | S S S N R B S S S R B e S B 1
Patients Patients
C D
100 -
£ g0 ]
Z
c
2 60 J
2
5 l
g 40 — -
g — \
20— -
4] T T T T T T T T T T T T T T T T 1 T T T T T T T T T T T T T T T T 1
L] 4 4 4] 8 10 12 14 16 18 20 22 X4 26 2B 30 32 34 1] 2 4 B 8 1w 12 14 16 18 20 22 24 26 2B 3I0 32 34
Time since treatment initiation (months) Time since treatment initiaticn (months)
Mumber at risk
{number censored)
TEl-paive 21 1B 15 13 12 10 =] 2 2 r & 5 4 3 2 2 1 [1] Previcus 40 30 26 20 16 11 1o 9 g B 4 4 3 1 1 1 1 o
(0} (1) {23 (2} (3) 4 (4 (4 4y (5 (&) (B) (F) (my (B} (B} (B) (8) crizotinib (0) (3) (4) (5} (8) (10) (10} (10) {10} (10) (13} {13) (14) (16} (16) (16} (16) (17)
only

Shaw AT, et al. Lancet Oncol 2019



Lorlatinib in advanced ROS1-positive non-small-cell lung
cancer: a multicentre, open-label, single-arm, phase 1-2 trial

TEl-naive*

Any previous ROS1TKI

Mo mutations =1 mutation

Circulating free DNA

Mumber of patients with
analysable samples

Best overall response

17

Complete response 2{12%)
Partial response B(47%)
Stable disease 5{29%) 5(83%)
Objective progression 2 {12%) 1(17%)
Indeterminatet 0
Respanders 10 (59%)
Tumour tissue (de nova)
Mumber of patients with 7
analysable samples
Best overall response
Complete response 1{14%)
Partial response 4 (57%) 1{9%)
Stable disease 2(29%) G {55%:)
Objective progression 0 2{18%)
Indeterminatet o
Responders G {71%) 1 {9%) 2 (40%)

20+ Best overall response
704 [EPartial response

B0+ [C5table disease

504 [ 0bjective progression

40
I .
&

o Nom
u_ RN P - g B [ S
T
J..tw* &g“i& o

Best change from baseline (%)
fid
&
]

=507 ROS1 kinase domain mutation
609 oA
—Tumour tissue

Both cfDMA and tumour tissue

2] - '—'UU .
z up I

wn} ?&_0; . ::J;.'?::h -5

Patients

Data are n (%) unless otherwise specified. TEl=tyrosine kinase inhibitor.

*All TEl-naive patients had no mutations. fincludes patients treated with
crizotinib only, patients praviously treated with one previous non-crizotinib RO51
TKI, and patients treated with two or more RO51 TKls. fPatients defined as
indeterminate if (1) only baseline assessment available; (2) tumour assessments
incomplete; or {3) first response assessment of stable disease at an interval less
than & weeks from treatment start and no subsequent disease evaluation.

Table 3: Activity by presence or absence of RO51 mutations in circulating
free DMA or tumour tissue (de-novo)

Figure 2: Best percentage change in tumour size from baseline in patients with at least one RO51 kinase
domain mutation in cfDNA or tumour tissue (archival or de-nova)

All patients had received prior crizotinib. The dashed line shows a 30% reduction in target lesions, which is the
threshold for partial response. cfDNA=circulating free DNA. *Patient previously received crizotinib and D56051B.
tROS1 mutation found in de-novo tumour sample. §Patient previously received crizotinib and ceritinib, and also
had the silent le20251le mutation in cfDMA,

Shaw AT, et al. Lancet Oncol 2019



Eficacia de Entrectinib en CP ROS 1

Change in fumour size: ROS+ NSCLC population (NS | NS
disease

prasentat | absent at

Best percent change from baseline in tumour size® baseline! | baselingt
5 - (NS disease at haseline
% ORRY H(TA T(139)  24(800)
£ )a (96% CI) (638,67.7) (516,808) (614,923
2
g CR
E Median DDRl‘ months bIT 16 It
£ - (9 C) 4% B5NE) (114,39
% Median PFS,' 00 16 263
25 months (95%CI) ~ (122,368) (45,NE) ({57,366)
g Vg0 norks N - -
100 = Indidual patens (%% Cl) (NE, NE)
B CNs=Yes B oo Clinical benefit nmy - -
Ut ihmising LD percent hange e xcudedfompo ) rae' (%560l (636,67
& Best change atany singl dmapoi; . Confimed responses anly
s 0 fora et e NS dseas s iemind by oo, B bidedinpendet el v (RECST 111
" Data cuboff date: 31 May 2018, ROS1 inhibdcr-naive patients with ROSH+ NSCLC (nieqrated analysis populaton)
elcc C, todoros v CN, o nenows sy CF, onpes respns; DR, i of espons, N, ot sn EUROPEAN LUNG CANCER CONGRESS 2019

PFS, ROS1# NSCLC

CNS disease | CNS disease
presental | absentat

0l e Tl has_glgn:l bas;l;n?
$ Caond et | el)
i - Palenisuitt | 250472 11({#8) 14 [47)
event,n %)
q
M PO
6[] - '
é Ogath, n
3
o 4 Time fo vent
: (montrs)
Hedian 190 136 %3
0 Medar, 180 mants
054 0 122,958 (6%C)  (22.%86 (45NE) (157 %66)
U | | | | | [ |

5 % % % 0§ d Median PFS 19.0 months
s s (958 C1122, 36,6

s &2 28 %58 686853 11 Medianfo||0wup"|55moms

\

M

Datacybart et 31 Nay 2018 ROSH intiornav patents with ROSP NSCLC (nleprted andyss popuaton)
' 0N digase st domind by vl
elcc Tt il FUROPEAN LUNG CANCER CONGRESS 2013

Sl . e ROSTNCLC




Preliminary Efficacy of Repotrectinib in TKI Naive ROS1+ NSCLC Preliminary Efficacy of Repotrectinib in TKI Pretreated ROS1+
ICR NSCLC by BICR

TKI Naive Overall Response Intracranial Response Pretreated with 1 TKI Overall Response Intracranial Response
(N=11) (N=11) (N=3) (N=18") o (N=22) o (N5)
Confirmed ORR, n/N (%) 911 (82%) B o R o o N
95% C1 (%) (48-98) 10 0% onfirmed ORR, n/N (%) /18 (39%) o
95% CI (%) (17-64) § WhRE == mmmmemreeecereaeaaean e 20%
ORR at 160mg QD or above 5/6 (83%) s o 3210% oAU IR AT MRS
Duration of response (DOR), months 10% 10% ORR at 160 mg QD or above 6/11 (55%) gw \

Viedre VoeTeacne 2 20 2 %-10% § -10%+
Renge 56-117 ¢ IC-ORRY, n/N (%) 3/4 (75%) £ 0] § %
Intracranial ORR (IC-ORR)E, n/N (%)~ 3/3 (100%) CA b 95% C1 (%) (19-99) 1 NT——— IR and

o o s . #
95% 0l ) (25-100) g 40 40% Clinical benefitrate, n/N (%) 14/18 (78%) 2 o] o
.o S -
Clinical benefit rate, n/N (%) a0 % g ik 95% Cl (%) (52-94) 9 aoxd .
95% Cl (%) (72-100) P Median follow-up time, months  14.6 H Patient with 620328 mutation
. : ¥ 40 0% Range 14-146+ 55T 4 dus it ot h

Median follow-uptime, months ~ 16.4 2 R E ox , ]

i cPR . - . 5T0% # Stable disease 10%
Range 35+-19.4+ £ 10 T0% 3 of 7 patients remainin cPR from 1.0+ to 7.6+ months | £ o

s % 80%+ @ Progressive disease 80%H

i ** 4 patients treated with > 1 prior TKI not included (3 of 4 had tumor o] 0 b

*5 0f 9 patients remain in cPR from 10,9+ to 17.7+ months. % 807 0 regressions) 2 90%4 ! ’:rarillfrc“n:;tfrﬁ% ranngQNWp?io?IIeKl s 1 Prior THI 90%-

3 patients with IC-ORR remain n cPR for 10.9+ 12.14, and g K . 90% * For patients with CNS measurable disease at baseline b Ea'iewzsf;gge: taa" int"a#'anial cPR e >1 Prior THI

17.6+ months. o ’I; Dose it fod BICR: Blinded Independent Central Review e e : CZR e

*For patients with CNS measurable disease at baseline -100% “patonts ithtacranal and etacanisl PR R PR 100%- . Clinical Benefit Rate: CR + PR + 5D 2 2 Cycles

BICR: Blinded Independent Central Review
Clinical Benefit Rate: CR+ PR+ 5D > 2 Cycles

¢

Preliminary Clinical Activity of Repotrectinib Against ROS1
G2032R Solvent Front Mutation

Overall Response
* ROS1 G2032R identified by plasma cfDNA or tissue

NGS test in 5 patients who had prior crizotinib
treatment

* All 5 patients experienced tumor regressions on
repotrectinib

+ Confirmed ORR: 2/5 (40%)

* 2/3 (67%) for 160 mg QD and above with 1 prior TKI

Maximum change in tumor size (%) from baseline

-60% e cPR * 1 cPRat 160 mg QD with food (DOR 1.0+ months
c
-70% e 1 Prior TKI and remains on treatment at 3.0+ months)
£°%~n\\\ >1 Prior TKI i
A Dose with food = 1 cPRat 160 mg QD (DOR 4.4 months and remains
“90%- # Stable disease on treatment at 18.6+ months)

® Progressive disease

G2032R identified in (a) plasma cfDNA; (b) tumor tissue; (c)
plasma cfDNA and tumor tissue



Eficacia en CP ROS 1

Crizotinib 53 72 19.3

Ceritinib 32 62 19.3

Entrectinib 53 77 19.0 (26.3 w/o BM)

Lorlatinib 13 62 21.0

Repotrectinib 10 80 NR

OS (mo.) Ic-RR Efficacy
1-y OS (%) (%) o (= {(=E (=T B Repotrectinib is a Small, Rigid Macrocycle Designed to Overcome the ROS1 G2032R
Solvent Front Mutation
51.4 /79 50 (ALK) NA Crizotinib Z C Entrectinib Lorlatinib Repotrectini
24 / 56 252 NA it
NR/ 85 55%* NA
A _ _Ba =
NR 67@ YES (27%) CD74-R0S1 Ba/F3 Cell Proliferation IC;, (nM)*
ROS1  Crizotinib  Ceritinib  Cabozantinib  Entrectinib Lorlatinib  Repotrectinib
WT 146 038 05 105 02 Q.
NR 100* YES (18%)
G03R 262 1391 113 1813 160.7 33

"Data based on evaluation of comparable proxy chemical reagents purchasedfrom commercial sources except repotrectinib

aN=8. *N=11. ®N=6 Crizotinib-naive. 55% in crizotinib-pretreated. ¥N=6

Shaw — NEJM 2014 * Shaw — ESMO 2016 * Peters — NEJM 2018 * Lim —JCO 2018 *
Doebele — WCLC 2018 * Ou — WCLC 2018 * Lin — WCLC 2018




ALKy ROS1

* Enfermedad poco frecuente (éo no tanto??
* Necesario diagnostico

* Tratamiento muy eficaz

* Frecuente afectacion SNC controlable

* Tratamiento con TKI secuencial

* Necesidad de identificar molecularmente la
progresion

* Papel de la QT / Inmuno en fases tardias



La Oncologia actual es el paradigma de la medicina

personalizada

utaciones comunes en Cancer de Pulmon

EGFR Other

4%
/_ MET 3%
>1 Mutation 3%
EGFR /
sensitising /- HER2 2%

17% Va ROS12%
_—— BRAF2%
__— RET2%
— NTRK1 1%

N PIK3CA

MEK1 <1%

El tratamiento es orientado segun el perfil

molecular

V This product is subject to additional monitoring. This will allow quick identification of new safety information.
Healthcare professionals are asked to report any suspected adverse reactions. These should be reported to the
regulatory authorities in your country according to your national requirements

Tsao A et al. ) Thorac Oncol. 2016;

EGFR sensitising

* Gefitinib

« Erlotinib)

* Erlotinib+ Bevacizumab)
* Afatinib

* Osimertinib

* Necitumumab

BRAF

* Vemurafenib
* Dabrafenib

HER2

* Trastuzumab
 Trastuzumab
emtansine
 Pertuzumab

* Afatinib
+ Dacomitinib

Dearden S et al. Ann Oncol 2013;
AVASTIN SmPC 2018; clinicaltrials.gov

ALK

« Crizotinib
* Alectinib
« Certinib
« Lorlatinib
* Brigatinib
* Ensartinib

RET

 Cabozantinib
* Apatinib

* Vandetanib
« Ponatinib

* Lenvatinib

* LOX0O-292

ROS1

« Entrectinib

« Crizotinib
 Cabozantinib
« Certinib

« Lorlatinib

* DS-6051b

Crizotinib

Cabozantinib

Ttepotinib

Savolotinib

Capmatinib
NTRK1

 Entrectinib

« Larotrectinib
* Cabozantinib

» DS-6051b

PIK3CA
* LY3023414

MEK1

* Trametinib
* Selumetinib
» Cobimetinib



