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NOTA DE CONFIDENCIALIDAD

La siguiente presentacion, incluida su discusion oral, es de caracter confidencial y protegido.

Cualquier distribucién, copia o uso de la informacion que contiene, esta estrictamente
prohibida, salvo en caso de aprobacion por la direccion del servicio.

Al continuar conectado, todos los participantes adhieren a la presente nota de
confidencialidad.
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AGENDA

Estudios Dia 3:

-ALINA: Alectinib adyuvante en CPNCP ALK +
-LAURA: Osimertinib de consolidacion post QTRT en CPNCP EGFR +
-LIBRETO: Selpercatinib vs PQT + Pembrolizumab en 1a L en CPNCP RET +
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Alectinib in Resected ALK-Positive Non—Small-Cell Lung Cancer

Yi-Long Wu, M.D., Rafal Dziadziuszko, M.D., Ph.D., Jin Seok Ahn, M.D., Ph.D., Fabrice Barlesi, M.D., Ph.D.,
Makoto Nishio, M.D., Ph.D., Dae Ho Lee, M.D., Ph.D., Jong-Seok Lee, M.D., Ph.D., Wenzhao Zhong, M.D., Ph.D.,
Hidehito Horinouchi, M.D., Ph.D., Weimin Mao, M.D., Ph.D., Maximilian Hochmair, M.D_,

Filippo de Marinis, M.D., M. Rita Migliorino, M.D., Igor Bondarenko, M.D., Ph.D., Shun Lu, M.D,

Qun Wang, M.D., Tania Ochi Lohmann, Ph.D., Tingting Xu, M.D., Andres Cardona, M.Sc., Thorsten Ruf, M.D.,
Johannes Noe, Ph.D., and Benjamin J. Solomon, M.B., B.S., Ph.D., for the ALINA Investigators*

Fase lll, abierto, aleatorizado, doble controlado, multicentrico

N Engl J Med 2024;390:1265-76



ALINA - Diseno de estudio

Resected Stage IB (24cm)-IlIA T
ALK+ NSCLC Alectinib
per UICC/AJCC 7™ edition 600 mg BID Recurrence
Other key eligibility criteria: VACES Further
« ECOG PS 0-1 treatments at
« Eligible to receive platinum-based R inves.tigator’s
chemotherapy B 1 choncg and
« Adequate end-organ function . fs:.:rvwal
« No prior systemic cancer therapy Platinum-based olow-up
" chemotherapyt Recurrence
Stratification factors: Q3W: 4 cycles
« Stage: IB (24cm)vs Il vs llIA !
« Race: Asian vs non-Asian
Primary endpoint Other endpoints Disease assessments (including brain
« DFS per investigator,* tested hierarchically: » CNS disease-free survival MRI)§ were conducted: at baseline,
« Stage II-IlIIA — ITT (Stage IB-IIIA) « OS every 12 weeks for year 1-2, every
. Safety 24 weeks for year 3-5, then annually

N Engl J Med 2024;390:1265-76



CARACTERISTICAS DE LOS PACIENTES

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline (Intention-to-Treat Population).*

N En

Disease stage at initial diagnosis — no. (%)

1B 14 (10.8) 12 (9.4)

I 47 (36.2) 45 (35.4)
[ mA 69 (53.1) 70 (55.1)
Regional lymph-node stage — no. (%)

NO 21 (16.2) 18 (14.2)

N1 45 (34.6) 43 (33.9)
[ N2 64 (49.2) 66 (52.0)
Nodal assessment — no. (%)

MLND 108 (83.1) 105 (82.7)

Lymph-node sampling 19 (14.6) 15 (11.8)

MLND and lymph-node sampling not performed9§ 3(23) 7 (5.5)
Histologic type — no. (%)

Squamous 6 (4.6) 3(2.4)

Nonsquamous 124 (95.4) 124 (97.6)
Surgical procedure for lung cancer — no. (%)

Lobectomy 126 (96.9) 117 (92.1)

Sleeve lobectomy 0 1(0.8)

Bilobectomy 2 (1.5) 5(3.9)

Pneumonectomy 2 (1.5) 4 (3.1)

gl J Med 2024;390:1265-76

Alectinib Chemotherapy

Characteristic (N=130) (N=127)
Age

Median — yr 54 57

Distribution — no. (%)

<65 yr 103 (79.2) 93 (73.2)
265 yr 27 (20.8) 34 (26.8)

Sex — no. (%)

Female 75 (57.7) 59 (46.5)

Male 55 (42.3) 68 (53.5)
Race — no. (%)

Asian 72 (55.4) 71 (55.9)

Black 1(0.8) 0

White 55 (42.3) 52 (40.9)

Unknown 2 (1.5) 4(3.1)
ECOG performance-status score — no. (%)%

0 72 (55.4) 65 (51.2)

1 58 (44.6) 62 (48.8)
Smoking status — no. (%)

Never smoked 84 (64.6) 70 (55.1)

Previous smoker 41 (31.5) 54 (42.5)

Current smoker 5(3.8) 3 (24)




Patients with Stage Il or Il1A Disease

RESULTADOS
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No. at Risk
Alectinib 116 111 111 107 67 49 35 21 10 3
Chemolherapy 115 102 88 79 43 35 23 17 10 2
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Mediana de seguimiento de 27.8 meses

Median Disease-free
Survival (95% Cl)

mo
Alectinib Not reached
Chemotherapy 44.4 (27.8-NE)

Hazard ratio for disease recurrence
or death, 0.24 (95% Cl, 0.13-0.45)
P<0.001

SLE a 2 anos: 93.8 vs 63%
SLE a 3 anos: 88.3 vs 53.3%



Intention-to-Treat Population

RESULTADOS
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Mediana de seguimiento de 27.8 meses



100 -—‘I—I Alectinib
F 801
e e RESULTADOS
§ 60
E o
g Chemotherapy
3
5 7 Estadio Ib
0 T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 [ 10 T
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ANALISIS POR SUBGRUPOS

No. of Events/

Subgroup No. of Patients Hazard Ratio for Disease Recurrence or Death (95% ClI)
All patients 65/257 —— 0.24 (0.14-0.43)
Age ‘
<65 yr 43/196 : = 0.26 (0.13-0.52)
=65 yr 22/61 - - 0.24 (0.08-0.71)
Sex
Male 35/123 ' - 0.26 (0.11-0.60)
Female 30/134 b 3 0.22 (0.10-0.50)
Race |
Asian 31/143 —— 0.36 (0.17-0.79)
Non-Asian 34/114 - 0.16 (0.06-0.38)
ECOG performance-status score at baseline
0 32/137 - 0.20 (0.09-0.46)
1 33/120 b —= 0.31 (0.14-0.69)
Smoking status ;
Never smoked 37/154 b - 4 0.27 (0.13-0.55)
Previous smoker 28/95 -~ 0.22 (0.08-0.57)
Current smoker 0/8 ' NE
Disease stage ;
B 6/26 -~ 0.21 (0.02-1.84)
I 22/92 = " 0.24 (0.09-0.65)
1A 37/139 ' - 0.25 (0.12-0.53)
Regional lymph-node stage ;
NO 11/39 -~ 0.19 (0.04-0.38)
N1 20/88 ' —= 0.34 (0.13-0.89)
N2 34/130 -—m- 0.21 (0.09-0.47)
O.II 013 1.0 310
Alectinib Better Chemotherapy Better




RESULTADOS
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Mediana de seguimiento de 27.8 meses

CNS Disease-free Survival
(95% Cl) at 24 Months

percent
98.4 (96.1-100)
85.8 (78.8-92.8)

Hazard ratio for CNS disease recurrence
or death, 0.22 (95% Cl, 0.08-0.58)
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RESULTADOS

Alectinib Chemotherapy
(N=130) (N=127)
Patients with any disease recurrence, 15 (11.5) 49 (38.6)
n (%)
Local/regional recurrence only 9(6.9) 22 (17.3)
Distant recurrence only 3(2.3) 22 (17.3)
Local/regional and distant recurrence 2(1.5) 5(3.9)
New primary lung cancer 1(0.8) 0
Sites of distant recurrence, n
Brain 4 14
Bone 1 8
Adrenal gland 0 3
Lymph node 0 2
Kidney 0 1
Peritoneum 0 1




RESULTADOS

Number of patients with disease Alectinib Chemotherapy
recurrence, n (%) (n=15) (n=49)
:’r:g:nr::sn:eceiving any post-recurrence 13 (86.7) 43 (87.8)
Systemic therapy 13 (86.7) 38 (77.6)
ALK TKI 7 (46.7) 37 (75.5)
Alectinib 4 (26.7) 29 (59.2)
Brigatinib 4 (26.7) 4 (8.2)
Crizotinib 0 4 (8.2)
Lorlatinib 0 2(4.1)
Ceritinib 0 1(2.0)
Chemotherapy 6 (40.0) 2(4.1)
Immunotherapy 1(6.7) 1(2.0)
Other anti-cancer therapy 1(6.7) 1(2.0)
Radiotherapy 5(33.3) 9(18.4)
Surgery 1(6.7) 3(6.1)

N Engl J Med 2024;390:1265-76



EFECTOS ADVERSOS

Table 2. Adverse Events Occurring in at Least 10% of Patients in Either Trial Group (Safety-Evaluable Population).*

Alectinib Chemotherapy
Adverse Event (N=128) (N=120)
Any Grade Grade3 or4 Any Grade Grade 3 or4
number of patients (percent)
Any adverse event 126 (98.4) 38 (29.7) 112 (93.3) 37 (30.8)
Nausea 10 (7.8) 0 87 (72.5 5(4.2)
Creatine kinase increased 55 (43.0) 8 (6.2) 1(0.8) 1(0.8)
Constipation 54(4_22) 1(0.8) 30 (25.0) 1(0.8)
Aspartate aminotransferase increased 53 (41.4) 1(0.8) 6 (5.0) 0
Alanine aminotransferase increased 43 (33.6) 2 (1.6) 11 (9.2) 0
Blood bilirubin increased 43 (33.6) 2 (1.6) 1(0.8) 0
Decreased appetite 7(5.5) 0 35 (29.2 1(0.8)
Covid-19 37 (28.9) 0 1(0.8) 0
Myalgia 36 (28.1) 1(0.8) 2(1.7) 0
Anemia 30 (23.4) 0 31 (25.8) 1(0.8)
Vomiting 9 (7.0) 0 30 (25.0) 2(1.7)
Alkaline phosphatase increased 32 (25.0) 0 4(3.3) 0
White-cell count decreased 2(1.6) 0 23 (19.2) 4(3.3)
Neutrophil count decreased 3(23) 0 21 (17.5) 12 (10.0)

N Engl J Med 2024;390:1265-76

Neutrophil count decreased
Asthenia
Neutropenia
Creatinine increased
Cough

Fatigue

Rash

Malaise

Weight increased
Diarrhea

Headache

Dyspnea

Dysgeusia

Edema, peripheral

3(23)
14 (109)
2(16)
19 (14.8)
19 (14.8)
18 (14.1)
18 (14.1)
6(4.7)
17 (13.3)
16 (12.5)
14 (10.9)
13 (102)
13 (10.2)

13 (102)

0

1(038)
1(038)
1(08)
1(08)

1(038)
1(03)

1(038)

21 (17.5)
19 (15.8)
19 (15.8)
6 (5.0)
4(33)
16 (13.3)
7(58)
16 (13.3)
1(038)
10 (8.3)
8 (6.7)
3(2.5)
3(2.5)
1(0.8)

12 (10.0)
3(25)
10 (8.3)




CONCLUSIONES DE LOS AUTORES

® El uso de alectinib adyuvante demostréd un beneficio significativo en SLE comparado con la
quimioterapia como tratamiento adyuvante en el CPNCP ALK +

® Alectinib adyuvante representa una nueva estrategia de tratamiento para pacientes con
CPNCP IB, Il y llIA, resecado, ALK +

N Engl J Med 2024;390:1265-76



PROPUESTA DE REDACCION PARA EL PAUTADO

El uso de alectinib adyuvante fue evaluado en el estudio ALINA. Estudio fase lll, randomizado, internacional,
multicentrico, que evaluo la eficacia de alectinib a dosis de 600mg v.o cada 12h x 2 afos vs la PQT basada en
platinos (cisplatino en asociacion con pemetrexed, vinorelbine o gemcitabine) x 4 ciclos. Se randomizaron 257
pacientes con CPNCP estadios Ib, Il o IlIA, completamente resecados, 1:1 a recibir alectinib o PQT. EIl objetivo
primario era al SLE en los estadios II-IlIA y en la poblacién por intencion de tratar (ITT: IB, Il y IlIA). Con una
mediana de seguimiento de 27.8 meses, la mediana de SLE en los estadios Il-llIA en el grupo de alectinib no fue
alcanzada vs 44.4 meses para la PQT, con una SLE a 2 anos de 93.8 vs 63% y a 3 anos de 88.3 vs 53.3% (HR:
0.24 1C95% 0.13-0.45). En la ITT la SLEm tampoco fue alcanzada en el grupo de alectinib vs 41.3 meses para la
PQT, con una SLE a 2 afos de 93.6 vs 63.7% y a 3 anos de 88.7 vs 54% (HR 0.24 1C95% 0.13-0.43). Del analisis
por subgrupo destacamos que este beneficio no fue estadisticamente significativo para los estadios IB. Los datos de
SG se encontraban inmaduros, habiendo ocurrido unicamente 6 muertes al momento de este analisis (2 en el grupo
de alectinib y 4 en el grupo de la PQT). Los EA G3-4 tuvieron similar incidencia en ambos grupos 29.7 vs 30.8%,
siendo los EA mas frecuentes del alectinib la elevacion de las transaminasas, la constipacion, mialgia y fatiga. (N
Engl J Med 2024;390:1265-76)

Aguardamos datos con mayor seguimiento y de SG para recomendar éste régimen, quedando a criterio del
oncologo tratante su indicacion en el estadio Il
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First-Line Selpercatinib or Chemotherapy and Pembrolizumab
in RET Fusion—Positive NSCLC

Caicun Zhou, M.D., Ph.D., Benjamin Solomon, M.B., B.S., Ph.D., Herbert H. Loong, M.B., B.S.,
Keunchil Park, M.D., Ph.D., Maurice Pérol, M.D., Edurne Arriola, M.D., Ph.D., Silvia Novello, M.D., Ph.D.,
Baohui Han, M.D., Ph.D., Jianying Zhou, M.D., Andrea Ardizzoni, M.D., M. Perez Mak, M.D., Ph.D.,
Fernando C. Santini, M.D., Yasir Y. Elamin, M.D., Alexander Drilon, M.D., Jiirgen Wolf, M.D.,

Nalin Payakachat, Ph.D., Minji K. Uh, Ph.D., Deborah Rajakumar, B.D.S., M.Sc., Hongmei Han, M.S., M.Ap.St.,
Tarun Puri, M.D., Victoria Soldatenkova, M.S., A. Bence Lin, Ph.D., Boris K. Lin, M.D., Ph.D.,
and Koichi Goto, M.D., Ph.D., for the LIBRETTO-431 Trial Investigators*

Fase lll, aleatorizado, randomizado multicéntrico, abierto




INTRODUCCION?: El protooncogen RET, que esta localizado en la region proximal del brazo largo del cromosoma

10, codifica para un receptor de la familia de las tirosina quinasas y esta compuesto por tres dominios: el extracelular,
el transmembrana y la porcién intracelular que contiene el dominio tirosina quinasa. Las fusiones en RET representan
1% en el CPNCP no escamoso.

Selpercatinib es un inhibidor del receptor tirosina quinasa del RET altamente selectivo y potente con actividad en el
sistema nervioso central. Previamente demostrd tener gran eficacia en estudios no aleatorizados que incluyeron
pacientes con tumores de pulmon, tiroides y otros tumores sélidos con fusiones del gen RET.

Selpercatinib Cabozantinib Vandetanib

< L A1

VEGFR-2 EFGR

P P

(N Engl J Med 2023;389:1839-1850)



LIBRETTO - Diseno de estudio.

r Key Eligipility Criteria A
« Stage lIB-IIIC? IV non-squamous NSCLC

« No prior systemic therapy for metastatic
disease

o |dentified RET fusion

« ECOG PS 0-1

» Symptomatic CNS metastases excluded

Stratification factors:

+ Geography (East Asian vs. non-East Asian)
« Brain metastases (present vs. absent/
unknown)”

+ Investigator’s choice of treatment with

e pembrolizumab u

Selpercatinib (160 mg BID)
N= 159

{ o

Carboplatin (AUC 5) or Cisplatin (75 mg/m?)

+ Pemetrexed (500 mg/m?) _ Optional _ Selpercatinib
+- Pembrolizumab (200 mg) Crossover (Upon BICR confirmed PD)
N=102

S o

Secondary Endpoints:

Efficacy ([OS, ORR, DOR], CNS [ORR, DOR, time to progression])®
Safety

+ PRO (using NSCLC-SAQ)

(N Engl J Med 2023;389:1839-1850)



CARACTERISTICAS DE LOS PACIENTES

Table 1. Baseline Clinical and Demographic Characteristics of Patients.*

Intention-to-Treat-Pembrolizumab

Overall Intention-to-Treat

Characteristic Population Population
Selpercatinib Control Selpercatinib Control
(N=129) (N=83) (N=159) (N=102)
Age —yr
| Median 60.0 62.0 61.0 625 |
Range 31-84 31-83 31-87 31-83
Age distribution — no. (5¢)
| <65 yr 22 (64) 49 (59) 100 (63) 57 (56) |
265 yr 47 (36) 34 (41) 59 (37) 45 (44)
Sex — no. {%)
Female 65 (50) 48 (58) 36 (54) 57 (56)
Male 64 (50) 35 (42) 73 (46) 45 (44)
Race — no, (%) 1
| Asian 76 (59) 41 (49) 92 (58) 52 (51) |
White 49 (38) 37 (45) 58 (36) 43 (42)
Black 2(2) 0 2(1) 0
Other 2(2) 1(1) 3(2) 1(1)
Missing data 0 4(5) 4(3) 6 (6)
Reglon of enroliment — no. (%)
East Asia 75 (58) 41 (49) 91 (57) 51 (50)
Europe 31 (24) 36 (43) 42 (26) 42 (41)
North America 4(3) 1(1) 6 (4) 2(2)
19 (15) 5 (6) 20 (13) 707

Otherf

ECOG performance-status score

— no. (%)9
0 45 (35) 27 (33) 58 (36) 40 (39)
1 81 (63) 52 (63) 97 (61) 58 (57) |
2 3(2) 4 (5) 4(3) 4 (4)
NSCLC histologic type — no. (%)
Adenocarcinoma 128 (99) 80 (96) 158 (99) 99 (97)
NSCLC not otherwise specified 1(1) 3(4) 1(1) 3(3)
Stage of disease — no. (%)
B or HIC 7(5) 7 (8) 9(6) 8 (8)
IVA 51 (40) 35 (42) 67 (42) 45 (44)
IVB 71 (55) 41 (49) 83 (52) 49 (48)
Metastases identified at baseline
— no. (%)
Brain metastases
No or unknown 104 (81) 65 (78) 129 (81) 81 (79) |

(N Engl J Med 2023;389:1839-1850)




CARACTERISTICAS DE LOS PACIENTES

Table 1. (Continued.)
Intention-to-Treat-Pembrolizumab Overall Intention-to-Treat
Characteristic Population Population
Selpercatinib Control Selpercatinib Control
(N=129) (N=83) (N=159) (N=102)
Yes 25 (19) 18 (22) 30 (19) 21 (21)
Liver metastases
| No 109 (34) 65 (78) 137 (86) 80 (78) |
Yes 19 (15) 17 (20) 21 (13) 20 (20)
PD-L1 status — no. (%)
| Negative 31 (24) 12 (14) 18 (24) 20 (20) |
Positive 55 (43) 39 (47) 66 (42) 47 (46)
<1% 8 (6) 8 (10) 3 (5) 9 (9)
1-49% 25 (19) 17 (20) 29 (18) 21 (21)
=50% 22 (17) 14 (17) 29 (18) 17 (17)
Missing data 43 (33) 32 (39) 55 (35) 35 (34)
RET fusion result — no. (%)
Positive | 58 (45) 31 37) 69 (43) 39 (38)
KIFSB-RET 54 (42) 41 (49) 70 (44) 50 (49)
CCDC6-RET 13 (10) 8 (10) 16 (10) 9 (9)
NCOA4-RET 0 1(1) 0 2(2)
KIF13A-RET 0 1(1) 0 1(1)
KIAA1549L-RET 1(1) 0 1(1) 0
KIAA1468-RET 1(1) 0 1(1) 0
PRKARIA-RET 0 1(1) 0 1(1)
Otheri 2(2) 0 2(1) 0

(N Engl J Med 2023;389:1839-1850)



RESULTADOS SLP

Progression-free Survival, Intention-to-Treat—-Pembrolizumab Population
100~

\ Mediana de seguimiento
‘L\_ﬁi de 19 meses

ey Selpercatinib

SLPm 24,8 vs 11,2 meses

Percentage of Patients
(¥, ]
o
1

20-] Hazard ratio for disease progression
10d _°F death, 0.46 (95% Cl, 0.31-0.70) | T
|

P<0.001
0 | | | | 1
0 6 12 18 24 30 36
Months
No. at Risk
Selpercatinib 129 105 72 Ly 16 2 0
Control 83 55 29 15 6 0 0 e

(N Engl J Med 2023;389:1839-1850)



RESULTADOS - ANALISIS SUBGRUPO

Selpercatinih Control

Subgroup n_Events Median  n Events Median Hazard Ratio HR (95% CI)
Overall 129 49 2484 3 49 1117 [ 0.488 (0.327,0.726)
Age

=65 82 32 2484 9 32 1094 ] 0.472 (0.288,0.774)

=65 47 17 W 4 17 1472 ——i 0.521 (0.265,1.025)
ECOG

Otol 126 47 MR 79 46 1140 i 0.500 (0.332,0.752)

2 3 2 1938 4 3 536 SR " 0.318 (0.037,2.761)
Disease stage

Stage ITT 1 2 NR T 4 1129 ——a——1— 0.517 (0.097,2.761)

Stage IVA 51 16 NR 15 15 19.29 —ea—H 0.583 (0.287,1.186)

Stage IVB 1 31 2484 a9 30 793 [— 0.442 (0.267,0.732)
Brain metastasis

YNo/unknown 104 35 MR 65 36 1380 i 0.478 (0.299,0.762)

Yes 5 14 1124 18 13 884 5 0.508 (0.234,1.105)
Liver metastasis

No 109 38 W 65 35 14.19 ey 0.505 (0.318,0.801)

Yes 19 11 1127 17 13 585 F—e—H 0.528 (0.235,1.189)
Gender

Female 6 27 1909 48 27 1094 == 0.599 (0.351,1.023)

Male 64 22 MW 35 22 1380 —— 0.386 (0.212,0.702)
Race*

Adan 76 25 MW 41 24 11.07 —— 0.418 (0.238.0.739)

Non-Agan 53 24 1938 38 22 14.72 i 0.575 (0.319,1.034)
Region

Fazt Agan 15 25 R 41 24 11.07 ] 0422 (0.241,0.741)

Non-East Asan 4 24 19.38 PO T 1472 [ 0.554 (0.314,0.978)
Smoking status

Never 85 34 2484 39 36 11.07 - 0.476 (0.297,0.763)

Former/Cument 44 15 MR 24 13 1676 F—e— 0.536 (0.254,1.131)
RET specimen type

Tisme 118 39 NR 39 13.80 | 0.477 (0.305.0.743)

Blood 11 10 894 2 10 436 — 0.566 (0.227,1.408)
RET fusion result

CCDC6 13 1 NR B 3 16.82 —_——————— 0.161 (0.019, 1.380)

KIFSB 54 20 1682 a9 22 1001 -t 0.454 (0.267,0.774)

Positive’ 58 18 M 31 16 1676 ——H 0.648 (0.329,1.275)

Other’ 4 1 W 32 1336, | 0.066 (0.002,2.902)
PD-L1 expression

Podtive 55 23 19.38 39 27 1091 — 0.460 (0.262, 0.805)

Negative 31 12 NR 12 4 NR p——at— 0.853 (0.268,2.716)

Unlmown 43 14 M 218 1419 —e—o] 0.483 (0.240,0.974)

0.01 1.0 3.0

- FavorsSelpercatinib Favors Control -

(N Engl J Med 2023;389:1839-1850)



RESULTADOS SLP

Progression-free Survival, Overall Intention-to-Treat Population

bssewy Selpercatinib

Percentage of Patients
o
o
1

404
30
20- Hazard ratio for disease progression Control
10 or death, 0.48 (95% Cl, 0.33-0.70)
| P<0.001
0 | | | | | I
0 6 12 18 24 30 36
Months
No. at Risk
Selpercatinib 159 130 90 52 18 3 0
Control 102 63 33 16 7 1 0

Mediana de seguimiento
de 19 meses

SLPm 24,8 vs 11,2 meses

(N Engl J Med 2023;389:1839-1850)



RESULTADOS

Table 2. Summary of End Points Assessed by Blinded Independent Central Review.*

Intention-to-Treat-Pembrolizumab

End Point Population Overall Intention-to-Treat Population
Selpercatinib Control Selpercatinib Control
(N=129) (N=283) (N=159) (N=102)
Progression-free survival — mo
Median progression-free survival (95% Cl) 24.8 (16.9-NE) 11.2 (8.8-16.8) 24.8 (17.3-NE) 11.2 (8.8-16.8)
Median duration of follow-up (95% Cl) 19.4 (16.7-19.7) 18.9 (14.2-22.3) 19.4 (16.7-19.6) 16.5 (13.6-21.0)
Objective response (95% Cl) — % of patients 84 (76-90) 65 (54-75) 84 (77-89) 63 (53-72)
Best overall response — no. (%)
Complete response 9(7) 5 (6) 12 (8) 5(5)
Partial response 99 (77) 49 (59) 121 (76) 59 (58)
Stable disease 14 (11) 20 (24) 17 (11) 26 (25)
Progressive disease 2(2) 5 (6) 2(1) 7(7)
Not evaluable 5 (4) 4 (5) 7 (4) 5(5)
Duration of response
Patients with a response — no. 108 54 133 64
Patients with a response and censored data 74 (69) 25 (46) 43 (32) 31 (48)

— no. (%)
Median duration of response (95% Cl) — mo
Median duration of follow-up (95% Cl) —mo

24.2 (17.9-NE)
18.0 (16.5-19.5)

11.5 (9.7-23.3)
14.6 (11.2-19.8)

24.2 (17.9-NE)
17.9 (15.7-18.7)

12.0 (9.7-23.3)
12.7 (11.1-16.6)

(N Engl J Med 2023;389:1839-1850)



RESULTADOS SLP SNC

Selpercatinib Control
n=17 n=12
CNS Overall Response Rate, % (95% 824 583
CI)
(56.6, 96.2) (27.7,84.8)

CNS Best Overall Response
Complete response, n (%) 6(353) 2(16.7)
Partial response, n (%) 8(47.1) 5(41.7)
Stable disease, n (%) 1(59) 3(25.0)
Progressive disease, n (%) 0(0.0) 1(8.3)
Non-evaluable, n (%) 2(11.8) 1(8.3)
CNS Duration of Response
Responders, n (%) 14 (82.4) 7 (58.3)
Censored. n (%) 10 (58.8) 4(33.3)
Median, months (95% CI) NR (7.6, NE) 13.4 (3.5,NE)

12-month survival rate, % (95% CI)

76.0 (42.2,91.6)

62.5(14.2, 89.3)

(N Engl J Med 2023;389:1839-1850)



Patients with and without Baseline CNS Metast
e L e i M Time to CNS progression was delayed

(N=192) . LY
s with selpercatinib
2
S 80 Cause-specific HR': 0.28 (95% Cl, 0.12, 0.68)
%
E 60 Risk of CNS Progression
2 Selpercatinib Control
% 40 Control Without CNS Metastases at Baseline (N= 99) (N= 51)
% 12-mo CIR (95% C|)2 12-month CIR, % (95% Cl) 1.1% (0.1, 5.2) 14.7% (5.7, 27.6)
= 20.3% (11.3, 31.1) Cause-specific HR' (95% Cl) 0.17 (0.04, 0.69)
E 20 - I i L b L Lok Lokl Selpercatinib
a - I 12-mo CIR (95% CI): Selpercatinib Control
Ll ‘ ";_’ | | | 5.5% Q.ZIJ 10.8) With CNS Metastases at Baseline (N= 21) (N= 21)
0 6 12 18 2 30 36 12-month CIR, % (95% CI) 25.7% (8.8,46.7)  33.3% (14.3, 53.8)
No. of Events Months Cause-specific HR' (95% Cl) 0.61(0.19, 1.92)
Selpercatinib 0 3 6 7 8 8 8
Control 0 6 13 13 13 13 13

' Cause-specific HR for CNS progression, accounting for the competing risks of non-CNS PD and death
CIR: Cumulative incidence rate

2023 Herbert H. Loong Content of this presentation is copynght and responsibility of the author. Permission is required for re-use.

Data shown are from the ITT-Pembrolizumab population




RESULTADOS SG
Datos inmaduros

Overall Survival in ITT-pembrolizumab Population Overall Survival in ITT Population
100 100 poe
- _\q‘\x\_\_—\‘ Control °\3 —\L—\
o~ .
g‘; 80 Z 80 | . ! Control
= Selpercatinib <
E E
g 60 £ 60
= E.
- om £ &
T o S 40 - Selpercatinib
n
7 =
= £
£ 2 :
5° & 20
Overall survival hazard ratio, 0.961 (95% CL 0.503 - 1.835), p=0.9033 Overall survival hazard ratio, 1.042 (95% CI, 0.578 - 1.879), p=0.891
0 z ' ; 0 i
I \ [
0 6 12 18 u 3 3 0 6 12 18 24 30 36
Months Months
Ne.at Risk No. at Risk
Selpercatinib 129 123 106 n 32 - 0 Selpercatinib 150 150 128 85 39 6 1
Cooel ™ B e -4 ” » - 0 Control 102 04 74 48 24 7 0
Datos inmaduros 60%, cross-over del brazo control a selpercatinib dentro del estudio + un 15% adicional que a
recibié un inhibidor del RET por fuera del estudio

(N Engl J Med 2023;389:1839-1850)



EFECTOS
ADVERSOS

Table 3. Adverse Events That Occurred during Treatment (Safety Population).*
Event Selpercatinib (N=158) Control (N=98)
Any Grade Grade =3 Any Grade Grade =3
number Of p atients (percent) Selpercatinib Control
=158 =98
Any event 158 (100) 111 (70) 97 (99) 56 (57) ' "
AST increase 97 (61) 20 (13) 39 (40) 1(1) Median time on treatment, months 16783 98272
ALT increase 95 (60) 35 (22) 39 (40) 3(3)
. Any AE, n (%) 158 (100.0) 97 (99.0)
Hypertension 76 (48) 32 (20) 7(7) 3(3)
Diarrhea 70 (44) 2(1) 24 (24) 2(2) AE Grade 23,1 (%) 111 (70.3) 56 (57.1)
Edema 65 (41) 4(3) 27 (28) 0
Dry mouth 62 (39) 0 6 (6) 0 Any SAE, n (%) 55(34.8) 23 (23.5)
Blood bilirubin increase 59 (37) B (1) 1 (1) 0 AE leading to dose reduction, n (%) 81(51.3) 28(28.6)
Rash 52 (33) 3(2) 29 (30) 1(1)
Fatigue 51 (32) 5(3) 49 (50) 5 (5) e s e e
Thrombocytopenia 42 (27) 5(3) 28 (29) 7(7)
Abdominal pain 40 (25) 1(1) 19 (19) 2(2) o SO0 L0
Leukopenia 40 (25) 2 (1) 32 (33) 7(7)
Blood creatinine increase 39 (25) 2 (1) 17 (17) 1(1) Fatal AE% 0 (%) 7649 9
Neut i 36 (23 3(2 44 (45 27 (28
el et e ( ) ( ) ( ) ( ) Fatal AE on study treatment, n (%) 6(3.8) 0
Constipation 34 (22) 0 39 (40) 1(1)
| QT prolongation on ECG 32 (20) 14 (9) 1(1) 0 gatalAJE:“)q‘thm 30 days of the last 1(0.6) 0
lose, n (%,
Decreased appetite 27 (17) 0 33 (34) 2(2)
Pyrexia 21 (13) 1(1) 23 (23) 0
Nausea 20 (13) 0 43 (44) 1(1)
Vomiting 20 (13) 0 23 (23) 1(1)
Anemia 18 (11) 2(1) 58 (59) 10 (10)
Pruritus 16 (10) 0 22 (22) 0

(N Engl J Med 2023;389:1839-1850)



CONCLUSIONES DE LOS AUTORES

Selpercatinib aumento significativamente la sobrevida libre de progresion vs quimioterapia
basada en platino con o sin pembrolizumab en pacientes con CPNCP avanzado con fusiones

en RET

(N Engl J Med 2023;389:1839-1850)



PROPUESTA DE REDACCION PARA EL PAUTADO

Selpercatinib es un inhibidor del receptor tirosin quinasa del RET altamente selectivo y potente con actividad en el
sistema nervioso central.

El estudio fase |l LIBRETTO-431, aleatorizado, internacional, abierto evaluo el uso de selpercatinib en primera linea en
pacientes CPNCP estadios lll irrescables y metastasicos, con fusiones en RET. La presencia de la fusion RET era
evaluada por NGS o PCR. Se aleatorizaron los pacientes 2:1 a recibir selpercatinib (160 mg dos veces al dia) o
pemetrexed (500 mg/m2) + platino (carboplatino 5 AUC dosis maxima 750 mg o cisplatino 75 mg/m2) con o sin
pembrolizumab (200 mg) cada 21 dias x 4 ciclos y luego pemetrexed +/- pembrolizumab (pembrolizumab x 35 ciclos).
Los objetivos primarios eran la SLP en la poblacion por ITT que recibié pembrolizumab y en la ITT, los cuales se
testearon jerarquicamente. En el primer analisis interino pre-planificado la SLP mediana fue de 24,8 meses con
selpercatinib y de 11,2 meses para el grupo control, (HR 0,46; IC del 95 %, 0,31 a 0,70; P < 0,001) tanto en la poblacion
ITT - pembrolizumab como en la ITT. En cuanto a la TRO fue del 84% para selpercatinib y de 65% para el grupo control,
la TRO SNC también fue mayor con selpercatinib 82.4 vs 58.3%. Se reportdé mayor toxicidad para el grupo de
selpercatinib, siendo los EA = G3 13% mas frecuentes (70 vs 57%), destacandose la elevacion de ALT y AST,
hipertension, y prolongacion del QT. Al momento de la publicacion los datos de SG se encuentran inmaduros. (N Engl J
Med 2023;389:1839-1850)

Dado la magnitud de este beneficio (aumento de 13 meses en SLP), la baja prevalencia de esta fusion y las escasas
herramientas terapéuticas, planteamos selpercatinib es una opcion en primera linea en pacientes portadores de CPNCP
Elll irresacables y IV con fusiones del RET.
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Non—-Small-Cell Lung Cancer

J.-C. Soria, Y. Ohe, J.V kiste, T. 2 B.Ch kulyong, K.H. Lee, A. Dechap
F.Imamura, N. Nogami, T. Kurata, I. Okamoto, C. Zhou, B.C. Cho, Y. Cheng, E.K. Cho, P.J. Voon, D. Planchard,
1
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Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*
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Durvalumab after Chemoradiotherapy in Stage III
Non-Small-Cell Lung Cancer

S.J. Antonia, A. Villegas, D. Daniel, D. Vicente, S. Murakami, R. Hui, T. Yokoi, A. Chiappori, K.H. Lee, M. de Wit,
B.C. Cho, M. Bourhaba, X. Quantin, T. Tokito, T. Mekhail, D. Planchard, Y.-C. Kim, C.S. Karapetis, S. Hiret,
G. Ostoros, K. Kubota, J.E. Gray, L. Paz-Ares, J. de Castro Carpefio, C. Wadsworth, G. Melillo, H. Jiang,

Y. Huang, PA. Dennis, and M. Ozgiiroglu, for the PACIFIC Investigators*

Osimertinib Standard EGFR-TKI

Characteristic (N=279) (N=277)
Age—yr

Median 64 64

Range 26-85 35-93
Male sex — no. (%) 101 (36) 105 (38)
Race— no. (%) 1

White 101 (36) 100 (36)

Asian 174 (62) 173 (62)

Other 4(1) 4(1)
Smoking status — no. (%)

Never 182 (65) 175 (63)

Current 8(3) 9(3)

Former 89 (32) 93 (34)
WHO performance status — no. (%)

0 112 (40) 116 (42)

1 167 (60) 160 (58)

Missing data ] 1(<1)
Histologic type — no. (%)

Adenocarcinoma 275 (99) 272 (98)

Otherj 4(1) 5(2)
Overall disease classification — no. (%)

Metastaticq 264 (95) 262 (95)

Tocally advanced] 3 5) 55

Missing data 1(<1) 0
Metastases — no. (%)

Visceral metastases** 94 (34) 103 (37)

CNS metastasesit 53 (19) 63 (23)
EGFR ion type at randomization — no. (%)

Exon 19 deletion 175 (63) 174 (63)

L858R 104 (37) 103 (37)
EGFR mutation type by central test— no. (%)%

Exon 19 deletion 158 (57) 155 (56)

L858R 97 (35) 90 (32)

No mutation detected, invalid test, or no or inadequate sample 24 (9) 32(12)

No. of Events / No

720142 (50.7) 43/71 (60.6) 0.64 (0.44 t0 0.94)

130/261 (49.8) 79/130 (60.8) 0.66 (0.50 to 0.87)

20/43 (46.5) 1521 (71.4) b—— 0.42 (0.21 t0 0.82)
136/252 (54.0) 91/125 (72.8) P— 0.61 (0.47 to 0.80)

Tumor histologic type

All other 126/252 (50.0) 88/135 (65.2) 0.62 (0.47 to 0.81)

Complete response 69 (66.7) 377 (42.9) Not calculatad®
Stable disease 135223(60.5)  81/115 (70.4) 0.70 (053 t0 0.92)
Gemcitabine-based 59 (55.6) 2/5(40.0) Not calculatad®
Cisplatin 1347266 (50.4) 81129 (62.8) 0.65 (0.50 to 0.86)
Cisplatin and carboplatin 68 (75.0) 4/5(80.0) Not calculated®
< 14days 64/120 (53.3) 43/62 (69.4) 0.54 (037 t0 0.80)

WHO PS
1 - Restrictad® 143/242 (59.1) 90/123 (73.2) 0.62 (0.47 to 0.80)
Asia 54/109 (49.5) 27/68 (54.4) 0.79(0.52 to 1.20)
Noith and South America 85/150 (56.7) 54/67 (80.6) | 0.47 (03410 0.67)
Whito 200337 (59.3) 110157 (70.1) 072057 0 0.91)
Asian 56/120 (46.7) 39772 (54.2) 0.72(0.48 to 1.09)

EGFR or ALK aberration status

+66/317-(524——100/165-466-1} P |
631752+ 166-1 B-66-16:-52t0-8-84———
PD-L1 exprassion level

111/187 (59.4) 64/105 (61.0) 0.90 (0.67 to 1.23)

1%-24% (post hoc analysis) 52/97 (53.6) 29/47 (61.7) 0.73 (0.46 to 1.14)

< 1% (post hoc analysis) 59/90 (65.6) 35/58 (60.3)
02 04 06 08 10 12 14 16 18

< >

Durvalumab Better Placebo Better

1.15(0.75 to 1.75)




BRIEF REPORT

IASLC

-

Brief Report: Durvalumab After

M) Check for updates
=

Chemoradiotherapy in Unresectable Stage Il
EGFR-Mutant NSCLC: A Post Hoc Subgroup Analysis

From PACIFIC

Jarushka Naidoo, MbChB., MHS,®* Scott Antonia, MD, PhD," Yi-Long Wu, MD,*
Byoung Chul Cho, MD, PhD,¢ Piruntha Thiyagarajah, MD,° Helen Mann, MSc,®

Michael Newton, PharmD, " Corinne Faivre-Finn, PhD?

1.0 o
0.9 4 Median PFS (95% CI) Durvalumab 11.2(7.3-20.7)
g Placebo  10.9 (1.9-NE)
e 038+
7 Hazard ratio (95% Cl) 0.91 (0.39-2.13)
g 0.7+
5 06+
@
S 05+
g
S 0.4
k3]
2 03+
3
a 024
o
& 914 =—— Durvalumab 1
0.0 Placebo
L ] L] L] L] L] L] L] L) L} L] ] n L] ] | L] n n | |
13 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Time from randomization (months)
Number of patients at risk
Month 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Durvalumab 2421 19 15 10 8 6 3 3 3 2 2 1 1 1 1 1 1 1 0
Placebo 119 &5 5 4 4 3 2 2 2 2 2 2 414 1. 1949 O 0 0 O

1.0 <

Median OS (95% CI) Durvalumab
Placebo

0.9 =
0.8 =
Hazard ratio (95% CI)
0.7 =
0.6 =
0.5 =

0.4 -

46.8 (29.9-NE)
43.0 (14.9-NE)

1.02 (0.39-2.63)

0.3 -

Probability of overall survival

0.2 4
014 =—— Durvalumab

0.0 o Placebo

| B B N B R BN B BN NN RN RN BN BN BN BN BN N BN RN B R |
13 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63

Time from randomization (months)

Number of patients at risk
Month 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63

Durvalumab 24 24 23 23 23 23 22 22 20 19 17 15 15 12 12 12 10 8 8 8 5 4
Placebo 1111 10 10 9 8 8 7 7 7 7 6 6 6 6 4 4 4 4 4 4 2

J Thorac Oncol . 2023 May;18(5):657-663

66 69 72 75

66 69 72 75



DISENO DEL ESTUDIO

LAURA Phase 3 double-blind study design

Osimertinib 80 mg,

Patients with locally advanced,

unrssectable stage ”g EGFTT Ih:SCLC oot Treatment duration until BICR-assessed progression
with no progression during / following o (per RECIST v1.1), toxicity, or other discontinuation
definitive CRT' treatment Rando;;zatlon criteria '
Key inclusion criteria: (N=216) Open-label osimertinib after BICR-confirmed
« 218 years (Japan: 220) — progression offered to both treatment arms$
= Stratification by:
WHOPS0/1 Concurrent vs sequential CRT
* Confirmed locally advanced, Stage llIA vs stage IIB/IC
unresectable stage llI* NSCLC China vs non-China Tumor assessments:
. t
Sakttldl s + Chest CT/MRI and brain MRI
» Maximum interval between last dose of

» At baseline, every 8 weeks to Week 48, then every

CRT and [Sdomizalon: & Woek 12 weeks until BICR-assessed progression

Endpoints
» Primary endpoint: PFS assessed by BICR per RECIST v1.1 (sensitivity analysis: PFS by investigator assessment)
+ Secondary endpoints included: OS, CNS PFS, safety

'Concurrent or sequential CRT comprising 32 cydes of platinum-bas

iCentral or FDA-appr:
2024 ASCO - presenten By: Dr Suresh S. Ramalingam S
ANNUAL MEETING #ASCO24

Presentation is property of the author and ASCO. Parmission required for reuse; contact permissions@asco org KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



CARACTERISTICAS DE LA POBLACION

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*

Osimertinib Placebo

Characteristic (N=143) (N=73)
Sex —no. (%)

Male 53 (37) 31 (42)

Female 90 (63) 42 (58)
Age —yr

Median 62 64

Range 36to 84 37t0 83
Smoking status — no. (%)

Current 4 (3) 1(1)

Former 37 (26) 23 (32)

Never 102 (71) 49 (67)
Race — no. (%)

Asian 116 (81) 62 (85)

Non-Asian 27 (19) 11 (15)
WHO performance-status score — no. (%)

0 80 (56) 31 (42)

1 63 (44) 42 (58)
AJCC-UICC disease stage — no. (%)

1A 52 (36) 24 (33)

1B 67 (47) 38 (52)

nic 24 (17) 11 (15)

Histologic type — no. (%)

Adenocarcinoma 139 (97) 69 (95)

Squamous-cell carcinoma 3(2) 2(3)

Other 1() 20)
EGFR mutation type at screening — no. (%) |

Exon 19 deletion 74 (52) 43 (59)

L858R mutation 68 (48) 30 (41)
Type of chemoradiotherapy — no. (%)**

Concurrent 131(92) 62 (85)

Sequential 12 8) 11(15)
Best overall response to chemoradiotherapy — no. (%)11

Complete response 4(3) 3 (4)

Partial response 67 (47) 27 (37)

Stable disease 61 (43) 37 51)

Not evaluable} 11 (8) 6(8)
Target-lesion size — mmf 33:18 36:17

N Engl J Med

. 2024 Jun 2. doi: 10.1056/NEJMoa2402614



CARACTERISTICAS DE LA POBLACION

Randomized N=216
Osimertinib n=143 Placebo n=73
Jngoing treatment . . " ;
ft datga P Ongoing osimertinib n=80 (56%) Ongoing placebo n=7 (10%)
Discontinued n=63 (44%) Di i = 9
Disease progression* n=36 (25%) Disease progression* n=54 (74%)
AE TT=T9(T3%) AE n=5 (/%)
Patient decision n=4 (3%) Patient decision n=3 (4%)
Initiated other anticancer therapy n=1 (1%) Initiated other anticancer therapy n=1 (1%)
Other' n=3 (2%) Incorrect initiation of study treatment n=1 (1%)
Other! n=2 (3%)
Osimertinib after
BICR-confirmed Osimertinib post-PD n=15 (28%)* Crossover to osimertinib n=50 (81%)*
lisease progression
Median follow-up
or PFS (all patients) 22.0 months 5.6 months

Data aut-off Januaty 5, 2024

*Assessed by BICR per RECIST v1.1 prior to primary PFS analysis

'Any other reason not specifically captured in earker categories. Osimentinid arm: death (n=2), Bisease progression by investgator (n=1); placebo arm: death (n=1), disease progression by investigator (n=1)
*Percentages calculated using pationts with SICR-confirmed disease progression in each treatment arm as denominator osimertind, n=53; placebo, n=62
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RESULTADOS: SLP

100y
80 |
80—
ﬂ =
3 70- | Median Progression-free
5 60 E " Survival (95% Cl)
e 1
8 50— ! Osimertinib o
& ! i | Osimertinib  39.1 (31.5-NQ)
£ 40- : Placebo 5.6 (3.7-7.4)
o I
g_a 30+ i Hazard ratio for disease progression
- . or death, 0.16 (95% Cl, 0.10-0.24)
: P<0.001
104 , : Placebo
: : L |
0 | | | = | | | : | | | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Months since Randomization
No. at Risk
Osimertinib 143 127 114 109 99 9 83 76 69 61 49 37 28 16 9 6 4 2 2 2 1 O
Placebo 73 39 31 25 15 16 9 & 6 4 4 3 3 3 2 1 1 0 @ 9 O 0
Mediana de seguimiento para SLP 22,0 meses para osimertinib y de 5,6 meses placebo. a
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RESULTADOS

Subgroup Osimertinib Placebo Hazard Ratio for Disease Progression or Death (95% Cl)
no. of events/no. of patients
Overall E
Stratified log-rank analysis 57/143 63/73 —— i 0.16 (0.10-0.24)
Unadjusted Cox proportional-hazards analysis 57/143 63/73 —— E 0.23 (0.16-0.33)
Sex :
Male 23/53 27/31 - ; 0.26 (0.15-0.46)
Female 34/90 36/42 — ! 0.21 (0.13-0.34)
Age E
<65 yr 31/81 36/39 —a— ] 0.16 (0.10-0.26)
=65 yr 26/62 27/34 — 0.33 (0.19-0.57)
Smoking history i
Current or former 20/41 22/24 —a— E 0.26 (0.14-0.48)
Never 37/102 41/49 —a— ! 0.22 (0.14-0.34)
Race or national group s
Chinese 7/27 11/13 i NC (NC-NCQ)
Non-Chinese 50/116 52/60 —a— 0.26 (0.17-0.39)
Asian 43116 55/62 —— : 0.20 (0.13-0.29)
Non-Asian 14/27 8/11 b = — 0.48 (0.20-1.19) |
Stage .
1A 22/52 20/24 — 0.28 (0.15-0.52)
1B or H1IC 35/91 43/49 —— g 0.21 (0.13-0.33)
EGFR mutation E
Exon 19 deletion 26[74 39/43 —a— : 0.17 (0.10-0.29)
L858R mutation 31/68 24/30 —— 0.32 (0.19-0.56)
Chemoradiotherapy .
Concurrent 53/131 54/62 —a— 0.25 (0.17-0.36)
Sequential 4/12 9/11 | NC (NC-NC)
Response to previous CRT E
Complete response 1/4 2/3 ] NC (NC-NCQ)
Partial response 2867 25/27 —La>— E 0.20 (0.11-0.34)
Stable disease 24/61 34/37 —laG— : 0.18 (0.10-0.30)
Not evaluable 4/11 2/6 ' NC (NC-NC)
005 05 100 500 e

Osimertinib Better Placebo Better
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RESULTADOS
NUEVAS LESIONES

Patients with new lesions

Brain

Lung

Liver

Lymph nodes
Bone
Adrenal

Peritoneum / omentum

Pelvis
Spleen B osimertinib n=143
Placebo n=73
Other .
70 60 50 40 30 20 10 0 10 20 30 40 50 60 70

Patients with new lesions (%)

Data ast-offt January 5, 2024
Percentages based on number of patients in each treatment arm. Patients can have more than one new lesion site. Based on BICR assessments according to RECISTv1 1 and Indudes all new lesions at any time (Induding those whose RECIST progression event had been censored)
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RESULTADOS: SG
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Osimertinib 54.0 (46.5-NC)
Placebo NR (42.1-NC)
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TRATAMIENTOS POSTERIORES

No. of patients (%) Osimertinib (n = 143) Placebo (n =73)
Discontinued randomized trial treatment 63 (44) 66 (90)
Ongoing randomized trial treatment 80 (56) 7 (10)
Patients receiving any subsequent anticancer 42 (29) 57 (78)
treatment
Types of subsequent anticancer treatments in patients who discontinued randomized trial treatment
EGFR-TKI 28 (44) 57 (86)
First- or second-generation EGFR-TKI 12 (19) 7(11)
Third-generation EGFR-TKI 16 (25) 52 (79)
Osimertinib 15 (24) 51 (77)
Aumolertinib 1(2) 1(2)
Furmonertinib 0 1(2)
VEGF inhibitor 8 (13) 5(8)
Cytotoxic chemotherapy 21 (33) 11 (17)
Platinum-based chemotherapy 19 (30) 7(11)
Immunotherapy 5(8) 1(2)
Other? 2(3) 2(3)
Radiotherapy 21 (33) 5(8)

N Engl J Med . 2024 Jun 2. doi: 10.1056/NEJMo0a2402614



RESULTADOS RESPUESTAS

Table 2. Antitumor Activity.*

Osimertinib Placebo
(N=143) (N=73)
Best objective response — no. (%)
Complete response 3 (2) 1(1)
Partial response 79 (55) 23 (32)
Stable diseasey 45 (31) 34 (47)
Disease progression 11 (8) 12 (16)
Not evaluable 5 (3) 3 (4)
Objective response rate
No. of patients with a response 82 24
Percentage of patients with a response 57 (49-66) 33 (22-45)
(95% CI)1

Duration of response — mo
Median 36.9 6.5
95% ClI 30.1-NC 3.6-8.3
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EFECTOS
ADVERSOS

Table 3. Most Common Adverse Events of Any Cause in>5% of Patients in Either Group.*

Osimertinib Placebo
Adverse Event (N=143) (N=73)
Any Any Grade
grade Gradel Grade2 Grade3 Grade4 grade Gradel Grade2 3 Grade 4
number of patients (percent)
Any adverse event 140 (98) 16(11) 74(52) 42(29) S5(3) 64(83) 23(32) 32(44) 6(8) 1(1)
Radiation pneumonitis 63 (48) 21(15) 44(31) 3(2 0 28(38) 14(19) 14(19) O 0
Diarrhea 51(36) 45(31) 3(2) 3(2) 0 10014 6(8) 4(5) 0 0
Rash 34(24) 28(20) 6(4) 0 0 10 (14) 10 (14) 0 0 0
Coronavirus 2019 29200 4(3) 24(Q17) 1(Q) 0 6 (8) 4(5) 23) 0 0
Paronychia 24(17) 16(11) 38 (6) 0 0 1(1) 0 1(1) 0 0
Cough 23(16) 11(8) 12(8) 0 0 70000 5 2(3) 0 0
Decreased appetite 21(15) 11() 9 (6) 1Q1) 0 45 3 (4) 1(1) 0 0
Dry skin 18(13) 15(10) 2(1) 1Q1) 0 4(5) 4(5) 0 0 0
Pruritus 18(13) 17(12) 1(Q1) 0 0 5(7) 5(7) 0 0 0
Stomatitis 17(12) 11 (8) 6 (4) 0 0 2(3) 23) 0 0 0
Decreased white-cell count 17 (12) 6 (4) 10 (7) 1(1) 0 2(3) 0 2(3) 0 0
Pneumonia 16(11)  3(2) 9 (6) 3(2) 0 6 (8) 1(1) 2(3) 3(4) 0
Anemia 14(10)  6(4) 7 (5) 1Q1) 0 3 (4) 1Q) 2(3) 0 0
Herpes zoster 13 (9) 3(2) 10 (7) 0 0 2(3) 1) 1(1) 0 0
Urinary tract infection 11 (8) 2(1) 3 (6) 1(1) 0 2(3) 1(1) 1(1) 0 0
Increased ALT level 10 (7) 7 (5) 2(1) 1Q1) 0 2(3) 2(3) 0 0 0
Arthralgia 10 (7) 5 (3) 403) 1(1) 0 6 (3) 4(5) 2(3) 0 0
Upper respiratory tract infection 10 (7) 3(2) 7(5) 0 0 1(1) 1(1) 0 0 0
Acneiform dermatitis 9 (6) 9 (6) 0 0 0 2(3) 2(3) 0 0 0
Decreased platelet count 8 (6) 7 (5) 1(1) 0 0 0 0 (] 0 0
Dyspnea 8 (6) 7 (5) 1Q1) 0 0 5(7) 4(5) 1(1) 0 0
Increased AST level 3 (6) 7 (5) 1(1) 0 0 1(1) 1(1) 0 0 0
Nasopharyngitis 8 (6) 2(1) 6 (4) 0 0 0 0 0 0 0
Pneumonitis 8 (6) 2(1) 4(3) 1(1) 0 1(1) 1Q1) 0 0 0
Sinus tachycardia 38 (6) 3(2) 5(3) 0 0 1(1) 1(1) 0 0 0
Productive cough 7(5) 3(2) 4(3) 0 0 4(5) 4 (5) 0 0 0
Musculoskeletal chest pain 53) 3(2) 2(1) 0 0 9(12)  8(11) 1(1) 0 0
Myalgia 5(3) 4(3) 1(1) 0 0 6 (8) 6 (3) 0 0 0
Headache 2(1) 2(1) 0 0 0 4(5) 4(5) 0 l{i EnqloJ A
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CONCLUSIONES DE LOS AUTORES

El tratamiento con osimertinib luego de la QTRT resulté en un aumento significativo en la
SLP vs placebo en pacientes con CPNCP Elll irresecable con mutaciones en el EGFR,

La seguridad fue la esperada y manejable, y el perfil de seguridad general fue consistente
con el ya conocido de osimertinib.

PRESENTACION SUJETA A NORMAS DE CONFIDENCIALIDAD @
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PROPUESTA DE REDACCION PARA EL PAUTADO

El estudio LAURA fase lll, doble ciego, aleatorizado, internacional. Evalué el uso de osimertinib en pacientes con CPNCP

estadio Il irresecable, con mutaciones en el EGFR (delecion del exon 19 o mutation L858R del exon 21) que no
progresaron al tratamiento de RT/QT. Se destaca que la poblacion no asiatica estaba subrepresentada (19 y 15%

respectivamente). Los pacientes fueron aleatorizados 2:| a recibir osimertinib 80 mg una vez al dia o placebo, hasta
progresion objetiva de la enfermedad. El uso de osimertinib luego de la progresion era ofrecido a ambos brazos. El objetivo
primario fue la SLP evaluada por un comité independiente. Con una mediana de seguimiento de 22 meses para el brazo de
osimertinib y 5.6 meses para el brazo de placebo, la mediana de SLP fue de 39,1 meses con osimertinib vs 5,6 meses con
placebo (HR 0.16 IC 95 %, 0,10 a 0,24; P <0,001), con una SLP a 3 anos de 65 vs 13%. Del analisis de subgrupo es

importante remarcar que el beneficio no fue estadisticamente significativo en poblacion no asiatica (HR 0.48 IC 95 %, 0.20 a
|.19). El 77% de los pacientes del brazo placebo recibieron osimertinib a la progresion. Los datos de SG no se encontraban
maduros al momento de este analisis (madurez de los datos de 20%), siendo la mediana de SG de 54 meses vs no alcanzada
para el brazo de osimertinib y placebo respectivamente (HR 0.81 1C95 %, 0.42 a 1.56 p=0.5) y una SG a 3 anos de 84 vs
74%, diferencia no estadisticamente significativa. En cuanto a la toxicidad, los EA G3-4 fueron mas frecuentes en el brazo de
osimertinib (32 vs 9%), los EA mas frecuentes fueron la neumonitis radica, la diarrea y el rush. (N Engl ] Med . 2024 Jun 2.

doi: 10.1056/NEJM0a24026 14)

Con los datos disponibles no es posible asegurar que el uso de osimertinib como tratamiento de consolidacion sea
superior en términos de SG al uso de osimertinib a la progresion, dada la toxicidad aguardamos datos con mayor
seguimiento y un beneficio en SG para recomendar este regimen.



