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NSCLC with actionable genomic alterations

L

Del19/LB58R

Osimertinib
Erlotinib
Gefitinib
Afatinib
Dacomitinib
Erlotinib + R
Osi +CT
Amivantamab +
Lazertinib

Erlotinib + BVZ
Gefitinib + CT

Osimertinib

(T790M)
Amivantamab
+CT

EGFR

Ex20 ins

CT +/-ICB
Amivant + CT

Furmonertinib

Amivantamab

Sunvozertinib

Zilpalertinib
Furmonertinib

CN

Crizotinib
Entrectinib
Repotrectinib

Dabrafenib +
Trametinib
Lorlatinib

Crizotinib =

Ceritinib Encorafenib +
Talrectrectinib Binimetinib

Ensartinib Zidesamtinib

- Lorlatinib

Neladalkib

Alectinib
Brigatinib Repotrectinib Tepotinib
Lorlatinib Cap inib

Ceritinib =
- Talrectrectinib
Neladalkib =
Zidesamtinib

EMA positive CHMP and FDA fast track approvals anticipated as approved

Larotrectinib*
Entrectinib®
Repotrectininb

Zurlectrectinib

Sotorasib
Adagrasib

Divarasib
Olomorasib
Elironrasib
Daraxonrasib

Cortesia de Jordi Remon



ACIONAL de ONCOLOGIA de PRECISION

NSCLC with AGAs

Actionable genomic alterations
* EGFR in advanced 1L and preoperative settings
e BRAFV600E
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Patients with untreated locally DISERSIHI 89 myg (S0

2
advanced | metastatic EGFRm NSCLC N=557 Pemetrwiond 08 mal £ Maintenance
carboplatin AUC5 . o
or cisplatin 75 mg/m? osimertinib 80 mg (QD) +
Key inclusion criteria: (Q3W for 4 cycles for pemetrexed 500 mg/m? (Q3W)
+ Aged =18 years Stratified by: P S Aa— e
! Race - = RECIST v1.1 assessment at 6 and
S RmORe o (hsian Crinsse | 12 weeks, then Q12W until RECIST
FINESEEIOLE | no.l:n,\:.:m I, Treatment beyond PD allowed per investigator discretion —  v1.1-defined radiological PD
»  Ex19del / L858R (local / central test) ﬁfc?,f"mf:; ! - Survival follow-up for Q12W uniil
+ WHOPSO/1 WHQ PS data cut-off for the planned final
071) OS analysis
+ Stable CNS metastases were allowed
* Brain scans at baseline Osimertinib 80 mg (QD)
(MRI / CT; mandatory)
+ Primary endpoint: Investigator-assessed PFS (RECIST v1.1)! OS was a key secondary endpoint*
* Secondary endpoints included: OS, TFST, DoR, DCR, PFS2, TSST, HRQoL Final OS analysis performed at 57% maturity
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NSCLC, non-smal s L
D. Planchard. Firsi-ine Osimertind + Chematherspy Versus Osimertink Manatherapy in EGFRm Advanced NSCLC: PFS2, e from randomisstion 1o second progression on a subsequent trestiment; ance daily; CK‘V evL‘ry x W, RECI..;T Respanes E .:IL.:\ beris in Solid Tumers,
FLALURAZ2 Fnal Overall Survival TFST. fime to first subsequent trestment or death: TSST, Sme to second subsequent trestment or death; WHO PS5, Warld Health Organizasion pesformance siatus
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Primary analysis: Progression-free survival’

Investigator-assessed PFS: HR=0.62 (95% CI: 0.49, 0.79); p<0.001 ?E\:Qngf ?E‘:m;?
Subgroup patients) patients) HR (95% CI)

: o ) Stratified log-rank 120/ 279 166/ 276 —— ! 0.62 (0.49, 0.79)
3 D= Median PFS, months (95% CI) D potisnt Unadjusted Cox PH 120/ 279 166/ 278 —R— : 0.62 (0.40. 0.78)
: HOsi+CTx 255(24.7 NC) E Male 51106 737100 —— 0.54 (0.37, 0.77)
o 08 80% mOsimono 167 (141, 21.3) = Female 697173 937160 —— 0.67 (0.40. 0.82)
e = Asisn Chinese 26/ 71 43/68 —— 0.40 (0.30, 0.81)
E: & Race* Asian non-Chinese 541107 85/ 107 —mh 0.76 (0.53, 1.08)
© 06 66% i Non-Asian 407101 587102 —— ! 0.55 (0.37, 0.83)
g EGFR mutation ©entral 52/121 877119 I—.—:I 0.73 (0.51, 1.05)
E 0.4- testmethod | ooy 88/ 158 o/ 150 —E— 0.5 (0.40. 0.74)
o 41% Age at <85 years 737174 07/ 186 —E— | 0.50 (0.44, 0.80)
E screening 285 years 471105 82/ 112 —a— 0.88 (0.47. 0.98)
oy Smoking Yes 43701 5787 ! 0.83 (0.42, 0.84)
history No 771138 109/ 181 —— ! 0.61 (0.46, 0.82)
0 T T T T T T T T T 1 EGFR Ex18del 65/ 172 B4/ 162 —— | 0.60 (0.44, 0.83)
0 3 6 ] 12 15 18 24 24 27 30 93 36 mutation type? | gson 55/ 108 7017107 —— 0.63 (0.44, 0.00)
Time from randomisation (months) WG ] 48/ 101 577102 —— 0.78 (0.54, 1.18)
No. at risk 1 721178 100/ 176 —— 0.52 (0.20, 0.72)
? CNS mets Yes 52/ 118 797110 —— I 0.47 (0.33. 0.56)
W279 254 241 225 207 187 165 133 B4 42 21 3 0 at baseline = o 377188 ™ !1 0.75 (0.55, 1.03)

W278 246 227 203 178 148 119 94 67 48 21 1 0 By s : :

1
+ L
Favours Favours
osi +CTx  osimono

Osi + CTx showed a statistically significant and clinically meaningful improvement in PFS versus osi mono;
PFS benefit was consistent across predefined subgroups

Figures from N Engl J Med, Planchard D, Janne PA, hu:n, ¥, et 3, Osimertinib with or withoul Chematherspy in EGFR-Mutated Asvanced NSCLC, 389:1935-48. Capyright © {2023) Massachusetss Medical Society.
Reprinied with permission from Massachusetis Medical Sodety. 1. Planchard

03 Agril 2023
,309: 19351048

*Race was reporied by the patient. tFor EGFR mutation type, patients with both Exi@del and in the Ex18del group
. Planchard, Firstine Osimestind + Chematherapy Versus Osimertink Monotherapy in EGFRm Advanced NSCLC.: C1, confidence inferval , EEILrs Inm\uus systern; CTx, chemotherapy, EGFR e growih factor receplor d rastics
FLAURAZ2 Final Overall Surveval mets, metastases; mono, monalherapy; NC, not calculable; osi, asimeriinib; PFS, progression-free sunvival; PH. proportional hazard; WHO :’ ‘J\_rl:l Health Orggen n performance strius
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FLAURAZ2: Overall survival

Median OS with osi + CTx was 47.5 months

2025 World Conference

on Lung Cancer

#WCLC25
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No. Events /

Median OS,

no. patients (%) months (95% Cl)

[ Osi+CTx 144 /279 (52) 475 (41.0, NC)
1.0 4
2 years [ Osimono 1717278 (62) 376(33.2,432)
HR (96% CI) 0.77 (0.61, 0.96); p=0.02
0.8+
[7,]
15 I ) yfga"/r )
|
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| | 1
Median follow-up (censored patients), months (range): : : :
Osi + CTx 51.2 (0.2-60.4); Osi mono 51.3 (0.1-60.1)
00 | 1 1
I I I I I I I | I | I | I I I | I I I I |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
G o Time from randomisation (months)
l. 279 267 258 253 245 240 236 26 218 202 196 183 170 158 143 123 105 71 36 B 1 0
. 278 267 260 257 252 245 9 4 195 180 165 152 137 131 118 103 93 61 38 16 1 1]

. Planchard, Firstine Osimestind + Chematherapy Versus Osimertink Monotherapy in EGFRm Advanced NSCLC.:
FLAURAZ Final Owerall Survival

Data cut-off: 12 June 2025

Tick marks indicale cersored data. A two-sided povaiue of <0.04%53 was considened 1o indicale siatistical significance 1 this finad OS analyss
€1, confidence inlerval; CTx, chemotherapy: HR. hazard ralicc mana, monctherapy, NC, not calculable; OS5, overall survival: osi, asimerinib
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Since the primary analysis' (>2 years additional follow-up):

* No new safety signals observed

+ AEs leading to discontinuation of osi remained low

*  No new treatment-related deaths observed with osi + CTx

(vs 1 with osi mono)

Anaemia
Diarrhoea
Nausea

Decreased appetite

Constipation
3 . Rash
AE summary c’:,:;%? 0{?:;;1;50 Fatigue
AE any cause, n (%) Vomiting
Any grade 276 (100) 269 (98) COvID-187
Grade =3 193 (70) 94 (34) Stomatitis
Serious 126 (46) 75 (27) Paronychia
Qutcome of death 22 (8) 10 (4) Neutropenia
Considered possibly related to treatment 5(2) 2(1) - Neutrophil count decreased
Leading to discontinuation of osi 34 (12) 20 (7) ALT increased
Leading to discontinuation of pemetrexed 137 (90) NA Dry skin
Leading to discontinuation of platinum 46 (17) NA

. Planchard, Firstine Osimestind + Chematherapy Versus Osimertink Monotherapy in EGFRm Advanced NSCLC.:

FLAURAZ Final Owerall Survival

Most common AEs*

28 10§ 1
43 42 <1
42 12 |
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32 1 |
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«1| 25 18 | <«

1 I 25 27 |¢1
Osi+CTx 3 nIEI 1 Osi mono
Bow::  mmmam. Qo
W Grace 4 1 D K

20 I
60 40 20 0 20 40 60
Patients with AE (%)

Data cut-off. 12 June 2025

1. Planchard D, ot al. N Engl J Med 2023,380:1535-1848

“Reparied in 220% of patienis in either reatment am, 'One Grade 5 AE of COVID-19 was reportesd in the osi + CTx am

AE, adverse event: ALT, alanine aminotransferase: CTx, chemotherapy; mono, monotherapy: NA, not applicable; asi, osmertinib
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Amivantamab Plus Lazertinib vs Osimertinib in
First-line EGFR-mutant Advanced NSCLC

Final Overall Survival from the Phase 3 MARIPOSA Study

James Chih-Hsin Yang’, Yu Jung Kim?, Se-Hoon Lee?, Baogang Liu#, Yurii Ostapenko®,

Shun Lu8, Adlinda Alip?, Ernesto Korbenfeld®, Josiane Mourao Dias®, Pongwut Danchaivijitr',
Nicolas Girard"!, Enriqueta Felip'2, Hidetoshi Hayashi'3, Alexander | Spira’, Benjamin Besse,
Tao Sun'®, Mariah Ennis'?, Seema Sethi'?, Joshua M Bauml'?, Byoung Chul Cho'®
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Seoul National University Bundang Hospital, Seongnam, Republic of Korea; 3Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Republic of Korea;
“Harbin Medical University Cancer Hospital, Harbin, China; SNational Cancer Institute, Kyiv, Ukraine; tDepartment of Medical Oncology, Shanghai Chest Hospital, School of
Medicine, Shanghai Jiao Tong University, Shanghai, China; Clinical Oncology Department, Faculty of Medicine, University of Malaya, Kuala Lumpur, Malaysia; ®British Hospital of
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* In MARIPOSA, 1L amivantamab + lazertinib significantly
improved PFS vs osimertinib'2

* Amivantamab + lazertinib is approved for patients with
1L EGFR-mutant advanced NSCLC34

* 1L amivantamab + lazertinib exhibits a triple mechanism

of action with a reduction in the spectrum and

complexity of acquired resistance®

Lazertinib

Amivantamab

L8

Macrophage

5

Immune Mediated Activity

i
X_@‘(

Tumor Cell

Background

1L Amivantamab + Lazertinib
Primary Endpoint: PFS by BICR"2

MARIPOSA
Ami + Laz in 1L
EGFR+NSCLC

Median follow-up: Median PFS
100 22.0mo (95% Cl)
Ami + laz 23.7 mo (19.1-27.7)
80 | 73% Osi 16.6 mo (14.8-18.5)
° = [ HR, 0.70 (95% CI, 0.58-0.85); P<0.001 |
= 2
©
28 o0 65%
2 & ° 48%
8 c
c.Q
892 40 Ami + laz
¢
t 3 : Osi
e s i34%
20 + ;
0 T T T T T T ¥ T T "
0 3 6 9 12 18 21 24 27 30 33
No. at risk Months
Ami+laz 429 391 357 332 201 194 106 60 33 8 0
Osi 429 404 358 325 266 160 90 48 28 10 0

Here, we report the protocol-specified final overall survival results of
1L amivantamab + lazertinib vs osimertinib from MARIPOSA

1. From New England Journal of Medicine, Cho BC, et al., Amivantamab plus Lazertinib in Previously Untreated EGFR-Mutated Advanced NSCLC, Volume No. 391 (16), Pages 1486-1498. Copyright © (2024) Massachusetts Medical Society. Reprinted with
permission from Massachusetts Medical Society. 2. Cho BC, et al. Presented at the European Society for Medical Oncology (ESMO) Congress; October 20-24, 2023; Madrid, Spain. 3. RYBREVANT® (amivantamab-vmjw) injection for intravenous use

[package insert]. Horsham, PA: Janssen Biotech, Inc.; 2025. 3. Johnson & Johnson. European Commission approves LAZCLUZE® (lazertinib) in combination with RYBREVANT® (amivantamab) for the first-line treatment of patients with EGFR-mutated advanced
ddanyary 27, 2025. 5. Besse B, et al. Presented at the European Society for Medical Oncology (ESMO) Congress; September 13-17, 2024; Barcelona, Spain.
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VIl SIMPOSIO NACIONAL de ONCOLOGIA de PRECISION Phase 3 MARI POSA Study Design MARIPOSA

EGFR+NSCLC

Focus of this presentation

f Key Eligibility Criteria \ ) . . )
Ll ez o c Amivantamab + lazertinib Primary endpoint:
metastatic NSCLC 2 (n=429; open-label) +  PFS by BICR per RECIST v1.1
. ©
’ Z&iimigtg:é\;éor E Key secondary endpoint:
. Documented EGFR .g Osimertinib + Protocol-specified final overall survival®
Ex19del or L858R S~ (n=429; blinded)
AN : Other endpoints reported in this presentation:
- ECOGPSO0or1 [N ) P P P
E v * Intracranial PFS (icPFS)
Stratification Factors . .
N2 A F + Intracranial ORR (icORR
* EGFR mutation type o Lazertl_mb . ( )
(Ex19del or L858R) (n=216; blinded) * Intracranial DoR (icDoR)
+  Asian race (yes or no) — - » Time to symptomatic progression (TTSP)
Lazertinib monotherapy arm was included to
History of brain [ assess the contribution of components j +  Safety

\ metastases (yes or no)
Serial brain MRIs were required for all participants
MARIPOSA did not allow treatment crossover?

OS was a key secondary endpoint with prespecified alpha to assess significance

» Protocol-specified final OS analysis was planned for when ~390 deaths had occurred in the amivantamab + lazertinib and osimertinib arms
+ OS was tested with a 2-sided alpha of 0.05, determined by O’Brien-Fleming alpha spending approach as implemented by the Lan-DeMets method
* In the prespecified interim analysis, a 2-sided alpha of 0.005 was allocated for OS
» The protocol-specified final analysis of overall survival was subsequently evaluated at a 2-sided significance level of 0.0484
MARIPOSA (ClinicalTrials.gov Identifier: NCT04487080) enroliment period: November 2020 to May 2022; clinical cut-off: 04 December 2024. OS analysis was evaluated by means of the P-value generated from the stratified log-rank test, with EGFR mutation type,

Asian race, and history of brain metastases as stratification factors. HRs and 95% Cls were calculated using the stratified Cox regression model with treatment as the sole explanatory variable. Dosing (in 28-day cycles): amivantamab: 1050 mg (1400 mg if

280 kg) weekIy for the first 4 weeks, then evew 2 weeks; lazertinib: 240 mg daily; osimertinib: 80 mg daily.
Actiyng b-based regimens were not approved in the 2L setting during MARIPOSA enrollment. “Continued follow-up is planned to evaluate long-term overall survival.
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1

Participants who are surviving (%)

No. at risk
Amivantamab + lazertinib
Osimertinib

L
Ecﬂ?sdfﬁﬂ@ ;@%g}(ﬂzﬁm from exlog-rankdest stratified by mutationstype (Ex19del or L858R), race (Asian or Non-Asian), and history of brain metastasis (present or absent). Hazard ratio was calculated from a stratified Cox regression model.
o

Ami+ Lazin 1L

EGFR+NSCLC
00 4 Median OS
(95% Cl)
Amivantamab + lazertinib Not reached (42.9-NR)
80 Osimertinib 36.7 mo (33.4-41.0)
T 75%
HR, 0.75; (95% Cl, 0.61-0.92); P<0.005? |
60%
60 4
Amivantamab + lazertinib
40 - 44%, Osimertinib
OS was significantly longer with amivantamab + lazertinib
Ml OS curves continue to widen over time with a projected
>1-year median OS benefit*
Median follow-up: 37.8 mo
0 3 6 9 12 15 18 21 24 27 30 33 3% 39 42 45 48 51 54 57 60
Months
429 404 390 383 375 363 343 328 310 287 277 232 168 m 61 18 1 0
429 416 409 396 374 354 333 31 291 270 251 201 132 87 49 15 0 0

*Based on an exponential distribution assumption of OS in both arms, the improvement in median OS is projected to exceed 1 year.

Note: Last participant was enrolled in May 2022. Clinical cutoff date was December 4, 2024. In total, 390 deaths had occurred in the amivantamab + lazertinib (173 deaths) and osimertinib (217 deaths) arms.

In of the authors.
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Intracranial PFS?

MARIPOSA
Ami + Laz in 1L
EGFR+NSCLC

Amivantamab + lazertinib

2Intracranial PFS was defined as time from randomization until the date of intracranial disease progression (progression of brain metastasis or occurrence of new brain lesions) or death, based on BICR using RECIST v1.1 among participants with a history of

aloulated: i logyrank test:stratified by mutation type (Ex19del or L858R) and race (Asian or Non-Asian). Hazard ratio was calculated from a stratified Cox regression model.

100 4
Amivantamab + lazertinib demonstrated a clinically
meaningful improvement in icPFS with durable responses
g 80 1 3-year landmark icPFS was 36% vs 18% for
< amivantamab + lazertinib vs osimertinib
g
3
> 60
s 51%
()
o
3
28
3_: 40
S
S5 . Median icPFS
28 -up:
"é 5 Median follow-up: 37.8 mo (95% CI)
& £ 204 Amivantamab + lazertinib 25.4 mo (20.1-29.5)
Osimertinib 22.2 mo (18.4-26.9) 18% Osimertinib
[ HR,0.79; (95% CI, 0.61-1.02); P=0.07>
0 3 6 9 12 15 18 24 27 30 33 3 39 4 45
No. at risk Months
Amivantamab + Iz;zeninib 178 165 151 139 123 12 102 82 70 63 49 31 17 8 2

Osimertinib 173 164 151 142 126 110 98 69 59 47 29 15 8 0 0
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* Median duration of treatment
was 27.0 mo for amivantamab +
lazertinib and 22.4 mo for

osimertinib

« Safety profile was consistent with

the primary analysis’

* AEs were mostly EGFR- and
MET-related and grades 1-22

* A minority of participants were
prescribed antibiotics for rash (21%)

at study initiation?

+ Few were on anticoagulation (5%)
at baseline?, with VTE? occurring in
40% in the amivantamab +
lazertinib arm and 11% in the

osimertinib arm

aVTE is a grouped term, which included pulmonary embolism, deep vein thrombosis, limb venous thrombosis, venous thrombosis, thrombosis, superficial vein thrombosis, thrombophlebitis, embolism, venous embolism, jugular vein thrombosis, sigmoid sinus
thrombosis, axillary vein thrombosis, pulmonary infarction, vena cava thrombosis, central venous catheterization, portal vein thrombosis, post thrombotic syndrome, pulmonary thrombosis, superior sagittal sinus thrombosis, transverse sinus thrombosis, pelvic
smsaeré/ena eama@/ndmﬁnpq&n GhoBCyet al. N Engl J Med. 2024;391(16):1489-1498. 2. Spira Al et al. Presented at: 2023 North America Conference on Lung Cancer (NACLC); December 1-3, 2023; Chicago, IL, USA.

Eﬂ?dﬁ@[lﬁ@@%%} Oy

AEs by preferred term (220% of
participants in either group)

Amivantamab +

lazertinib (n=421)

Any grade

Grade 23

Safety WARPOSA

Any grade

EGFR+NSCLC

Osimertinib

(n=428)

Related to EGFR inhibition

Paronychia 291 (69) 49 (12) 127 (30) (<1)
Rash 271 (64) 73 (17) 136 (32) 3(<1)
Diarrhea 133 (32) 9(2) 200 (47) 4 (<1)
Dermatitis acneiform 127 (30) 37 (9) 55 (13) 0
Stomatitis 126 (30) 5(1) 92 (21) 1(<1)
Pruritus 107 (25) 2 (<1) 75 (18) 1(<1)
Related to MET inhibition
Hypoalbuminemia 216 (51) 26 (6) 29 (7) 0
Peripheral edema 162 (38) 8 (2) 29 (7) 1(<1)
Other
Infusion-related reaction 275 (65) 27 (6) 0 0
ALT increased 170 (40) 28 (7) 66 (15) 8(2)
AST increased 139 (33) 15 (4) 68 (16) 6 (1)
Constipation 130 (31) 0 70 (16) 0
COVID-19 125 (30) 8(2) 112 (26) 9(2)
Anemia 114 (27) 20 (5) 112 (26) 10 (2)
Decreased appetite 114 (27) 4 (1) 84 (20) 7(2)
Nausea 99 (24) 5(1) 65 (15) 1(<1)
Hypocalcemia 96 (23) 11 (3) 37 (9) 0
Asthenia 84 (20) 13 (3) 54 (13) 7(2)
Muscle spasms 84 (20) 3 (<1) 36 (8) 0
Thrombocytopenia 74 (18) 4 (1) 92 (21) 6 (1)
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‘ Early Onset AEs can be Significantly Reduced with Prophylactic Approaches EGrh NS

COCOON DM regimen substantially SKIPPirr regimen Prophylactic anticoagulation
reduced grade 22 dermatologic AEs! substantially reduced IRRs? substantially reduced VTEs?
100 - 100 - 50 -
~2-fold reduction in COCOON Soc o
9 dermatologic AEs? Grade3 W W ~3-fold reduction in
o 1 Grade2 M amivantamab IRRs
W g - 76.5% _ 801 | ——
< o - ~2-fold reduction
< 60 = 60 - > 30 .
g s £ in VTEs
s : :
(2]
- - 20.09
£ 40 - & 40 S 20 e
B = o
I 2 v S
£ £ 22.5% E 11.4%
S 20 - 8 20 - o 10
g
©
o
0 - 0 4 0 A
COCOON DM SoC DM Dexamethasone Standard IRR Any prophylactic No prophylactic
— 8-mg IRR management anticoagulation anticoagulation
ve Data from COCOON wiill be presented on prophylaxis
roicimy  Thursday, 27 March 2025 at 16:50-16:55 CET

Early onset AEs can be reduced using simple and accessible preventative approaches

& 20R: 0.19 (95% Cl, 0.09-0.40); P<0.0001.

‘ 1. Girard N, et al. To be presented at: The European Lung Cancer Congress (ELCC), March 26-29, 2025, Paris, France. 2. Spira Al, et al. J Thorac Oncol. 2025:51556-0864(25)00051-6. 3. Scott SC, et al. Presented at: American Society for Clinical Oncology
Copies of this lofbtainfl) though OF (QuiASEQ)AnpnualMeeting;May 3t-June 4::2024;Chicago, My USAe
repmduﬁi without written perﬁss/an of rhcauthors

uropean Lung Cancer Congress 2025




NeoADAURA: global, randomized, Phase 3 controlled study

Osi 80 mg QD (=9 weeks)sT +

Patients with completely carboplatin AUC5 or cisplatin 75 mg/m2 +

resectable EGFRm

pemetirexed 500 mg/m?2
stage II-1lIB NSCLC*

(Q3W for 3 cycles)

N=358

Investigator choice of
0 Osi mono adjuvant treatment

80 mg QD (=9 weeks)®

Key inclusion criteria:

Aged =18 years

Post-surgery
- Histologically / cytologically Stratification by: follow-up visits™
confirmed non-squamous NSCLC Stage I /1l -
Sponsor-supplied adjuvant
= Ex19del/ L858RT =l PBO QD (=9 _week_s g os‘i)was availpa% le for é!igible
/ non-Asian carboplatin AUCS or cisplatin 75 mg/im2 + it who Comutitod
= WHOPSO/1 Ex19del / L858R pemetrexed 500 mg/m?2 P P

(Q3W for 3 cycles) surgery in all armsTt

Endpoints:

* Primary: major pathological response (MPR; by blinded central pathology review)
» Secondary: event-free survival, pathological complete response, nodal downstaging and safety

NCTO4351555. Figure borowed from “Neosgiuvant osimentinig wEhWEnou chemoierspy versus chemoiierspy sione fov EGFR-mufsted resecrabie non-smas-cail ung cancer NeOADALIRAT, Tsuboi M el al. Pubished online July 18, 2021 in Fulre OnGoiogy and repimied by permission of the publisher informa UK Limited trading s Taylor &

Francis Lid, heio-fwww. tandfonine.com. The figure was adapted with permission from the authars.
“AJCC Staging Manual Sth exdition *Confimed by sponsor pre-approved local or centrad lissue testing. *Chinese Fring in mainksnd Chine. $Double-biind, 70si or PBO could be continued up 10 the: date of sungery, af the discreon of the investigaior. "Open-label, sponsor-biinded. “°A weeks 12 and 24 post=urgery, then every 24 weeks until §
years, and then every 48 weeks unfl disaase recurmence: or other withdarwal critera were met. Aduvant asi could be given for a maximum 3-year reatment perod, or until una

table toxicity or deease recurmenoe:

3 - H AJCC, Amercan Jaint Committee on Cancer; AUC, area under the curve: CTx, chematherapy; del, delefion; | AMERICAN SOCIETY OF
2025 ASCO #ASCO25 presenteoev: Dr Jamie E. Chaft EGFRm, epidesmel growéh facion recepior mutsied; Exi3gal, Exon 19 deletion:; mong, mornstherssy: NSCLC As Co CLINICAL ONCOLOGY

ANNUAL MEETING Prosentation i property of B suhor and ASCD. Pemmwasion recuined r (euse; SOttt peTSONSeeco.org ron-small cell lung cancer, o, asimertini;, PBO, placebo; QIW, once every 3 weeks; 0D, once daly. R, o ) EDGE CONQUERS CANCER

randomization; WHO PS. Workd Hesth Orgamnisation performance siatus




Baseline characteristics

Characteristic, %

Osi mono

(n=117)

PBO + CTx
(n=120)

Sex: male / female 40/60 35/65 25/75
Age: median (range), years 63 (31-82) 66 (42-83) 65 (36—86)
Smoking history: former or current / never 32 /68 34 /66 22178
Race:* Chineset / other Asian / non-Asian 24149/ 27 23/50/26 26/49/25
WHO PS: 0/ 1 80/20 79/ 21 83/17
Histology: adenocarcinoma / other 98/2 100/0 100/0
EGFR mutation at randomization:* Ex19del / L858R 50/50 51749 51749
AJCC staging (8th edition) at diagnosis:* Il / I 49/ 51 50/50 51749
Regional lymph nodes: NO /N1 /N2 26/35/39 26/38/35 29/371/34
Baseline tumor size, mean (SD), cm 4.2 (1.4) 4.0 (1.5 4.3 (1.6)

2025 ASCO

ANNUAL MEETING

presenteo ey: Dr Jamie E. Chaft

AJCC, American Jaint Commiltes on Cancer; CTx, chemotherapy. EGFR, epidermal growth factor receplor;
Ex18del, Exon 18 delefion: mono, monotherypy. osi. osmerini; PBO, placebo; SD, standard deviation; WHO

Prépentalicn & propaity of e suhor and ASCO. Permisaion rquined e ieuds, conls pamssond fesce crg

PS, World Health Onganizal

o performaroe Sats

Deata cut-off: Oclober 15, 2024.
*Reporied by Inveligxions using interactive voice response. 'Chinese Bving in mainland China

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CAMNCER



Surgery summary

Underwent surgery: RO resection:

Osi + CTx o o %
In each arm, 91% of patients who
@
sponsor-supplied adjuvant osif
PBO + CTx o —

0 20 40 60 80 100
Proportion of those patients who underwent surgery (%)

« SAEs causally related to surgery occurred in 10%, 5% and 7% of patients

* No patients died within 30 days post-surgery

Data cut-off: Oclober 15, 2024.
“One patient in the osi + CTx am, beo palients in the osi mono am and one patient in the PB0 + CTx am had missing R ststys data. One patient in the osi + CTx arm and one patientin the PBO + CTx ann had an R2 resecton. Tin addition (o paSients who received sponsor-supplied adjuvant osi, teo patients in the osi + CTx anm, one pagentin
the osi mana arm and twa patbients in the PBO + CTx am received commercal supglied osi

2025 ASCO #ASCO25 presenteney- Dr Jamie E. Chaft CTx, chemotheragy: mane, manoferapy; osi, asmertink; PBO, placeba As Co 2:;22?'6:33&?5

ANNUAL MEETING Prasentalion s progerty of e shor and ASCO. Permission requined lor leuss, conlse! permmssons ascs crg KNOWLEDGE CONQUERS CAMCER



MPR

The MPR rate was statistically significantly higher with both osi-containing regimens

50 - Difference, 24% (95% CI 15, 32);
OR, 19.8 (95.002% CI 4.6, 85.3); p<0.0001

1
40 A Difference, 23% (95% CI 15, 32);
OR, 19.3 (99.9% CI 1.7, 217 .4); p<0.0001

I |
26% 25%
95% Cl 18, 34 95% Cl 17, 34

o
o
"

MPR rate, %

Mo
=

10 -
2%
95% Cl 0,6

Osi + CTx Osi mono PBO + CTx
(n=121) (n=117) (n=120)

Data cut-off: Ociober 15, 2024.
MPR defined 2= <10% residual wiable tumor celés in the lung primany tumor af reseciion. Patients had o have an RO resull io be classified as responders. MPR assessed using the IASLC method. MPR was analyzed using the Cochran-Manizi-Haenszed test siraiied by dsease stage (1 vs 1), race (Chinese vs other Asian vs non-Asian) and
EGFR mutation type (Ex18ded v= LBSBR)

3 - H Cl. confidence interval CTx, chematherapy; EGFR. epidermal growth factor recepior; Ex18del, Exan 18 | AMERICAN SOCIETY OF
2025 ASCO #ASCO25 eresentensy: Dr Jamie E. Chaft delesion: IASLC, inimasoral Association for the Study of Lung Cancer. mons, monotherspy: MPR, msor CLINICAL ONCOLOGY

ANNUAL MEETING Presentalion & progerty of B1e muhor and ASCO. Pervession requined lor euse, con 1t permissicneguece org pathdlogical resporee; OR. cdds ratio; osi, osimerink; PBO, placebe s sy EDGE CONQUERS CANCER



Interim EFS analysis (15% maturity)

93%
100 95% EFS HR vs PBO + CTx
90 , Osi + CTx: 0.50
80 i (99.8% CI1 0.17, 1.41); p=0.03821
g 70- ; Osi mono: 0.73
:;: 60 - i (95% C1 0.40, 1.35)1
: i
2 50 i
- H
£ 40- :
- H
S 30- g
w ' Median follow-up, months*
204 : osi + CTx 14.3, osi mono 18.3,
10 - iPlanned PBO + CTx 14.3
! surgery
0 v
T | T T T T T T T T T T |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at Risk Time since randomization (months)
- QOsi+CTx 121 112 110 93 89 58 54 39 38 23 22 14 10 6 0
— QOsimono 117 112 110 98 94 59 59 36 34 20 18 9 T 6 0
— PBO +CTx 120 107 100 85 a 55 52 B 4 20 16 11 6 4 0

Datay cut-off. October 15, 2024,
Tick marks indicate consansd data. EFS was invesligsior assessed. Median follow-up for EFS (censored paents) osi + CTx 15.9 months, osi mono 18.3 months, PBO ¢ CTx 18.8 manths. EFS malurity: osi + CTx 10%., osi mono 15%., PBO + CTx 10%.

1EFS analysis performes using 2 log-rank lest slified by diseass stage (I vs 1), race (Chinese v other Asian vs non-Asian) and EGFR mutstion type (Ex18del vs LBSBR). pvalue S0.002 required for staiséical signiicance ot interim analysis. TN pvalue calculated. The pre-specified sequential muliple lessing procedure required a siaistically

2025 ASCO

ANNUAL MEETING

sigrifican improverment in EFS to be demsonsirated for the comparsan of osi + CTx vs PBO + CTx bafore forrmal fasting for the comparisca of asi mana vs PBO & CTx could be performed. Al patierts.

presenteney- Dr Jamie E. Chaft Cl, canfidence inferval; CTx. chemotherapy: EFS, eveniires survivat EGFR, epidermal growth factor receplor; Asco AMERICAN SCCIETY OF

Prépentalicn & propaity of e suhor and ASCO. Permisaion rquined e ieuds, conls pamssond fesce crg

CLINICAL ONCOLOGY
KNOWLEDGE CONQUERS CAMCER

Exi6del. Exon 18 deleion: HR. harard ratio; osi, osimertinib: MPR. major pathological response;
PBO, placebo, SAP, stafssical analysis plan
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‘ Approval and reimbursement for BRAFm targeted therapy-PHAROS

Encorafenib plus binimetinib in patients with metastatic BRAF V600E NSCLC

PHAROS (NCT03915951):
A single-arm, open-label, multicenter, phase 2 study

Key eligibility criteria

® The combination of encorafenib (BRAF inhibitor) plus binimetinib
(MEK inhibitor) has demc'mstra‘ted c\invical efﬁcacy‘with an . R.“E‘éﬁ‘ém BRAF VE0DE-mutant Treatment Encoraten:
acceptable safety profile in patients with metastatic BRAF - = f:‘i‘g; 450mg QD
VB00E/K-mutant melanoma’ ECOG performance status 0 or 1 % Binimetinib:
. ) . . s 45mg BID
® For patients with metastatic BRAF V600E-mutant NSCLC the . g%ngRmulﬁmn. A:LKfusmn‘ or  (femel .,

- . . P [= 28
combination of dabrafenib and trametinib was approved by the US remEngEmen 2 gosainces
FDA and is a current standard of care ? + Nomorethan 1 prior line of o F’:evicg;ljly Treat until progression

treatment in the advanced setting "::39 or unacceptable
- This approval was based on the results of a single-arm, phase 2 PR — ey
study that showed meaningful antitumor activity and a MER btibtor " e L
manageable safety profile3#
+  No symptomatic brain metastases Primary endpoint
= In treatment-naive and previously treated patients, the ORR +  ORR*byIRR
by IRR was 64% and 83%, respectively Secondary endpoints

ORR by investigator
= The median DOR by IRR was 15.2 months and 9.0 months, . DO(F. DCE";F? and TTR (all by IRR
. and inves: or
respectively - Determinedlocally by PCR-or NGS- . G ¢
based assay; sent to central

BRAF mutation testing

® Given the observed efficacy and safety profile of encorafenib plus laboratary® .Ex ;Soiftg S
binimetinib in patients with BRAF V600E/K-mutant metastatic S ; "Eiom;n‘:eranfpharmmkmﬁc
melanoma, this combination therapy was assessed in patients with tissue, and fine needle aspiration analyses
metastatic BRAF Y600E—mutant NSCLC Wererecceptaiic

BID, twice daily; DCR, disease controlrate; DOR, duration of response; ECOG, Eastern Cooperative Onc
next-generation sequencing; OS, overall survival, PCR, polymerase chain reaction; PFS, progression-free survival; QD, once daily; TTR, time to response

3BRAF V600 mutations were retrospectively cor ed by FoundationOne CDx (Foundation Medicine, Cambridge, MA). ®According toRECIST 1.1.

1. Dummer R, et al. Lance! Oncol. 2018;19(5).603-615. 2. Dabrafenib prescribing information. June 2022. 3. Planchard D, et al. Lancef Oncol. 2016;17(7).:984-993. 4. Planchard D, et al. Lancet 2
Oncol. 2017;18(10):1307-1318.

logy Group; IRR, independentradiology review; ORR, objective response rate; NGS,

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. Rie Iy et a I JTO 202 5



Encorafenib plus binimetinib in metastatic BRAF-V600E mutant NSCLC

Change from baseline in the sum of diameters of target lesions by investigator
assessment?

Treatment naive (n=57) Previously treated (n=35)
100 160
50 140
120+

60+ 100
40

20

-201 ol

—40- —20 I
—40|

760_
—60

%9 ORR:75% 80 ORR:46%

—100- —-100

Change from baseline, %
o
Change from baseline, %
s
[ ]

‘ mmm Complete response Partial response W stable disease =N Progressive disease Not evaluable

Riely et al JTO 2025

3Patients for whom an assessmentresponse was not evaluable at all tumor assessments were not included in this analysis.
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Duracion de respuesta Treatment naive

A
A 100
. Patients with confirmed response, n: 44 Median (95% Cl), months: 30.2 (15.7-NE)
. Median (95% Cl), months: 40.0 (23.1-NE) 9
80
80
g 70 70
Y
g 60 . 60
S
2 g
@ 50
] . [ il 43%
o
s
g
5 30 30
2 20
10 10
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56
No. at risk: Time (months) No. at risk: Time (months)
Treatment-naive 4442 37 333129 2827 23 222221 1919 18 15 1210 9 9 7 6 5 3 2 1 0 oo 56 45 % 50 25 22 22 20 % 0 1w 7 4 = o
B
100
B 100 Median (95% CI), months: NE (31.3-NE)
Patients with confirmed response, n: 18 90
Median (95% Cl), months: 16.7 (7 4-NE)
90 80
80 70
g 70 60
8 60 g
2
g = 50
0
H 50 e
s 40
= 40
3 30
& 30
20
20
10
10
o TTT—TTT T T T T T T T T T T T T T T T T T T T
o T T T T T T T T T T T T T T T T T T T T T T T
© 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
No. at risk: Time (months) No. at risk: Time (months)
Previouslytreated 18 18 16 13 11 11 8 6 6 5 5 4 4 4 4 4 4 4 4 4 4 3 2 0 0 0 0 Treatmentnaive 50 56 53 49 49 48 47 44 44 44 41 38 38 36 35 35 34 30 21 20 17 14 11 9 8 5 3 0

PFS (%)

No. at risk:

Previously treated

D

0S (%)

No. at risk:

Previously treated

48%

Pretreated

Median (95% CI), months: 9.3 (6.2-24.8)

33%

27%

100

90

80

70

60

Median (95% CI), months: 22.7 (14.1-32.2)

68%

50%

50

40

30

20

39 34 28 28 26 23 23 23 20 19 19 17 15 14

Time (months)

1313 10 8 8 7 6 5 4 3 3 1 0

Riely et al JTO 2025

T T T T T T T T T T T T T T T T T T T T T
10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54

0
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Immunotherapy combinations
 Early stage

* Perioperative strategies with 5y OS results
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Early stage

Perioperative Strategy

Neoadjuvant chemoimmunotherapy Adjuvant immunotherapy (+chemotherapy)

Cl C2 C3 C4

CheckMate 816: Nivolumab ‘ & ~irou
. PD-L121%

€ — = o 3 s a 9 AllPDLY
CheckMate 77T: Nivoluma ‘ 4 . - ¥ Nivolumab 12 months . TS
KEYNOTE 671 BN @ BN & . &5 ~neou

: &) &) &0 | R 3 )

PR Banitiviertas ) ‘ -_ﬂ !ﬂ -_ﬂ -J'| c - 5 Pembrolizumab 9 months . i

r 3 2 &

P R All PDLY
AEGEAN: Durvalumab - iiﬂ iiﬂ iiﬂ iiﬂ v ‘ iCﬂ Durvalumab 12 months . PR

RATIONALE 315: Tislelizumab - EJW ﬁj[gjl] ‘ %ﬂ Tislelizumab Tl months @ oo

Solange Peters Lung Summit 2025



5 year survival of CM816 and KN-671

Pts w/ Median
Event (95% Cl), mo
Pembro 35.8% NR (NR-NR)
Placebo 45.5% 70.7 (53.7-NR)
sr.:s%

5 Years
(95% Cl, ;

84.0-90.5) :
78.8%
87.7% (74.4-82.5)
s{:gz‘ag'ﬂ s 721%
8-00. 02788 (674763) !
: : 65.6% 67.4% g
(60.7-70.0) (62.5-71.8) 64_60/0
: 57.8% (59.5-69.2)
(52.8-62.6)
: 53.6%

(48.3-58.6)

HR
(95% CI)

0.74
(0.59-0.92)

NIVO + chemo  Chemo
(=179  (=179)
100 < Median 05, mo NR? n.e ah
HR (95% Cl); Pvalue  0.72(0.523-0.998); 0.0479 90
80 80+
¢ d
.65% NIVO + chemo 3_2 i
-~ 60 1 ‘ . .g 60
w 55%! @ 507
° %1 g
Chemo S
O 304
20 204
10
0 T T T T T T T T T I T T T 1 c
0 6 12 1 24 30 36 42 48 54 60 6 72 78 84 g
No. at risk
Pembro
No. at risk Honths Plar::bu ::;
W W

NVO+chemo 179 168 159

114

137

1

n

1"

i

g 9 0

T T T T T T r T T T T
6 12 18 24 30 36 42 48 54 60 66
Time, mo

371 347 328 310 295 283 272 236 179 128 90
379 347 320 204 270 256 245 193 135 96 58

72 78 84 90

61 26 2 0
33 17 3 L]

J. Brahmer ESMO 2025
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SCLC in 2025

* Extensive stage
* Maintenance
e 2nd line



Changes to SoC-Imforte-Lurbinectedine in maintenance
Background and study design

IMforte is the first Phase 3 study to demonstrate statistically significant and clinically meaningful improvements in PFS and OS
with lurbi + atezo vs atezo for 1L maintenance treatment of ES-SCLC

Eligibility criteria

« No prior systemic
treatment for
ES-SCLC

- No CNS metastases

« ECOG PS 0/1

N=660

Primary endpoints: IRF-PFS and OS
Secondary endpoints: INV-PFS, ORR, DOR, and safety

Eligibili*

Induction phase Second scree” _] Maintenance phase

Lurbi (3.2 mg/m?) +
atezo (1200 mg)
IV q3we

Treat until PD or
unacceptable
toxicity

Atezo (1200 mg)
IV q3w

No crossover
allowed

Follow-up

AnyAE 97.1%,

Nausea
Anemia

Fatigue

Decreased appetite
Platelet count decreased
Diarrhea

Vomiting

Asthenia
Thrombocytopenia

Neutrophil count decreased

IEfficacy endpoint assessments started from randomisation into the

maintenance phase; safety analyses were from MC1D1

IRF-PFS and OS from randomisation into maintenance phase

IRF-PFS

[ = T oninto the

sment started from

phase

0

IRF-PFS (%)

8 10 11 12 13 14 15 16 17 18 18 20 21 22 23 24 25 28 27

Time from randomisation (mo)

Lurbi + atezo Atezo
i (n=242) (n=241)
Events, n (%) 174 (T19) 202 (83.8)
PFS, median (35% CI), mo 5442,58) 21{18,27)
Stratified HR (95% CI) 0.54 (0.43, 0.67)
Stratified P value (2-sided) =0.0001
a boundary (2-sided) 0.001

Median time from induction

C1D1 to randomisation:
3.2 mo in each arm

os

) 05 assessment started from randomisation into the maintenance phase

Y
m-\

12:mo OF

an '
'
'
= \
'
'
'
o4 1
T T - —
D12 3 45 8 7 B G AB11 1213 1816171819 2021 22 23 24 25 28 7
Time from randomisation (ma)

Wo.at risk
Lurki & atezo 2

os Lurbi + atezo Atezo
(n=242) (n=241)

Events, n (%) 113 (46.7) 136/(56.4)

O, median (95% CI), mo 132(11.9,164)  10.6(9512.2)

Stratified HR (85% CI) 0.73 (0.57, 0.95)

Stratified P value (2-sided) 0.0174

@ boundary (2-sided)® 00313

Constipation

Neutropenia

Patients (%)

Regional
lymph node

Lurbi + atezo Atezo
L I
36.4%. | BE*:0
318% M 5%
202% W o7o%
16.9% | 67%
15.3% [l 29%
14.0% 70 7.5%
13.6% I 25%
12.8% I 63%
W%
W 3%
12.0% | 63%
10.7% [l 1.7%
80% 60% 40% 20% 0%
Patients (%)

180.8%

128%
12.8%

100% 20% 40% 60% 80%  100%

PD in new lesion locations (22% in either arm)®

M Lurbi + atezo (n=143) M Atezo (n=183)

Brain Lung Liver Distant

lymph node

Adrenal
gland

Pleura Bone

Paz-Ares et al. Lancet and ESMO 2025



Changes to SoC in SCLC— Dellphi-304- Tarlatamab in 2nd line

+ ECOGPS0Oor1

Key inclusion criteria
+ Histologically or cytologically confirmed SCLC
+ Progression after 1L platinum-based chemotherapy +/- anti-PD-(L)1

+ Asymptomatic, treated or untreated brain metastases
Randomization stratified by
* Prior anti-PD-(L)1 exposure (yes/no)
+ Chemotherapy-free interval (< 90 days vs 2 90 to < 180 days vs = 180 days)
* Presence of (previous/current) brain metastases (yes/no)

*_Intended chemotherapy (topotecan/amrubicin vs lurbinectedin)

Tarlatamab (n = 254)

Chemotherapy* (n = 255)

Topotecan (n = 185); Lurbinectedin (n = 47);
Amrubicin (n = 23)

Practical management of adverse events in patients receiving
tarlatamab, a delta-like ligand 3-targeted bispecific T-cell
engager immunotherapy, for previously treated small cell
lung cancer

Jacob M. Sands MD'© | Stéphane Champiat MD, PhD? | Horst-Dieter Hummel MD® |
Kelly G. Paulson MD, PhD* | Hossein Borghaei DO®© |

Jean Bustamante Alvarez MD® | David P. Carbone MD, PhD’ |

Jennifer W. Carlisle MD® @ | Noura J. Choudhury MD® | Jeffrey M. Clarke MD°® |
Shirish M. Gadgeel MD'* @ | Hiroki lzumi MD, PhD*> | Alejandro Navarro MD** |
Sally C. M. Lau MD** | Philip E. Lammers MD*®* | Shuang Huang PhD¢ |

Ali Hamidi MD*¢ | Sujoy Mukherjee MD¢ | Taofeek K. Owonikoko MD, PhD*”

N B N CFI <90 days (platinum-resistant disease) CFI 2 90 days (platinum-sensitive disease)
P"mary Endpoml:. Overall su rvu(al 5 . R 10 Median 0S: 10.9 vs 6.4 months. 100 Median 0S: 17.1 vs 10.6 months
Secondary Endpoints: Progression-free survival, patient-reported outcomes, objective response rate, safety HR (55% C1): 060 (043,034 HR (55% C1): 065 045,099

g» 80 . 80 o
T oW EL
Overall Survival P B L
100 . ) ° I »
(DeLLphi-304 ITT Population)
0 Ao Y -
el Median OS: 13.6 vs 8.3 months s e
3 HR 0.60; P < 0.001 e S
S 60
o P A ¥ S P R
=
2 1
‘s 40+ 1
2 1
3
1 ]
1 1
20 1 !
] 1
— Tarlatamab ] I
| 1
0 = Chemotherapy I :
1

T T T T T T T T
0 3 6 9 12 15 18 21

Time from Randomization (months) Mountzious et al. NEJM 2025; Rocha et al. ESMO 2025
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Reflexiones de 2025

Ha sido un ano de aprobaciones esperadas y resultados con impacto en
supervivencia global muy importantes para tumores con AGAs

En los pacientes candidatos a inmunoterapia con tumores resecables, se
han consolidado resultados a mayor seguimiento, estableciendo la
estrategia neoadyuvante/perioperatoria como un estandar sdélido

En CPCP, hay 3 cambios de estandar, tanto en enfermedad limitada como
extensa y se han presentado muchos estudios con resultados que parece
qgue cambiaran nuevamente el estandar en los préoximos afos
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