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\ EGFR Lung Cancer Disease: evolution, paradigms, revolution I GecCp

--------

Un paradigma cientifico es una tregua entre dos buenas preguntas

Jorge Wagensberg Jorge Wagensberg,
ST LA NATURALEZA MAS ARBOL

ES LA RESPUESTA, Ug RAM?\'LSES ‘
(CUALERA LA PREGUNTA? | Q

¥ otros quinient Los pensamientos 06 i emcs s ravegar por b reatidad
sobre la incertidumbre
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Cambiar de respuesta es evolucion. Cambiar de pregunta es revolucion
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' Changing burning questions inEGFR Lung Cancer Disease GecCP
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Which patient could Which patient should
not receive

combination therapy?

receive combination
therapy?
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i 2004: the year when it all began ]

Tw NEW ENGLAND JOURNAL y MEDICINE

EDITORIALS

Targeting Targeted Therapy

Mark R, Green, M.D

The NEW ENGLAND
JOURNAL of MEDICINE

ENTARLISHED [N tH12 MAY 20,2004 VOL 85¢ NO. 2t

Activating Mutations in the Epidermal Growth Factor
Receptor Underlying Responsiveness of Non—Small-Cell
Lung Cancer to Gefitinib

Thoenas | Lynch, M D, Daphne W. Bell, 7,0, Raffaelis Sordella, Ph, D, Sarada Guribhagavatuls, MO
Ross A, Oempto, B.S,, Brian W. Brannigen, BA,, Palnca L Harris, M.5., Sara M, Haserlat, BA,,
Jefirey G Supko, Ph.D,, Frank G, Halusia, MO, Ph.D_, David N, Louis, M.D., Dayid C. Christiani, M.D
Jeff Settioman, P D, and Daniel A Haber, MO, Ph.O

EGFR Mutations in Lung Cancer:
Correlation with Clinical
Response to Gefitinib Therapy

J. Gulllermwo Paez,'** Pasl A. Jinme,'?* Jetirey C Lee,'
Sean Tracy.' Heldi Greulich, ' Stacey Gabriel,* Pasla umnu.'
MLKWL’NMM‘NMJ l.u'n.
oy NMI 1 idabd " [V
Michael ), &‘L” Willkam R Hhmu"
Bruce £ Johnson,'t Matthew Meyerson' 41

Ratopton yvosne ke et were ueeced in non-somel Ol g tancs [NSCLO)
and ivatchod Aol Tisse. SOMT muUSatons of D spedermrad grow [acion (eceptor
pene EGFR were found in 15 of 58 unsclectiod tuemors from Japan and 10161 from the
Uniied States. Treatmestt with the EG55 kimase inbibitor geftind (essa) couses tmor
regression i some patients with NSOLE, more taguently in Japon. EGFR mutationn
were foarel in addtonad beng cancer samples frm LS jatients wha reponded to
petnd) tweagry arel 11 8 hing adetacarcnanma cull e that Wk typeririsie (o
ot Nhbation Dy pefEinds, DUL 208 I\ pefinid-iensithve Lumoes o ool Snes
Thvese reselts Sapyest that EGFR mutations sy predict sersitivity to gefitinib,

Frotom Kinane acaivatioon by somatic sims Mition of sctiviced prodein bmases thooagh
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EGF receptor gene mutations are common in lung
cancers from “never smokers’ and are associated
with sensitivity of tumors to gefitinib and erlotinib

William Pac* ™, Vincent Miller's, Maureen Zakowski®, Jennifer Doherty*, Katerina Politi*, inderpal Sarkaria’,
Bhuvanesh Singh', Robert Heelan**, Valerie Rusch', Lucinda Fulton™, Elaine Mardis'', Doris Kupfer'™, Richard Wilson',
Mark Kris', and Harold Varmus*

*Progeam in Cancer Siclogy and Genetis and Departmants of "Medidne, Surgery, Wathelogy, and **Rediology, Mermuorial Sioun-Kettering Cancer Cunter.
1275 Yook Avenus, Nww York, NY 10071 and "'Genome Sequencing Cemter, Wasnington Unmvenity School of Medicine, 4434 Forest Park Douleved,
51 Louls, MO 63708

Mutations of the Epidermal Growth Factor Receptor Gene in Lung Cancer:
Biological and Clinical Implications

Takayuki Kosaka,'” Yasushi Yatabe,” Hideki Endob,'” Hiroyuki Kuwano,” Takashi Takahashi,* and
Tetsuya Mitsudomi'”?

"Daparmnenss of Tharoche Sargary ond “Pakelepy and Modacalar Digmaniin AN Caner Conver tlagpial Nagove, Sapan, 'Deparmment of Sarpers [ Gavea Dininersiy
Setond of Medhcine, Guoat Apase ol “Divdisss of Misecrdsr Oacalagy, Al Concer Conder Rescun® Mastivie. Nagopl Mpsn

Vol. 10, 81958208, ecember 15, 20N Clinical Cancer Research 8198

Featured Article

High Frequency of Epidermal Growth Factor Receptor Mutations
with Complex Patterns in Non-Small Cell Lung Cancers
Related to Gefitinib Responsiveness in Taiwan

Shiu-Feng Huang,'* Hui-Ping Liv,” Ling-Hui Li,' enocurcinoms was S5% (38 of 69). For the 16 patients
Yuan-Chieh Ku,' Yu-Ning Fu,' Hsien-Yu Tsai,' treated with gefitinib, 7 of the 9 responders had EGFR

o ' ] il mutations, and oaly 1 of the 7 nonresponders had mutations,
Ya-Ting Chen, Ym:g Paug Lds, s which included o nonsense mutation. The mutations seem to
Wen-Cheng CI;m& Han-Pin I|(uo, be complex in that altogether 23 different mutations were
Yi-Cheng Wu,” Yi-Rong Chen,” and observed, and 9 tumors carvied 2 mutations.
Shih-Feng Tsai'* Conclusions: Data from our study would predict a
"Division of Makcalar and G : Medi Niathonal Hesdth higher gefitinib response rate in lung adenocarcinoma pa-
Research Instinstes, Depatments “Pathology. "Candio- Thoencic tients in Chinese and, possibly, other East Astan popula-
Suagery. “Horstology and Oncolgy; s ‘Ihﬂ:: Motlclos, tions. The tight associntion with adenocarcinomu and the

ng-Gung H % onics & high frequency of mutations raise the possibility that EGFR
(l-mmu“ Research Cenrer, Nutional Yasg-Ming University, Taipes, m.tllllﬂls play 5o nportant rele in the tumerigmesly of

of lung, especinlly in East Asians.
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PERSPECTIVES: CANCER

Addiction to Oncogenes—the
Achilles Heal of Cancer

I. Bernard Weinstein

“cancer cells are often
“addicted to” (that is,
physiologically dependent on)
the continued activity of
specific activated or
overexpressed oncogenes for
maintenance of their
malignant phenotype”

“it is likely that administering a single
drug will lead to the emergence of
drug-resistant mutations or of cell
variants whose circuitry is no longer
addicted to a specific oncogene or
sensitive to a specific tumor
suppressor”

5 JULY 2002 VOL 297 SCIENCE www.sciencemag.org
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EGFR-mutated
lung cancer
Enhance initial apoptotic effect

of a targeted therapy to
reducefeliminate persister cells

Oxnard G Nat Med 2016;22: 232-4
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l EGFR lung cancer: a stog of success J o

| - | Gecp
TKls overcome chemotherapy in PFS
13.6 vs 6.9 m
11 vs 5.6 m
13.1vs4.6 m
9.7vsH5.2m Afatinib
LUX-Lung 3
9.8vs 6.4 m Erlotinib HRO.47
OPTIMAL LUX-Lung 6
Gefifinib HR 0.16 HR 0.48
|PASS EURTAC
HR. 0.48 HR 0.42
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kEGFR lung cancer: a stow of success ‘

TKI ercom r TKlIs in PF

14.7 vs 9.2 m A

Dacomitinib
VS

Gefitinib
ARCHER

HR 0.59

Gecp

16.9vs 10.2 m

Osimertinib

VS
Gefitinib/Erlotinib
FLAURA

HR 0.49

*ﬁ Hospital General
Universitario Dr. Balmis



kEGFR lung cancer: a stow of success ‘ . S

Gqu
TKI ercom r TKlIs in PF .

206 vs 9.7 m
20.8vs 11.1m ‘ Lazertinib
Vs
19.3vs 9.9 m ‘ Furmolertinib Gefitinib
= VS LASER 301
Aumolertinib Gefitinib HR 0.45
VS FURLONG
Gefitinib HR 0.44
AENEAS
HR 0.46
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lSurvival barrier for TKI single agent J
1.0
Hazard ratio, 0.80 (95.05% ClI, 0.64-1.00)
0.9+ P=0.046
0.8
S 07-
g
=
2 06-
©
)
3 05-
‘s Osimertinib
£ 04-
=
Median Overall Survival
0.3+ b
é (95% Cl) Comparator EGFR-TKI
0.2 mo
' Osimertinib  38.6 (34.5-41.8)
Comparator 31.8 (26.6-36.0)
0.1 EGFR-TKI
0-0 ] 1 1 1] 1 I 1 || I 1 1 ] 1 1 1 || | 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months since Randomization
No. at Risk
Osimertinib 279 276 270 254 245 236 217 204 193 180 166 153 138 123 86 S0 17 2 0

Comparator EGFR-TKI 277 263 252 239 219 205 182 165 148 138 131 121 110 101 72 40 17 2 0
# Hospital General
Universitario Dr. Balmis
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Osimertinib + Plat-Pem FLAURA 2

Lazertinib + Amivantamab MARIPOSA

Osimertinib + Ramucirumab RAMOSE

+ Cis/Carb-Pem

+ Carb-Pem

Planchard D et al N Engl J Med 2023;389:1935-48. Cho BC et al N Engl J Med 2024;June 26th. Le X et al J Clin Oncol; Published October 8, 2024 Lu S et al AACR 2025
DOI: 10.1056/NEJMoa2306434 DOI: 10.1056/NEJM0a2403614 DOI: https://doi.org/10.1200/JC0.24.00533 Wang J et al WCLC 2025 o il G
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FLAURA 2: Efficacy

Safety run-in period (N=30)
Published in ESMO Open, 20211

Patients with untreated locally
advanced / metastatic
EGFRm NSCLC

Planchard D et al N Engl J Med 2023;389:1935-48.

DOI: 10.1056/NEJM0a2306434
Valdiviezo N / ELCC 2024

Osimertinib 80 mg (QD)

+ pemetrexed
500 mg/m?
+ carboplatin AUC5

Stratification by:
Race (Chinese Asian /
non-Chinese Asian /
non-Asian) ™
EGFRm (local /
central test)

WHOPS (0/1)

RANDOMISATION

TSST* Time to second subse

0s*

+ Primary data cut-off, 03 Apni 2023 (PFS, TSFT, PFS2, TSST)
« Second interim QS analysis data cut-off, 0B January 2024

or cisplatin 75 mg/m?
(Q3W for 4 cycles for
platinum-based
treatments)

TFEST® Time to FST (second-line therapy), or death

Maintenance
osimertinib
80 mg (QD)

+ pemetrexed

(Q3W)t

Randomisation
1:1 (N=557)

Osimertinib 80 mg (QD)

' beneft This was considered muudmmw
{ Subsequent ireatmens was per mvestigator choice _

PFS2* Time o second progression after the FST, or death

quent tréatment (thiedine therapy), or death

G

O

Follow-up:

+ RECIST 1.1 assessment at
6 and 12 weeks, then Q12W until
RECIST 1.1 defined radiological disease
progression or other withdrawal criteria
were met

» Following RECIST 1.1 progression,
PFS2 assessment was per investigator
Q12W until data cut-off for the primary
analysis

« Survival follow-up was Q12W until data
cut-off for the final OS analysis

4=

S
ecP
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B Progression-free Survival According to Blinded Independent Central Review (full analysis set) - I
Median (95% CI) sebprosp " wirceed  Crimrind or Dot 95% <1
mo ro.of smstyse 5 patwan
Oversd |
s Osimertinib + Platinum-Pemetrexed 29.4 (25.1-NC) e i i e abedre i == b
B 10- Osimertinib 19.9 (16.6-25.3) sec : g Advasa Bvanis
£ o difference, 9.5 mo :‘:.» Li"f: ::'33: —_ ::: :::;::: MR Osimertinib + Chemotherap R Osimertinib Monothera
a 08 Hazard ratio for disease progression or death, Yace | e 4 o e Py
O % o Aot Chiress %) e e @— | 04 pigan
’E 0.7 0.62 (95% €1, 048 0.30) Osi inib+ At ncoThnme :-:;v [ERLH e nu:uum: 100+ 100 97
Oie . b simertini Pirn-Az bt w)3ea 1W/103 —— 021 par-anyy n
é 0.6- platinum-pemetrexed it i s i stiey i € 80
4 v ] Corvd s ST —— 077 B51-108) - 1
E 0.5+ Osimertinib *L\_‘__] [y b " —aea | 038 40074 E A 64
v Age ot woremryy E 60~
g 0.4+ 47%: - 3y Y win 9/ —— (049 phae0 0y ‘s
25y &T)008 "W — 088 j4T-0 %)
§ oal - i %
[=} \ i My of smcking | 27
E 0.2+ ' Yer o wm e 061 0420 M) E 24
= U \ r 7 1081 —— 08) 345083 20+
| FEFN mvatuton ot randomaess H
x 0.14 ' ot oh ’ sz P | 066 AL 8} £ . .
E 0.0 : . : : . T . : . . ’ . LASEH reaation ELEEN nyiar —-— 04 345050 0+ .
0 3 6 9 12 15 18 21 24 27 30 33 36 e o i R ek ey Kvant Houplologs Tosc Kfiacts | GmdandRvees
Months since Randomization P Sk iy v e as . o et
o o e e . e ¥ O4r ey
No. at Risk ot [P 114 —— 078 35510
Osimertinib+ 279 255 242 223 207 184 158 128 81 39 2 3 0 ol as Iy 0
Pl‘“";‘""d o e Fatin Betier O b Better
pemetrexe

Osimertinib 278 247 218 195 169 139 116 88 59 42 18 2 0

| Median duration of reseonse: 28.3 vs 21.0 meses I

Planchard D et al N Engl J Med 2023;389:1935-48.
DOI: 10.1056/NEJM0a2306434
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TFST: HR=0.73 (95% CI 0.56, 0.94)

1L Dlscontinuation l

Median TFST, months (95% ClI)

~0Osi+CTx 30.7{27.3. NC)
§ 1.0m - Osi mono 254 (228, NC)
Overall maturity: 42%
gﬁ 0.8 -
3
E A 0.6 -
°F
]
5™
b-J
i g 0.2
e 00 T T T T T T T T T T
0 3 6 8 12 15 18 21 24 27 0 33 36
No. at risk: Time from randomisation {months)
W 27 266 254 244 228 213 192 14 117 64 3 G} 0
W 278 262 248 233 212 193 163 133 88 59 30 4 0
PFS2: HR=0.70 (95% C1 0,52, 0.93) Median PFS2, months (95% Ch
-0sl+CT» 306 @90, NC)
10+ - Osi moano a7 A (260, NC)
Overall maturity: 34%
o 08
g
§ |PF82|
> 06
2
§ a4
02+
e T T T T T T T T T T T 1
0 8 a 12 15 18 H bl 14 30 13 &
No. a2 rlsk Time from randomesation (moaths)
m e 03 2% u7 2% =0 184 158 07 ™ = 3 o
W 2 26 255 M6 ER 208 166 130 0 5 2% 3 o

Planchard D et al N Engl J Med 2023;389:1935-48.

DOI: 10.1056/NEJMoa2306434

Valdiviezo NI / ELCC 2024

Patients (%)

100

Osi + CTx (n=279)
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Fatent dinposition

[ Received second-ine hecapy

[l Yo sutmecuest veatmen

I 5091 oo saudy reatmend

B Svd not receive stucy veatment
(osi « CTu, =2 o8 mong, ned)

Sscond-ine therapies

B oter

B Osimerinb + targeted agent | investigmonal duig
{no chemaotherapy)

B ECER-TKI {owr 3540 onlmwrinl), monoiherapy
of combmanon

B #lasnum-tased chemoterapy

B ten-platiram.based chemotherapy

Received second-fine

Osi mono {n=278)

Received second-line

therapy (n=57) therapy (n=91)
C Progression-free Survival among Patients with CNS Metastases at Baseline
Median (95% CI)
ma

Ocl

rtinib + Plati Pemetrexed 249 (22.0-NC)

Osimertinib 138 (11.0-16.7)

Hazard ratio for disesse progressian ar death,
047 (95% €1, 0,33-066)

0.74
Osimertinib+

0.54 platinum-pemetrexed

0.4
01
0.24
0.1+
0.0

Osimertinid

Prabability of Progression-free Survival
=
o
s

Months since Randomization
No, at Risk
Osimertinb+ 136 101 98 a3 84 144 70 8 ia 19 8§ 2 Q
platinum-
pemetrexed

‘% Hospital General
Osimertinih 130 95 3¢ 73 6 30 3 32 21 13 5 1 0 Uni\l')ersﬂurioﬂr Balmis




MARIPOSA: Efficacy oo

= = 3 Serial brain MRIs
mivantamab + lazertini .
e were required for
K ligibility criteri AN nantlahe

€y eligibility c a (n=429; open-label) all patientst

* Locally advanced or

metastatic NSCLC 2:2:1R | Osimertinib By PR
» Treatment-naive for (N=1074) J | : (n=429; blinded) ‘ : r;)r:asrtyb;nm%o';nper

<advanced disease

+ Documented EGFR Lazertinib HAGSIAS
exonl19del or LB58R (n=216; blinded) Secondary endpoints
» ECOGPSOori Median follow-up of 22.0 months « OSt
- . * ORR
SURUREatn factors Dosing (in 28-day cycles): « DoR
* EGFR mutation type y : :
(exon19del or L858R) mea':\tar;:ab: 1050 2mg (1:00 mg if 280 kg) weekly for the first « PFS2
* Asian race (yes or no) WOSKS; Lic0 SVOry - Weoks * Symptomatic PFS
° HiStOfy of brain Lazertinib: 240 mg oD « Intracranial PFS
metastases? (yes or no) Osimertinib: 80 mg OD « Safety

Cho BC et al N Engl J Med 2024;June 26th.
DOI: 10.1056/NEJM0a2403614
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A Progression-free Survival in the Amivantamab- Lazertinib Group as Compared with the Osimertinib Group

100+ Median Progression-free
Survival (95% Cl)
20+ mo
Amivantamab-Lazertinib 237 (19.1-27.7)
0 Osimertinib 166 (14.8-18.5)

Hazard ratio for disease progression or death,

Percentage of Patients
g

w:azem nib

204 0.70 (95% CJ, 0.58-0.85) Osimertinib
P<0,001
c 1 L 1] L} L) Al L} Al L) L} Al
0 3 6 9 12 15 18 21 24 27 30 33
Months

No. at Risk
Amivantamab-lazertinib 429 351 357 332 261 244 194 106 60 33 8 0
Osimertinib 429 404 358 325 266 205 160 20 48 28 10 0

B Progression-free Survival in Amivantamab-Lazertinib Group as Compared with the Osimertinib and the Lazertinib Monotherapy Groups

Media sion.fi
Sarvial 995 )

100~
g . - i mo
20 Amivantamab-Lazertinib  23.7 (19.1-27.7)
& Osimertinib ~ 16.6 (14.8-18.5
& Lazertinib 185 (14.8-20.1
v 904
Amivantamab-lazertinib
b oo ————— e
g a5 | | Osimertini
| | i Lazertinib
0 T T T T T - ™ T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. at Risk
Amivantamab-lazestinib 429 391 387 332 291 244 194 106 60 33 8 0
Osimertinib 429 404 358 325 266 205 160 20 43 2 10 0
Lazertinib 216 200 174 157 134 103 83 41 19 6 2 0

Cho BC et al N Engl J Med 2024;June 26th.
DOI: 10.1056/NEJM0a2403614

C Subgroup Analysis
Subgroup

All patients
Age
<65yt
265y
<5y
275y
Sex
Male
Female
Race
Asian
NonAsian
Weght
30 kg
=80 kg
ECOG perlormance status score
¢
1
History of stoking
Yes
No
History of brain metastases
Yes
No
EGFR mutation
Ex19de
L853R

S
GecCP

g cancer
sQareh

Amivantamab—Lazertinib Osimartinib Hazard Ratio for Disease Progression or Death (95% Cl)
no, of events total no. of patients

1924429 282)429 el 0.70 (0.58-0.25)
947233 18328 —.— 0.50 (0.39-0.6%)
98/194 9192 e L.06 (0.80-1.41)

165/378 720/376 .- 0.70 (0.57-035)
27451 32/53 [ 0.77 (0.46-1.30)

.

112/275 1404251 - 0.70 (0.55-0.90)
80154 12/178 —e{ 0,74 0.55-0.98}

1057250 124251 - 0.67 (0.52-0.25)
850177 108177 —a— 0.7% (0.56-0.99)

.
.

161976 209368 - 0.70 (0.57-0.86)
153 4381 r—.r 0.77 (0.48-1.22)
56/141 75/143 e 0.79 (0.56-1.12)

136283 176280 - 0.66 (0.52-0.82)

.
677130 79/1M —— 0.78 (0.56-1.08)

125/299 175295 - : 0,67 (0.53-0.84)

.
/173 11172 ) 0.69 (0.53-0.92)
587251 141287 e 0.69 (0.53-0.39)
.

10257 142/287 - | 0.68 (0.51-0.85)

90/171 110{172 ey 0.78 (0.59-1.02)
r T —r—rrr
01 10 100

Amivantamab- Lazertinib Better Osimertinib Better

*ﬁ Hospital General
Universitario Dr. Balmis



| Duration of response I
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Cho BC et al N Engl J Med 2024;June 26th.DOI: 10.1056/NEJM0a2403614

Patlents (%)*

o
GecCP

g coancer
A, History of brain metastases oS
100 - |Brain mets PFS l
Z
80
60 - m;m“:] btﬁ:g ]
: 40 p \ Avrywtamab-haentnn
H B
ﬁ..__.._...L._.ll_.._.
20 -
Hazard ratio for disease progression
0 or death, 0.69 {85% CI, 0.53-0.92)
¢ 3 6 9 12 15 8 2N 24 2 0 XN
Months
Mo, ot sk
Arwvartaned Quuetrd m (5] e ™ 15 W n ' 1 H 1 0
172 164 1] 12 £ ) o o n ] 1 0

Amivan.+Lazer Osimertinib

72% 74%

|PF82|
Any THI ¥ TKI combination 7
A YIS {26%) = B Other TKIs i
;;m - B Osimertnbicther i e |
third-generation Tils Mmm‘ + Imrertinity
B Doubet chematherapy +
IOVEGF! 3 . o
B Doubiet chematherapy* ;i Megen fiowap 311 mns:g K38 ocowmnib
Ay & laz N 26 D-NE)
z: -89 Ay SI 29 aw 324 m.39.3-NE) :
¢w 1 7 ge-agen + IONVEGE! [ wanasciosman mame |
hema 0 -
m‘:,,’;o - {68%) B VEGF) done o 3 6 3 12 5 18 2 26 2 ¥ 3\ B B A&
(54%) = Other? - Montha
] @ e - m - - m » m m N - ' ’
- -k » » » » ™ o - it n » e 1

Aml + lax
(n*111)

Os*
(n=173)

Hospital General
Gadgeel SM / WCLC 2024 #Unieersﬂurio Dr. Balmis




GecCP

RAMOSE: Efficacy o

Ramu + Osi Osimertinib
NCT03909334 — s NEso
enaer
Key Eligibilities A';':'eyﬁ:*::a;e(j/") 29771 20772
i o
Follow up <59 31(33.3) 18 (39.2)
>70 26(28.0) 11(23.9)
Del19 vs. L858R == Randomization 2:1 Race n (%) ‘
CNS mets vs. no White 60 (645) ”M-s),
Asian 24(25.8) 10(21.7)
Black 3(3.2) 2(4.3)
Other 6(6.5) 8(17.4)

h sier LUN18-335

Primary endpoint: PFS by investigator per RECIST1.1 CNS mets present 40 (43.0) 24 (52.0)
Secondary endpoints: ORR, DCR, OS, and safety apk 64 (68 8) 32 (69.6)

11 LI]S cites

Le X et al J Clin Oncol; Published October 8, 2024
DOI: https://doi.org/10.1200/JC0.24.00533
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g coancer
sQreh
Ramucirumab
1.00 R - Covastiate Amm A, No. levents)  Arm B, No. levents) Hazard Ratio (85% ClI
Osimertinib Osimertinib
Median PFS (95%Cl)  24.8(17.9t0NR) 156 (11.7 10 22.8) e i i1 8302 oS f———oi PP
HR (95%Cl) 0.55 (0,32 10 0.93)
- . iTD Sox |
= Log-rank 026 Male 2749) 1307 t -— i 0.86 (0.32 t0 2.3
£ Famale 66.23) 33 (18} ——f ‘ 0.46 {0.24 to 0,86)
=
© Age, years
< 050 ! <65 43 (18) 2212} ':: 056 (0.26 t0 1.17)
&% 1 265 50 (14) 24113) 0.55 (0.25t0 1.17)
o ! T $
w A I N " Looa Racs ‘
w ! y ' oxs White 60 (21) 26 (14) | 056 (0.28 10 1.12)
o ! Asian 2400 1015 ’:o—i 0.49 (0,15 to 1.56)
0.25 : : — + Other 9.(4) 10 (8) | . | 0.5 (0.14 10 2.22)
' ! EGFR type
! ! L858R 29002) 1807 } i 0.56 (0,25 to 1.72)
- : : Ex19del 84(20) 32 {18} ——q | 0.49 (0.26 to 0.82)
o 6 12 18 24 30 6 a2 Brain matastazes ‘
No 53(13) 22111} ————— 0,46 (0.20 to 1.02)
Time Since Random Assignment (months) b —— — =t esmexeln
No. at risk 005 05075 1 15 2 25
a3 6 44 27 17 8 5 2 < Favors Arm A——— Favors Arm B-——->
48 3 19 1 7 4 0 0

Le X et al J Clin Oncol; Published October 8, 2024
DOI: https://doi.org/10.1200/JC0.24.00533
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AENEAS 2: Efficacy

Aumolertinib + CTx Aumolertinib alone

_MPFS, mo (95%Cl) 289(263,NA)  18.9(17.8,21.1)
| HR (95% ClI); Log-rank p-value 0.47 (0.37, 0.60); <0.0001
Key patient inclusion criteria
* Locally advanced or metastatic NSCLC Aumolertinib 110 mg/day PD/other 1.0
« EGFR sensitizing mutations (n=314)
(ex19del/L858R) 0.8-
* No prior systemic therapy for advanced g’
disease Aumolertinib 110 mg/day 8 0.6+
« ECOG PS 01 + chemotherapy* g
(n=624) Stratification \HE) ; 0.4
*  EGFR mutation (Ex19del, LBSER) uw
*  CNS metasiases (yes, no) - 0.2+
Primary endpoint Secondary endpoints 0-
* PFS (BICR) * PFS (investigator), ORR, DCR, DoR, OS, safety T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33
. Time since randomization, months
No. at risk

— Aumolertinib + CTx 310 288 279 266 254 238 1982 122 76 40 10 O

AN

— Aumolertinib 314 293 275 248 223 183 126 77 46 26 3 0

Lu S et al AACR 2025
‘% Hospital General
Universitario Dr. Balmis



ACROSS 2: Efficacy

+ Aged =18 years

» Stage INS-1V NSCLC

+ Treaimen - nalve

+ NGS confirmed only EGFR-
wensitizing mutation with TSG
mutations

+ ECOGPS 041

+ Asymptomatic CNS metastases
allowed

Stratiteed by:
1.EGFR 19 del ) 21 LESSR
2.CNS metastases

Wang J et al WCLC 2025

Aumolertinid 110 mg PO QD
Carboplatin AUC»S D1 + Pemetrexed

500mg/n® DY, Q21d (up to 4.6 cycies

If PFS statistically significant

maintenance Pemetrexed was allowed) P”mafy endpo‘nt PFS
2 Final analysis
until or other criteria for treatment '
{data cut-off: 8 August 2025
discontinuation are met Primary Endpolints: b :
e INVa-PFS
Secondary Endpoints:
ORR, OCR. DoR, OS,
Satety

m Median follow-up of PFS: 25.3 months; 63 (53.4%) events occurred. OS was immature.

Aumolertinib +

-
o
o

—— Aumolertinib

= carboplatin-pemetrexed Median PFS, months

Multiple testing procedure

ORR, DCR, DoR,

08, Safety

Aumolertinib + 19.8
Carboplatin-Pemetrexed i
Aumolertinib
BO L icisioninevsoorvordeethhvosssvsvosnsesossoovoos Monotharspy 16_.5
HR (95% CI) 50
(0.34, 0.91)
Log-rank P value 0.021

Progression Free Survival

0 1 1 1 1 |
0 10 20 30 40
No. at risk month
- 54 37 15 4 1
- 64 39 12 1 1

o

GecCP

4=

rg cancer
SQarch

Hospital General
Universitario Dr. Balmis




FLAURA 2: Safety -

GecCP

u-q.-_a.\-n
100 . 4
o + P {n=276)
-
£ | Grade 2 I EORTC QLQ-C30 EORTC QLQ-LC13
gm' Gest [ 10 —— e e e e e G e W e e e e e e e e e e e e
g °] e || e | e M Osi+CTx
g0 M Osi
- . 5
ol . === |mprovement
3 Kid — N
< w~=- 'f'xr .. [ IiE- g.g- = =2 Worsening
O ytopenia* Neutropen(at S disorders? Gl disorderst Fatigue? PMM"'. ; 0
197 Osimertinib monotherapy (n=275) :
o = =l I 5
(3 Grade 2 «
g 0 Grade t N
0-<3 | 3—<8 Ovwi J
y in=ars | (2w | =2y = —ars
g 10 |= = -
i S
< 10 - i... l— -15
- = = — GHS/ Physical Fatigue Appetite Cough Chest Dyspnoea
Anaemial  Thrombocylopenis® Nautrepnial Shin dinorder Gl dinorderst Fatigue! Patonychin QoL Function Loss Pain
Key haematoogical toxiities s d h 9
. | MMRM >
Patients with AEs, n (%) | osi+cTx(n=276) | Osimono (n=275) PR . T A S
AE any cause 276 (100) 268 (97) 2 : ] S T 2 B e, I 3
= ..I 1 T
Any AE Grade 23 176 (64) 75(27) g 3 L 1 ! L - I g
Any AE leading to death 18(7) 8(3) % i EF i
Any AE leading to discontinuation of any study drug 132 (48) 17 (6) o § N L JRET———. 1
"5; B v Ll L L] Ll Ll Ll Ll '—,}":"""’"" L
ol & G ety B4 710 uenzsscaoﬂae 52 58 64 0 78 &
f Assessmant visit (waeks)
- Patinam® 2.0 moniis frange 0.7-4.1) ;o. .:r:n”t\ W 2 o " w e "3 170 w ] "e " =T

. X N6 T T m am 1 " L] AL A3 w > "ne " 0
D s
! Onl 30.5 montha (range 0.1-59.9)

| p——

Osl 24.2 months (range 0.1-53.3)

Lee CK/ ELCC 2024 : : o ., P = ™ - Planchard D et al / WCLC 2025 *ﬁ“mpiml General
Time (months) Universitario Dr. Balmis




MARIPOSA: Safety ok

Most common TEAEs (220%)
Amivantamab + Osimertinib by preferred term, n (%)
TEAE, n (%) Lazertinib (n=421) (n=428) Relitwit o S0P Parceschia
Rash
Any AE 421 (100) 425 (99) ey
Grade 23 AEs 316 (75) 183 (43) Do ;"“""’"
rathn
Serious AEs 205 (49) 143 (33) Pruritus
- Relal MET Hyposibum
lAEs leading to death 34 (8) 31(7) ] oot X
Any AE leading to treatment: Othar \R
ALT nereased
Interruptions of any agent 350 (83) 165 (39) Banseation
Reductions of any agent 249 (59) 23 (5) “STC'::::
Discontinuations of any agent 147 (35) 58 (14) Decreased arpette
Amma
Nasoas
Treatment-related AEs leading to discontinuations of all agents occurred in 10% of patients treated Fposeume
with amivantamab + lazertinib and 3% with osimertinib c""':o;m
Amivantamab + Osimertinib
Lazertinib (n=421) (n=428) “1 Global heaith status Individual symptom scores
Amwantamad « lazerand
Any VTE, n (%) 157 (27) 39(9) S 5] ® oumenrs 507 m Amiventamad + laseens
Grade 1 5(1) 0 E TN Sngt hanGe 8 ,,J] ®osmenns
Grade 2 105 (25) 24 (6) & » g = = Meaninghul change feeshold
Grade 3 43{10) 12/(3) N 2
Grade 4 2(0.5) 1(02) s M' impeovement é 20{ Dyspnea Pain Cough
Grade 5 2(05) 2(05) g ° . § 10fmmmmmem e s
Any VTE leading to death, n (%) 2(0.5) 2(0.5) § e T P SR i e F 004 ————-—--—
Any VTE leading o any discontinuation, n (%) 12(3) 2(05) N % o it = l imgrovement
Anticoagulant use at time of first VTE, n (%) 3 .
On anticoagulants 5(1) 0 g =1 @ o
Not on anticoagulants 152 {36) 39(9) § =
C2C3 C5 T CB CHICI3CI8 1T €19 C21 C23 C25 c27 €28 —4.0
Nedian anset to first VTE 84 days 194 days oo, o pamarts |
Within first 4 months, n (%) 97 of 157 (62) 13 of 39 (33) o M T M S MR I . 504
Hospital General
Cho BC/ ESMO 2023 Nguyen D / WCLC 2024 ufppliopiobonard
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RAMOSE: Safety o

Ramucirumab + Osimertinib (n=93) Osimertinib (n=46)

Anoraxia ”a T 58 Ramu+0$i
Epestaxis 3 s 7

hparansn E—r 2 0 0 Discontinuation 9.7%
»  a Delay 60%

=
Thrombocytopenia =N b
e an
Dry skin 2 2 17 2
=%

Rash (Maculo-Papular)
o ‘3 .
‘am » w3 Dose reduction 17%

Anamia B2
Pain (back) ==
Pain (extremities) 6
Rash {acnaiform) E
Dyspnea L& 16 9
Hyponatremia [
Paronychia b &
Lymphopenia s
100 30 0 ) 1
Percentage of Patients with Adverse Event

-

-

=
B |
am
- e

Le X et al J Clin Oncol; Published October 8, 2024
DOI: https://doi.org/10.1200/JC0.24.00533
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MET

Adverse Events
Anemia > 2
Neutropenia > 2
Thrombocytopenia > 2
Emesis> 2

Diarrhea > 2

Rash

Paronychia

Infusion reaction
VTE

Hypertension > 3
Proteinuria > 3

Osi+Plati-Pemetrexed
46% - 20% G3
25% - 14% G3
18% - 7% G3
43% - 1% G3
43% - 3% G3
28% - 1% G3
24% - 1% G3

Amivantamab+Lazertinib
23% - 4% G3
N[

N[
21% - 1% G3
29% - 2% G3
61% - 15% G3
68% - 11% G3
36% - 2% G3
63% - 6% G3
37% - 11% G3

0

0

uuuuuuuu

Osimertinib+Ramucirumab

3%

2%

10%

4%

12% - 2% G3

2% EGFR
6%

0

0 Amiv.
v

# Hospital General
Universitario Dr. Balmis




©“Subcutaneous Versus Intravenous Amivantamab, Both in

Combination With Lazertinib, in Refractory Epidermal Growth

Factor Receptor—Mutated Non—Small Cell Lung Cancer: .:-

Primary Results From the Phase Ill PALOMA-3 Study

RS 5 et s 200 S 8 ey M GecCP
g coancer

Dot Wit MO/ Alerender b Sgma MO 10 (31 S toon Len N0, P07 G At Mg, MO, v LU VDY 0

Colgang Lin D, PRLF Sl rveio, MO, PO Q) Vi s, AL FROP ™, Vacastion Tamps, MOFS, Firwenn S ateatel] W™, P
Mo Micskowis MDY : 3-Yous Man VI PHO™ ()| Marem Alcender. WD, P07 Raret Jeahi, MO™ (3: Eragats Feip WD, Pe0 g

Pl e Woin R0, Vee™ . Pt D s MO P O e NG Frloe Jone S Mee Gag MOT G

Tromae Wothr, ML PHO™, Luswe Srwid ND PO Q) Crewmacic Teoma MO, Dawry Squpen, MO 0 Aatwin £ Samwl W™ (0

Aot O MO (). Detuns Kowaleie, M0 PHO™ (3, Mrtmmt 4% bt Sovdr. WL O™ (. Jetwt Tie O™, Détogrye O%ouk, O™,

A At PrOavD, P00 Mahor sud ol bertane. FEU™ 0 Pacsie | Conrem, PRO™ () Patsois Lacesris ME™ Sergl vt Ba0*

Motarwd Gewl VO™, Josbus N Reael MO @ Mehas Sag MO, ond Ardwss Passeso, MO PO () b fan TALOMA 2 Irmoesgetes

00 sttt wy M | J0LCE T4 00!

SC Amivantamab Arm IV Amivantamab Arm
(n=208) (n=210)

IRRs, All Grades
IRRs, Grade 23
Infusion-related
adverse events (22%)
Chilis

Pyrexia

Dysprea

Nausea

Vomiting

Cough

Hypaxia
Hypotension
Sinus achycarda
Erythema

Chest discomfort
Hypertension
Flushing
Dizziness

Rash
Hyperhidrosis
Increased hoart rate
100% 75% 50% 25% 0% 25% 50% 75% 100%

A OON rade
i ° COoCi DM: g 2
100 P<0.0001 P<0.0001 W COCOON DM: grade 3

‘ SoC DM: grade 2

80 - 75% B SoC DM: grade 3

60 -
R
40  EECEE | ,

Participants (%)
8

55 21% 2%
20 36 3 -—

0 COCOON DM SoC DM ' COCOON DM SoC DM ' COCOON DM SoC DM
n=42 n=75 n=27 n=62 n=21 n=23

= SC Amivantamab Arm =1V Amivantamab Arm Grade 22 DAEIls DAElIs involving skin Paronychia
(primary endpoint) (excluding paronychia)

30 1 26%

Patients with VTE (%)

Cho BC et al J Thorac Oncol 2025;20:1517-1530.

All patients On prophylactic No prophylactic Hospital General
ospital Generai
anticoagulation anticoagulation I: Uni\l')ersiturio Dr. Balmis
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Impact of combinations on poor nostic factors Gegg

FLAURA 2 MARIPOSA

With CNS metastases
23 metastatic sites at baseline* With History of Brain Metastases With Detectable Baseline clONA*
ooheien PES, monis HO% CY : Ao . Madian PFS Median PFS
Median PFS, manths (95% Cly e T Zone {895 ¢ Eom 5 Cy
= Osamertinit » CTx 269(219 276) p— TS81110,187) 102 - Amd o Laz 183 mo (16.8-23.7) 100 Al ¢ Lax W03 mo(18.6-240)
- — T °"""""'""""M"""q'"n'"“n = Z osl 13.0 mo (12.2-16 4} F owl 14.8 Mo (12.9-16.5)
10 = R (95% ) 057 0.3, 077" 10 ’ " -[m.o.-|m <), 0.43-0.82); P=0.010) £ . HE [HR 08 asw C1. 053028} P=0.002 |
© 1 5
& 08 § 08
B 6 zoe » m P
- na ‘ ‘ - LA e L
Loa £ o W Amora ; ey
0.2 | a 24 — e b TN 2% — W
& a2 i &= i
0 Al Ll L Ll Al Ll Ll Al v L] Ll L) E
0 9 3 6 9 12 15 18 21 24 27 30 33 2% .
T T T T T T T T T T T 1 ° ° - v
0 3 6 9 12 15 18 21 24 27 30 33 2 Time from randomization (manths| P 3 8 B 2 18 W N M T W N o 3 & 9 12 5 1@ N u N W
Time from randomization (months) i s ; " o Maaths
Ay s L " " - e " w n - M 14 3 3 A - " N . “
e o BRI TR R TERENR LN SE N RS Y RN R
LA LT S LT SRR S YRR - I " S TR S | 2 0 '
- 158 e 133 ne " £ ol 45 % M 2 ) 0
With Baseline Liver Melastases TP53 Co-mutationts
Hoh Vi *;;:g5 [rir—— "g;;g?'
’ 200 | VA |
With liver metastases With bone metastases 108 gy 82 M6 (13 1-NE) 109 Are + Lot 182 mo(15.3-221)
Wi BFS, mirvie (6% € 10 Metian 53, reorris (9% G £ 0si 11.0 ma (7.4-12.8) z osl 128 mo (11.1-14.7)
. 10 T TR CTE 2 g R — Oswartnd + CTe W9 220, M) R, 0.88 5e% ©1, 0.37-0.91). P=017 | fon [HR, 0,85 (38% CI, 0.48-0.87) P=0003 |
g 08 —Oslraririh mensmenpy 11183, 104 % w—Oparindy mosotherany 142 (V16 104} %4 = %
% 08 HR 65 CF 86 A1, 180 s 08 RIS IO 043, 077 L,\
i a4 -
04 51 L 5
0z 02 5 o Ao Lae 3
0 N o ————————— ‘ 28 4 B —— % - N Amie L
D 3 8 9 12 15 18 21 24 7 0 33 3 AR o g AL 2‘”’7 3."’ ¥ j hett 8 Bl
Time from randomization (months} o rhoh
Mo, ot vk - T W W M W N 15 L] 1 . °
-4 B B M M N ™ NS T s 1 o - oW W M B WM M o8 W™ N \ . v M v y v ° - - - v v T
- 0o L W W M OB W 12 8 & D P TR " 0 I8 0 7 s oW o MY RN D 3 6 9 12 15 % 20 24 T D
[ “ a """; o Moseoa
Axeslm Y A J N | ] L] ] L s+ L ) s
rRs Lz iSRS EE SR ST
Valdiviezo NI / WCLC 2024 Felip E / ASCO 2024
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l Differential resistance mechanisms ? ] Geeg
MARIPOSA i
FLAURA 2 P=0.017 e B

15 B Amivantamab + Lazertinib (n=113)

13.6%"
. P=0.014
2
Plasma analysis set . 3 2
: - FLAURA osimertinib
Acquired gene Osimertinib + Osimertinib g
Functional groups alteration, n (%) chemotherapy monotherapy mc;(r:;t‘l'loegr;py .=g
(n=68) (r=99) a
. c7978 2(3) 10 (10) 7 (6)
EGER nyletions Other uncommon 1(1) 4(a) 5 (5) 0.9%
S MET ampiification 8(12) 11 (11) 17 (18)
il ERRB2 ampification 3(4) 1(1) 2(2) Secondary EGFR resistance
BRAF VG00E 1(1) 5(5) 3(3) MET-Supinchon mutations (C797S, LT18X, G724X)
AT PR s KRAS mutation 23) 8e) 33)
3 o PIK3CA mutation 5(7) 6 (6) 6(6) 20
ERBB2 mutation ND 1(1) ND : ‘::':":w = o3
) CCND1 / E1 amplification 6(9) 5 (5) 7(6) ——t L
Cellcyele gene amplfications  ~CoKd 16 ampiication 344) 5.(5) 7(6) =
RET 1(1) 3(3) ND e
: “BRAF 2(3) 3(3) ND ]
Fusians ALK ND 3(3) 101)
Other” 34) 6 (6) -
RB1 loss (with TP53 alteration)* 2(3) 4(4) =
No ¥nown acquired resistance alteration detected* 46 (68) 54 (55) -
w".:*"‘ RASRAP PIIK Cell eycle® TPSARBT lcss

Amivantamab + Lazertinib (n=36)

42.6% had alterations 27.8% had alterations
in 22 resistance pathways in 22 resistance pathways

Yang JC / WCLC 2024 Besse B / ESMO 2024

‘% Hospital General
Universitario Dr. Balmis
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l Survival. The hard end-point J Gegg

FLAURA 2: Median f-u 42.6 months

Osimertinib+
Subgroup Platinum - P d Osimertinib Mazard Ratio for Death (95% CI)
no, of eventyno. of patients
Overal
Stratified log-rank analysis 44279 17L278 —— 077 (061-0.56)
1.0+ Unadjusted Cox proportioral-hazards analy Ha279 1717278 c e 0.76 {0.61-0.55)
: Sex
0.9- 80% Median Make 65/106 72j108 — 0.8 (0.60-117)
E ) o' . ‘95% c‘, Female B w165 —— 0.71 (055-0%6)
T 084 . Osimertinib+platinum-pemetrexed Race
5'. 0.7 Osimertinib mo Asian Chinese EXTes 13085 ———— 0.76 (0.48-1.20)
= 72% Asian non-Chinese essi07 s/ —— 1.00 (0711400
E 0.6 ' Plati IIMO;M| nlb+' 475 “LO-NC] Non-Asian 457101 65102 —— 0.56 (0.39-0.22)
- ; g Method used for tissue testing :
< 0.5 : Osimertinib 37.6 (33.2-43.2) Central 657121 s —— 0.81 (058-114)
0.4 ' ' : Local 79/158 /159 —— 0.73 (0.54-0.58)
f 034 ; | 41% ? Hazard ratio for death, 0,77 Age :
: ; X ’ (95%6 C1, 0.61-0.96) <65 yr WL 95/166 ' 071 053-085)
0.2+ ) ' ' P=0.02 #6341 B4£105 767112 . 087 (063-122)
- ' M Histery of smoking
0.15 ; h ’ Yes 52491 6097 Pt 083 (057-1.20)
0.0 T T T T T T T T T T T T T T T ; T T R 2, 56':': Zutstion b ek ndodnieetion T A I e
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 Fhisoonstes — — i 76 @56-160
Months since Randomization LBSAR mustution €6/106 747307 r——t 076 (055-1.07)
WHO performanco-statuy score
No. at Risk 0 477101 §5/102 —— 0.82 (0.55-1.20)
Osimertinib+ 279 267 258 253 245 240 236 226 218 202 196 183 170 158 143 123105 71 36 16 1 0 1 VTR 116176 e 0.73 (056-09¢)
platinum-pemetrexed CNS metastases at baseline
Osimertinib 278 267 260 257 252 245 229 214 195 180 165 152 137131118103 93 61 38 16 1 0 o i AR W R it
No 73168 92168 e — 0.77 (057-108)
025 050 1.00 200
PR A . d Beitar Osimertinib Bett

Janne PA et al published on October 17, 2025, at NEJM.org. DOI: 10.1056/NEJM0a2510308
# Hospital General
Universitario Dr. Balmis
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I Survival. The hard end-point ] Gegg

MARIPOSA: Median f-u 37.2 months

R Amivantamab—
A Overall Survival Subgroup Lazedinib  Osimertinib Hazard Ratio for Death (95% CI)
1004 o. of povticiponts
90~ 3 All participants 429 429 Bal 0.75 {0.61-0.97)
g Median Overall Age at randomization '
80~ ; <65 yv 235 237 —— 0.53 {0.40-0.70)
& . : Amivantamab- Su% Cl' 265yt 134 192 e L11 {0.84-1.48)
Zg - 60, lazertinib (95% C1) <My 78 376 . 0.75 {0.60-0.93)
g 60- h e mo =75y 51 53 ——— 0.79 {0.47-133)
R (L B Ammmmmmmmmmas e T Amivantamab-Lazertinib  NE (429-NE) %% - . R} T
g 40 2 E Osimertinib 36.7 (33.4-41.0) Male 154 178 : 081 {0.60-1.09)
30 ' ! Osimertinib Hazard ratio for death, 0,75 ®c* '
g 5 ' ; (95% CI, 0.61-0.92) Asian 250 251 e 0.75 (0.58-0.9%)
: 1 P=0.005 Non-Asian 177 177 —— 0,74 {0.54-1.00)
10- ; : viight E
' <80 kg 176 368 —-— 0.78 {0.63-047)
0 T T T T T T T : T T T : T T T T 1 =80 kg 53 61 t—t—iﬂ 0.62 {0.36-1.07)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 ECOG performunce-status scoew !
0 141 148 —.— 0.88 (0.61~1.28)
Months 1 288 280 . 0.70 {0.55-0.39)
No. at Risk History of smoking i
Amivantamab-lazertinib 429 404 390 383 375 363 343 328 310 287 277 232 168 111 61 18 1 0 Yes 130 134 e 0.78 {0.55~1.10)
Osimertinib 429 416 409 396 374 354 333 311 291 270 251 201 132 87 49 15 0 0 N - » et RN
Hustory of brain metastases .
Yes 178 17 .- .67 {0.50-0.50)
No 251 256 . Q.82 {0.62-1.08)
EGFR mutation H
Excn 19 defetion 257 287 ! 0.66 {0.50-0.36)
LASER substitution 171 1 —— 0.90 {0.67-1.2))
010 10 100

Amivantamab-Lazertinib Better Osimertinib Better

Hang JCH et al N Engl J Med 2025;393:1681-93. DOI: 10.1056/NEJM0a2503001
‘% Hospital General
Universitario Dr. Balmis
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Improved 1L efficacy (OS and PFS)

Extension Duration of Response and Time on Treatment
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