GUSTAVE / P3.188: Treatment sequences and outcomes in patients with BRAF advanced non-small cell
ROUSSY lung cancer: a nationwide cohort study

CANCER CAMPUS / \ Adrien Rousseau'?, David Planchard’, Stéphanie Foulon?3, Pernelle Lavaud', Lodovica Zullo?, Fabrice Barlesi', Jordi Remon’, Mihaela Aldea’, Maxime Frelaut!, Pamela Abdayem?, Noémie Simon-Tillaux?3, IASLC 2026 World

GRAND PARIS Antonin Levy*, Angela Botticella*, Cécile Le Pechoux#, Marie Porte5, Anas Gazzah®, Stefan Michiels?2, Benjamin Besse! Conference on Lung Cancer
'Paris-Saclay University, Gustave Roussy, Department of Cancer Medicine, Thoracic Group and International Center for Thoracic Cancers (CICT), F-94805, Villejuif France; ?2Inserm, Oncostat U1018, labeled Ligue Contre le Cancer, F-94805, Villejuif France; 3Paris-Saclay University, Gustave Roussy, SEPTEMBER 12 - 15. 2026
Biostatistics and Epidemiology Department, F-94805, Villejuif France; “Paris-Saclay University, Gustave Roussy, Department of Radiation Oncology, F-94805, Villejuif France; °Paris-Saclay University, Gustave Roussy, Department of Drug Development, F-94805, Villejuif France SEOUL. REPUBLIC OF’ KOREA

Correspondence: adrien.rousseau@gustaveroussy.fr

INTRODUCTION RESULTS

DISCUSSION

. ot [ : : . .
Current first-line (L1) treatment for patients w!th Figure 1: Flow chart Figure 2: Alluvial plot DISCUSSIO“
advanced non-small cell lung cancer (aNSCLC) with . .
BRAF mutations iS based On t rOSine kinase Recipients with lung cancer between 2009 and 2024 (n=725 119) * ThIS StUdy IS One Of the IargeSt rea|-WOr|d COhortS
. h.b.t TKI y Same sex twin or ambiguous ID (n=40 504) On OnCOgene add|Cted aNSCLC
inhibitors (TKI) | o individuals withlung cancer (n=684 615) e In clinical trials, the median OS of untreated
« The preferred TKI and the optimal sequence is still up e ey patients under targeted therapies was 18.2 months
to debate Targeted therapies between 2009 and 2025 (n=51 333) S 500 DABRAFENIB + TRAMETINIB Wlth dabrafenlb + tramet|n|b1 and 476 months Wlth
. 1 to 2% of western patients harbor BRAF mutations Therapy start outside 2010.2004 (4=33 954) encorafenib + binimetinib2. Our results are
¢ The FrenCh National Health Data System (SNDS) iS Targeted therasi:;ggiégfg?j;i)‘(/ROST (n=13 I ‘ SOmeWhere In the mlddle Wlth 246 months and dare
a database that includes anonymous data of Therapy started between 2019 and 2024 for advanced NSCLC (n=14 234) o AFENIE + TRAVETINE consistent with other observational studies?.
reimbursed claims from insurance plans linked to \ e | P ——— * The optimal sequence in BRAF disease is stil
hospital discharge summaries, the national death BRAF/MEK (n=736) \‘ ENCORAFENE = AN/ Wi i under debate. In an multicentric retrospective
_p 9 98 8% of h, - ) it ‘\ T Vi, T A cohort of 286 patients with BRAF V600E mutation?,
reg_|5trYa and covers .8% of the Frenc POPU a_tlon \ & f / Immunotherapy with or without chemotherapy was
* USIng the SNDS, we created a cohort InCIUdlng all W _, pometesed posed oY associated with improved OS compared to
patlents Wlth aNSCLC In France treated Wlth an 200 / \"\ Other chemotherapy = ‘ BRAF/MEK inhibitors. However, in a German
BRAF/MEK TKI. We describe data sources, inclusion Table 1: Patient’s characteristics  Table 2: Sequenceanalysis oversranctocer [ | S retrospective cohort of 205 patients®, OS and time-
and exclusion criteria, basic descriptive analyses, SRAFIVER —— P ~ to-treatment failure was identical for patients
and treatment sequences. Sor (N=736) Molecule e ssa pvave R 950 pwalue — receiving first-line dabrafenib ot trame_tlnlb or
Female 375 (51.0%) ohAF soouence 0 - chemo-immunotherapy. We did not find any
ale .U% o . . .
Age at diagnosis Dabrafen 1 L2 s y difference in OS between these two strategies in
Mean (SD) 68.2 (11.0) b+Trameti Reference Treatment our Study but our ana|ys|s |S ||m|ted
Median [Min, Max] 69.1 [34.3, 95.5] nib first y g
Age[::gtgg;)ry 43 5.5%) Chemothe (o, o oeraal  om [ pasrarenia + TRAVETING [[] ENCORAFENIB + BINIMETINIB EGFR TK| [ other chemotherapy = = =
METHODS o 208 v 1 ioea om o omea o [ enerese s e Strengths and limitations
[70,80) 246 (33.4%) i TRAMETING NMETNE imminaterey based e [ oeaT «  Because of the large sample size, we were able to
[80,107] 102 (13.9%) based 1.26 0.87-1.83 0.22 1.17 0.79-1.73 0.42 . ] .
Year of diagnosis 75 51.4% regimen estimate outcomes with great power and high
- /0 first .
= 2023-24 196 (26.6%)
DQSIgn Before 2019 162 (22.0%) confidence o _
. . .  External validity should be high because we used
. Retrospective nationwide cohort study . .
Population a nationwide database
 We included patients treated in small centers, with
. Inclusion criteria 5 Table 3: Survival outcomes Figure 2: OS (A) and TNTD (B) curve of L1 dabrefenib + trametinib old age and who died early after treatment
. Being older than ears old it At
° Start?n a tar eted tleera between 201 9 and 202 4 Molecule Nu MedianOS OSrateat OSrateat OSrateat Median TNTD rate TNTD rate TNTD rateat36 e — DABRAFENIS + TRAVETINIE Troatment — DABRAFENIS + TRAMETINIS |n|t|at|0n . o .
Th ﬂ? g Eoint pyt dabrafenib finib mb 12 months 24 months 36 months  TNTD at 12 at 24 months ool A oo] 5 ° A retrOSpeCtlve StUdy on administrative data can
e fera.é)lesd z .|n etreSb were apratrenibp, trametini , er months months be prone to selection and COnfOunding bias
encorarenip an Inimetini : :
o E I . n r-t r- Esti 95CI Esti 95CI Esti 95CI Esti 95CI Esti 95CI Esti 95CI Esti 95ClI Esti 95ClI 0.75] * Several ImpOrtant prognOSIS faCtorS are absent
xclusion criteria o mati mati mati mati mati mati mati mati from the database, so we were not able to include
. Same-sex twins, because their identifiers are not always on on on on on on on on . h
unique and therefore a source of errors r(rrtr:: ” ” ; r(:hc; " " ” . Mglrgcular rofile is absent from the database;
. Outliers with aberrant treatment sequences ) ) th dp' q ( h the inf 6 h ’
. Melanoma diagnosis, identified the previous year prior to In first line uts, t'Weth ItI 3(3[ ave : t.e nrormation -on ihe
mutation that led to prescription.
the therapy started Dabrafeni 240 24.6 189 67.1 61.3 51.0 44.6 37.7 31.1 11.7 9.9- 495 434 266 210 19.7 14.6-26.6 o Furthermore. if a patient dies before receiving a
. Lung surgery (pneumonectomy, lobectomy or b+Trameti _ _ _ _ 14.3 _ _ ’ _ _ _
Segmentectomy) to include On|y therapies for advanced hib 32.4 73.5 58.4 45.7 56.4 33.5 - . - - - - targeted treatment, he cannot be included in this
d I Sease Number at risk e snee ertesmen 0 2 Time since ﬁl‘:st treatment 3 48 d ata baS e
- - - E Number at risk ° I I '
Statistical an aIyS| S 1 second e after immunotherapy . . , Bece.lu.se we had to .restrlct the analysis ’.[o patlen’Fs
. . . . . ; = i 2 z receiving at least 2 lines of treatment, this analysis
« Time-to-event endpoints were estimated using the Kaplan—Meier Chemothe 75 143 10.6 581 47.6 342 245 237 148 23 18- 133 75- 40 13- NA NA e since frs reatmert - - - _ — - did not include early deaths
eStI m ato r rapy _ _ _ _ 5.0 23.7 10.5 . . . . Ti.me since first treatment
. Overall survival (OS) was defined as the time from treatment 21.2 70.8 47.9 38.1 Figure 3: OS (A) and TNTD (B) curves in patients who received at least 2 lines
start to death or censoring Dabrafeni 174 16.8 14.0 61.5 54.4 405 33.0 34.2 264 95 7.5 420 348 247 184 179 121265 L L
b+Trameti - - - - 12.0 - -
* Time to next treatment or death (TNTD) was defined as the time nib 233 69.7 49.8 44.2 50.5 33.2 REFERENCES
from treatment start to new treatment initiation or death or A B
censoring / d line after dabrafenib+trametinib
. n second line after dabrafenib+trametini 0.751 0.751
* The cut-off date for the analysis was September 1, 2025. 1: Planchard D et al. Phase 2 Study of Dabrafenib Plus Trametinib
- . . . . . . i i z z in Patients With BRAF V600E-Mutant Metastatic NSCLC: Updated
« As receiving a TKI was an inclusion criterion, all patients who Ch";;"p‘;the 17177 1:: 765 587 AL7 229 334 159 46 273; 118 j_jz NA- A NA NA 5-Year Survival Rates and Genomic Analysis. J Thorac Oncol. 2022
Started With another treatment (Chemotherapy or 99.5 6.0 0.2 . ' % 0.501 y % 0.501 2: Johnson ML et al. Updated Overall Survival Analysis From the
_ _ . . _ ' ' ' E E Phase Il PHAROS Study of Encorafenib Plus Binimetinib in Patients
immunotherapy) are subject to immortal time. Thus, we did not Immunoth 41 135 6.0- 562 42.0 353 210 265 123 22 14- 267 153 234 127 NA NA ” \__IWLH‘ ) 5'/ g?nt?cleggg?MUtant vetasiallc flon=5mall Gell tung Gancer et LbE
. . /] .
describe outcomes of treatments received before TKI erapy NA - iy 2 9.6 o . 3 Swalduz A et al. Real-world efficacy of the dabrafenib-trametinib
+  We compared L1 dabrafenib + trametinib vs L2 dabrafenib + | | | | | > (D-1) combinetion in BRAF: VG0OE-mutated metestatio non-sml [=] [=]
trametinib. To limit immortal time bias, we restricted the analysis rembrolz 24 NA 385 862 T8 TRT 581 NALNA I8 L) 48 373 39 B4 248 LTS . cohort, Lung Cancer. 2025 _
only to patients who had a L2, ie. dabrafenib + trametinib then pemetrexe 100. %.5 805 580 ; = % ; = % homothersoy verats BRAE plus MEK bty i BRAFV00E.
L2 versus L1 then dabrafenib + trametinib. We used an d 0 Number at risk Number at risk mutqted metastatic nqn-small—cell lung cancer (FRONT-BRAF): a E
. . . . . £ chemoTHERAPY] 105 75 .8 29 15 z cHemotHERAPY] 105 26 6 3 2 multicentre, retrospective cohort study. Lancet Oncol. 2025
Unlvarlab|e COX prOpOrtlona| hazard mOdel and d mun:lvarlable £ DABRAFENIB + TRAMETINIB] 83 70 45 26 20 £ DABRAFENIB + TRAMETINIB] 83 34 7 3 2 oN Wiesweg M et al. Treatment Sequences in BRAF-V600-Mutated
. . . . = IMMUNOTHERAPY-BASED REGIMEN{ 174 130 90 52 25 = IMMUNOTHERAPY-BASED REGIMEN{ 174 55 20 9 6 NSCLC: First-Line Targeted Therapy Versus First-Line (Chemo_)
COX proportlonal hazard mOdel (SeX, age, deprlvatlon Index, year ’ b Timesinceﬁ?sttreatment * * ° b Timesinceﬁ?sttreatment * * ImmunOtherapy' J ThOI’&C OnCO/ Off PUbI Int ASSOC StUdy I_U”g
of dlag nosis). Cancer. 2025




	Diapositive 1

