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NSCLC con fusiones de RET s 5,

* LIBRETTO-431: Selpercatinib GeCP

Randomized Phase 3 Study of .
First-line Selpercatinib versus LIBRETTO-431 phase 3 open-label study design

Chemotherapy and Pembrolizumab
in RET Fusion-positive NSCLC - Key Eligibiity Crteria ) N

« Stage IIB-IIC', IV non-squamous NSCLC
« No prior systemic therapy for metastatic disease

LIBRETTO-431 (NCT04194944) - RET fusion deniifed via NGS or PCR
« ECOG PS 0-2
+ Symptomatic CNS metastases excluded

Herbert H. Loong, Keichi Goto, Eenjamin J. Selomon, Keunchil Park, Maurice Pérol,

Edurne Arriola, Silvia Movello, Ying Cheng, Andrea Ardizzoni, Milena P. Mak, Stratification factors:

Fernand?c. San_tir:nli, Yasir Y. EIamin._Angam_ier Drilen, Jiirgen W‘?If, Baohui Han, . Geography [EBSI Asian vs. non-East A»Siﬂl'l] Carbuplaﬁn (AUC 5) or Cisplatin [75 mg;'mij

Hongmei Han, Minji K. Uh, Tarun Puri, Viktoriya Soldatenkova, Caicun Zhou . Brain metastases {presenl Vs, EDSEHUUI'IKI'IUWI’I:IE + Pemetrexed (50{] mg!mz} __O_pﬁl‘.}l‘la_l mmm
. Investigator's choice of treatment with +/- Pembrolizumab (200 mg) Crossover
\_ pembrolizumab ) N= 102

Gated Primary Endpoints: PFS by blinded independent central review (BICR) in ITT-Pembrolizumab® and ITT population
Secondary Endpoints:

* Efficacy ([OS, ORR, DOR], CNS [ORR, DOR, fime to progression]?)

+  Safety

* Patient Reported Outcomes (NSCLC-SAQ [terfiary endpoint EORTC QLQ-C30])




NSCLC con fusiones de RET s 5,

» LIBRETTO-431: Selpercatinib Gecp

Randomized Phase 3 Study of .
First-line Selpercatinib versus LIBRETTO-431 phase 3 open-label study design

Chemotherapy and Pembrolizumab
in RET Fusion-positive NSCLC

LIBRETTO-431 (NCT04194944)

Key Eligibility Criteria )
« Stage IIB-1IC', IV non-squamous NSCLC Selpercatinib (160 mg BID)
« No prior systemic therapy for metastatic disease
« RET fusion identified via NGS or PCR

« ECOG PS5 0-2

i R S
Selpercatinib Control
N= 12_9 M= 83
Age, years Median {range} 80.0 [31-84) §2.0 (31-63) 5t Asian) Carboplatin (AUC 5) or Cisplatin (75 mg/m°)
Sex. no. (%) Female 65 (50.4) 48 (67.8) ntfunknown)? + Pemetrexed (500 mg/m?) _Optional Selpercatinib
;‘3‘“ - :: ‘:3-‘:; :: :;:-:: ith +/- Pembrolizumab (200 mg) Crossover
urrent’Farmer |34, U N= 102
Smoking stabus, na. (%) Neves 85 (65.9) 59 (71.1) -
Asian 76 (56.9) 41(519)
Racs, no. (%) Wi 49 (38.) 37 (46.8) Gated Primary Endpoints: PFS by blinded independent central review (BICR) in ITT-Pembrolizumab*and ITT population
Other 4632) 1(13) Secondary Endpoints:
East Asia 75 (56.1) 41(49.4) ; . i )
Reglon of enrallment, ne. (%) - 54 (41.9) 42(508) . :zﬁ;::v ([0S, ORR, DOR], CNS [ORR, DOR, fime to progression[)
Stage IIIRIC 7(5.4) 7(8.4) . : . .
Disaase stage, no. (%) Stage IV 122 (34.6) 76 (915} Patient Reported Outcomes (NSCLC-SAQ [tertiary endpoint EORTC QLQ-C30])
0 45 (34.9) 27 (32.5)
ECOG PS, no. (%) i B11(62.8) 52 (62.7)
2 3 ES# 4 (4.8)
No/Unknwn 104 (80.6) 65 (76.3)
Srain metastases, no. () Yes 25 (19.4) 18217}
Negative 31 (24.0) 12 (14.5)
PDL-1 expression, no. (%) Posifive (21%) 55 (42.6) 39 (47.0)
Mssing 43 (333) 32 (38.6)
KIFSB-RET 54 (419) 11(49.4)
CCOCE-RET 13(10.) 8(96)
RET fuslon partner, no. (%) Oither 4(3.1) 3(3.6)
POSIVe (pariver undsfined) 58 (45.0) 31 (373)




NSCLC con fusiones de RET s 5,
LIBRETTO-431: Selpercatinib = Eficacy GeCP

lung cancer
research

Primary Endpoint: PFS by BICR

ITT Population e T It |
"~ 1 I Median foll of ~18 H. H 4 -
ITT-Pembrolizumab Population o (Wedian folow-up o ~18 mo) . Selpercatinib mejord de forma ;
h HR: 0.482 (95% CI, 0.331 - 0.700), p<0.001 . y g . . . -
" HR: 0.465 (95% C1, 0.309- 0.699), p<0.001 i} ‘ " 1 estadisticamente significative !
— LY 4 |
s ¥ — £ Separstink ; en las poblaciones pre- :
= elpercatini % &0 mPkFa; £5.4 mo | . g
2 mPFS: 24.8 mo c 05% CI: 17.3, NE .
" 05% 165, NE P , T SR especificadas !
% 4 | Control E “ El%i;t;?lﬁi mao
k-] mPFS: 11.2 mo in A
% ol (85% CI; 8.8, 16.8) % » (95% Cl: 8.8, 16.8)
1] . 1] .
] 6 12 18 b 30 6 0 & 12 18 2 30 36
Mo. at Risk Worihs Mo. gt Risk Month
- S B “ 2 g -0 S “ i ; :
ORR, DoR
Systemic Outcomes
Selpercatinih Control I '''''''''''''''''''''''''''''''''''' I
N= 129 N= 83 - Mayor ORR y DoR con selpercatinib -
{HHJ uf{n BS? 651 —————————————————————————————————————
Median DOR, mo (85% Cl) 24.2 (17.9, NE) 11.5(9.7,23.3)

Cuerall Sunvival immature (cznsoring rate ~B0%) and confounded by crossover [75% effctive rate)'-
HR 0961 (95% CI 0 503, 1.835)



NSCLC con fusiones de RET s 5,
LIBRETTO-431: Selpercatinib = Eficacy GEecCP
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Incidencia acumulada de MTS cerebrales

Patients with and without Baseline CNS Metastases Intracraneal ORR, DoR y PFS
0. (N=192)
= Intracranial Outcomes®
o 80 Cause-specific HR': 0.28 (95% CI, 0.12, 0.68) Selpercatinib Control
2 N= 17 N=12
]
i Intracranial ORR, % 82.4 56.3
g . Control Intracranial CR, % 35.3 16.7
: 230(13311) 12-mo Intracranial DOR Rate,_% (95% Cl) _ 760 (422 916) 625 (142 893)
E ¥ ' Selpercatinib Median Intracranial PFS, mo (95% CI) 16.1 (8.8, NE) 10.4 (3.8, NE)
a [~ 12-mo CIR (95% ClI):
0 - — | | 5.5% (22,108)
0 1] 12 18 24 ki 36
Me. of Events Meniths
Selpercatinih 0 3 B 7 g g £
Control 0 B 13 13 13 13 13
Risk of CNS Progression
Selpercatinib Contral
Without CNS Metastases at Baseline [N= 99) {H= 51)
12-month CIR, % {95% CI) 11%(01,52)  14.7% (5.7, 27.6)
Cause-spacific HR' (5% CI) 0.17 (0.04, 0.59)
Selpercatinib Control
With CHS Metastases at Baseline [N=21) (H= 21}
12-menth CIR, % {95% C1) 25.7% (8.8, 46.7)  33.3% (143, 51.8)
Cause-specific HR' (35% CI) 0.61(0.19, 1.92)




NSCLC con fusiones de RET s g
LIBRETTO-431: Selpercatinib = Safety GEecCP
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Selpercatinib (N= 158) ‘ Control (N=98)

AST increased 13% 3% b
ALT incressed 2%, % B Selpercatinib Control
Hypertensian M= 158 M= 88
Diarrhoea Median time on treatment, months % SD 167183 9872
Cedema Any AE, n {95} 158 (100.0) g7 (99.0)
Dry mosth AE Grade =3 111 {70.3) 56 (57.1)
Bloed blirubin increassd Deaths due to AE, n {%4) 744 i
Rash N I 1% . Related AE (manuiion and sudden desth) 2(1.3) 0
Ftigue _ AFs Ieading fo disconfinuation, n (%) 16 (10.1) 2(20)
T“"""tm 2; AEs laading 1o any dose adjustment, n (%) 123 (77.8) 74 (75.5)
AEs leading to dose reduction 81(51.3) 28 (28.6)
Abcdominal pain

Blaad creatining inoreased
Neutrapnia

Constipat on

ECG AT pralonged
Decreased appetite
Pyrezia

Yoimiting

Haesea

g #7
-
=

i =
w1
1%

Anasmia 1%

Prurihas

[ Grade <3 [ Grade 23 [ ] Grade <3 [ Grade 23



NSCLC con mutaciones de KRAS G12C e
KRYSTAL-7 Gecp

Study Design: Phase 2 Cohorts
KRYSTAL-T7: Efficacy and Safety of Adagrasib
With Pembrol.llzumab in Patients With Key Eligibility Criteria
Treatment-Naive, Advanced Non-Small Cell Lung
Cancer (NSCLC) Harboring a KRAS®12¢ Mutation = Advanced, unresectable or
Marina C. Garassino' Wilemin S ME Theelen2 Robert Jotte®. metastatic NSC'—_G with Key Study Objectives
Janessa Laskin®, Filippo de Marinis®, Carlos Aguado®, Firas Badin’, KRASE12C mutation? Cohorts 1a and 2° Pri dooint- ORR (REC|ST 11
Izabela Chmielewska?, Maximilian J. Hochmair®, Shun Lu'®, Emest Nadal™", _ _ - = Primary endpoint: v1.1 per
éju.’;i)sm“:c',ifé‘j”én?m;"&'.;;ﬂ, Ne:;?:._ Spi,”a"ﬂfgas;:f;;sf = No prior systemic therapy for Adagrgmb UL ELD investigator assessment)
Joyoe HE‘S, Richard Chao“, Pasi A Janne'® |Oca||y advanCEdf‘ metastatic Pen-lbrOHZU”.lab 20{} mg QSW
Saiono N=148 = Secondary endpoints: DOR and PFS (per
_ investigator assessment), OS, safety, PK
= Stable brain metastases
allowed
= Known PD-L1 TPS score®

= We report safety in all treated patients (N=148) and efficacy in patients with PD-L1 TPS 250% (n=51¢) from the KRYSTAL-7 study
evaluating adagrasib® + pembrolizumab (200 mg IV Q3W) in treatment-naive patients with NSCLC harboring a KRAS®'? mutation

= Median follow-up for all treated patients, 8.7 months; PD-L1 TPS =50%, 10.1 months

Cohort 1a;: PD-L1 < 1%
Cohort 2: PD-L1 = 1%



NSCLC con mutaciones de KRAS G12C

KRYSTAL-7

KRYSTAL-T7: Efficacy and Safety of Adagrasib

With Pembrolizumab in Patients With
Treatment-Naive, Advanced Non-Small Cell Lung
Cancer (NSCLC) Harboring a KRAS®12¢ Mutation

Marina C. Garassino!, Willemiin S.M.E. Theelen?, Robert Jotte?,
Janessa Laskin®, Filippo de Marinis®, Carlos Aguado®, Firas Badin’,

lzabela Chmielewska®, Maximilian J. Hochmair®, Shun Lu'®, Emest Nadal'",
Gyula Ostoros'2, Enriqueta Felip'?, Alexander |. Spira®, Cassie Lane®,
Joyce He'®, Richard Chao'®, Pasi A. Janne'®

Key Eligibility Criteria

Advanced, unresectable or
metastatic NSCLC with
KRASC'2C mutation®

No prior systemic therapy for
locally advanced/ metastatic
diseaseP

Concurrent 400 mg BID Adagrasib + Pembrolizumab

lung cancer
research

Study Design: Phase 2 Cohorts

Key Study Objectives
Cohorts 1a and 2°
Adagrasib 400 mg BID +
Pembrolizumab 200 mg Q3W

N=148 )

= Primary endpoint: ORR (RECIST v1.1 per
investigator assessment)

Secondary endpoints: DOR and PFS (per
investigator assessment), OS, safety, PK

1d efficacy in patients with PD-L1 TPS =50% (n=51¢) from the KRYSTAL-7 study
IV Q3W) in treatment-naive patients with NSCLC harboring a KRAS®12¢ mutation

hs: PD-L1 TPS 250%, 10.1 months

Cohort 1a: PD-L1 < 1%

All Patients PD-L1 TPS =250%
(N=148)

Median age (range), years 67 (40-90) 66 (40-80)
Female, n (%) 71 (48) 28 (52)
Race, n (%)

White 113 (76) 42 (78)

Black or African American 5(3) 3(6)

Asian / Other® 26 (18) 9(17)
ECOG PS, n (%)

0/1 57 (39) /91 (61) 18 (33)/ 36 (67)
Smoking history, n (%)

Never smoker 2(1) 0

Current smoker / former smoker 32(22) 1 114 (77) 12(22) /42 (78)
Baseline metastases, n (%)

Bone 46 (31) 17 (31)

CNS 21 (14) 9(17)

Adrenal 28 (19) 9(17)

Liver 24 (16) 10 (19)

Cohort 2: PD-L1 = 1%




NSCLC con mutaciones de KRAS G12C .

KRYSTAL-7: Eficacy Geck
ORR in patients with PD-L1 = 50% PFS in patients with PD-L1 = 50%

20
£ 1.0
3 0
® Median PFS was not reached (95% ClI, 8.2—NE)
m 2 (median follow-up, 10.1 months)
£ = 084
g 27 g
E ———————————————— --B--B8-- X EE 60.8%
S 404 2 067
= £
o @ :
= 2 i
£ ~60 £ 04+ i o
E B Complete Response? § 1 -y PFS: 60'9 A’
X _gp4 ) e :
-E B Partial R_wponse g 02 E
Stable Disease o
_100 - M Progressive Disease
Evaluable Patients 0.0+ Censored .
I I 1 I I 1 I 1
= Confirmed ORR was 63% (32/51; 95% CI, 48-76) and DCR was 84% (43/51; 95% Cl, 71-93) 0 ’ ° Y onthe B b :
Patients at Risk
= Of those patients who experienced any grade hepatotoxicity?, ORR was 70% (14/20; 95% CI, 46-88) TPS 250% 51 38 31 2 8 4 1 0

Mediant time to response 1.4 m
DoR not reached (95% CI, 12.6-NE)



NSCLC con mutaciones de KRAS G12C ————
KRYSTAL-7: Safety Gecp
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TAES
Concurrent 400 mg BID Adagrasib + Pembrolizumab (N=148)

Most Frequent TRAEs?, % - oy ,

Any grade Grade 1 Grade 2 Grade 3 Grade 4 2 grado 5: neumonitis Yy heumonia
Nausea 51 28 20 3 0 0 — 0
A—— 1 23 . 5 0 TAES 18%, grado >3 en 5%
ALT increase 38 15 13 9 1 Reduccion de adagrasib 46%
AST increase 32 10 8 13 1 . . ., .
Vomiting 29 17 ¥ 1 0 Disontinuacion adagrasib 5% y de
Fatigue 26 12 10 4 0 pembrolizumab 11%
Decreased appetite 24 14 9 1 0
Lipase increased 24 3 9 10 1

Liver treatment-related AEs

Concurrent 400 mg BID Adagrasib + Pembrolizumab (N=148)

Most Frequent Liver TRAEs, %

Any grade Grade 1 Grade 2 Grade 3 Grade 4 <1 O%
ALT increase 38 15 13 9 1 4 )
AST increase 32 10 8 13 1 No razon para discontinuar
Hepatitis 4 0 2 2 0 . . ’
Hopatotoxidily’ 1 0 1 1 0 Tiempo medio para resolverse 22 dias
Liver injury 1 0 1 0 0 24 (16%) fueron elevaciones AST/ALT =3
Drug-induced liver injury 1 1 0 0 0
Hepatic failure 1 0 0 1 0
Acute hepatitis 1 0 1 0 0
Immune-mediated hepatitis 1 0 0 1 0




NSCLC con mutaciones de KRAS G12C e

Glecirasib (KRAS G12C inh) + JAB-3312 (SHP2 inh) Gecp

research

Estudio Fase 1

Phase 1/2a [NCT05288205) Dose exploration/optimization Dose expansion
* Primary objective: Safety and tolerabiity « Prnmary obyective Efficacy
| « Secondary objective. Efficacy, PK + Secondary objective Safely and tolerabiity ORR NSCLC KAS G1 2C
Glecirasib + JAB-3312
/ \ 3mg [11] (" Cohort 1-NSCLC R
Key eligibility criteria . Prhe;tously untreated with KRAS G12C ORR 62.1 %
+ Locally advanced or metastatic inhibitor
advanced solid tumors harboring + Previously received s2 lines of systemic 1 L 6 5 i 5%
KRAS p G12C mutation who have \__therapy y,
failed or lack SOC or are unwiling > 1 L 552%
e et § e 1
° asur . « Pr treated with KRAS G12C
defined by RECIST v1.1 m,:;:?;s,y . £
* ECOG0-1 + Previously received <3 lines of systemic DC R 1 OO%
\. No active brain metastases / L therapy F
~ B :
Cohort 3-Other solid tumors DOSIS 800 mg * 2 mg
* No previous use of KRAS G12C inhibstor (o)
\\\ \ y ORR 86.7%




NSCLC con mutaciones de RAS e

Glecirasib (KRAS G12C inh) + JAB-3312 (SHP2 inh) Geck
TRAE
400mg QD

AB-3312 2mg [1/1) 3mg [1/1] 2mg [1/1]
Patients enrolled** (N=35) (N=30) (N=49)
TRAE ‘ 34 (97.1%) 28 (93.3%) | 45 (91.8%)
Grade 3 or 4 TRAE ‘ 17 (48.6%) 7 10 (33.3%) | 18 (36.7%)
SAE (related to treatment) | 4(11.4%) ﬁ 1(3.3%) _ 3 (6.1%)
TRAE leading to glecirasib 0 0 1(2.0%)
discontinuation . | .
TRAE leading to JAB-3312 4(11.4%) 1(3.3%) 1(2.0%)
discontinuation

Grado 3: hipertrigliceridemia, toxicidad hepatica, neutropenia y edema



NSCLC con mutaciones de RAS -
P

RMC-6236 . Be
Estudio fase 1 ialodas.
RMC-6236
RMC-6236 10-600 mg QD
NSCLC? PDAC?
N =46 N=65
Age, median (range), years 65 (31-83) 64 (30-86)
Female, n (%) 25 (54) 31 (48)
ECOG PS, n (%)
0 11 (24) 20 (31)
1 35 (76) 45 (69)
,, . . Smoking status, n (%)
Cyclophilin A Binary Complex Inhlblt:':;c;;?cz':nplex Current 2 (4) 2 (3)
Past 28 (61) 14 (22)
Never 16 (35) 49 (75)
Number of prior anti-cancer _
G12D therapies, median (range) i, SCisk)
20 (44) Select type of prior anti-cancer
NSCLC therapy/regimens, n (%)
Checkpoint inhibitor® 44 (96) -
Platinum-based chemotherapy 46 (100) -
- FOLFIRINOX - 45 (69)
2 (4) G124 1(2) Gemcitabine + nab-paclitaxel - 49 (75)

4 (9)




NSCLC con mutaciones de RAS s g

RMC-6236 Be
Patients with NSCLC and PDAC Treated at 280 mg QD (N = 111)
Maximum severity of treatment-related AEs Grade 1 Grade 2 Grade 3 Grade 4 Any Grade
TRAESs occurring in 210% of patients, n (%)
Rash? 58 (52) 25 (23) 7 (6) 0 90 (81)
Nausea 40 (36) 11 (10) 0 0 51 (46)
Diarrhea 28 (25) 14 (13) 1(1) 0 43 (39)
Vomiting 30 (27) 7 (6) 0 0 37 (33)
Stomatitis 13 (12) 9 (8) 2(2) 0 24 (22)
Fatigue 11 (10) 6 (5) 0 0 17 (15)
Other select TRAES, n (%)
ALT elevation 8 (7) 1(1) 0 0 9 (8)
AST elevation 8 (7) 0 0 0 8 (7)
Electrocardiogram QT prolonged 1(1) 0 0 0 1(1)
TRAESs leading to dose reduction®, n (%) 0 10 (9) 5 (5)° 0 15 (14)
TRAESs leading to treatment discontinuation, n (%) 0 0 0 1(1)¢ 1(1)




NSCLC con mutaciones de RAS
RMC-6236

Best % Change from Baseline in Target Lesion
o

-l

o

o
J

w
o
L

o
o
1

-100 -

KRAS G12X NSCLC patients
Evaluable for Efficacy (N = 40)?

80mg QD
PD B 120mgap M 300 mg QD
B 6omgaD |l 400 mg QD

—> On Treatment
PD

PD
SD SD SD
M2 Do

CR

200/220 mg QD (per RECIST 1 '1 )

SbDAVVDVADVDVADDVVDVDSDDVDDVDVVDDVDVVDVYV
5 6 56 8186 6 11195 6 6 6 11 6 6 18 6 13121912 6 6 6 4518 13 5§ 26 6 27 11 27 12 17 12 27 13

Iniciativa cientifica de:

lung cancer
research

Best overall response, n (%)

CR 1(3)
PR 14 (35)
SD 19 (48)
PD 5(13)
NEP 1(3)

ORR, n (%) 15 (38)
Confirmed, n 12

DCR (CR+PR+SD),

n (%) 34 (85)

Median time to response 1.4 m
Median time on treatment 3.1 m



NSCLC con mutaciones de RAS
HRS-4642 KRAS G12D inhibitor

Any AE, n (%)
Grade 23

Any TRAE, n (%)
Grade 23
Leading to dose reduction
Leading to dose interruption
Leading to treatment discontinuation
Leading to death

Serious

18 (100%)
9(50.0%)
18 (100%)
6 (33.3%)"
0
8 (44.4%)
0
0

1 (5.6%)t

Safety

All patients
(n=18)

TRAESs occurring in >2 patientsi

Hypercholesterolaemia
Infusion related reaction
Proteinuria 38.9

Anaemia 38.9
Hypertriglyceridaemia 38.9
Lipase increased
Hypoalbuminaemia
Hyperglycaemia

ALT increased

Platelet count decreased
Hypercalcaemia
Hypocalcaemia

Pyrexia

Asthenia

Neutrophil count decreased
WBC decreased

AST increased

Grade 23
Bl Grade 1-2

[ T T 1
0 20 40 60

Incidence rate (%)

Best change from baseline in target lesion (%)

Phase 1 study N =18

Eficay

All tumors (n=18)

Iniciativa cientifica de:

o’
GeCP

lung cancer
research

NSCLC (n=10)

BoR 1 PR, 11 SD, 2 non-CR/non-PD

DCR 77.8% (14/18)

Patient with target

0,
lesion shrinkage* 53.8% (7/13)

1 PR, 7 SD, 1 non-CR/non-PD
90.0% (9/10)

62.5% (5/8)

50 ‘ CRC

40|

- | NSCLC
2]
104 NSCLC

o |

m 15mg
| 50 mg
™ 100 mg
200 mg
W 300 mg

o

220

230

-40 |

-50

CRC |
NSCLC NSCLC |
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NSCLC con mutaciones HER2
DESTINY-Lung 01 & DESTINY-Lung02: Brain mets

DESTINY-Lung01?
+ Unresectable/metastatic
nonsquamous NSCLC ->
+ Relapsed from or is refractory to
standard treatment
+ Measurable disease by RECIST v1.1 TR Cohort 2 expansion: Endpoints
+ ECOGPSof0or1 ; HER2m - : :
T-DXd 6.4 mg/kg Q3W In patients with and without
+ Locally reported HER2m (Cohort 2) oty " | T-DXd 8.4 mgikg Q3w T-DXd 5.4 mg/kg i)
+ Asymptomatic BM allowed" bl DL-02 + Systemic cORR per BICR
BM (n = 32) + Systemic DoR per BICR
ESTINY-Lung02® Non-BM (n =70) + Sites of progression per
Metastatic HER2m NSCLC p—y— ?IIECATE
. . . B ® S
* 21 prior anticancer ‘he:fy (2L#), Q3w Pooled T-DXd 6.4 mglkg KTy
including platinum-bas n=102 DL-01 HER2m/DL-02 In patients with measurable
chemotherapy BM (n = 54) baseline BM:*
+ Measurable disease per RECIST v1.1 3, . |C-
P T-DXd 6.4 mg/kg Non-BM (n = 87) o5l
+ ECOGPSof0or1 Q3w E per
+ Locally reported HER2m n=50 * IC-DoR per BICR

+ Asymptomatic BM allowed®

Pacientes de similares caracteristicas a la poblacion general
Respuesta similar en pacients con o sin BM
Similar eficacia en BM tratadas o no en pacientes con BM basales

Iniciativa cientifica de:

o’
GeCP

lung cancer
research

Measurable BM at Baseline

DX g/kg Pooled T-DXd 6.4 mg/kg
DL-( DL-01 HER2mI/DL-02
z BM
n=30

IC-cORR, n (%)? 7 (50.0) 9 (30.0)

95% CIb 23.0-77.0 14.7-49.4

CR 3(21.4) 0

PR 4 (28.6) 9 (30.0)

sD 6 (42.9) 13 (43.3)

PD 1(7.1) 4(13.3)

NE® 0 2(6.7)

Missing 0 2(6.7)
IC-DCR, n (%)? 13 (92.9) 22 (73.3)

95% CIP 66.1-99.8 54.1-87.7
IC-DoR, months®

Median, (95% CI)® 9.5 (3.6-NE) 4.4 (2.9-10.2)

12/14 (86%) patients with measurable BM receiving
T-DXd 5.4 mg/kg and 21/27 (78%) in the pooled

6.4 mg/kg group experienced a reduction in brain lesion
size from baseline as their best overall response




cientifica de:

Conclusiones )
GecCP

* Selpercatinib nuevo estandar de tratamiento en pacientes con
fusiones de RET

* Adagrasib + pembolizumab mayor eficacia que pembrolizumab
en pacientes KRAS G12C con PD-L1> 50%

* Nuevos inhibidores de KRAS G12X con eficacia y seguridad

* Transtuzumab Deruxtecan eficaz en metastasis cerebrales
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