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Anticuerpos biespecíficosen cáncer de pulmón

ÅAmivantamab: EGFR-MET

ÅTarlatamab: DLL3-CD3

ÅIvonescimab: PD1-VEGF

ÅZenocutuzumab: HER2-HER3



Amivantamabmechanismsof action



Amivantamaby EGFR

ÅEGFRexon20 insertions

ÅEGFRmutaciones comunes (exon19 del and L858R)



1. Park K, et al. J Clin Oncol. 2021; 2. Sabari JK et al, WCLC 2020 

Antitumor activity across insertion regions of EGFR Exon 20

CHRYSALIS PhaseI: Efficacyin EGFRexon20 insertions

Park K et al. J ClinOncol2021; SabariJK et al. WCLC 2020 



Amivantamabplus Chemotherapyvs Chemotherapyas first-line treatment in 
EGFR Exon20 Insertionςmutated advancedNSCLC

GirardN et al. ESMO 2023: ZhouCet al. N EnglJ Med 2023; 389:2039-2051



GirardN et al. ESMO 2023: ZhouCet al. N EnglJ Med 2023; 389:2039-2051

Primaryendpoint: Progression-free survivalby BICR



Bestresponse and ORR by BICR

GirardN et al. ESMO 2023: ZhouCet al. N EnglJ Med 2023; 389:2039-2051



GirardN et al. ESMO 2023: ZhouCet al. N EnglJ Med 2023; 389:2039-2051

Interim overall survival



Safety profile

GirardN et al. ESMO 2023: ZhouCet al. N EnglJ Med 2023; 389:2039-2051



Amivantamaben mutaciones comunes de EGFR(exon19 del and L858R)

ÅPrimera línea: MARIPOSA

ÅSegunda línea: MARIPOSA-2



ChoBC et al. ESMO 2023; ChoBC et al. N EnglJ Med 2024;391:1486-1498

MARIPOSA: Phase3 studydesign



ChoBC et al. ESMO 2023; ChoBC et al. N EnglJ Med 2024;391:1486-1498

Primaryendpoint: Progression-free survivalby BICR



ChoBC et al. ESMO 2023; ChoBC et al. N EnglJ Med 2024;391:1486-1498

Interim overall survival



PassaroA et al. ESMO 2023; PassaroA et al. Ann Oncol2024;35:77-90

MARIPOSA-2: Phase3 studydesign



PassaroA et al. ESMO 2023; PassaroA et al. Ann Oncol2024;35:77-90

Primaryendpoint: Progression-free survivalby BICR



PassaroA et al. ESMO 2023; PassaroA et al. Ann Oncol2024;35:77-90

Intracranialprogression-free survivalby BICR



PassaroA et al. ESMO 2023; PassaroA et al. Ann Oncol2024;35:77-90

ORR and DoRby BICR



Updatedoverall survival

PopatS et al. ESMO 2024



Subcutaneousvs intravenousAmivantamab: PALOMA-3

LeighlN et al. J ClinOncol2024;42:3593-3605; Leghlet al. ASCO 2024



Å Tarla tamab  b inds both DLL3 on 

ca nce r ce lls and  CD3 on T ce lls, 

lead ing  to T-ce ll med ia ted  ca nce r 

ce ll lysis1

Å Bind ing  c rea tes a  cytolytic  synapse 

be tween T cells and  cancer cells, 

an d  can  ac tivat e T cellswi thout 

relying  on MHC I2,3

CD3

DLL3
Cancer Cell

Apoptosis

T-Cell

ExpansionCD3 Binding

Domain

DLL3 Binding

Domain

Effec tor-

fu nc tionless

Fc  Domain3

Tarlatamab

Tarlatamab Mec hanism of Ac tion1

Tarlatamabis a BiTE®(Bispecific T-Cell Engager) immunotherapy that directs 
cytotoxicT Cells to DLL3-expressing cancercells

1. Owen DH, et al. J Hematol Oncol. 2019;12:61. 2. Nagorsen D, et al. Exp. Cell Res. 2011; 317:1255-1260. 
3. Giffin MJ, et al. Clin Cancer Res.2021;27:1526-1537 



DeLLphi-300: Phase1 doseexploration/expansionstudyof Tarlatamabin 
relapsed/ refractory SCLC

Å Tar lat am ab  ad ministered  by IV infusion Q2W

Å Step -do sing  sta rting  w ith the 3 mg  coho rt 

(1 mg  run-in dose fo llowed  by ta rget dose on day 8, day 15, and  

Q2W therea fter)

Á Safety, inc lud ing DLTs, 

TEAEs, TRAEs

Primary

Endpoint

Á ORR*, DOR, TTR, PFS, OS, 

an d  PK

Sec ondary

Endpoints

Inc lusion Criteria

ÅHistolog ical ly or cytolog ical ly 
co nfirmed  SCLC 

ÅProgressed  or recurred  follow ing  
Ó 1 p la tinum-ba sed  
ch emotherapy (includ ing PD-L1 

inhib itor if SOC)

ÅÓ 2 measurab le lesions

ÅECOG performance sta tus: 0ð2

ÅIf p resent, cl inica lly/ rad iolog ica lly 
stab le b ra in metastases fo llowing  

trea tm ent

Dose Expansion
n = 34

(100 mg)

Dose Exploration
n = 73

(0.003 mg to 100 mg)

Paz-Ares L et al. J Clin Oncol2023;41:2893-2903



Resp onse N = 107*

Co nfirmed  ORR, % (95% CI) 23 (15.7ð32.5)

Best o vera ll resp o nse, n (%)

Co nfirmed  co mp lete resp o nse

Co nfirmed  p a rtia l resp o nse

Sta b le d isea seÄ

Pro g ressive d isea se

Co uld  no t b e eva lua tedÀ

No  a ssessment

2 (2)

23 (22)

30 (28)

9 (8)

34 (32)

9 (8)

0.003 mg (n = 1)

0.3 mg (n = 9)

30 mg (n = 7)Ā

0.01 mg (n = 1)

1 mg (n = 8)

100 mg (n = 13 )Ā

0.03 mg (n = 1)

3 mg (n = 9)Ā

100 mg (dose expansion) (n = 28)Ā

0.1 mg (n = 1)

10 mg (n = 16)Ā

Cohort
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Paz-Ares L et al. J Clin Oncol2023;41:2893-2903; DowlatiA et al. J ClinOncol2024;42:3392-3399

Overa ll Surviva l
Prog ression-Free Surviva l
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Tarla tamab  (N = 107*) Tarla tamab  (N = 107*)

Me d ia n: 3.7 months, 95% CI: (2.1, 5.4) Me d ia n: 13.2 months, 95% CI: (10.5, NE)

Time to response and duration of response among 38 responders (4 CR, 34 PR) Overa ll Surviva l

Am ong 17 patie nts rec eiv ing the ta rlata mab 10 mg dose, median OS was 20.3 mo nths 
(95% CI, 5.1ïNE)

DeLLphi-300: Updatedresultsand long-term outcomes

In	the	tarlatamab 10	mg	group	(n	=	17)
ORR	was	35.3%) 



DeLLphi-300: Intracranialactivity

ÅmRANO BM* analyse s (n = 16À) 

o CNS tumor shrinkage of Ó 30% in 10 of 

16 pa tients (62.5%) with baseline lesion 
of  Ó 10 mm

o Intrac rania l disease control: 87.5% of 
pa tients 

o Med ian dura tion of intrac rania l 

disease control: 7.4 months (95% CI, 
2.8 to NE)

Å CNS disease progression oc c urred in 

9 of 112 patients (8.0%)

DowlatiA et al. J ClinOncol2024;42:3392-3399



DeLLphi-300: AEsand cytokinereleasesyndrome(CRS) 

Paz-Ares L et al. J Clin Oncol2023;41:2893-2903



DeLLphi-301: Phase2 studyof Tarlatamabfor patients with previouslytreated SCLC

AhnMJ, et al. N EnglJ Med 2023;389:2063-2075



ORR = 40%

DeLLphi-301: overall response rate

ORR = 32%

AhnMJ, et al. N EnglJ Med 2023;389:2063-2075



DeLLphi-301: PFS and OS

AhnMJ, et al. N EnglJ Med 2023;389:2063-2075



DeLLphi-301: Updatedresultsfor the 10 mg cohort

Median OS was 15.2 months (95% CI, 10.8ςNE)

Sands J et al. WCLC 2024 Annual Meeting

6-mo nth* OS: 73.4% 12-mo nthÀOS: 57.0% 18-mo nthÿ OS: 46.0%

Number of Patie nts at Risk:

39 31 26 25 21 18 13 7 0

55 48 39 35 29 26 21 9 2 0
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DeLLphi-304: A Randomized, Open-la bel, Phase 3 Study of
Tarla tamab Compared With Standard of Care in Relapsed SCLC1,2

N = 509

R
(1:1)

Tarla tamab À

Cyc le 1: 1 mg  D1, 10 mg  D8 and  D15, 
and Q2W therea fter 

28-day  cyc le

SOC

Topotecan (a ll countries excep t JPN) 
Lurb inec ted in (USA, CAN, AUS, SGP, KOR) 

Am rub ic in  (JPN) 

21-day  cyc le

Ke y Inc lusion Criteria:

ÅÓ 18 years o f age

ÅHisto log ic ally or c yto log ic ally c onfirmed R/ R SCLC

ÅProgressed/ rec urred fo llowing 1 p la tinum-ba sed reg imen

ÅECOG  PS 0-1

ÅEvaluable  c anc er sample for c entra l testing

ÅMe asurab le  d isease defined per RECIST 1.1

Ke y Exc lusion Criteria:

ÅUntreated or  symptom atic  CNS metastases*

ÅRec eived more than one prior systemic  therapy reg imen 
fo r SCLC

Primary Endpoint: OS

Key Secondary Endpoints: PFS, ORR, DCR, DOR, TEAEs, PROÿ, PK

1. https:// clinicaltrials.gov/ct2/show/NCT0574056. 
2. 2. Paz-Ares et al. ASCO 2023 Poster TPS8611

DeLLphi-305: A Randomized, Open- la bel, Phase 3 Study of Tarla tamab Plus 

Durvalumab vs Durvalumab Alone as 1L Maintenanc e in Patients With ES-SCLC1,2,*

N ~ 550

R
(1:1)

Tarla tamab 10 mgÀQ2W + durva lumabÿQ4W

(28-day  cyc les)

n ~ 275

Durva lumabÿQ4W

(28-day  cyc les)

n ~ 275

Ke y Inc lusion Criteria:
ÅÓ 18 years o f age
ÅHisto log ic ally/ c yto log ic ally c onfirmed ES-SCLC
ÅCo mpleted 4 c yc les of p latinum-et oposide 

ch emotherapy with co ncu rrent durvalumab as 1L 
treatm ent o f ES-SCLC prior to  enro llment, without 
progression pe r RECIST 1.1

ÅECOG  PS 0-1

Ke y Exc lusion Criteria:
ÅSymptomatic  CNS metastases or leptomeningeal 

disease; Those with treated bra in metastases are e lig ib le
ÅPrior therapy with any se lec tive inhib itor o f the DLL3 

pa thway

Stratified by:
ÅBrain and/ or liver metastasis (Yes/No)
ÅResponse to 1L c hemo-immunotherapy (PR/CR vs SD)
ÅType of p latinum rec eived (c isp la tin vs c arboplatin)

Primary Endpoint: OS

Key Secondary Endpoints: PFS, ORR, DCR, DOR, sa fety, qua lity of life assessments

1. https://clinicaltrials.gov/study/NCT06211036. 2. PerolM et al. WCLC 2024 Poster P1.13A.02

DeLLphi-306: A Randomized, Double -Blind, Phase 3 Study of 
Tarla tamab After Concurrent Chemoradiotherapy in LS-SCLC1,2

N ~ 400

R
(1:1)

Tarla tamab  10 mg*
IV infusion on days 1, 8, and  15, then Q2W

(28-day  cyc les) for up to 12 monthsÀ

Placebo
IV infusion on days 1, 8, and  15, then Q2W

(28-day  cyc les) for up to 12 monthsÀ

Ke y Inc lusion Criteria:
ÅÓ 18 years o f age
ÅHisto log ic ally/ c yto log ic ally c onfirmed SCLC
ÅDiagnosed and treated for LS-SCLC

ÅCo mpleted 3ð4 c yc les o f p la tinum-ba sed c hemotherapy  
an d c onc urrent rad io therap y without progression

Ke y Exc lusion Criteria:
ÅES-SCLC; NSCLC that has transformed to  SCLC

Å ILD, HIV, hepatitis, or ac tive, non-infec tious pneumonitis
ÅRec eived sequentia l c hemotherapy and thorac ic  

radio therapy during c hemoradia tion
ÅPrior therapy with selec tive inhib itor o f the DLL3 pathway

Stratified by:
ÅProphylac tic  c rania l irrad ia tion (Yes/ No)
ÅDisease stage (I/ II vs III)
ÅCyc les of c hemotherapy prior to  enro llment (3 vs 4)

Primary Endpoint: PFS (by BICR, per RECIST 1.1)

Ke y Sec ondary Endpoints: OS, PFS (by investigator), ORR (by BICR and investigator), DCR, DOR, safety, time to progression, PK, 
inc id enc e of anti- ta rlata mab Ab

1. https:// clinicaltrials.gov/study/NCT06117774. 2. DowlatiAet al. WCLC) 2024 Poster P1.13A.01.

TarlatamabphaseIII trials in SCLC

https://clinicaltrials.gov/study/NCT06211036
https://clinicaltrials.gov/study/NCT06117774


Ivonescimab: Mecanismo de acción

1. ZhaoY. et al., eClinicalMedicine. 2023; 3(62): 102106; 2. Wang L, et al. J ThoracOncol. 2024 Mar;19(3):465-475; 
3. ZhongT, et al. AACR-NCI-EORTC International Conference2023.Poster #B123,Abstract #35333, Boston, MA, USA.



FangW et al. JAMA 2024;332:561-570, ZhangLi et al. ASCO 2024, abstract8508

HARMONi-A: Phase3 study in patients with EGFR+ advancedNSCLC 
progressedafter EGFR-TKI



FangW et al. JAMA 2024;332:561-570, ZhangLi et al. ASCO 2024, abstract8508

HARMONi-A: Efficacydata



HARMONi-2: Studydesign

ZhouC et al. WCLC 2024 PL02.04



ZhouC et al. WCLC 2024 PL02.04

HARMONi-2: Efficacydata



HARMONi-2: Efficacydata

ZhouC et al. WCLC 2024 PL02.04



HARMONi-2: Efficacydata

ZhouC et al. WCLC 2024 PL02.04



HARMONi-2: Safety data

ZhouC et al. WCLC 2024 PL02.04



Ongoingstudieswith Ivonescimab


