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ADC’s: nowaday’s oncology revolution

Dumontet C, et al Nature reviews drug discovery 2023 https://doi.org/10.1038/s41573-023-00709-2

2026
>200 nuevos ADC’s en desarrollo





ADC

Conceptos básicos ADC’s

ADC’s aprobados

ADC’s desarrollo: datos fase 1/2

Retos futuros

Conclusiones



Estructura ADC

intratumoral.



Nguyen, T.D, et al. Cancers 2023, 15, 713. https://doi.org/ 10.3390/cancers15030713

1. Target-independent toxicity: ADC uptake 
into non-malignant cells 

Nonspecific endocytosis 
Macropinocytosis and micropinocytosis 
Binding to Fc receptors 

2.On-target, off-tumour toxicity: target antigen
may be expressed on normal cells and contribute 
to target antigen–dependent uptake of ADCs 

Bystander effect (off-target, off-
tissue toxicity): membrane-
permeable drug payloads diffuse from 
target cell into neighbouring cells 
May be beneficial if the neighbouring 

cell is cancerous, or detrimental if 
neighbouring cell is healthy 

ADC, antibody-drug conjugate; FC, fragment crystallizable; MOA, mode of action.  

Mechanism of action & ADC’s efficacy and toxicity

https://doi.org/


ADC by target in OC





Mirvetuximab soravtansine
DM4; cleavable; DAR: 4; bystander

Target: RFalfa



Moore et al, NEJM 2024. Figures excerpt taken from Van Gorp T, et al. Presented at SGO 20254

Cleavable 
linker

Target: RFalfa



Trastuzumab deruxtecan: 
(Topo1i, DAR: 8, cleavable, bystander)
Destiny panTumour 02

Target: Her-2

ORR: 45.0% (95% CI, n=40 [29.3–61.5])
IHC3+: 63.6% (n=11 [95% CI, 30.8–89.1])
mPFS: 5.9 months (4.0–8.3) 
mOS: 13.2 months (8.0–17.7) 

Meric-Bernstam F, et al JCO 2023 DOI https://doi.org/10.1200/JCO.23.02005



• Primary: 
Pfs by ICR in the 
Her2 IHC 3+/2+ 
population

• Key secondary: 
OS in the Her2 IHC
3+/2+ population  

Antonio González-Martin et al, ESMO Gyn Cancer 2025



ADC’s en Desarrollo: 
Datos de EC fase I/II



PROC PSOC Maintenance

CT/anti-angiogenic 
combination

1L maintenance BMK 
selected

Developmental scenarios for ADC’s



Mirvetuximab soravtansine:
PSOC IMNG853-420 fase 2 FOLR1≥ 25%

Target: RFalfa

mPFS: 11 mo

Konecny GE, SGO 2026



Mirvetuximab soravtansine:
PSOC IMNG853-420 fase 2 FOLR1≥ 25%

Target: RFalfa

Konecny GE, SGO 2026



AGO-OVAR2.34 / MIROVA
Randomized Phase II trial in FRα-high recurrent ovarian cancer

Key Eligibility

Inclusion:
• Recurrent 
OC/FT/peritoneal
• FRα high
• ≥1 prior 
chemotherapy
• Platinum eligible
• No bevacizumab

BRCA:
• WT or mutated + prior
PARPi

1:1

Experimental
Carboplatin + MIRV (6 cycles q21d)
→ MIRV maintenance

Control
Platinum-based chemotherapy (6 cycles)
→ PARPi or SOC

Primary Endpoint
• PFS (RECIST 1.1 
modified)

Key Secondary
• OS
• ORR
• Quality of life

n=136 patients | NCT04274426

Target: RFalfa



GLORIOSA: Phase 3, multicenter, open-label study of mirvetuximab soravtansine (MIRV; 
FRα ADC) + bevacizumab vs bevacizumab in PSOC with high FRα expression

Target: RFalfa

NCT05445778



Target: RFalfa
Sofetabart mipitecan: cohort A2 PROC
Topo 1 inh; cleavable; DAR 8

Median 5 L (1-11)
96% PR
Previous lines: 17% mirv/88% bev/ 66%
iparp
>60% cORR in prior MIRV and other 
ADC-exposed patients 
Low rates of G1-2 neuropathy (7%), ILD 
(4%), vision blurred (4%) or alopecia (4%)
Comparable efficacy and safety to the 
entire PROC population 

Ray-Coquard I ESMO 2025; Bavana P, SGO 2026



Framework 01 Sofetabart mipitecan: PSOC & PROC
Target: RFalfa

NCT07213804
NCT07213804: RECRUITING



Ritanabart sesutecan (Rina-S): Rainfol 01 fase I
Topo1i, DAR:8 , cleavable, bystander

Target: RFalfa

Lee EK, et al. SGO 2024



AGO 86 ENGOT-ov86 RAINFOL-OV2 PRO1184

Key Eligibility

Inclusion:

• Platinum resistant ovarian cancer

• 1–4 prior therapies
Treatment with all the following: 

• Platinum chemo
• Bevacizumab (unless contraindication)
• PARP (if BRCA mutated)
• Mirvetuximab (if FRα-high)

• ECOG 0 or 1

• RECIST v1.1 measurable

• FRα results must be available

• Enrollment regardless FRα

Exclusion:
• Prior ADC topo 1 inhibitor
• Platinum refractory ≤ 91 days

~530 Subjects (21 months)

Rina-S (120 mg/m² D1; q3w)

Investigator Choice
PLD: 40 mg/m² q4w
Paclitaxel: 80 mg/m² D1,8,15 q4w
Gemcitabine: 1000/800 mg/m²
Topotecan regimens

Stratification factors:
• Region (US vs EU vs RoW)
• Prior therapies (1 vs 2 vs 3–4)
• mirv status:  
(naive& FRα low vs naive &FR high vs mirv treated)

Primary Endpoint:
• PFS per investigator (RECIST v1.1)

Key Secondary:
• Overall Survival
• ORR

Other Secondary:
• Safety and tolerability
• DoR
• CA-125 response
• PFS2
• PROs

NCT 06619236: Active not recruiting

Target: RFalfa

R 1:1



Mocertatug rezetecan (Mo-Rez): Behold1 fase 1
(Topo1i, DAR6, cleavable, bystander) Target: B7H4

B7H4 + 97% 
Follow up: 6,1 m
ILD 3% g1-2 all cohorts

Oaknin et al, SGO 2026



Mocertatug rezetecan (Mo-Rez): PSOC fase 1&2 asian

Wang et al, ESGO 2026 Yuan et al, ESGO 2026 

Target: B7H4



Endpoints

• PFS (BICR)
• OS

Pr
im

ar
y (

Du
al)

• ORR, DOR, PFS (inv) 
• ORR, DOR (BICR)
• PFS2
• Safety, Tolerability
• HRQL
• PK/Immunogenicity

Se
co

nd
ar

y

R
1:1

Mo-Rez   GSK’584 
N = 225

Physician’s Choice until PD
(paclitaxel, PLD, topotecan, gemcitabine)

N=225

• ≥18 yrs old
• 1-3 prior lines*
• HGS or HGE Platinum-resistant (<6 month after completion 

of plat-based therapy)
• Prior Mirv, bev, PARPi if candidate and treatment available
• Measurable disease
• FFPE tissue
• Primary platinum refractory excluded
• Prior B7-H4 and topo1i excluded

Ke
y e

lig
ib

ilit
y

Intervention1

1. ClinicalTrials.gov identifier NCT07286266. Available at: https://clinicaltrials.gov/study/NCT07286266



DB-1311/BNT 324: fase I/II PROC/CC
 (topo I inh/ cleavable/DAR: 6/bystander effect +)

Target: B7H3

Winer S et al, SGO 2026



SYS 6043 (topo I inh/cleavable/DAR: 6/bystander effect +)
• Fase I/II cohortes expansión (CC, EC, OC)
• Dosis optimizada 6 mg/kg
• OC: 91,8% PROC; 67% ≥ 3L; iparp previo: 61,6% ORR 53.1%,DCR 90.6% 
• No diferencias por biomarcador
• TRAEs 100% (34,3% ≥ G3; hematological, nausea; general; AST/ALT g1-2). 

Target: B7H3

Zuo J, SGO 2026



Raludotatug deruxtecan (R-DxD): fase 1, first in human
(topo1 inh; cleavable; DAR: 8; bystander)

Target: CDH6

Moore K, et al. SGO 2024,

• OC cohort: 
ORR: 48,6 %
mPFS: 8,1 m
mDOR: 11,2 m

• Safety
TRAEs grade≥ 3 (44.4%)

– Anemia: 15,6%; 
– neutropenia 11,1% 
– ILD  2 patients. Grade 2



R-DxD Rejoice fase 2/3
(topo1 inh; cleavable; DAR: 8; bystander)

Ray-Coquard I, ESMO 2025

Target: CDH6



Fase 2 optimización dosis

5,6 mg/kg optimized dose
Nausea, anemia, asthenia and neutropenia were the most common TEAEs across all 
doses

Ray-Coquard I, ESMO 2025

Target: CDH6



Napistar 1-01: TUB040 fase 1
(TOPO1i; DAR:8 cleavable: bystander)

NaPi2B

PROC HGSC
50% ORR
TRAEs g3-4: neutropenia 
21,7% anemia: 6,7%

Gonzalez-Martín A et al, ESMO 2025



Datopotamab deruxtecan: TOPO 1i, DAR 4, cleavable, bystander effect

TROPION Pan-tumor 03 PROC fase II 
• Análisis intermedio ORR 42,9% (34,6 %PR/66,7 %PS) PFS: 5,6 DOR: 5,6 

Trop 2

Oaknin et al, ESMO 2024

Ocular Surface events: 40% (g1-2)
TRAEs grade ≥3: 54,3%
1 case ILD grade 3
5,7% discontinuation



Sacituzumab Timurotecan
(topo1i; DAR: 7,4, cleavable, bystander) 

Trop 2

Wang D et al, ESMO 2024 

TRAEs ≥g 3 67,5%
Discontinuación 12,5%
Tox hematológica y GI, estomatitis ≥g 3 15%
No ILD



Sacituzumab Timurotecan: 
Trop 2

1L maintenance HRD negative +/- bev PSOC 2L maintenance+/- bev 



DB-1305/BNT325 (TOPO1i, DAR: 4, bystander)
-3 mg/kg N=30 
*ORR: 40% 
*Estomatitis 66,7%
20% g3-4

Trop 2

Rubinstein M, SGO 2025







Retos futuros

IDENTIFICACIÓN DE 
MECANISMOS DE 

RESISTENCIA

DESARROLLO DE 
BIOMARCADORES 

PRECISOS

SECUENCIACIÓN 
OPTIMA DE ADCS

EXPLORAR LAS 
COMBINACIONES 
CON Y DE ADC’S

PREDICCIÓN DE 
RESISTENCIA ADC’S



Conclusiones
• Tratamiento cáncer de ovario con la incorporación de ADC’s en rápida evolución 

pendientes de resultados EC fase III consolidados

• Mirvetuximab soravtansine primer ADC aprobado EMA en PROC con selección por 
biomarcador. 
• Incluido en guías clínicas SEOM-GEICO y ESMO

• T-DxD con aprobación tumor agnostic FDA IHC 3+

• Nuevos ADC’s con diferentes dianas, combinaciones y escenarios y nuevos retos para 
integrarlos en la práctica clínica
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