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Highlights

• Mamma
• Trastuzumab-deruxtecan ++
• Pembrolizumab +
• Palbociclib -

• Cervix
• Adjuvant chemotherapie -
• Immuuntherapie 1e en 2e lijn +

• Endometrium
• Pembrolizumab (+ lenvatinib) +

• Ovarium
• PARP remming +
• Mirvetuximab +

Trastuzumab deruxtecan (T-DXd) <br />vs treatment of physician’s choice in patients with <br />HER2-low unresectable and/or metastatic breast cancer: <br /> <br />Results of 
DESTINY-Breast04, a randomized, phase 3 study

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Third generation ADC: bystander effect

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Background

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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DESTINY-Breast04 Summary and Impact

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Slide 9
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OS PFS
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Slide 13

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Slide 15

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



20-6-2022

7

Slide 16
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Trastuzumab-deruxtecan

Conclusies

• Zeer effectieve antibody drug conjugate

• Eerder al bij HER2+ mammacarcinoom

• Nu ook bij HER2-low mammacarcinoom belangrijke behandeloptie

• Bystander effect zorgt ook voor toxiciteit
• doelgerichte chemotherapie = chemotherapie

• Resistentie mechanismen nog weinig bekend

• Nieuwe indicaties gaan ongetwijfeld volgen

• Kosten!

Gevolg voor pathologen

TITEL VAN DE PRESENTATIE
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CDK 4/6 remmers in 1e lijn gemetastaseerd ER+ BC

Overall Survival (OS) With First-Line Palbociclib Plus Letrozole (PAL+LET) Versus Placebo Plus Letrozole (PBO+LET) in Women With Estrogen Receptor–Positive/Human Epidermal 

Growth Factor Receptor 2–Negative Advanced Breast Cancer (ER+/HER2− ABC): Analyses From PALOMA-2

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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PALOMA-2 Study Design

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Overall Survival – ITT 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Why are there OS differences between the studies?

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

CDK4/6 remmers

• 1e lijn
• OS voordeel voor ribociclib; niet voor palbociclib; onbekend abemaciclib

• 2e lijn
• OS voordeel voor ribociclib en abemaciclib; niet voor palbociclib

• Adjuvant
• DFS voordeel voor abemaciclib, niet voor palbociclib, onbekend ribociclib

• Hebben de drie middelen toch andere effectiviteit?

• Of komt het door verschil in studie populaties (bv TFI)?
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SONIA study
optimal use of CDK4/6 inhibitors in 

advanced breast cancer

0 30

Progression-free survival

CDK4/6 inhibition as treatment
in advanced breast cancer

Endocrine therapy + CDK4/6 inhibitor

Endocrine therapy

Endocrine
therapy

Endocrine therapy + 
CDK4/6 inhibitor

Based on Paloma, Monaleesa and Monarch studies
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Primary endpoint
• Progression-free survival 

after 2 lines (PFS2)

Secondary endpoints
• Quality of life
• Overall survival
• Cost-effectiveness

Aromatase inhibitor 
+ CDK4/6 inhibitor

Aromatase inhibitor

R
(1:1)

Fulvestrant

Fulvestrant + 
CDK4/6 inhibitor

N=1050

SONIA study design

NCT03425838
BMC Cancer. 2018 Nov 20;18(1):1146

CDK4/6 remmers

• 1e lijn
• OS voordeel voor ribociclib; niet voor palbociclib; onbekend abemaciclib

• 2e lijn
• OS voordeel voor ribociclib en abemaciclib; niet voor palbociclib

• Adjuvant
• DFS voordeel voor abemaciclib, niet voor palbociclib, onbekend ribociclib

• Hebben de drie middelen toch andere effectiviteit?

• Of komt het door verschil in studie populaties (bv TFI)?
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A random ized phase I I  t r ia l  o f  fu lvestrant  or  exem estane wi th  or  wi thout r ibocicl ib  af ter  progression on  ant i -estrogen therapy p lus cycl in -dependent 
kinase 4/6 inh ib i t ion  in  pat ients wi th  unresectab le or  m etastat ic  horm one receptor  posi t ive,  HER2 negat ive breast  cancer : <br  />MAINT AIN T r ial

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Schem a

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Pr im ary Endpoin t:  Progression  Free Survival  (PFS)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Conclusion

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Optimale sequentie van CDK4/6 remmers

• 1e of 2e lijn volgt uit SONIA studie (verwacht volgend jaar)

• Treatment beyond progression?
• Maintain studie is hypothese genererend

• Andere studies lopen, bv head tot head comparisons (Harmonia studie)

Event-free Survival by Residual Cancer Burden After Neoadjuvant Pembrolizumab + Chemotherapy vs Placebo + Chemotherapy for Early-Stage TNBC: Exploratory Analysis From 

KEYNOTE-522
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KEYNOTE-522 Study Design (NCT03036488) 

Eerdere resultaten uit KEYNOTE-522
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Residual cancer burden

• Semi kwantitatieve maat voor de hoeveelheid restziekte die over is op schaal 

0-3

EFS in RCB-0

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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EFS in RCB-1

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

EFS in RCB-2

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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EFS in RCB-3

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Pembrolizumab neo-adjuvant triple negatief

• Verbetert response (meer pCR)

• Als er goede response is dan voegt pembrolizumab niets toe

• Zeer onzeker of 12 maanden behandeling nodig is
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VB: trastuzumab 6 vs 12 maanden adjuvant

HR = 0,91 (0,81 – 1,01)

Cervixcarcinoom

Conclusies

• Geen indicatie adjuvant chemotherapie
• neo-adjuvante studies lopen wel (ook met oog op fertiliteit)

• Anti-PD-(L)1 actief bij M+ in 1e en 2e lijn bij PD-L1+
• EMA registratie, CieBOM en vergoeding volgen
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Chemoradiatie ± adjuvant chemotherapie bij cervixcarcinoom

Mileshkin. Abstract #LBA3

Cemiplimab 2e lijn cervixcarcinoom OVERALL SURVIVAL

Overall Population

*Stratified by geographic region (North America vs Asia vs ROW) and Histology (SCC vs AC) according to interactive web response system. †From randomisation to data cutoff date.

AC, adenocarcinoma or adenosquamous carcinoma; CI, confidence interval; HR, hazard ratio; mo, month; OS, overall survival; ROW, rest of world; SCC, squamous cell carcinoma..

Data cutoff date: 4 Jan 2021
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No. at risk: 

Cemiplimab 

Chemotherapy

No. of

patients

Median OS (95% CI),

mo

Chemotherapy

Cemiplimab 304 12.0 (95% CI, 10.3–13.5)

304 8.5 (95% CI, 7.5–9.6)

HR (95% CI) = 0.69 (0.56–0.84)*

one-sided P=0.00011
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Pts w/  
Event

Median, mo  
(95% CI)

Pembro +  
Chemo ± Bev

44.8% 24.4  
(19.2-NR)

Placebo +  
Chemo ± Bev

56.3% 16.5

(14.5-19.4)
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Pembrolizumab 1e lijn cervixcarcinoom OS

24-mo rate (95% CI) 
50.4% (43.8-56.6)
40.4% (34.0-46.6)

HR 0.67 (95% CI, 0.54-0.84)

P < 0.001

12-mo rate (95% CI) 
74.8% (69.5-79.3)
63.6% (57.9-68.7)
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Data cutoff date: May 3, 2021.

Endometriumcarcinoom

Conclusies

• Dostarlimab en Pembrolizumab 2e lijn monotherapie bij MSI tumoren
• Dostarlimab EMA geregeistreerd, pembrolizumab nu ter beoordeling

• voldoen aan CieBOM single arm criteria (?)

• Pembrolizumab + lenvatinib 2e lijn
• EMA geregistreerd, CieBOM en ZINL volgen

• toxisch

• toegevoegde waarde lenvatinib bij dMMR?

• toegevoegde waarde pembro bij pMMR?
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Keynote-158 trial: ORR en DOR pembrolizumab in 
MSI-h
Fase-2 basket trial bij MSI tumoren (n = 79 endometrium)

1-5 eerdere lijnen therapie gehad

Pembrolizumab 200mg q 3 w

MSI bij endometrium ±30%

ORR 48% (37-60) median DOR not reached (3-50 

mnd)

J Clin Oncol 2022; 7: 752-61

GARNET trial: ORR en DOR dostarlimab in MSI-h

TITEL VAN DE PRESENTATIE

JAMA Oncol 2020; 6: 1-7

ORR 42%; 95% CI, 31%-55%

Median DOR not reached
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Lenvatinib + pembro vs physician’s choice

Ovariumcarcinoom

• Absolute winst van PARP na PARP beperkt bij ovariumcarcinoom

• Platinum minder effectief na eerder PARP (maar toch 1e keus bij interval 

>6mnd)

• Folaat receptor belangrijk voor imaging én behandeling
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Pujade-Lauraine; ESMO 2021

Platinum na PARP: SOLO-2

Olaparib vs Placebo

median 7.0 vs 14.3 months

HR=2.89; 95%CI [1.73, 4.82]

Frenel; ESMO 2020
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Non-platinum na PARP: SOLO-2

Olaparib vs Placebo

Median: 6.0 vs 8.3 months

HR=1.58; 95%CI [0.86,2.90 ]

Frenel; ESMO 2020

Mirvetuximab soravtansine met bevacizumab bij 
ovariumcarcinoom

O'Malley. Abstract #5504
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Intra-operatieve imaging van folate receptor

Tanyi. Abstract #5503

Highlights

• Mamma
• Trastuzumab-deruxtecan ++
• Pembrolizumab +
• Palbociclib -

• Cervix
• Adjuvant chemotherapie -
• Immuuntherapie 1e en 2e lijn +

• Endometrium
• Pembrolizumab (+ lenvatinib) +

• Ovarium
• PARP remming +
• Mirvetuximab +


