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Doel therapie:

Verkleinen metastasen
Minder klachten door uitzaaiingen

Langer leven

Acceptabele bijwerkingen van therapie

Behoud of betere kwaliteit van leven

Voor therapie

Na 4 maanden

Meegdes et al. J CHEMOTiRAPY 2024, VOL. 36, NO. 4, 343-350
o



s genezing nog mogelijk bij uitzaaiingen?

Meestal niet, tenzij:
* ‘Oligo’-metastasen = klein aantal, kleine uitzaaiingen
 Heel goede reactie op antitumor medicijnen

 Aanvullend bestraling of operatie mogelijk is
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Beloop hangt deels af van

Gunstige factoren
* In botten, huid en/of lymfeklieren

* Beperkt aantal uitzaaiingen

e Subtype: HR+ of HER2+

* Lang ziektevrij interval of ‘de Novo’
* Goede reactie op eerdere therapie
e Leeftijd 50-75 jaar

* Weinig bijkomende ziekten

* Goede conditie

Minder gunstige factoren
* In lever, longen, hersenen

e Uitgebreide uitzaaiingen
e Subtype: triple negatief

* Kort ziektevrij interval

* Reageert niet op therapie
* Heel jong of heel oud

* Belemmerende ziekten

* Matige conditie
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de helft in leven bij .. maanden
voor de nieuwe therapie versus
de oude therapie

No. of No.of  Median Overall
Patients Events Survival

mo
100 Ribociclib 334 181 63.9
90+ Placebo 334 219 51.4

Hazard ratio for death, 0.76 (95% Cl, 0.63—0.93)
Two-sided P=0.008

Maar dit is afhankelijk van de
kenmerken van patiénten in de
studie

Ribociclib

Patients Alive (%)
3
|

204 Placebo
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Niemand heeft exact hetzelfde
resultaat

’

2; 942-950 k‘



beloop en respons op therag

type als voorbeeld

Agressief:

Mild: hornfggqr:?::rlgpz)ie . hormoontherapie +
hormoontherapie CDK4/6i CDK4/6i +

PI3Ki*

bije toekomst



beloop en respns op therap

otype als voorbeeld var
e

Agressief:

Mild: hornfgzqr:?r?:rlgz . hormoontherapie +
hormoontherapie . P CDK4/6i +
CDKA4/6i B

hormoontherapie +/ -
PI13Ki* of mTORi of andere
CDK4/6i

hormoontherapie + ...,
chemotherapie

hormoontherapie +
CDK4/6i
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Estrogen

Ligand-dependent Ligand-independent
ER activation ER activation

ER-mediated
gene transcription

Proliferation,
differentiation, survival

Figure adapted from Bardia A, et al. ¥ Engl J Med. 2018;379:1946-53.

Advanced/Metastatic Breast Canceri-10

1LET 2L ET 3LET
—

-

ESR1-mut occur almost exclusively after ET in the metastatic setting’




SONABRE Registry

SOutheast Netherlands Advanced BREast cancer
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Overall survival (%)
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10 - Pertuzumab, trastuzumab, and docetaxel Landmark overall survival at 8 years 23%, 280 events (69%)
—— Placebo, trastuzumab, and docetaxel
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Median (95% CI). months 52.6 (—NE’ 42.7 (35.4-NE)
| HR (95% CI) 0.73 (0.56-0.94)
+ Censored
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i —+— T-DM1, 3.6 mg/kg (n = 263)
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1.0+ 1 year 2 year HR Median OS
1 1 Events/total (95% CI) P value (95% CI)
1 ] Tucatinib 24.7 (21.6-28.9)
0.8 1 combination 233/410 0.73 months
1 Placebo 137/202  (0:59-0.90) 0004 455 (154214
I combination months
I
0.6 ] |
| 51%
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1 Placebo
| combination
0.2 4 I I
1 1
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48 51 54

, 2022: 321-329
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Monoclonal antibody

- High affinity and avidity for antigenic
target

- Minimal cross-reactivity and
immunogenicity

Linker

- Cleavable: acid labile,
peptide, disulfide

- Non-cleavable: thioester;
needs lysosomal degradation

Cytotoxic drug (payload)

- Stable in systemic
circulation and lysosomes

- Low immunogenicity

1t Reviews 20




apie gekoppeld aan Trastuzu

iugate, ADC) ’

Extracellular space Q{:ﬁ
’;' Bystander
”% .
### "f.'f £ .. Neighboring

s ’f#ﬁ "’ tumor cell

Internalization
of T-DXd

Prevention of
homodimerization

Linker cleaved,
releasing
cytotoxic payload

Inhibition of
P13K/AKT/mTOR

X

—

Inhibition of cell
proliferation and survival

AKT, protein kinase B; HER2/3, human epidermal growth factor receptor 2/3; mTOR, mammalian target of rapamycin; P13K, phosphoinositide 3-kinase; T-DXd, trastuzumab deruxtecan; TK, tyrosine kinase
1. Nami B, et al. Cancers (Basel). 2018;10:342; 2. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67:173-185; 3. Ogitani Y, et al. Clin Cancer Res. 2016;22:5097-5108; 4. Geng W, et al. Eur J Pharmacol. 2024:977:176725
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-Deruxtecan | ER2-

o"-?s DESTINY-Breast06 San Antonio Breast Cancer Symposium®, December 10-13, 2024

PFS by time to progression on 1L ET + CDK4/6i and endocrine resistance
<6-mo 1L TTP* 6-12-mo 1L TTP* >12-mo 1L TTP*

1.0 =y 1.0 1.0
Hazard ratio 0.38% Hazard ratio 0.69% Hazard ratio 0.67%
»n 084 95% CI 0.25, 0.59 w 084 95% C10.43,1.12 » 084 95% CI1 0.51, 0.88
& & &
; 0.6 T-DXd (n=65) S 06+ T-DXd (n=60) o 064 T-DXd (n=168)
S TR E o mPFS: 14.0 mo = === mPFS: 13.2 mo E  frm-=-- mPFS: 12.9 mo
2 044 : S 044 T 0.4-
£ °2 2
g £ A 6.3 mo 2 A 4.7 mo
B |  TPC (n=59) h | TPC (n=52) | TPC (n=166)
mPFS: 6.5 mo mPFS: 6.9 mo mPFS: 8.2 mo
OO 1 L) T T 1 1 1 1 1 T 1 T 1 00 1 I 1 I I 1 1 I 1 1 00 1 1 I 1 I 1 1 1 1 I 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time from randomization (mo) Time from randomization (mo) Time from randomization (mo)
Number at risk Number at risk Number at risk

T-DXd 65 61 583 47 32 26 12 8 3 3 0 T-DXd 60 50 38 31 28 20 9 6 3 1 1 0 T-DXd 168 146 125 94 74 59 28 17 11 6 2 1 0
TPC 59 38 30 14 12 9 4 4 0 0 O TPC 52 34 21 11 8 7 6 3 1 0 0 0 TPC 166 114 86 62 44 33 14 8 6 2 0 0 O
Primary endocrine resistance# Secondary endocrine resistance*

T-DXd (n=128) TPC (n=140) T-DXd (n=308) TPC (n=288)

mPFS, mo (95% ClI) 12.4 (10.3, 15.2) 6.6 (5.4,7.4) 13.2 (12.0, 15.5) 9.5 (8.0, 11.1)

PFS hazard ratio (95% Cl) 0.57 (0.42,0.77)f 0.68 (0.55, 0.84)f

T-DXd improved PFS vs TPC regardless of time to progression on 1L ET + CDK4/6i
or type of endocrine resistance



Nieuwe ontwikkelingen:

e T-DXd is nieuwe 2L therapie bij HER2+ mBC (standaard)
e T-DXd icm Pertuzumab in 1L (DB-09 trial)

e T-DXd i.c.m. immunotherapie voor extra effect (studies)
* T-DXd naar vroeg-stadium borstkanker (studies)

e T-DXd bij patiénten met HER2-lage ziekte

Ontwikkeling van andere ADC'’s



ER-receptor PR-receptor

van ‘gewone’ chemotherapie
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Monoclonal antibody

- High affinity and avidity for antigenic
target

- Minimal cross-reactivity and
immunogenicity

Linker

- Cleavable: acid labile,
peptide, disulfide

- Non-cleavable: thioester;
needs lysosomal degradation

Cytotoxic drug (payload)

- Stable in systemic
circulation and lysosomes

- Low immunogenicity

1t Reviews 20




<)
X
—
Q
£
o
0
©
o
£
=]
[+
(]
bo
<
©
<
)

Change from Baseline (%)

Sacituzumab Govitecan

Chemotherapy

Patients

Progression-free Survival (%)

No. at Risk
Sacituzumab govitecan
Chemotherapy

Median
No.of No.of Progression-
Patients Events free Survival
mo (95% Cl)
Sacituzumab Govitecan 267 190 4.8 (4.1-5.8)
Chemotherapy 262 171 1.7 (1.5-2.5)

Hazard ratio for disease progression
or death, 0.43 (95% Cl, 0.35-0.54)
P<0.001

——— Sacituzumab govitecan
—— Chemotherapy

267
262

T
12

Months

145
41
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indien PD

Immune checkpoint inhibitors for TNBC

Anti-PD-1/PD-L1 antibodies

. Immune allack
Activated T cell Tumor cell death

/"\

Anti-PD1 antibody: Anti-PD-L1 antibody:

Pembrolizumab Avelumab,
Atezolizumab,
Durvalumab
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Mediaan: 23 versus 16 maanden

Pembrolizumab—chemotherapy

Hazard ratio for death, 0.73 (95% Cl, 0.55-0.95)
P=0.0185 Placebo—chemotherapy

| | | | | | | | | | | | | | | |
6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

Months

| J Med, ZOZJ
F



‘ eke chemothera




Van studiegegevens naar
de individuele patiént

Balanceren tussen gunstig
effect en bijwerkingen




chemo- en

Chemotherapy side effects

Mogelijke bijwerkingen

Q ? 1) Toilet: 6) Eetlust/drinken:
N \ ‘ buikpijn, diarree, dunne verminderde eetlust,
& of slijmerige ontlasting, misselijkheid, veel dorst
b . bloed bij de ontlasting >«

Fatigue. Hair loss. Skin changes.
7) Hart:
hartkloppingen,
' pijn op de borst i
A ) 4 I
D .

2) Ademhaling: 8) Ogen:

keelpijn, hoesten of slechter zicht, wazig of
moeite met ademhalen dubbel zien, geel kleurend
oogwit, rode pijnlijke ogen

Nausea,
vomiting, bowel | Loss of appetite, A weakened
habit changes. | difficulty eating. | immune system.

O aYs

Bladder, kidney Bruising and Peripheral
problems. bleeding. neuropathy.

OIR

Trouble remembering
Sex and fertility issues. and concentrating.

Urine:
vaker of juist minder vaak
plassen. Veranderde kleur
van de urine

§¢

3) Huid:
jeuk, roodheid of

blaasjes of schilfers
op de huid

9) Koorts:
hoge temperatuur
(boven 38.5 graden Celsius)

10) Pijn:
spier-/gewrichtspijn,

:ggm:?\; spierzwakte of stijfheid,
in uw gewicht buikpijn, hoofdpijn

F-. 5) Fitheid:
V(_\" vermoeidheid of suf

voelen
L)

11) Gevoel:
depressie, prikkelbaarheid,
ernstige vermoeidheid




en van nie
= een |c

ADCs with Topoisomerase | inhibitor payload make up majority of ADC in
clinical development
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Patients with MBC Tumour specimen Molecular profiling Target identification
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Targeted therapy
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