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Brustkrebs in Deutschland
-Jede 8. Frau erkrankt an Brustkrebs Oﬁ
-69.900 Neuerkrankungen pro Jahr
-18.591 Todesfalle pro Jahr
-Relatives Fiinf-Jahres-Uberleben nach UICC:
-Stadium I: 100%
-Stadium II: 95%

-Stadium lll: 75%

-Stadium IV: 31%

Quellen:
Robert Koch Institut: ,Krebs in Deutschland 2017/2018



Figure 2. Trends in Age-adjusted Cancer Death Rates* by Site, Females, US, 1930-2017
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*Per 100,000, age adjusted to the 2000 U5 standard population. Rates exclude deaths in Puerto Rico and other US ternitones. tUterus refers to utenne cervix and utenne
corpus combined. $The mortality rate for liver cancer is increasing.

Maote: Due to changes in ICD coding, numerator information has changed over time. Rates for cancers of the liver, lung and bronchus, colon and rectumn, and uterus are
affected by these coding changes.

Source: U5 Mortality Volumes 1930 to 1959, Us Mortality Data 1960 to 2017, National Center for Health Statistics, Centers for Disease Control and Prevention.
@2020, Amencan Cancer Society, Inc., Surveillance Research
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Wirkmechanismus neuer Medikamente: Oﬁ

-Cyclin-D4/6+D7-Kinase-Inhibitoren
-Immuncheckpunkt Blockade
-PARP-Inhibitoren
-PIK3CA-Inhibitoren

-Orale SERDS
-Anti-Trop2-Therapien
-Anti-Her2-Therapien
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Rb as Master-Regulator of the R-point
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The role of cyclin—-CDK complexes and the cyclin D-CDK4/6—p16—Rb pathway in the cell
cycle.

Aromatase inhibitors
(e.g., letrozole, anastrozole, —— Estradiol RTK (e.g., IGFR1)

exemestane) PI3K inhibitors
PI3K b—— (e.g,, alpelisib, pictilisib,
buparlisib, taselisib)
AKT
ER modulators | ¢ | mTOR inhibitors
(e.g., tamoxifen, fulvestrant) = HICR (e.g., everolimus)

AW

p21 — (Cyclin D
/\ CDK4/6 inhibitors

pl6 CDK4/6 | ——————- (e.g., ribociclib, palbociclib,
abemaciclib)

Cyclin B

CDKI1 PAP
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Cyclin E

CDK2 Restriction
‘ point CDK2

© 2017 American Association for Cancer Research

CCR Reviews AAGR

Debu Tripathy et al. Clin Cancer Res 2017;23:3251-3262
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The CDK?7 inhibitor samuraciclib (CT70

* Once-daily, oral, small molecule, ATP-

competitive, selective inhibitor of CDK7 S
COK1
= Synergistic with hormonal therapy in HR+ -ﬂ
breast cancer xenograft models Cell -
s onogen o~ JED
* Blocks CDK7-mediated oncogenic effects

o The cell cycle through phosphorylation
of other CDKs

o Transcription of oncogenic and anti-
apoptotic genes

Signaling by and activation of hormone
receptors (ER and AR)

Patel M, ot al Mol Cancer Ther 2018:17-11 5668

This presencation i the imeleciual prapemy of the sutsaeprepsnter, Contact him ot ¢ coombesirperial sk for permisscs to repring and for datribute
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San Antonio Breast Cancer Symposium®, December 7-10, 2021

Multiple targets and routes to resistance

Endocrine Therapy CDK4/6 inhibitors
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Alvarez-Fernandez Cancer Cell 2020

Hanker et al, Cancer Cell 2020
This presentation is the intellectual property of the author/presenter, Contact them at encurtis@stanford.edu for permission to reprint and/or distribute,



Blockade of PD-1 or CTLA-4 Signaling in Tumor Immunotherapy.

Priming phase Effector phase

Dendritic cell E T cell T cell D C_ancer cell

Activation signals
B7 CD28

\ , /
; Negativétegulation
PD-1 :
\ PD-L1 [P=a

Inhibitoky signals /

. >\\ 1
87 An:ibodyj:- Antlbo;_§ Z(Znt-body

Ribas A. N Engl J Med 2012;366:2517-2519.
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Anti-PD1-Antikorper —
-Nivolumab
Zulassung u.a. fir: MetMelanom,MetNSCLC, P 1ol cf;.
MetNiere, M.Hodgkin, MetUrothel -

-Pembrolizumab
Zulassung u.a. fur: MetMelanom, MetNSCLC

Triple-negatives MetMamma (Keynote 355) k- .
Triple-negatives fruhes Mamma-Ca (Keynote 522) \ { B
Anti-PD-L1-Antikérper o -
-Atezolizumab : 7
Zulassung u.a. fur: MetNSCLC, MetUrothel, _’1\ )_,:’
MetMamma (triple-negativ) M?‘ K:qt.hud?
-Durvalumab

Zulassung u.a. fur: NSCLC, Urothel



Poly-ADP-Ribose-Polymerase (PARP):

Multiple DNA Repair Pathways Deal with Distinct Types of DNA Damage

Single- Double- Base mismatches,
strand strand Bulky insertions
break braak adducts and delsfions Basze alkylation
L\ \ o/
TRAR AR AT AR TR, 4 \
Dioubale
strand
break ropair
BER Harmologous MHE] MER Mizmatch Curect reversal
recomination l l repair 1
Proteins  PARPI BRCA1L U7 B0 XPF MSH:2 MGMT
XRCCT BRCAZ BMAPH ERCC] MLHI
LIGASE 3 PALEZ
ATM
CHE1
CHE2
RalDS1

Lord & Ashworth: The DNA damage response and cancer therapy. Nature 2012
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Synthetic Lethality Between PARP Inhibition and BRCA1/2 Mutation

DNA damage (SSBs)

PARP inhibition —j
Impairs base excision repair

DNA replication e
(DNA DSBs or

replication fork collapse)

¥
NS E— HR-deficient tumour cell
with fi““’ HR (BRCA deficient)
’ Impaired
gﬁ:"r:d'::fd l l HR-mediated
P DNA repair

NORMAL CELL SURVIVAL TUMOUR-SELECTIVE CELL
DEATH (Synthetic Lethality)
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Olaparib for Metastatic Breast Cancer Effica cy of a PARP inhibitor in
in Patients with a Germline BRECA Mutation :
| . o ) BRCA-mutant metastatic
Fetark Rn:-'\-::'f. h‘!l.n;, ﬂ:n:'.lr::l-"ul':l Er:f"_ .-“, .ﬂh.r:-;, E .":n:-:d:e: :L:,'ﬂ‘. .'...-P'-'I II:I. .
o Pt Ry AT L e e T W e breast cancer

Anne Armstrong, MG P DL Wenting W, PO, Carsten Goesst, MD,,
Sarah Runswick, Ph.D,, and Plerdranco Conte, M.,

100
August 2017
o
= an-|
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: HR 0.58 (p<0.001)
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.E Response rate
30
£ 59.9% vs. 28.8%)
= 40 Dlaparb [M=205]
E -
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Sfandard!m:r:p]r OF BE B3 46 #4 9 25 24271 1311 1L B 7 4 4 &4 1 1 1 1 1 1 1 1 o @ 0 0




Kaplan—Meier Estimates of Survival.

A Invasive Disease—free Survival
1

aparib (106 events)

Patients

18 24

Months since Randomization

B Distant Disease—free Survival
100

urvival,

distant

No. at Risk
Olapar

Patients (%)

18

No. at Risk

The NEW ENGLAND
JOURNALof MEDICINE
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-PIK3CA-Inhibitoren
-Orale SERDS
-Anti-Trop2-Therapien

-Anti-Her2-Therapien



Cytoplasmic Growth Signal Protein-PI3K
PIK3CA-Inhibitoren: (PIK3CA)

Extracellular Growth
Die Phosphatidylinositol-4,5-bisphosphat-3- 2
Kinase, katalytische Untereinheit alpha, auch
pl10a-Protein genannt, ist eine katalytische PI-
3-Kinase-Untereinheit der Klasse I. Das humane
p110a-Protein wird vom PIK3CA-Gen kodiert.

Cell membrane

Growth Factor Receptor
{FGFR and EGFR
family members)

RAS

PI3 KINASE (KRAS, NRAS, HRAS)

(FIK3CA)

= RAF
_Idelalisib (CLL) e @& o
-Alpelisib (Mammakarzinom) = axri (8 )
M@ MEK
RK

N\
mTDRGj r@ (MAPZET

E

Cell Proliferation, Cell Survival, ; Cytoplasm

Nucleus Invasion & Metastasis
N Tumor-Induced Angiogenesis
e
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B. SERD

Selective Estrogen
Receptor Degrader

zB GIREDESTRANT
GDC-9545 (oral)




B0O41843

Previously untreated
recurrent/metastatic
ER+/HER2- BC

At least 12 months DFI
from adjuvant Al

Letrozole 2.5 mg PO QD
+placebo GDC-9545 PO QD
+palbociclib 125 mg PO D1-21
28 day cycles

Postmenopausal
or Premenopausal(a)
with ovarian

suppression

N= 3978

Stratification factors:
Visceral vs non-visceral disease

De novo/DFI from prior therapy
Post vs pre-menopausal

1:1
placebo Letrozole PO QD
+GDC-9545 100mg PO QD

+palbociclib 125 mg PO D1-21
28 day cycles

Primary EP: PFS per INV by RECIST 11

80% power for PFS HR 0.775 (27.5 10 35.5 mos)
16 months FPI to LPI, 45 months to primary PFS
One |A for PFS (@ ~32m, HR 0.76)

Secondary EP: OS, ORR, CBR, PRO

D = Day, ER+ = estrogen receptor-posilive; HER2- = HER2-negaive; PO = orally; QD = once a day.
# Premenopausal patients in both arms will receive goserelin 5C 3.6 mg on D1 of each cycle.



()—

Anti-Trop-2-Therapien



FUTURE ONCOLOGY, VOL. 16, NO. 12 | CLINICAL TRIAL PROTOCOL ©®

TROPICS-02: A Phase lll study investigating

sacituzumab govitecan in the treatment of HR+/HER2-
metastatic breast cancer

Hope S Rugo = Aditya Bardia, Sara M Tolaney, Carlos Arteaga, Javier Cortes, Joohyuk Sohn, . .
Frederik Marmeé, Quan Hong, Rosemary J Delaney, Amir Hafeez, Fabrice André & Peter Schmid Antl-Trop-Z-Theraple

30 Mar 2020 | https://doi.org/10.2217/fon-2020-0163

k-
(1) Binding, Internalization, ‘Z‘Q% Tumor cell
Degradation and Cell Cytotaxicity i
(%) Bystander Effect % \2)
[3) Intracellular SN-38 Release After ey, @ @
Internalization/DNA Damage to Targeted Cell and r"""'l"“'-'.*;,-\.\-r-\_...,.,\_

.....

Bystander Effect on Adjacent Tumor Calls

* @
Linker for SN-38
= Hydrolyzable linker for Sm:_i‘luzurrmb
payload releass govitecan
= High drug-to-antibody A
rartics (7.6:1) %?
Trop2 WL et

#
5N-38 payload M b
a4 = Matabolite of Topo | | L

inhibitar
* SN-38 more polant
than parani compound,

Humanized antl-Trop-2 %

antibody irinatecan

« Diracted toward Trop-2, 1
an epithelial antigen Tumor cell ; Call Death Dus lo
expressed on many Lysocsome u
s08d cancers ik

rop-2 is a calcium signal transducer discovered to play a role in anchorage-independent cell growth,

igration and invasion [12]. Trop-2 has been implicated in several intracellular signaling pathways, such as

MAPK, Raf and NF-kB, further contributing to tumor cell survival and progression [12,13]. Overexpressing

rop-2 has been found to be necessary and sufficient to stimulate tumor growth [13].
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Datopotamab Deruxtecan (Dato-DXd) Was Designed With
7 Key Attributes

Dato-DXd is an ADC with 3 components’2: _ _
) . . Payload mechanism of action:
+ Ahumanized anti-TROP2 IgG1* monoclonal antibody attached to: topoisomerase | inhibitor .1
+ Atopoisomerase | inhibitor payload, an exatecan derivative, via
+ Atetrapeptide-based cleavable linker High potency of payload b2
Humanized anti-TROP2 Optimized drug to antibody ratio =4 &.¢.1
IgG1 mAb Damxtelcan“
. L Payload with short systemic half-life .52
o H 1] H o H 0
N N,_.0 i
3 J ﬁwxmnr\g C“};L Y H'J\':”'H i Stable linker-payload "2
(4]
H
HyE HO '—cH, Tumor-selective cleavable linker b2
Cleavable letrapeptide-based linker F g
Topoisomerase | inhibitor payload Bystander antitumer effect e

(Dxd)

= Imaga is for Busirafive purposes only; aclual drsg posstions may vary. * Tha clinical relevance of thesa laatures is under ivesligation. © Basad on animal data.
1. Qicajima D, et al. AACR-NCI-EORTC 2018, [absiract CO26]; 2. Makada T, f al. Cham Phanm Bul 201967{3) 173-188, 3 Daiichi Sankyo Co. Lid, DS-1082. Dalichi Sankyo com. Accessed Oclober 8, 2020

it livewewdaichieaniyo. comimeda_investornmeston_relationafir_calendanTiesD0543005- 1062 %2 iSemnar', J05kdes_EN pat, 4. Krop | et al. SABCS
2019; [nbstract G5 1-03); 5, Ogitani ¥, el el Cancer Soi. 2096, 107(7): 1035-1046, ———

This presentation is the inlellectual property of the author/presenter. Contact them at |lan_Kropi@dici.harvard edu for permission to reprint andlor distribute, .



Anti-HER-Therapien



San Antonig Breast Cancer Symposiurm,
December 57, 20017

New Strategies : New anti-HER TKis

Tumour e
. i - =N
Microenvironment /" Lymphocyte

ER |r ( \ |
Viembrane \ e—ry
APC
%/\ l-\
V \

/ WBC

FeyRIll

Afatinib :
Tumor Neratinihﬁf’f
Cytosol  posiotinib
Tucatinib
Pyrotinib

Tumor
Mucleus

Cyclin D
CDK 4/6

Adapted from Gingras | et al; NaturgiReviews clinical Dnculng{ 207

This presentation is the Intellectual property of the author presentar, Contact them et martine. piccartibordetbe for parmission to reprint and/or distribute



NEUE ANTI-HER2-THERAPIEN: TUCATINIB

HERZ2 overexpression drives tumor cell proliferation, | Tucatinib is an investigational, orally bioavailable, reversible, | Tucatinib blocks MAPK and PISK/AKT signaling through

survival and metastasis in a variety of HER2+ cancers small molecule TKI that is highly specific to HER2 inhibition of HER2 kinase activity
Tucatinib binds the kinase —,
domain of HER2... HER2 JHER2  HER3 HER?
g “} ” asma mem brane
]
HER2 Ay
%'("}*
* Tucatinib /
Plasma _ & o g
membrane  BRCEEEAERLOc: : (TucaTiNg |
na iﬂt’i‘f‘.’.ﬁ?””m&"
[ mex
MAPK
with >1000 fold more
potency for HER2 than EGFR

4} cett Proliferation

- 1| cetroliteration
oS L survival
[} Metastasis

Tucatinib is an investigational agent and its efficacy and safety have not been established

Anita Kulukian et al. Mol Cancer Ther 2020;19:976-987

Molecular AAGR szessr

©2020 by American Association for Cancer Research Cancer Therapeutics



Tucatinib, Trastuzumab, and Capecitabine for HER2-Positive Metastatic
Breast Cancer

= Rashmi K. Murthy, M.D., Sherene Loi, M.D., Alicia Okines, M.D., Elisavet Paplomata, M.D., Erika Hamilton, M.D., Sara A. Hurvitz, M.D., Nancy U.

Lin, M.D., Virginia Borges, M.D., Vandana Abramson, M.D., Carey Anders, M.D., Philippe L. Bedard, M.D., Mafalda Oliveira, M.D., et al.

Article Figures/Media
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A Kaplan-Meier Estimates of Overall Survival
100+

90+ No. of Deaths/

No. of Patients

755 Tucatinib

combination Tucatinib Combination

Placebo Combination

130/410

60 624 85/202
44.9

40+ Placebo
304 combination

204 26.6

Patients Alive (%)
3
1

P=0.005

GIIIIT
0 3 6 9 12 15

T T T T
18 21 24 27 30 33 36
Months since Randomization

No. at Risk
Tucatinib combination 410 388 322 245 178 123 8 51 34 20 10 4
Placebo combination 202 191 160 119 77 48 32 19 7 5 2 1

oo

Median
Duration
(95% ClI)
mo
21.9 (18.3-31.0)
17.4 (13.6-19.9)

Hazard ratio for death,
0.66 (95% Cl, 0.50-0.88)

B Subgroup Analysis of Overall Survival
No. of Deaths/

Subgroup Total No. Hazard Ratio for Death (95% Cl)
Total 215/612 =
Age '
=65 yr 53/116 ——
<65 yr 162/496 ———
Race i
White 160/444 —=—
Nonwhite 55/168 |—-—|'
Hormone-receptor status '
Positive for ER, PR, or both 128/370 |—l—5—|
Negative for ER and PR 87242 —=
Baseline brain metastasis |
Yes 114/291 e
No 101/319 f— —
ECOG performance-status score !
0 81/298 —s— '
1 134314 —=—y
Geographic region 5
United States and Canada 148/369 =
Rest of the world 67243 f——
01 10 100
T ib Combinati Placebo Combination

Better

0.66 (0.50-0.38)

058 (0.32-1.06)
0.69 (0.50-0.95)

0.69 (0.50-0.96)
0.51 (0.28-0.93)

0.85 (0.59-1.23)
0.50 (0.31-0.80)

0.58 (0.40-0.85)
0.72 (0.48-1.08)

0.51 (0.33-0.80)
0.84 (0.59-1.20)

0.68 (0.48-0.95)
0.63 (0.39-1.03)

A Kaplan—Meier Estimates of Progression-free Survival among Patients with Brain Metastases

100~ Median
904 No. of Events/ Duration
204 No. of Patients (95% CI)
mo
704 Tucatinib Combination 106/198 7.6 (6.2-9.5)
60+ Placebo Combination 51/93 5.4 (4.1-5.7)

Hazard ratio for disease progression or death,
0.48 (95% Cl, 0.34-0.69)

P<0.001

20+ Tucatinib

combination

Patients Alive and Free from
Disease Progression (%)
w
o
1

T T T T T T 1
18 21 24 27 30 33 36

Months since Randomization

T T
0 3 6 9 12 15

No. at Risk
Tucatinib combination 198 144 78 45 14 8 2
Placebo combination 93 49 12 4 0 o 0 0 0 0 0 O

—
—
—
—
—

oo

B Subgroup Analysis of Progression-free Survival among Patients with Brain Metastases
No. of Events/

Subgroup Total No. Hazard Ratio for Disease Progression or Death (95% Cl)
Total 157/291 ——— 0.48 (0.34-0.69)
Age }’
265 yr 24/48 —_ 0.41 (0.17-1.01)
<65 yr 133/243 —— 0.51 (0.35-0.76)
Race '
White 112/199 —a— 0.49 (0.32-0.75)
Nonwhite 45/92 —— 0.45 (0.23-0.90)
Hormone-receptor status }’
Positive for ER, PR, or both 92/166 —a— 0.48 (0.31-0.75)
Negative for ER and PR 65/125 —— 0.50 (0.27-0.95)
ECOG performance-status score ‘
0 76/130 —e— 0.68 (0.41-1.15)
1 81/161 —— ' 0.34 (0.21-0.55)
Geographic region }r
United States and Canada 97/177 —— 0.43 (0.27-0.67)
Rest of the world 60/114 : 0.60 (0.33-1.08)
01 10 100

Placebo Combination
Better

Tucatinib Combination
Better




HER2CLIMB-02

End of
| i Treatment ) | Survival |
FPre-treatment | Study Treatment \ Visit | Follow-up | Status '
-« - » > |
| [ [ [ |
[ [ [ | |
[ i [ [ |
[ [ [ |
o | Tucatinib 300 mg PO BID, or placebo PO BID : | | |
= c I | [ | |
o o [ I [ [ [
o ® | | [ | |
[ow N i [ [ [ |
S [ E [ m | [ [
g o | T [ | [ [
2 | | | [ [
3 R | D1 | | | |
® | T-DM1 3.6 mg/kg IV | : : |
[ [ [ | [
| [ [ | i
| [ [ | |
Baseline Disease : Response : Response : Response : :
Assessment? | Assessment® | Assessment | Assessment | |
[ [ | | |
\V/ | Vi VvV VvV |
30-37 days Every Every
28 days 21-day cycles after last 9 weeks until | 90 days after
dose prngressicrnc prﬂgl‘ES‘SiOr‘Id




Sam Antonio Breast Cancer Symposiom,
December 57, 2007

New Strategies : New Anti-HER AntiBodies

Tumour e
Microenvironment d -~ '*~..
Margetuximab / Lymphocyte

ER [ |r f \1 Hl

APC

eviews clinical Oncology 2017

Adapted from Gingras | et al; Natu

This presentation is the Intellectual property of the author /presenters. Contact them at martine.pleccarti@bardet be for permission to reprint and/or distribute
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Samn Antonio Breast Cancer Symposium,
December 57, 2007

New Strategies : Bi-Specific AntiWs
Mi::ru]:::::;ment S‘J\ HL

APC

(
MCLA-128 /" \v

e

Tumo + HER2

Tumor

Cytosol

Lymphocyte \

o~ .

—
-~ oy,
F

Adapted from Gingras | et al: Naturd Reviews clinical Oncology 2017

This presentation s the intellectual progerty of the author/presenter, Contact them at martine. peccart @ bordet.be for permission to reprint and/or distribute
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San Antonio Breast Cancer Symposium,

New Strategies
New Antibody Drug Conjugates

MM302

Tumour — "
Microenvironment otk -~ %
Vi .
& SYD985 /" Lymphocyte
i - L
XMT1522 ; -\
ER  MEDJ4276 | ( )

Tumo

W

FeyRill

Tumor

Nucleus
Adapted from Gingras | et al! Naturg Reviews clinical Oncology 2017

=

his presertation is the inteliectual property of the author/presenter. Contact them at martine.piccartf@bordet.be for permission to repring and/or distribute

WBC



San Antonio Breast Cancer Symposiom,
December 5T, 2017

New Strategies : New Antibody Drug Conjugates

The success of T-DM1 has created a
lot of excitement around ADCs

Antibody Chemotherapy

MM - 302¢ Humanized anti-HER2  Liposomal
antibody doxorubicin
D5 —8201a° Humanized anti-HERZ  gxatecan
antibody
SYD- 0985* Trastuzumab Duocarmycin
/ L XMT - 15225 HT-19 (Humanized Auristatin
< Ty Inhibition of micratubule anti-HER2 antibody)
; e, . assernbly
B .:.". :" ""H'J Intracellulzr
AT Iys-MICC-DM 1 \L
B Mioticanes MEDI 42765 Bispecific anti- Tubulysin
—— Mot s sl HER2/HER2 antibody
el il “Disrupted intracellular trafficking

1, Borok M, Breast Concer Res, 2014; 16{2): 209; 2, Espelin CW et ol Cancer Res 2016 76(6):1517-27; 3. Ogitoni ¥ et Al Clin Cancer Res 2016 22 (20 5097-
5108; 4. Dokter W. et al Mol Concer Ther 2014, 13(11}:26158-29; 5. Bergstrom DA et al AACR Abstroct 6716, 6. Ll J ef ol Abstroct 2970

This presentation is the intellectual property of the author/presenter, Contact them at martine. piccart@hordet be for permicsion to reprint and/or distribute



ANTI-HER2: Trastuzumab-Deruxtecan (ADC: Topoisomerase I-Inhibitor)

DS-8201 / Proprietary Drug-Linker
W/ g
.\ _iq' L {Payload) |
1 —C) #

l l ﬂ
L

fﬁm

Proprietary Payload (DXd)

Mode of Action of [Fam-] trastuzumab deruxtecan or D5-8201

Funktion der Topoisomerase | in Eukaryoten:

Die eukaryotische Topoisomerase | entspannt sowohl positiv als auch negativ superspiralisierte DMA. Sie bindet mittels Hydroxygruppe eines Tyrosinrestes an das 5'-
Ende (Phosphatrest) des Strangbruches und lasst die 3'- Segmente rotieren.

Durch die fir die Vorgadnge Transkription und Replikation notwendige Entspiralisierung der gerade abgelesenen DNA-Abschnitte kommt es in angrenzenden
Bereichen der Helix automatisch zum Positiven supercoiling, einer zu starken Verwindung der DMNA-Doppelhelix, die mit Torsionskraften einhergenht. Um den
Torsionskraften entgegenzuwirken wird das positive supercoiling durch die eukaryotische Topoisomerase Typ | entspannt. Dabei verursacht die Topoisomerase Typ |
einen Einzelstrangbruch ohne dabei ATP zu verbrauchen.[?! Bei ihrem Abgang von der DNA verschlie@t sie den Bruch wieder. AnschlieRend entfernen die
Topoisomerase | & IV die negative Abweichungen des Verwindungszustandes und stellen so den physiologischen Normalzustand wieder her [2]



DESTINY-Breast05

DS8201-A-U305 (DESTINY-Breast05) Study Design |

Trastuzumab deruxtecan (T-DXd) vs. T-DM1 in high-risk HER2-positive early breast cancer
patients with residual invasive disease following neoadjuvant therapy

Key Eligibility: Stratification: Investigational Arm:
» eBC with residual disease following - Surgical status at presentation Trastuzumab deruxtecan
neoadjuvant therapy (operable vs inoperable) (T-0Ad; DS-8201)
) ) . Day 1 every 3 weeks for
= Completion of necadjuvant therapy * Post-neoadjuvant pathologic 14 cycles (N=800)
including trastuzumab followed by nodal status (positive vs
surgery negative)
+ High-risk** of recurrence (inoperable » Tumor harmone receptor (HR) Control Arm:
at presentation or node positive) status (positive vs negative) Trastuzumab emtansine
. T-DM1)
. ly confi . ' (
Centrally confirmed HER2 status t}:,ERE targatglud negadjlul.fant Day 1 every 3 weeks for
« ECOG PS: 0-1 erapy (single vs dual) 14 cycles (N=800)
*Neoadjuvant therapy to include at least 16 weeks of total systemic : .
treatment in the preoperative seftting, including: ) Endpoints:
+ Atleast 9 weeks of HER2-targeted therapy including trastuzumab * Primary:
(with or without pertuzumab) and, - IDFS (Invasive disease-free survival)
= Al least 9 weeks of taxane therapy = Secondary:
**High-risk definitions: - DFS (Disease-free survival)
* Inoperable: Inoperable breast cancer at presentation with residual — DRFI (Distant recurrence-free interval)

invasive cancer in the breast or axillary nodes.

. _ _ — BMFI (Brain metastases-free interval)
* Node-positive: Metastalic disease in axilary node(s) folowing 0S (Overall ival
necadjuvant therapy irrespective of presence or absence of residual - ( rall survival)
invasive cancer in the breast, — Adverse events

Additional Notes: Randomization within 12 weeks of surgery; adjuvant ’ Expluramw:_
radiotherapy and/or endocrine therapy per protocol and local guidelines. — PROs (Patient reported outcomes; QoL )

_ -~ Biomarkers associated with efficacy/safety
aBCmaarly breast cancer, ECOG PS=Eastern Cooparative Oncology Group parfarmance status, ) . )
HER2=Human epidermal growth factor receptor 2; PKepharmacokinatics, Rerandomization — PK associated with efficacy/safety
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ER/HER2 molecular cross talk
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Adapled from Giuliano M et al. Breast Care, 2013, PMID: 24415978
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Zusammenfassung:

P Cyclin-D4/6-Kinase-Inhibitoren bei ER-positiven ( )

metastasierten Mammakarzinomen — Stellenwert in der adjuvanten
Mammakarzinomtherapie wird klarer

-CDK-7-Hemmung als neuer Therapieansatz

-Immuncheckpunkt Blockade halt Einzug in die
Therapie des triple-negativen Mammakarzinomes

-PARP-Inhibitoren etablieren sich bei metastasierten
Mammakarzinomen mit BRCA1/2-Mutation

-PIK3CA-Inhibitoren bei PIK3CA-Mutationen
-Anti-Trop2-Therapien in der Metastasierung und Adjuvanz
-Orale SERDS beim metastasierten Mammakarzinom

-Neue Anti-Her2-Therapien sind am Horizont



