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Verlorene potentielle Lebensjahre

Frauen

. Krebskrankheiten
. Aussere Ursachen

0
ks . Herz-Kreislauf-Krankheiten

. Atrmungsorgane
. Infektidse Krankheiten

. Alle Ubrigen Diagnosen

17%

Quelle: BFS, Statistik der Todesursachen
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Mortalitat nach Karzinom

Mammakarzinom Zervixkarzinom
Europastandardisierte Raten pro 100 000 Einwohnerinnen Europastandardisierte Raten pro 100 000 Einwohnerinnen
Inzidenz Frauen | Mortalitit Frauen Inzidenz Frauen | Martalitét Frauen

Quelle: Krebsliga
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Mortalitat

18 -
1975: 1991:
16.3 15.8
16
14
=12 1975 g
g o =
£ 2001: E
= 10 ’—\\; 0.0 =
E _ 2011 @
23 7.5 2 1978 cohort
= % 404
o
6 304
—4—Incidence
4 = Mortality 204
2 104
' ' ’ ! T 0 T T T 1
1975 1977 1979 1981 1983 1985 1987 1989 1991 1993 1995 1997 1999 2001 2003 2005 2007 2009 2011 0 5 10 15 20
Year of diagnosis/death Years since diagnosis

20-year period-based and 5-year, 10-year, 15-year, and 20-year
cohort-based relative survival curves

Most recent curves derived from SEER 1973-98 database,™ including all
ethnic groups, both sexes, and all cancer sites apart from lung and bronchus.

Sopik V. et al, Gynecologic Oncology, 2015 Brenner H., Lancet 2002
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Cancer Survivors

Abb.2  Geschitzte Anzahl der aktuell in der Schweiz lebenden Personen, bei denen jemals eine Krebsdiagnose*
gestellt wurde («Cancer Survivors»), Zeitperiode 1990-2010
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Survivorship —rascher Anstieg

« Zunahme der Krebs-Inzidenz
* ungesunder Lifestyle
+ Schéadliche Umgebung

« Zunehmendes Alter der Bevoélkerung
* Fruhere Diagnostik

» Bessere Behandlung
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Definitionen von Langzeittiberleben
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Saner F. et al., Nature Cancer Reviews, 06/2019
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Determinanten fur ein Langzeituberleben

a Germline genetics

;< . gﬂci)s;_ngatch repair
a * HR repair, e.g.
> * BRCA1
< * BRCA2
> * RAD51C

¢ * RAD51D

* BRIP1

b Immune response to tumour

* Microenvironment

* Mutational load

* Effective native
immune response

|

¢ Therapy-responsive tumour

* Presence of druggable driver mutation(s)

* Favourable combinations of mutations

* Combination of immune-permissive
tumourintrinsic and tumour-extrinsic factors

8>

d Overall patient health and status

* Lack of comorbidities
* Access to high-quality

—— care and clinical trials

* Co-medications
* Lifestyle

\ —

Saner F. et al., Nature Cancer Reviews, 06/2019
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Langzeitiberleben nach Ovarialkarzinom

Clinical factors associated with LTS in ovarian cancer:

* Young age, early FIGO stage

10—

rrrrrrrrrrrrrrrrrrr

« Type of insurance, comorbidities
* Smoking history
» low grade, non-serous histology :

 absence of ascites

» less upper abdomen involvement

0.0=

* surgical resection status N S B I B I B I S S R R

Hoppenot C, et al. Gynecol Oncol, 01/2018; Baum J, et al. Int J Gynecol Cancer, 01/2021; Chi D. et al, Gynecol Oncol 2006
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Langzeitliberleben nach Ovarialkarzinom

Short-term survivor

2
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Long-term survivor

15%

g

n=60

76.7% HR altered

[0 21.7% gBRCA1
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Garsed D. W. et al., Nature Genetics, 10/2022
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Langzeitiberleben nach Ovarialkarzinom
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Langzeitiberleben nach Ovarialkarzinom
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N/IN/NYN

Langzeitiberleben nach Ovarialkarzinom
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Langzeitiberleben nach Ovarialkarzinom

-~

Number DNA repair alterations
(Ref = None, n=33)

T cells CD4 memory activated

HRD type
(Ref = None, n = 57)

PCNA expression
Plasma cells

Neoantigen count

NK cells

Smoking status

(Ref = Never smoked, n = 60)
CCNET amplification

(Ref = No, n =105)

Residual disease

(Ref = None, n=16)

. Improved survival

Decreased survival
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log(HR)

P value HR (95% Cl)
0.0054 ** 0.39 (0.20, 0.75)
0.0151* 0.50(0.29, 0.88)
0.0362* 0.53 (0.29, 0.96)
0.0004 *** 0.47(0.31, 0.72)
0.0144~ 0.48 (0.27, 0.86)
0.2058 0.73 (0.45,1.19)

< 0.00071 ****

0.51(0.40, 0.65)

0.0015 ** 0.60 (0.44, 0.82)
0.0069 ** 0.71(0.56, 0.91)
0.3094 0.89(0.70,1.12)
0.1459 1.42 (0.89, 2.27)
0.1065 1.57(0.91, 2.72)
0.0290* 2.38 (1.09, 5.17)

Garsed D. W. et al., Nature Genetics, 10/2022
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Langzeitiberleben — beeinflussbare Faktoren

PA Quintile, HR (95% CI) Recurrence, Breast Cancer  All-Cause Mortality,

N . . e n=10, 685 Mortality, n=11,315 (1,468

» Regelmassige physische Aktivitat (421 events) 112826971 events)
events)

Meets PA Guidelines, HR (95% CI) 0.96 (0.86-1.06)  0.75 (0.65-0.85) 0.73 (0.66-0.82)

« Gesunde Erndhrung

Reported comparisons of cancer incidence in bariatric and nonsurgical cohorts

» Gewichtsabnahme bei Adipositas

First Author (yr) Bariatric. /N (%) Nonsurgical, n/N (%) HR or RR 95% CI P value
. . Tsui [6] (2020) 1.448/71,000 (2.0) 7.685/323,197 (2.4) HR: .87 82-92 <.0001
° Christou [7] (2008) 21/1035 (2.0) 487/5746 (8.5) RR: .22 14-35 001
N I kOtI nStO p p Schauer [8] (2019) 488/22,211 (2.2) 2,055/66,481 (3.1) HR: .67 6-.74 <.001
Aminian [13] (2022) 96/5053 (1.9) 780/25,265 (3.1) HR: .68 53-87 .002

 Reduktion von Alkoholkonsum

» Versicherungsmodell: privat (USA)

Referenzen im Abspann
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Lebensqualitat von LTS

Side effects that are still present

Memory Problems I P = 0.6
Forgetfulness | D = 0.3
Concentration difficulties |G — p< 0.001
Bone pain . D = 0.6
skinchanges ™ P~ 0.6
Gastrointestinal Problems [ P = 0.18
Alopec: NN P = 1.0
Faligue == D = 0.002
MNausea/Vomiting e F=Q_U5
Polyreuropathy | |, = (.0004

o 5 10 15 20 25 30 35

= 10years since initial diagnosis = 5-10 years since initial diagnosis mall

Woopen H. et al., Cancers, 11/2023
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Fatigue nach Karzinom

Figure 2. Forest Plot of Weighted Effect Sizes (WESs)

No. of

Intervention Effect Sizes WES SE

(95% CI)

More favorable

All 127
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Overall WES

West S. et al, J Cancer Surviv, 2016
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Survivorship — verschiedene Phasen

Diagnose Remission (U\% «Heilung»

! !

Therapie Nachsorge, Wieder-

»

Erhaltungstherapie eingliederung

Acute

survival

Abgeleitet aus: Fitzhugh Mullan, NEJM, 1985
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UNIVERSITATSSPITAL BERN
HOPITAL UNIVERSITAIRE DE BERNE

Survivorship Care — 5 Grundpfeiler

Ambulantes Praventions- und
Rehabilitationsprogramm fiir Krebspatienten

Physical
effects

Prevention Psycho-
overall logical
health effects

Sur-
veillance
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Zusammenfassung ¢ —

Breast cancer

[ J
Sunvhal probahil
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Definition Langzeitliberleben

Determinanten flr ein Langzeittiberleben

Beeinflussbare Faktoren

Lebensqualitat von Langzeittiberlebenden

Survivorship nach einer Krebsdiagnose
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Introduction

« Genomic determinants for LTS
* HR deficiency
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Langzeitiberleben nach Ovarialkarzinom

B
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Hypotheses

1. Clinical and epidemiological factors contribute to long-term survival in ovarian
cancer.

2. Genomic alterations in DNA repair and homologous recombination pathway
genes are associated with favourable treatment response and survival.

3.  Tumor mutation burden can influence intratumoral immune cell infiltration and
patient survival.

Insel Gruppe — Long-term survival in HGSC Dr. med. Flurina Saner
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Introduction

« Ovarian cancer: most lethal gynaecological malignancy

« High grade serous ovarian cancer (HGSC) accounts for ~105 000
deaths worldwide annually

« Studies on long-term survival in cancer are emerging globally

« Outliers in cancer treatment response: Never relapse iieloresensie
. o o Chemotherapy
* Long-term survivors e + Biomarker level
= -- Biomarker normal
» Exceptional responders 3 4 Primary surgery
=
5
w

0  Period of follow-up 10 0 Period of follow-up 6
(years) (years)

Saner FAM et al., Nature Cancer Reviews, 06/2019
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Langzeitiberleben nach Ovarialkarzinom

» Clinical factors associated with LTS in ovarian cancer:
* Young age, early FIGO stage, low grade, non-serous histology

« absence of ascites, less upper abdomen involvement

* surgical resection status B
* Molecular determinants for LTS .
* Molecular subtype [
S
S | P<0.001
Hoppenot C, et al. Gynecol Oncol, 01/2018; Baum J, et al. Int J Gynecol Cancer, 01/2021; 0 10 20 30 40 50 60
Tothill R, et al. Clin Cancer Res, 2008 Months to Death
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Survivorship nach einer Krebsdiagnose

physical effects of cancer and chronic medical conditions
psychological effects of cancer
social, work and financial effects of cancer

surveillance for recurrences and second cancers

a bk~ W D=

cancer prevention and overall health and well-being promotion

ESMO Consensus Statement Cancer Survivorship,
Annals of Oncology, 2022
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Lebensqualitat (QoL) von LTS

» QoL steigt insgesamt mit der Dauer seit Therapie

* >50% der LTS beschreiben noch Symptome

« fatigue (44.3%), sexual dysfunction (35.7%), sleep disturbance (35.3%), neurologic
symptoms (35.2%), urinary dysfunction (33.0%), bowel problems (31.2%), memory
problems (30.8%), depression (26.4%), anxiety (19.3%) and lymphedema (17.6%)

* Changes in sexuality (55%) including distortion of self-image (45%), dry vaginal mucosa
(25%), fear of physical harm and dyspareunia (20%)

West S. et al, J Cancer Surviv, 2016
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Survivorship nach einer Krebsdiaghose

Ich habe Angst davor,
Ioh geniefe jetzt S oy
jeden Augenblick mehr dariiber erfahren.
meines Lebens.
Ich weil Menschen und
Dinge, die mir wichtig
sind, mehr zu schitzen.

Mein Wissen,

Ich kann das Leben meine Macht.

wieder geniefien.

ESMO Patienteninformation Survivorship
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Survivorship nach einer Krebsdiagnose

Needs

Improve and implement
survivorship care
programs

Meet the needs of
cancer survivors

/ Anticipate and
prevent
survivorship
needs

Implement NG
coordinated research

(FOCUS: Better understanding of
patients’ needs, mechanisms of
long-term and late effects,
anticipate care, innovative and
timely interventions, big data
cooperative platforms)

Figure 1. European Society for Medical Oncology (ESMO) and cancer survivorship: key priorities and strategies.

ESMO Consensus Statement Cancer Survivorship,
Annals of Oncology, 2022
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